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1 BE#H

BHRYETHD p-A A% 0 (4 hyEOIM), 24, 12 KU 60 mg/kg/day DHET.
5 B O Cr:CDSD)R 7w k(10 PE/EEAE) 12 90 HRBAKIRO# S (4mLkg) U, JRERFHRE
LHREEZBR KERGICLSEHEELRH LUz, BEHEPICEE —RRBZBEL. H 1
/A E R OBRERZRIE Lz F 12 8ICIRAERE,. 05 13 BICRREZIT > 2. #5RK
THICMEFHRE, MREFIRERHREERL /% SEERZAEL.

ZOER. FCIIRRDSNT, —HIRE, KE, SR, RREYORE, RRE, IRFIRE
ROEIBEFTROWTIIC BN T HHEBEMEREICX2BEEIBO s o/,

i A AL PR TIE. #ED 60 mg/kg/day BEICB VT, TG, TP KT ALB DF B/XEMEANRED
S/, BEERICBVLTIE. O 60 mgke/day BETHIEOAHNEE. #HO 60 mg/kg/day B TH
oM EREROHEMNER. HD 60 mgkg/day BE THBOMXMERIIDWT, TATHNERL
gL CHEERRENRD sz,

PLEDEESREL 0, FHEASEIREZRS 0 K ERSERREER L2 E 25, Kl
ZETIZBWT, HBMEREICXSEEX LN MRS 60 mgkg/day DR B TRY S
iz,

2 WE
p-HA A DREHRGICE ZHEFELRFTTLHMT, 0 (BEF). 24, 12 %160 mg/kg/day
ORETHHED Crl:CD(SD)E T v M2 90 HRBRFIRE Q57 o @G HEABREER L7z,
3  HBRHMERUAER
31  HERYHERUREK

311  HWEBRYHE
& Fr p- A
ST -
PG IR . ENIEEEE SR A AT
Oy hES : R
e¥4 . 1-Methyl-4-(1-methylethyl)benzene
CAS No. : 99.87-6
fipE © 99.2% (GC)
AL I DMEAR s A UM ABEHOWA TREBNREFELRER TS
GV GE VI 00 |
REZIE T Rl Fig
R BT - T = 1~30°0)
R . GBRYHEENEEEER FHIME 13.5~20.5°C

« ]
RBRELHEEE FERANAE 13.5~22.5°C
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A (/) DL o MRS 46 L (45 40 PLT)

fLHaTR DXV e TRT RY = D N UBRARA
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¥
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. I Gz - svemms mc R
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o FEPMAE ; 49~61% GREHPH ; 55+15%)

: 12 R H (7:00~19:00)

o 10 [=IEA B/ HERY

2L =T (B - BB S 2 L —2)

. 2~3 a8

: 2~3[E8

: 1|8

342 WA —IRUKE

5 AF 78— (W257 X D426 X H200 mm)
T ATV AM
TG ATy 7 B — D E AR

r— &R BERRRE

U7 hFy T (AR ATV —BKA )
D EERKWE
 AAZAIIN Y —MRELE X OV EEATFL., YA TED D

BRAFFREUTTHD, MBRORENSWI 2R LT,

- ERERE CE-2 (HAZ L 7RS4 . v 8IS 30 kGy
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: BIIRAEKIRZ W T H B
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FoEK
#a7K ik
GAKRDIEFE L

ERELK P OGP E

345 BHIAE

BT AL
Weat 7k

RS T HE M H

3.4.6 (EAEERNE
B - B

BT

RBES - -

D EMEAREE
s BAZ L 7RI Dy NTEZHVEE AT L. UBIFERTIC

BU2BEAKHFFBELTTHD, MBRNOEEN NI E2HEEL
7o

Fw 7 R) WTiHE

© FROSFEBIC T2 KB L. YRTCHBT 2KEREIES

LTWaZ 2T (GE2R) ICHERL. ABRANOEEN W
EEMER L.

AV a—y I K BEEICEDEKEEHNE
. Bartlett BE &N ANOVA (5%KitE) TREMIZENRWIEERHERL

7',
—o

: EREAMETH

D =TI VICRBRE S, A REES R OB E R E A

ZWPR U2, BomEEE. LRERESHES > 2k (B
WX DITo 7.

D =Y INVICRBES. W BES. EBRMEARCRGRE

RE5WETLCRBOLBEMVTHIILL) . BYES, KR
BItAH. #R A RORBRFEHERGZWARL Lz, B OmESELI,
ERABEA YT (EBRESS. AHCHRES) KO
WY > vk (BMICHBIMICr —PAESEHMT) ThoZ.

35 RBEHERMESHE

EEREBBT DR BB T 2T 2% HBRPEOREE S BRI UKL, EBRMEO
PEMEZIH1E,. GE7B). 90 HEAE (#9 H. #o1 H) &L/, #5ETA AR—YT
NEHE GILEEREE) RUTF 4 AR—FTIROYV 0T (BRKETFAIRK Z2HN
T. 4mLkg DR B THREFEOHRE Uiz, #E5HIZ 8:00~13:00 DHICITo /2. 5 RITEITO
FEIZEDWTHEENICERLZ.
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36 BERRUERBME

BRMEOHRSE, | YD ORERVEYESIL. TROED THo7%.
B58 BRERE

Rl B BV U Bk
(mg/kg/day) (mL/kg)
oM VRN 0 4 10 01M01~01M10
02M p-HA1 X 2.4 4 10 02M01~02M 10
03M p-UA X 12 4 10 03M01~03M10
04M p-HA1 A 60 4 10 04MO1~04M10
i 01F LR N 0 4 10 01F01~01F10
02F p-HA1 A 2.4 4 10 02F01~02F10
03F p-HA A 12 4 10 03F01~03F10
04F p-HA X 60 4 10 04F01~04F10

a: hUEOIIMERS

37 WMBRMERSEORTER

BRICERENE Ty ez o Arksensass Gazs IR <50
T, R OEE TS N B ORIEA R TH 2 60mke 2AMBIC BT 2RMEARE L. M
T 5 TEBRU 12 20N 2.4 mg/kg/day Za%E L7z ’
38 BREBBRURSHROBRER

BEREIIT, b NSRBI R SN A TR OB S K E VI T HRNEE & L. B
B IR 5 AR I SR 2R U e, 520 OOHR 2) & T — & L7z,
39 BERWMERSROMESERCAREE

NEROBBMEZ. 1K CPA124S H 5 LA4200S B ()L b U o AkKAa) 24
WTE—h—IZBRL. BAZDRMATREA L. TO%, BATHRREVWELRASAZ Y
UE—ZBL, BERICARAT v Uk, LS5 BIZABMNT/IT L, B THEER
WESRIRIREE (FEHIME 13.5~22.5°C) T#EXRE Lz, #5ROMAMI 6~9 HIZ 1 FIOHET
TV, FGHIREEOHR S N=HMATEMR L.

3.10 HEMHEZSHRPOBRBMHEOHE RV REREDHR
Z 5P OBRBRYERE DT 4 FITHE > TEBL 7.

3101 REMHER

LEMEMBEDZDIZ 0.6mg/mL (A1) KU 15mgmL (A2) Z@B L. 3738 (Al-1~Al1-3, A2-
1~A2-3) L7z. ZNENTROMBRERCHBRYERELRE L. HERTOBRBVHDLE
VAR L. FREZOMTEICH T 2RER THROSHTED 100.0£10.0%NTH S L E,
ZEELU.
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sz [N
Al-1, A2-1 : FRBIER
a2 a22: saeeri s B (R 2exnm50~2000
a1, a23: giREenE u B (T 5 14.0~2000)

3.10.2 H—EER

BEROYAREE, SEERRRERIIBTIEBRMEOH -HIIOVWTHZT 272,
P ERAREECARO LE. PEEOFENSENENL SmL OHFGREFRL., B5HPH
BYEBELZAELT. B -HOBREERE L. B -HoBER. LE. PEAVTEOFE
BEIZHT 58 BOMEEMN 100.0+£10.0%LAR & Lz,

3.10.3 REHERHR
P2 5 O R OB EREEO 0 mg/mL 2 5 0EBEORSRIIONWT, MEEROTEXI
N# SmL ZIRW L. &5 PHRYEBEZS Uz, 220, YIEHREIE B0 0

BOE % H T, OmgmL BERICOWTOARROPEIVH SmL Z2HFML TRESTZEIT-
fro PFFEVE. BREBEICHT SMEEE (RE) O+10.0%ANTHAL 72,

311 BERVEIEIEE

3.11.1 —iRIKEE

EEREMAE. 1 020 E5iMECERESE) . WREIZDWTIERIENT 1 EL $XTOEYIC
DNT—HIREE, hEER, ERRECDNWTHEL. EEHICEERLZ.

3112 H&E

BEFHA (B10) OBRESMEVCTO®R, 81 F (FNTNOEO%E 1 H), RURS R
HHIZ 1 EL. 2EICOWTETFRE LA4200 B (H)) B AR &) &80 TEERNIZHE
FARE L. SHEESHICOE. S5m0 K (17 ) BRgofE FIRBHAER) 2R
Lize

3.11.3 {BEEE

BEEBEE 1 ERC 1 E. ZNENOHEOE 1 BM5E 2 AT TOERRRZET KB
LA4200 % ()L R Y O ZMRLH) 2RAVWTy—JBEMTREL. 1 L4200 1 HEEEER
=EHLUz.

3.11.4 REZFMRE

%12 38ic. XRBKOE N RBEOMEES 51T BH&RSE <OV CHRE. PRELE. B
BB WL EOMOBIORE EFF o7, AU v b T 27 SLS (EARRAH) RUNDY R
R RRIES 100 T (HRAHI 1Y) EMVTREET 1. REEFIMIIKI P (B
gtz oy 55 || TR =m0 sooseroorsLr,
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3.11.5 RIRE

BEREGE G5 138) 12, SRERVEHRBEOMMES ST (EMESIE) TOWTEL FOR
EEEBLT.

HYITRAEYS B O®REE, BRI vy (v VY TRT M) — - e N URAEH) TF
LERZBB L. BRPIIRR T v 7 B ORISR O /KEZ AT 3.43 BKRU 3.44 HIZE
BOFE R UREKERS Uiz, BRI v 7 ORI GHICHBIITER L. 4 KR (-
I~4243) R TN 24 BEE (0~+1%)) OBRE. BRI FIVERIRLZ. EHE DS 9T 4 Bk
BRICTE-HEREZRVTERKL, HE 10005 14)IDONTIE 24 RRFERLUZRZHWTR
BEEBLI.

Na. K RO ClLIZNEME (8 CREZ2EFCTRIMRZEH L.

HEE E R OBIEEIIROED THo k.

HH 1 ¥ B N E B 2R

1) pH TINT A AT AT A G=RANIET 3 ATY JAT ) IR R = 4E)

2) &M TNT A4 AT A T A G=RANIT -3 A7) )AF4) Mk 4E)

3) T bk TIWTF A RTA T A (GRANAFT 5 A7) )R 1) R = 4h)

4) REE TIVTF A AT A 92T A (G=RANT -9 A7) AT IR R = 4L)

5 &R TIWTF A AT AT A G-AANAIT -4 A7) )74 IR R &= 4E)

6) THOEU—=FL  NFARTA VTR CG-RAWT S AT AR &AL

7 EUNEZ TINT A AT A 9T A (G=RANAT -5 A7) )74 AR K= 4E)

8) LM #t Sternheimer YfathEifh

9) A - WE WA BT

10) K& R ET

11) [LE 7 & TEEHEFG N GRXa5T & )

12) 7 bUDL(©Na) A BIREEE AL EEB TR 3500 BRREFLHMLNAT T
J1ao—2x)

13) H1U T LK) A BREmE  ALEHBIHTEE 3500 RRREAINT T2
Juv—Xx)

14) HFEECD A BRNEEE B AR 3500 BRRREAINT T
Jao—X)

3.11.6 MAEFHIRE

WEBYER SRR TROSEGEIMII OV T FRAOREZEML 2. RERE (LK) OF
i3, RETH DA F (16:00 ) M SRS BAEME. U HICEB/N Y A S RAMEEE
NARCOBIT-E (KN-1070 #RL#EHEYER) ZHW. 1V 7T 2 (X1 T 2 RERARAL,
oy &5 R veroBEL. 38ROBBABRS STok. BMORN (ER) IEH
1. BYIOBRORLEVHYESEE 1 BB L. DB ABROBROEVWEYBES\CNEXKED,
BHBIERIIRVOBICES HEE L.
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R U7 ik 0 — A FUEERA L ORBREICH L. FEREH 1)~10)3ZHEBEmMIRS I
B XT20000 (A Aw 7 AR %2, EHA 1), 12)I32H Bk ENEERE CA-530 (2
A 7 AMREH) ZHOWTHE U, FiEA & UTHEE 1)~10)IZ13 EDTA-2K Z. HH 11),12)
Ry ICBEFRUYLAERWE, B, 2RATHERE TE LY, MRBFERIERLZN -

7o
HH B5E &
1)  FRILERE(RBC) 3 —A70—DC #ittik
2)  IfifazRE(HGB) SLS ANEJTE ik

3)  AX 7Yy MAMHCT)
4)  EHRMEREFEMCY)
5)  SEERifER MK B (MCH)
6) EEIaRifER 2 3 #2EE (MCHC)
7 I/MRERPLT)
8)  MARMERILE
9)  HIMERE(WBC)
10)  AHIHMmERE 5
U NERECHEER
FF P ERE L #
FFERERE LR
b R LR
BERB (=
11) 7" ohoot’ JEERE(PT)
12) {EMEAEER bOvE 7" 9T Ry
(APTT)

3 —A71—DC ¥tk

3— A7 0—DCHIERUGHRE
3 —2 7 a—DC RHREROGHRE
3—2A 7 0—DC RHEMRCEHRE
3 —A70—DC ik
Ja—4A b A MY —ik
JOo—44 kA M) —i&

TO—HA F A R —ik
FO—HA b AR —ik
T bR R~
T R AR —
TO—HA kAR~
HRFERE IR  VCRELRI R
WEER I  ERGELR IR

3.11.7 MEREFHRE

BV, REESYICOWT, ME TR L2 MROTRERD 280578 THRZMEZANWTE
HlL7z. WEHEBRONMEEIZILLTORED TH-o 2.
HEHEERT, B HBHTEE 3500 2 WLz,

HH WE Ik
1) TAN 3¥ VEEVI)MUA715-Y (AST)  ISCC BRIV
2)  T9ZU7YsA715-t (ALT) JSCC &AL S
3)  TWAUIERI7S-Y (ALP) IFCC HEUERE 4
4) v IRV T FY - (-GTP)  JSCC By iRAL S
5)  #t U (T-BIL) INF 2V EEEEALE
6) RFEEHBUN) UV # (97—t -GLDH %)

7)  JVIFZACRE)

BESRIE
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8) 7 WI-A(GLU) HK-G-6-PDH 1%
9)  #3IVA70-KT-CHO) VATO-VRCBE R 1R
10) M IRIF (TG) FG {4 EBERTE
11) #ESTP) t oby &

12) 7V 3/(ALB) BCG %

13)  A/G H(A/G ratio) BHIE

14) ) (1P) BERIK

15)  Wk¥IA(Ca) =33

16) FHYANa) 1A RN EATE
17y WIAK) 1A R ERTE
18) HEH&K(C) 11 E R ERIE

wuES R

311.8 REFIRE
SRR TERC, 3.11.6 HBW TR L. BliBZE S Bz8#ic DWW T, T OmEFRIRE
zZirolz.
3.11.8.1 &
SEFEHMIZONT, SHHERE - fBORBNREPRELZER L. FTRLORE MKz fHi
L. 10%E@E I <) ik (7272 L. ¥ Glutaraldehyde Formalin Acetic acid (GFA) #&IZ CHilf
E#%. BRERIZ Glutaraldehyde-Formaldehyde (G-F) iR&BEERICTHIEER) I THRFL.
OB, TR, SEERU SR BRER) OoSHE. BOR. TEA, HURIR. BEUME. BIE. AR
(BEN), &8, M. Q&% & SR TR &, § 8RR 28 15 85,
GERR . RS, BTRE. BEEE. EEE. BERE. RSEA. RSB LR, AMIAR (IES). BEEIR. KEEE. DRAL
IR, e, HLAR. R MM OKBN. V). BEE (R, AEERE. KBk, BRER. SRR
N—F KR, EE. KBERVOABEEH. WERVEEEH. &K, 22 /NUR £0
by 9 AR5 22 15

3.11.82 HEEER

SEEHY O FROBE T DOWTETRAE CP3238 BK N BP6IS B (W)L b U T ARA=RH)
ERWCEREZMEL. SRAAEZAVTRERRERILZEN U, BE. W5 JIRED

RBREAEZNTNEZREL .

B, T D M (QEZEED). HRE. R R 8%, ER ANk (R X
WE GEEREID) * IR OMEED). T, BRI GETR. TR, MR iRk (B
KAMEZZE) *

* o BEERRE L7,

3.12 AT

SHBRBE & £ 3R 5B (0IM BE& 02M~04M BERZ TN O1F Bf & 02F~04F Bf) & OO #HI2A
FEREETF. EREK 5% (P<0.05) Xt 1% (P<0.01) O LIV THE Lz, #at a9,
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ﬁﬁﬁ%]lll

WHARE S AR EROKE, BEE. FRE REBHRE., RILE. GRKVCEEZRS) . MK
2R, MEELFNRERCBEEROASHEMEICDONWT, S%HEEKET Bartlett IKITKS
SEOBBRE E1TV, BRROBAE. /YT A MY v 2 @ Dunnett IBIZ K SHEABREZ . AESED
B, 2285 A R v I D Steel IRIZ K B EHRRE 2175 7. IRRFERIRE R OHIBRAT RICH
VI 2 RAERE DEDOREIZDWTIE, Fisher DEEERRE (KD 2f7o7k. REBRE (RlBE
BRI, RICHE, GAKVEE) OBREOEZEOREICDWVWTIE, METH _FiE (M) 2>
Tz 2B, —RIRIBIZ DOV TIXHHLE 2T DR o 7z,

4 WBRYHERSESFE

BRI TEMS NN F—3 3 VB Y THENL L7 F RIS THER L /2.

41 EEYHE
L HOWEBMHEEZRENEE LU TERAL 2.
42 HE
7R MU © HPLC H. Bt 71V ARtaisbk et
e
V% : HPLC l. Bt 7V LfxiERa4t
2y 155
sk : Elix Essential 3 (UV) ZHWTHRLHEL =K
43 (EREES
E2y i K RUSEH
B KF CPA225D SARTORIUS K.K.
___HPLC LC20 ¥ U—A
UV B as ~ SPD-20A R B RUERT
ToIMELAT L LabSolutions
BT ASU-3 7R oHRAAtt
Elix Essential3 (UV) F1AB86324A AN IURY

44 HEHEFROAR
441

BEaiE [T b= bUIL Bk (8:2, viv)]

TR RUVRURUKE 8 :2 (vv) OBETRE L. BHEERRETRAET>Lb D&Y

MLl

442 FRRK

T hEFRERE L.
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45 SirAEHORAR
451 EZEHRER

#uEs [N

WERWER SOme ZREICRY (EREITESK., 7 Z2AWTER 10mL &L,
ZOW I mL ZFEHICED, TR 2MATIFMEIZ 100 mL & U TEERK (SS. # 50 png/mL)
ELT. 2P, EEERII AR E U,

VIKIPSE S

EHE (2)

ZEtEa B (1 [H)

0.05033

e B 2 PH)

0.05030

GRS GEE). 1 -HRRR
WA (1 BH)

0.05023

BRERRRR 2 EH)

0.04996

452 BREBRBEEARR

KREZHEOWT £ R 2ANTERICHFRL ., RERBEERR (S1~83) Z#HE L7 (Fn=1.

REGHEEER AR E L.

R RAR A EA R PREE 2R p- U A A PRI
ERR
No. (mL) (mL) (ng/mL)
S3 N 4 10 20
2 SS 2 10 10
S| Ss 1 10 5
453 QCH=E#
REWETIORT LR Z2HWTERICHRIRL, QC AEHERK (Q1, Q2) ZiMHHL .
S _ )(\ } A
oC M N,  RIGE R R P A TR AR
(mL) (mL) (ug/mL)
Q2 SS 4 10 20
Q1 SS 1 10 5
46 EHEE0LEE

RECHEVAZERY b EAVWTHRSREAHERERL (&n=1). 7t b2 2HNTERIIHR
LizboZz@iemaet s Lk, Ml mkaRt e L.

o KT P KB A
%Zﬁff FRE R IAPRuR  BE B s
(mL) (mL) i (mL) (mL) (ng/mL)
0 1 50 - - 50 0
0.6 1 50 - - 50 12
3 1 25 1 10 250 12
15 1 25 1 50 1250 12
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47 BIESRM
471 HPLC %%
715 I © CAPCELL PAK C18 MGII
(4.6 mm LD. X150 mm. 5pum, A& KRY —F)
oy M &S|
BB t TR RNUILRIK (820 viv)
RIE W& © 230nm
ho LREE 1 37°C
BN —F— 1 25°C
W : 1.0 mL/min
EHEA R © 10pL
AT : 8 min

F—bHoFS¥EE - YERMZHRUN
472 PARTFLAEESH
TREDOHEHOHIMENEZ TICHER L .
3 AT LOMRE © REG AR (S2) 10pLiZDE, RO THRIET 5 & E
(2AFLOFHETRELZ | BIBOZOaY NI LEZR N
%), pHAALOE—7 OBEREH KU > A MY —REIZ. £
NFEN 7000 BELLE, 20 A FTH 5.

AT LOFEBRME T REBE AR (S2) 10pL DX, EiEO&HTHEZ 3 [F#
DIRT & X, p-H A A O -/ ERAOHMERERZE (RSD) i3
20%LLFTH %,

48 HSHHEBRUVHEESE
481 REOCHLE

BB AN (SI~S3, & n=1) 2RI THIEL. A5 — 7 EiREE i
T, BACFTEIC X B5—KAEREERNSRER (Y=aX+b, Y: E—JHEHE X: RE. EAH
(13 72L) 2ERL. HBEERE . FRBOYERERIZOEE (HXERE : RE) ZKRD
Fr. FROMEENERB-TEE, BEABLDESNZE— 7 HREZRERICY TIZD, &
EREILZ, FRLUTHELRENT. AR OBEEICHRERERCEZBORE
mEg U, B5HH O p-H 1 AVBERUNRE 25T Lz,

il H © BREROMEBIFRE (n 490995 BLE

RE 71 10.0%LAA
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suEs
482 ¥H—t

BEROORBENEC. SEED E, PEEROTEXI R LUARGHEE (% o=1) 204
R THIE LIBEABE ML, EE. hEROTRICH T 2R O, p-¥ 1 A RE
OEHETHT 2 EBOWEDEFITEI D H—EZRD .

HE BLHE . B—MEA 100.0£10.0%LAN

483 RTEH

RSO SHEOPE L 0 R L 72308 (0=1) 20 kit > THlE LIRIEZRH LT,
o B © RREMED 100.0+10.0%LAN

484 JEREBROIETROBEEERAE

AP RRIET S & . REEAEERK (S1~S3. & n=1). QC Milkl (2 MEE : 5 KT 20
ug/mL. % n=1), AEHE (=1). QC Mtk (2 #E : 5 R 20 pg/ml. # n=1) DMFIRZEL.
HEFEOEEEERR L.

il H © QC FAilE D RE 23+ 10.0%2H
49 FEIA
(1) BeHRIRE
BER BBRYWE) BE (mgml) = HEME (ugml) XFHREHR /1000
(2) RE (%)
1) REHE
RE (%) = [G¥EYFE— R / BamiE] <100
2) bR REE
RE (%) = [(5urpiBeE —HmME) / MamfE] X100
3) QCHY 7

RE (%) = [GUERE—-HmiE / HmfE] X100
(3) RSD (%)
RSD (%) = (FR¥E{RzAE / E3fE) X100
4) REBAEEERPRBRYERE
BEE EEEE PBR Y EIBE (ng/mL) =Y ETUR (g) Xp-th1 A 2 IREH R
 (ug/mL) /0.050
(5) H—1E
H— (%) = (FEOEE /| LE. DEEROTEOR SRR RED-IGE) X100
(6) ZEMH
ZEM (%) = (RFHROSE / FAEEROSHHE) X100

410 TFT—HNBRHE
F—H RS AT LT AT M5 L, BREHE, > A MY —f& E—2mhiE, e,
BBH (EHMT:/2L) OMHBRE 0. REROBEERUYy Y Z2HEHLZ.
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EUS N |
STHME. AGEE (RE). BERERE (SD). BE5WhBEROHEER% (RSD). H—HED
BEMDOENIZRFEY 7 b Excel (Microsoft Excel) Z{#f L7z,

411 HBEDOERYEZN
BB (n+1) HBZNBEEAL TofitTRRLE.

HHEHE B Bk
biE 2SO , B B
A MY —RE - NERELT 1
3 ¥ — 2 HR{A  pAU'sec B
HE pg/mL GRS L
HHEEFREK - INBURELF 3 #i
WEmIE pg/mL HANEF 4 M
Bl RE mg/mL BT AN
T8 FERED I EDE fE B & 7] C A
1t % ANEURIA 1
,,,,, Tt % B 953> R
RE % INEREAE 1 My ,
SD - EHEOHBICEOEL
~ RSD " %  NEREBAR I
F B AR AR R B R pg/mL BB 4 Hi

412 BHE

P 5.9 R [RIRR RS DB EE /M ATIZ BV T, 0.6 mg/mL B GO T ENTEEHEBA /2720,
FERRIZBN T SADOERAH > - WREEZZE L. AREIIAEA & U THERBEILE R
SERTZHEMMET o/, BOTORKE., FAERMNTH S Z ARSI N

5 BHORE
ARBRTREL-RBETEELROEES (F4), BREES (R4, 88, BHE. FER
5. SEBRERAE. RSO QAU OMEICET Sk, AN, TOMARBRITRDECER

s s a0, NI - < =9 5. RE
mow rrogmzontd. deziy e G- o - voEd
%, WERMERGEY > TR BV TR IS BRI 5 ERRET 5.

6 HREEOEEEICHEEZRIZILZEELDNIBRRER. FRIDIILHSTEAENS
EREBOGHEEICHELZRETEVOHZEERVERIEE LR DA, LI L

Rt EHE2 L.

24



wus s
7 HARER

71 EHFERU—RIRE

EBEDEFE % Table 1 12, —HRIRHEZ Table 2 B L7z, E/-fER D —#kIREEZ Appendix
1WZRU7z,

BEMBEEL TREERASNT ., AERIETORGHIIBNT 100.0%THo .
—RREICBLTIE. BEHMZ2EL TETORSRICBWTRENREIBR I NN .

72 4B

BRED PR E K OHEXE(R 7= % Table 3 12, AR DIEZ Appendix 2 IZR L 72,

BERFOBELY, BOESTORBY EESH CHREE & L TRMEBERZRUZ, #
HEMICEERERA SN T2, BEIZDWTIE, REGHMZRL THBRHEFAEEOHEZ
mU7z.

7.3 {EEEE

BEED B B R SR G2 % Table 4 12, AR O BAEE % Appendix 3 IZ/R L7z,
BEMMABL T, MHEE IO REEERMERSHEDICFABREORB Z/RU .

74  REZEHRE

B EEDIRR IR EAS B % Table 512, AR O#ERZ Appendix 4 IZ/R L7z,
e & O I E £ 5B U 22 R bR A S N o T,

75  RRE

BRDRBEHERE Table 6 12, E/=BUARIO#5 R % Appendix 5 IR U7,

I D 60 mg/kg/day BEIZ BN THBREE LB L CTREOAF /KL LE, Na. K. ClORH
ey DA ZIEMMERD S 17270 Na BN Cl O BRI RS FBETH > 2. K Ok
&L 2.4 KN 60 mg/kg/day BE TxREEE S LB L TEM AR L 2n, oM AREOBEE MR
ENSY AVAS I EY At

ZFOMOEEHIZBNWTIE, B EEBRYER GRS OMICHIFRICAEBRREIALIR
moiz.

76 [MRFHIBRE

HBED MIRF AR B L& Table 712, F /- fEER O R % Appendix 6 IZ7R L7z,

HED 60 mg/kg/day REIZBNWTHAEER (HGB) RKUAT R Uy ME (HCT) OFFREMEAN
BOLNTz. LHLENS, ZOBLITEMT, Rtk (RBC) LHEIRIMERE (Reticulocytes) |
F7-, RIMEREE (MCV., MCH KX MCHC) IZRZBEER /2N EME, BBRMHEEGIIXKDE
ETEWEESZ SN,

FOMOERICHBWTIX, H# & HHEBRYEERS & ORENRDON LIRS NN 7.

7.7  MBRECFEHRE
PO MMEELERIRERE R % Table 8 1T, H/MEARID#5RZ Appendix 7 1R L7z,
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CUT LN |
0 60 mg/kg/day THL. RUZU LY K (TG), HEH (TP) KUYV T3> (ALB) OHK
PR EAEAERSD B, HED 60 mg/kg/day BECBVTH MU DL (Na) OABREBNED SN
bOOZTOREREMT, BRIEOFEL 2 2HE THHRRAHIZA SN/ EMDE,
BIEFOBROZ LWELEE A SN,
ZOWOFERIBNTIE, Wi e SERMELS & OBENEEDN 2RI A SN 1.

78 REPHRE

781 EIRFRR

BREDEIRFT R % Table 912, F /= MAR OFT R % Appendix 8 IZ/R U7z,

HEDOK B THEO/NE (@) . 60 mgkg/day B T/NEORBEAFRD Sz, M T HERE
TEBOEBE (). 2.4mgkg/day B TTEAROIE GEH) 2RO SN, Wb 14
DATH D, BYEHRS EBHEORWELEEZ SN,

782 #REEE

EROWETFER (EXER) RUOBMEERAEL GIXER OFOHEEEREZZTNT
A1 Table 10 RN 1112, F/-fEA&R O % Appendix 9 TN 10 1R L 7z,

60 mg/kg/day BEIZHBWTHEHE & B IHFBROMN EROGRIZHMANRD SN, M TIIMENER
ZOWThEEZRL .

HED 60 mg/kg/day B TI. MREEOHMEROFERSMENRD SNz, o, FEARDER
D ERE B2 EEEZR LA, Mg ERCBVWTIIAERRERZASNRND .

79  BERMERSREONMTESR

791 REMHER

B R EOREERBR O R Z Table 12 1Z7R L7,

0.6 BTN 15 mg/mL # 53 O KB #% O 06T 2 RER O, 11 HREEERRE
IZBNTENTN 94.1% & TN 95.7% CHIEIERE (100.0+10.0%) Zi/zL THD. ZORFRET
TOREEVHER SN,

7.9.2 5—HEER

F 5P OBBRYE OB OF R % Table 13 1IZRLU7Z.

0.6, 3 K78 15 mgmL B5KRD LE. PEECTEOFESMICHT ST, ThENn. 989~
100.9%. 99.3~100.4% %X 99.3~100.9%TH V. TN HE il B DK EHLE (100.0+10.0%)
2L TH0., H—icEEI S B L 2.

79.3 EBEWEIHR
BHHRPOEBRMEOBEHRABROKEE Table 14 IR L 72,

B E S B R DR BIERBRIE O 0.6, 3 N 15 mg/mL #2538 @ RE 14, ¥)EIFREEFX-0.2~2.5%.
B FBIIEI3-1.8~2.7% CIBEHAOHERE (£10.0%) 2L TH0, EEICHEEINATL
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By Sl |
2 ENHERE N, 728, 0 mgmL FEMRIZDWTIZ, HIEIRH R & UL b a3y & © TR
HExnizho7.

794 SHCBITHBESTEER
AT LEEYE. REBRBEERRKRTN QC Y > IV DTk R%E Table 15~17 IT/RL 7.
¥—2 EfE O RSD, ¥'—2 OEREE RO > A M) —RE REROHBARE (0. RE (%)
R QC AED RE (%) DT NTOMFITHEEENTH D, MEEOGFEEI RSN/,

8 ERRUWHW

p-H A A% 0 (M : FTEDI M), 24, 12 R 60 mg/kg/day D& T, MR Crl:CD(SD)
v Mz o0 HRERHERORSG L, REAKRPYREZR RERSICISHELERERIL
770

ZORERE, ITRTOHERIIBVWTELIE 2L, —RIKBIZRFEEIH SN .

R4 2R A Tld, # D 60 mg/kg/day BEIZHB T, TG, TP KINALB OF EIR{KEAEED
5N7z.

BEHERIIBNTIE. #O 60 mgkg/day B THIEO X E R, #O 60 mgke/day B TIHIEDME
M EER UM ER, #0O 60 mgkg/day B THBOMMERIIDWT, TNTIUMMREESZHEL
THERBENPRD SN,

PLEDERI Y, WA TOREZRS 90 HEKEREHEERBREZER L& 25, KB
ZHFIZBNT, HBRYEREICESEEXONLELMRE & 60 mgkg/day DHETRD S
Nz,

9 BEXW

) MABEEA  FEEHROPIET. ERILEMARY MLF—FX—2A (SDBS)
2 A ALDTy hEmns 0 AEsenzsstin Gess N

I % cors

3) [p-HA A DTy b2V 0 ARKER DR SGHEERROZDDHHNY F—2 3 Vi

g Gess D [T = o
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Table 1 Survival rate - Weekly
Sex Test article Dose Week
(mg/kg/day) 1 2 3 4 5
Male Control 0 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 24 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 12 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 60 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 10 / 10 (100.0 ) 10 / 10 (100.0
Female Control 0 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 /10 (100.0
p-Cymene 2.4 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 12 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 60 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Sex Test article Dose Week
(mg/kg/day) 6 7 8 9 10
Male Control 0 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 2.4 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 12 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 60 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Female Control 0 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 24 10 / 10 (100.0 ) 10 / 10 (100.0) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 12 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 ( 100.0 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 60 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 10 / 10 (100.0 ) 10 / 10 (100.0 )
Sex Test article Dose Week
(mg/kg/day) 1 12 13 14
Male Control 0 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 24 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 12 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 60 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Female Control 0 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 2.4 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 12 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
p-Cymene 60 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )

Number of surviving / Total number of animals (-Survival rate)
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Table 2 General clinical observation

Sex Male Female

Test article Control p-Cymene Control p-Cymene

Dose(mg/kg/day) 0 24 12 60 0 24 12 60

Number of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
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Table 3 Body weights (g) - Group mean values (mean £ S.D.)

Sex Test article Dose No. of Initial Day
(mgl/kgl/day) animals B.W. 8 15 22
Male  Control 0 10 1541 = 3.9 2261 = 7.2 290.2 £ 10.8 348.8 + 14.7
p-Cymene 2.4 10 1541 = 5.2 2274 + 11.6 292.7 * 19.0 350.5 * 29.0
p-Cymene 12 10 1541 = 3.6 2226 * 5.2 2875 * 117 3459 + 154
p-Cymene 60 10 1534 £ 5.2 2195 £ 118 282.7 = 15.2 339.6 £+ 18.4
Female Control 0 10 1318 * 53 1657 = 9.0 195.0 + 11.6 2175 * 17.6
p-Cymene 2.4 10 1331 + 3.8 166.5 + 8.5 1928 £ 13.5 216.5 = 16.9
p-Cymene 12 10 1321 £ 4.0 1673 + 8.6 191.9 £ 10.9 2161 = 13.7
p-Cymene 60 10 1324 + 43 1673 £ 7.5 192.2 + 104 219.7 + 133
Sex Test article Dose No. of Day
(mg/kg/day) animals 29 36 43 50
Male  Control 0 10 396.0 + 20.2 4379 * 25.2 475.2 £+ 29.5 501.9 + 33.2
p-Cymene 2.4 10 395.2 + 37.8 431.0 £+ 439 4591 + 52.5 487.7 *+ 56.5
p-Cymene 12 10 391.2 + 204 4333 + 246 462.7 £ 26.2 487.9 £ 30.1
p-Cymene 60 10 381.0 £ 22.1 4208 + 253 4518 + 274 4784 + 28.7
Female Control 0 10 236.7 = 18.2 256.2 = 20.9 2681 = 227 2848 = 26.5
p-Cymene 2.4 10 2364 + 204 253.0 = 224 266.3 + 26.2 279.8 + 243
p-Cymene 12 10 2354 + 164 2558 + 18.4 266.6 + 17.2 277.7 * 19.0
p-Cymene 60 10 236.6 * 16.0 2559 + 20.5 2658 + 19.4 2793 + 19.9
Sex Test article Dose No. of Day
(mg/kg/day) animals 57 64 71 78
Male  Control 0 10 5249 = 36.5 546.2 + 43.0 563.1 £ 46.7 581.9 + 454
p-Cymene 24 10 5059 + 58.8 524.0 * 65.0 541.2 * 68.5 556.7 * 719
p-Cymene 12 10 509.1 * 27.5 524.2 + 307 536.3 = 31.0 5484 + 33.2
p-Cymene 60 10 497.3 + 28.6 513.0 * 29.9 5274 + 27.8 542.6 + 29.0
Female Control 0 10 2938 + 28.5 3044 = 30.8 3129 + 328 3169 * 31.9
p-Cymene 24 10 288.9 * 25.3 2969 * 26.3 303.8 + 28.3 310.1 = 27.7
p-Cymene 12 10 288.8 + 19.3 295.6 * 20.1 3004 = 24.0 304.8 + 21.0
p-Cymene 60 10 2881 t 21.5 2954 = 22.7 3009 * 19.8 3081 + 21.7

Not significantly different from the control group.
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Table 3 Body weights (g) - Group mean values (mean % S.D.) (Continued)

Sex Test article Dose No. of Day
(mgl/kg/day) animals 85 90 91

Male  Control 0 10 593.0 * 50.4 602.1 + 52.5
p-Cymene 2.4 10 5714 = 728 579.4 + 78.0
p-Cymene 12 10 562.4 + 34.0 571.0 £ 359
p-Cymene 60 10 558.2 + 31.0 567.4 = 35.7

Female Control 0 10 321.2 + 344 325.6 + 34.6
p-Cymene 2.4 10 3174 = 27.7 3221 + 30.0
p-Cymene 12 10 313.6 £ 225 317.3 + 222
p-Cymene 60 10 3116 £ 23.9 3171 £ 199

Not significantly different from the control group.
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Table 4 Food consumption (g/animal/day) - Group mean values (mean t S.D.)

Sex Test article Dose No. of Week
(mgl/kg/day) animals 1 2 3 4 5
Male Control 0 10 193 = 0.8 23.3 £ 0.7 23.0 £ 0.9 248 * 1.2 250 + 0.6
p-Cymene 2.4 10 19.8 £ 0.8 238 + 14 254 = 3.0 246 + 25 243 +* 3.0
p-Cymene 12 10 19.7 £ 0.8 227 * 14 243 £ 3.0 251 £ 1.6 240 £ 1.8
p-Cymene 60 10 186 £ 0.6 222 * 14 225 £ 2.0 228 + 24 233 &t 24
Female Control 0 10 159 £ 1.0 155 + 1.0 147 + 0.8 16.2 + 1.1 17.0 £ 1.0
p-Cymene 2.4 10 15.2 £ 1.2 16.2 £ 0.8 16.0 £ 23 158 = 1.8 167 £+ 1.8
p-Cymene 12 10 15.3 £ 0.8 145 * 1.0 144 + 1.8 154 + 1.2 146 £ 2.0 **
p-Cymene 60 10 153 + 0.8 16.0 £ 1.2 155 + 1.8 15.7 £+ 1.2 161 £ 1.6
Sex Test article Dose No. of Week
(mgl/kg/day) animals 6 7 8 9 10
Male Control 0 10 250 = 1.1 23.0 £ 09 248 * 13 224 + 0.8 228 + 15
p-Cymene 2.4 10 23.6 £ 3.0 238 £ 3.0 233 £ 3.2 215 £ 29 221 = 3.6
p-Cymene 12 10 244 = 16 223 + 2.2 229 £ 20# 20.6 £ 0.6 ## 207 £ 1.5#
p-Cymene 60 10 234 £ 238 214 + 24 234 = 1.0 20.2 £ 26 207 £ 1.9
Female Control 0 10 164 = 1.4 15.2 £ 1.3 17.0 £+ 1.2 143 £ 04 147 £ 1.3
p-Cymene 24 10 17.2 £ 0.6 158 = 11 164 £ 1.3 143 £ 0.6 16.2 £ 1.8 *
p-Cymene 12 10 159 + 1.1 153 + 2.0 149 £ 1.1 == 134 £ 19 13.8 + 0.8
p-Cymene 60 10 176 £ 0.8 154 + 1.6 145 + 1.8 = 144 = 09 149 £ 1.2
Sex Test article Dose No.of  Week
(mg/kg/day) animals 1 12 13
Male  Control 0 10 228 + 1.8 218 £ 0.9 196 £ 25
p-Cymene 2.4 10 235 £ 3.1 223 = 27 21.0 £ 4.0
p-Cymene 12 10 224 + 15 21.0 £ 0.9 211 £ 28
p-Cymene 60 10 21.3 £ 1.7 20.7 * 1.8 205 + 1.9
Female Control 0 10 148 + 1.7 139 + 1.2 134 £ 0.7
p-Cymene 2.4 10 16.2 £+ 2.2 146 £ 1.3 140 £+ 23
p-Cymene 12 10 1.1 £ 6.1 13.2 £+ 0.8 136 £ 22
p-Cymene 60 10 15.2 £ 0.7 148 £ 2.0 153 £ 0.9 ##

Signiicantly different from the control group ; +:p<0.05, **+:p<0.01 (Dunneft test).
Significantly different from the control group ; #:p<0.05, ##:p<0.01 (Steel test).
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Table 5 Ophthalmoscopic examination

Sex Male Female

Test article Control p-Cymene Control p-Cymene

Dose (mg/kg/day) 0 24 12 60 0 24 12 60

Number of animals 5 5 5 5 5 5 5 5
Normal 4 5 5 5 4 5 4 5
Cornea: Band-shaped opacity (L) 1 0 0 0 1 0 1 0

Not significantly different from the control group.



Table 6 Urinalysis

Ketone

Occult
blood

pH

No. of

Dose

Test article

Sex

bodies

animals

(mglkg/day)

2+ 3+ 4+

1+

2+ 3+

1+

8.5 >=9.0

65 7.0 75 8.0

6.0

5.5

5.0

Control

2.4

12
60

p-Cymene
p-Cymene
p-Cymene

Female Control

24

12
60

p-Cymene
p-Cymene
p-Cymene

Bilirubin

Urobili-

Protein

Glucose

No. of

Dose

Test article

Sex

nogen

animals

(mglkg/day)

2+ 3+

1+

2+ 3+ 4+ 041

1+

2+ 3+ 4+

1+

Control

Male

24
12
60

p-Cymene
p-Cymene

35

p-Cymene

Female Control

24

p-Cymene
p-Cymene

p-Cymene

Not significantly different from the control group.
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Table 6 Urinalysis (Continued)

Sex Test article Dose No. of Sediments
(mg/kg/day)  animals Casts Epithelial Leuko- ~ Erythro-
cells cytes cytes
- * 1+ 2+ 3+ - * 1+ 2+ 3+ - * 1+ 2+ 3+ - + 1+ 2+ 3+

Male  Control 0 5 5 0 0 0 0 4 1 0 0 0 5 0 0 0 0 5 0 0 0 0

p-Cymene 24 5 5 0 0 0 0 4 1 0 0 0 5 0 0 0 0 5 0 0 0 0

p-Cymene 12 5 5 0 0 0 0 2 3 0 0 0 5 0 0 0 0 5 0 0 0 0

p-Cymene 60 5 5 0 0 0 0 3 2 0 0 0 5 0 0 0 0 5 0 0 0 0
Female Control 0 5 5 0 0 0 0 3 2 0 0 0 5 0 0 0 0 5 0 0 0 0

p-Cymene 24 5 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0

p-Cymene 12 5 5 0 0 0 0 1 4 0 0 0 5 0 0 0 0 5 0 0 0 0

p-Cymene 60 5 5 0 0 0 0 4 1 0 0 0 5 0 0 0 0 5 0 0 0 0
Sex Test article Dose No.of  Sediments Color Turbidity

(mgl/kg/day) animals Crystals
- + 1+ 2+ 3+ PY LY DY VYR - * + o+

Male Control 0 5 2 0 1 2 0 5 0 0 0 4 1 0 0

p-Cymene 24 5 0 0 1 1 3 5 0 0 0 4 1 0 0

p-Cymene 12 5 0 1 2 0 2 5 0 0 0 5 0 0 0

p-Cymene 60 5 1 1 0 1 2 5 0 0 0 5 0 0 0
Female Control 0 5 3 1 0 1 0 5 0 0 0 5 0 0 0

p-Cymene 24 5 3 0 1 1 0 5 0 0 0 5 0 0 0

p-Cymene 12 5 3 0 1 1 0 5 0 0 0 4 1 0 0

p-Cymene 60 5 3 1 0 0 1 5 0 0 0 5 0 0 0

PY : Pale yellow, LY : Light yellow, DY : Deep yellow, YR : Yellowish red
Not significantly different from the control group.
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Table 6 Urinalysis - Group mean values (mean = S.D.)

Sex Test article Dose No. of Urine Specific Concentration
(mg/kg/day) animals volume gravity Na K Cl
(mL/24h) (mmol/L) (mmol/L) (mmol/L)
Male Control 0 5 171 £ 10.0 1.037 % 0.018 354 + 18.4 125.19 * 56.26 231 = 208
p-Cymene 2.4 5 164 + 6.1 1.030 + 0.011 36.2 £+ 143 106.03 * 36.25 171 £ 13.0
p-Cymene 12 5 135 + 94 1.050 * 0.017 83.3 £ 32.0 177.53 * 57.38 63.1 + 40.8
p-Cymene 60 5 157 £+ 3.8 1.035 = 0.010 515 * 26.3 132.61 = 32.96 39.1 £ 39.2
Female Control 0 5 93 + 27 1.057 + 0.012 1329 £ 23.8 248.69 * 36.54 157.4 + 33.7
p-Cymene 2.4 5 126 + 23 1.053 + 0.013 120.6 + 28.6 239.21 * 57.35 146.7 £ 34.0
p-Cymene 12 5 109 + 23 1.051 + 0.011 114.0 + 36.7 234.22 * 45.06 139.8 + 27.1
p-Cymene 60 5 17.8 £ 1.5 #» 1.036 * 0.004 * 77.0 * 19.8 164.47 * 18.60 « 1009 + 20.0
Sex Test article Dose No. of Total excretion
(mgl/kg/day) animals Na K Cl
(mmol/24h) (mmol/24h) (mmol/24h)
Male Control 0 5 0.50 + 0.17 170 + 0.23 0.32 + 0.22
p-Cymene 24 5 0.54 £ 0.16 1.58 £ 0.23 0.23 £ 0.09
p-Cymene 12 5 1.01 £ 0.52 2.02 £ 0.53 0.78 £ 0.50
p-Cymene 60 5 0.85 £ 0.64 2141 & 0.92 0.71 £ 0.90
Female Control 0 5 118 £+ 0.19 223 + 0.38 1.39 £ 0.15
p-Cymene 2.4 5 148 + 0.27 294 = 0.60 = 1.80 £ 0.34
p-Cymene 12 5 118 = 0.26 246 £ 0.14 147 £ 0.19
p-Cymene 60 5 1.36 £ 0.33 294 + 0.43 » 1.79 + 0.36

Significantly different from the control group ; *:p<0.05, *+:p<0.01 (TJunnett test).
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Table 7 Hematology - Group mean values (mean * S.D.) _

Sex Test article Dose No. of RBC HGB HCT MCvV MCH
(mgl/kg/day) animals
(x10%pL) (g/dL) (%) (fL) (pg)

Male Control 0 10 879 * 37 158 + 0.5 440 + 1.5 501 + 1.6 180 £ 0.5
p-Cymene 24 10 879 + 53 158 * 0.5 443 + 1.6 50.5 £+ 27 180 £ 0.8
p-Cymene 12 10 871 = 27 154 £ 0.5 432 + 1.8 496 + 1.3 17.7 £+ 04
p-Cymene 60 10 843 + 23 151 % 0.5+ 423 + 1.1+ 50.1 £+ 1.3 179 £ 04

Female Control 0 10 784 £ 38 149 + 04 415 = 14 531 + 24 191 + 0.8
p-Cymene 2.4 10 780 * 26 150 + 0.4 415 = 13 533 ¢+ 1.5 19.2 & 0.4
p-Cymene 12 10 776 £ 41 147 £ 0.7 409 = 1.3 52.8 + 1.7 19.0 + 0.3
p-Cymene 60 10 782 = 27 147 £ 05 412 = 14 527 £+ 21 188 =+ 0.8

Sex Test article Dose No. of MCHC PLT Reticulo- WBC Leukocytes, differential

(mg/kg/day) animals cytes Lympho-
cytes
(g/dL) (x10*/pL) (%) (x10%/pL) (%)

Male  Control 0 10 359 £ 0.6 113.8 £ 12.8 31+ 05 90.2 + 28.5 819 + 44
p-Cymene 2.4 10 357 = 05 111.8 + 14.8 31 04 75.5 £ 121 786 * 5.7
p-Cymene 12 10 357 + 0.5 1119 £ 11.6 32+ 0.6 93.2 + 18.8 791 = 5.7
p-Cymene 60 10 357 £ 0.5 100.0 * 125 31+ 05 80.1 £ 14.6 80.2 £ 4.8

Female Control 0 10 360 t 05 1044 + 341 34+ 05 458 = 9.7 781 £ 7.2
p-Cymene 24 10 360 £ 04 1029 £+ 8.6 29 £ 04+ 55.0 £ 17.8 804 £ 55
p-Cymene 12 10 359 £ 07 1045 =+ 15.2 27 £ 0.4 479 £ 95 839 + 44
p-Cymene 60 10 357 £ 0.3 92.7 £ 12.6 30+ 04 55.3 * 18.6 827 £ 4.4

Sex Test article Dose No. of Leukocytes, differential Coagulation test

(mg/kg/day) animals Neutro- ~Eosino- Baso- Mono- PT
phils phils phils cytes
(%) (%) (%) (%) (sec)

Male  Control 0 10 13.3 £ 3.9 15 04 00 = 0.0 32+ 08 124 £ 14
p-Cymene 24 10 168 £ 4.9 15 + 0.7 00 £ 0.0 31+ 08 17 £ 14
p-Cymene 12 10 169 £ 5.0 1.0 £ 0.2 ## 00 £ 0.0 3.0 1.0 129 £+ 22
p-Cymene 60 10 146 £+ 4.1 12 & 0.2 00 = 0.0 41 = 0.9 1.6 £ 1.0

Female Control 0 10 169 £ 6.5 16 £ 0.7 00 0.0 34 1.0 9.7 £ 0.2
p-Cymene 24 10 148 £ 56 16 + 0.6 0.0 £ 0.0 32+ 0.6 9.7 £ 0.2
p-Cymene 12 10 1.5 £ 441 14 = 0.6 00 £ 0.0 32+ 1.0 9.7 + 0.1
p-Cymene 60 10 129 £ 41 16 £ 04 00 = 0.0 28 £ 0.9 99 = 0.2

Significantly different from the control group ; *:p<0.05, *+:p<0.01 (Dunnett fesf).
Significantly different from the control group ; ##p<0.01 (Steel test).
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Table 7 Hematology - Group mean values (mean % S.D.) (Continued)

Sex Test article Dose No. of Coagulation test
(mg/kg/day) animals APTT
(sec)

Male Control 0 10 140 £ 22
p-Cymene 24 10 133 = 1.7
p-Cymene 12 10 153 £ 19
p-Cymene 60 10 124 £ 21

Female Control 0 10 1.7 £ 1.6
p-Cymene 24 10 1.5 = 04
p-Cymene 12 10 114 £ 19
p-Cymene 60 10 14 £ 1.0

Not significantly different from the control group.
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Table 8 Clinical biochemistry - Group mean values (mean % S.D.)

Sex Test article Dose No. of AST ALT ALP y-GTP T-BIL
(mg/kg/day) animals
(U/L) (U/IL) (U/L) (U/L) (mg/dL)
Male  Control 0 10 89 * 17 29 % 4 91 + 20 05+ 0.1 (3) 0.06 = 0.01
p-Cymene 24 10 98 + 29 31 % 6 101 £ 26 05 % 0.1 2 0.06 + 0.01
p-Cymene 12 10 97 + 22 31 % 5 101 £ 24 05+ 0.1 3 0.05 + 0.02
p-Cymene 60 10 92 £+ 20 31 % 7 98 £ 19 04 £ 0.0 (2) 0.05 £ 0.02
Female Control 0 10 84 = 25 23 % 3 54 £ 17 07 £ 0.3 0.07 = 0.02
p-Cymene 2.4 10 103 £+ 36 23 % 3 52 £+ 12 06 £ 0.2 0.09 = 0.03
p-Cymene 12 10 97 + 23 24 £ 3 51 + 13 06 * 0.1 (9) 0.07 £ 0.01
p-Cymene 60 10 83 + 13 24 * 4 55 + 13 07 £ 0.2 0.07 £ 0.01
Sex Test article Dose No. of BUN CRE GLU T-CHO TG
(mgl/kg/day) animals
(mg/dL) (mgldL) (mg/dL) (mg/dL) (mg/dL)
Male Control 0 10 129 =+ 1.2 0.28 = 0.03 162 £+ 16 56 + 8 47 * 15
p-Cymene 2.4 10 121 = 1.8 0.26 £+ 0.04 160 £ 32 63 * 9 54 + 35
p-Cymene 12 10 127 £ 1.9 0.26 * 0.04 165 £+ 21 64 * 9 4 = 18
p-Cymene 60 10 121 £ 17 0.27 + 0.04 172 + 23 52 % 6 30 * 7#
Female Control 0 10 158 £ 34 0.34 £ 0.05 127 £ 14 65 * 7 43 £+ 22
p-Cymene 2.4 10 139 + 1.8 0.30 £ 0.03 124 £ 16 74 £ 16 41 + 14
p-Cymene 12 10 154 £ 24 0.34 £+ 0.05 124 £ 14 69 + 15 49 + 27
p-Cymene 60 10 148 + 3.3 0.35 £ 0.06 135 % 7 75 £ 15 24 % 7
Sex Test article Dose No. of TP ALB AIG P Ca
(mg/kg/day) animals ratio
(g/dL) (g/dL) (mg/dL) (mg/dL)
Male Control 0 10 60 £ 03 42 + 0.2 2.32 £ 0.20 63 * 0.2 10.2 £ 0.2
p-Cymene 2.4 10 6.1 £ 0.2 42 t 0.2 2.28 * 0.22 6.5 £ 0.5 105 £ 0.3 *
p-Cymene 12 10 6.0 £ 0.2 41 = 0.2 218 £ 0.25 63 % 05 102 £ 03
p-Cymene 60 10 56 £ 0.2 += 39+ 041 2.46 * 0.36 66 £ 0.5 101 £ 0.2
Female Control 0 10 64 t 03 49 * 0.2 3.36 + 0.35 51 % 05 10.2 £ 0.3
p-Cymene 24 10 64 + 04 50 = 03 3.65 + 0.43 56 * 09 103 £ 03
p-Cymene 12 10 64 £ 03 49 + 04 3.39 £ 0.49 54 + 038 103 + 04
p-Cymene 60 10 62 £ 0.2 47 £ 0.3 3.21 £ 0.89 54 05 99 = 0.2

Stanificantly different from the control group ; *:p<0.05, **:p<0.01 (Dunnett test).
Significantly different from the control group ; #:p<0.05 (Steel test).

Number in parentheses indicates the number of animals examined.




Table 8 Clinical biochemistry - Group mean values (mean % S.D.) (Continued)

84

Sex Test article Dose No. of Na K Cl
(mg/kg/day) animals
(mmol/L) (mmol/L) (mmol/L)

Male  Control 0 10 1422 + 0.6 4.44 = 0.20 1021 %
p-Cymene 2.4 10 1425 £ 0.7 445 = 0.29 1026 £ 1.1
p-Cymene 12 10 1421 £ 1.0 464 * 0.25 1031 + 14
p-Cymene 60 10 1418 £+ 141 447 * 014 1024 = 1.0
Control 0 10 1414 + 038 391 £ 0.40 1039 £ 1.2
p-Cymene 2.4 10 1406 £ 0.6 4.04 * 0.27 1026 + 1.1
p-Cymene 12 10 1409 £ 1.1 4.06 £ 0.30 103.7 £ 1.2
p-Cymene 60 10 140.3 £ 0.8 * 3.86 £ 0.26 1034 £ 1.3

“Significantly different from the control group ; *:p<0.05 (Dunnett test).
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Table 9 Necropsy findings (Male)

Test Article Control p-Cymene p-Cymene p-Cymene
Dose (mg/kg/day) 0 24 12 60
Number of animals 10 10 10 10
ALIMENTARY SYSTEM
Small intestine
Diverticulum 0 0 0 1
GENITAL SYSTEM
Testis
Small, Bilateral 1 0 0 0

Not significantly different from the control group.
Other organs were not remarkable
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Table 9 Necropsy findings (Female) (Continued)

Test Article Control p-Cymene p-Cymene p-Cymene
Dose (mg/kg/day) 0 24 12 60
Number of animals 10 10 10 10
GENITAL SYSTEM
Uterus
Dilatation, Horn, Bilateral 0 1 0 0
URINARY SYSTEM
Kidney
Hypoplastic kidney, Unilateral 1 0 0 0

Not significantly different from the control group.
Other organs were not remarkable



Table 10 Organ weights - Group mean values (mean % S.D.)

Sex Test article Dose No. of Body Brain Pituitary Heart
(mg/kg/day) animals weight
() (9) (mg) (9)

Male Control 0 10 5747 + 50.8 2,257 * 0.119 15.8 £ 1.5 1.713 + 0.147
p-Cymene 2.4 10 555.4 + 744 2,226 * 0.074 14.7 £ 1.6 1.590 + 0.187
p-Cymene 12 10 546.0 * 32.6 2.167 * 0.059 14.7 £ 1.9 1.585 + 0.129
p-Cymene 60 10 5440 + 328 2173 * 0.101 136 * 1.1 =+ 1531 £ 0.132 »

Female Control 0 10 310.6 * 34.1 2.035 = 0.072 17.2 £ 2.4 0.960 = 0.077
p-Cymene 2.4 10 3074 =+ 274 2.079 = 0.099 169 * 3.0 0.961 = 0.103
p-Cymene 12 10 3013 £ 207 2.071 £ 0.092 18.3 % 2.2 0.920 * 0.049
p-Cymene 60 10 301.7 * 20.0 2.029 = 0.053 18.2 * 3.6 0.932 + 0.072

Sex Test article Dose No. of Lungs Liver Spleen Kidney

(mglkg/day) animals (Right)
(9) (g) (9) (9)

Male Control 0 10 1.591 * 0.164 15.379 * 1.698 0.799 + 0.129 1.815 + 0.114
p-Cymene 24 10 1497 + 0.119 15.783 * 3.465 0.848 + 0.150 1.792 + 0.260
p-Cymene 12 10 1.457 + 0.099 15.379 + 1.595 0.834 * 0.126 1.788 + 0.129
p-Cymene 60 10 1.490 + 0.126 15.823 = 1.797 0.875 * 0.128 1.727 = 0.153

Female Control 0 10 1.083 = 0.075 7.700 = 0.754 0.515 * 0.059 1.025 £ 0.138
p-Cymene 2.4 10 1117 £ 0.099 8.268 + 0.887 0.581 + 0.072 1.041 £ 0.084
p-Cymene 12 10 1.094 £ 0.063 7.853 + 0.383 0.506 * 0.073 0.956 * 0.102
p-Cymene 60 10 1.137 £ 0.110 9.226 * 0.915 = 0.542 = 0.069 0.954 * 0.077

Sex Test article Dose No. of Kidney Kidneys Adrenal Adrenal

(mg/kg/day) animals (Left) (Right) (Left)
(9) (9) (mg) (mg)

Male Control 0 10 1.862 £ 0.224 3.678 * 0.332 312 & 4.2 322 35
p-Cymene 2.4 10 1.782 & 0.267 3.574 + 0.521 30.8 % 5.0 31.8 % 6.0
p-Cymene 12 10 1.767 £ 0.105 3.555 + 0.221 294 2.5 314 5.1
p-Cymene 60 10 1.766 + 0.161 3.492 + 0.306 275 * 4.2 28.3 3.4

Female Control 0 10 0.864 * 0.311 1.889 + 0.218 329 % 1.9 339 * 3.1
p-Cymene 24 10 0.989 * 0.077 2.030 ¥ 0.154 35.2 = 5.1 37.2 % 5.2
p-Cymene 12 10 0.941 = 0.088 1.897 + 0.188 321 % 4.0 333 & 2.8
p-Cymene 60 10 0.970 * 0.094 1924 + 0.164 311 = 3.5 334 5.5

Significantly different from the control group ; *:p<0.05, ++:p<0.01 (Dunnett test).
Body weight : The value presented were obtained after the animals were fasted overnight.
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Table 10 Organ weights - Group mean values (mean % S.D.) (Continued)

Sex Test article Dose No. of Adrenals Testis Testis Testes
(mgl/kg/day) animals (Right) (Left)
(mg) (9) (9) (9)

Male Control 0 10 63.3 * 7.5 1.762 * 0.263 1.818 + 0.270 3.580 * 0.519
p-Cymene 2.4 10 626 + 10.7 1.830 * 0.133 1.838 + 0.131 3.668 + 0.261
p-Cymene 12 10 60.8 % 7.4 1776 £ 0.134 1.798 £ 0.159 3.574 * 0.290
p-Cymene 60 10 55.7 & 7.5 1778 = 0.172 1.809 + 0.162 3.587 * 0.332

Female Control 0 10 66.9 4.7 - - - - — _
p-Cymene 24 10 724 + 10.2 - - - - - —
p-Cymene 12 10 654 £ 6.7 - - - - - —
p-Cymene 60 10 64.4 t 8.8 - - - - - -

Sex Test article Dose No. of Ventral Seminal vesicle Ovary Ovary

(mg/kg/day) animals prostate + Coagulating glands (Right) (Left)
(9) (9) (mg) (mg)

Male Control 0 10 0.909 * 0.174 1802 * 0.112 - - - —
p-Cymene 2.4 10 0.869 + 0.240 1791 = 0.210 - - — _
p-Cymene 12 10 0.855 = 0.147 1760 + 0.186 - - - -
p-Cymene 60 10 0.782 + 0.245 1.700 £ 0.207 - - - —

Female Control 0 10 - - - - 57.6 % 5.2 56.1 & 7.0
p-Cymene 2.4 10 - - - - 641 £ 7.9 644 * 7.0
p-Cymene 12 10 - - - - 551 + 121 60.0 + 8.9
p-Cymene 60 10 - - — - 61.1 * 5.8 56.6 t 6.3

Sex Test article Dose No. of Ovaries Uterus Salivary Thymus

(mgl/kg/day) animals glands
(mg) (g) (9) ()]

Male Control 0 10 - - - B 0.780 * 0.053 0.285 * 0.034
p-Cymene 2.4 10 N - - - 0.788 * 0.118 0.314 * 0.089
p-Cymene 12 10 - - - - 0.746 + 0.104 0.303 * 0.046
p-Cymene 60 10 - - N - 0.735 * 0.060 0.305 = 0.073

Female Control 0 10 113.7 + 10.0 0.613 + 0.144 0.454 + 0.031 0.273 * 0.070
p-Cymene 24 10 1285 + 13.9 0.589 * 0.198 0.489 = 0.070 0.280 * 0.065
p-Cymene 12 10 115.2 + 19.8 0.620 = 0.207 0.462 * 0.044 0.309 * 0.072
p-Cymene 60 10 17.7 £ 8.7 0.571 £ 0.180 0.433 * 0.047 0.289 + 0.074

Significantly different from the control group ; *:p<0.05 (Dunnett test).
—: No data



Table 10 Organ weights - Group mean values (mean % S.D.) (Continued)
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Sex Test article Dose No. of Thyroids
(mg/kg/day) animals
(mg)

Male Control 0 10 262 + 3.8
p-Cymene 2.4 10 283 + 47
p-Cymene 12 10 285 £ 4.5
p-Cymene 60 10 26.6 * 5.0

Female Control 0 10 226 * 21
p-Cymene 2.4 10 237 % 6.2
p-Cymene 12 10 229 + 341
p-Cymene 60 10 20.2 £ 3.6

Not significantly different from the control group.
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Table 11 Organ to body weight ratio (g/100g B.W.) - Group mean values (mean £ S.D.)

Sex Test article Dose No. of Brain Pituitary Heart Lungs
(mgl/kg/day) animals
(x10?)

Male Control 0 10 0.395 + 0.032 276 + 0.24 0.299 = 0.021 0.278 + 0.025
p-Cymene 24 10 0.407 * 0.053 267 * 0.31 0.287 = 0.018 0.272 * 0.021
p-Cymene 12 10 0.398 + 0.022 269 = 0.28 0.291 + 0.022 0.267 * 0.019
p-Cymene 60 10 0.401 = 0.035 251 = 017 0.281 = 0.011 0.274 * 0.015

Female Control 0 10 0.661 = 0.064 558 * 0.94 0.311 = 0.027 0.351 * 0.034
p-Cymene 2.4 10 0.681 * 0.065 548 * 0.71 0.313 * 0.025 0.364 + 0.017
p-Cymene 12 10 0.690 + 0.057 611 £ 0.97 0.306 * 0.019 0.364 + 0.022
p-Cymene 60 10 0.674 = 0.034 6.03 £ 1.22 0.309 = 0.014 0.377 * 0.020

Sex Test article Dose No. of Liver Spleen Kidney Kidney

(mg/kg/day) animals (Right) (Left)

Male Control 0 10 2,673 + 0.136 0.139 = 0.013 0.317 + 0.018 0.324 + 0.029
p-Cymene 24 10 2.818 + 0.278 0.152 + 0.016 0.323 + 0.014 0.321 + 0.017
p-Cymene 12 10 2.815 + 0.205 0.152 = 0.017 0.328 = 0.025 0.324 + 0.023
p-Cymene 60 10 2902 + 0.184 = 0.161 = 0.021 = 0.318 * 0.026 0.325 + 0.028

Female Control 0 10 2485 + 0.143 0.167 = 0.024 0.334 + 0.068 0.275 * 0.098
p-Cymene 2.4 10 2.692 £ 0.217 0.190 *+ 0.019 0.339 * 0.018 0.323 * 0.022
p-Cymene 12 10 2612 * 0.144 0.168 * 0.026 0.318 * 0.038 0.313 + 0.030
p-Cymene 60 10 3.060 = 0.246 ++ 0.180 = 0.020 0.317 * 0.028 0.322 + 0.027

Sex Test article Dose No. of Kidneys Adrenal Adrenal Adrenals

(mglkg/day) animals (Right) (Left)
(x107) (x107) (x107)

Male Control 0 10 0.641 + 0.042 547 + 0.99 5.65 * 0.92 1113 + 1.88
p-Cymene 24 10 0.643 = 0.028 557 £ 0.73 572 + 0.80 11.30 = 1.44
p-Cymene 12 10 0.653 = 0.046 538 * 0.29 573 + 0.70 11.12 = 0.92
p-Cymene 60 10 0.643 %+ 0.052 5.04 + 0.66 520 * 0.55 10.24 £ 1.17

Female Control 0 10 0.609 + 0.050 10.71 £ 1.29 11.04 + 1.48 21,75 £ 270
p-Cymene 2.4 10 0.662 + 0.037 1144 £+ 117 12.08 *+ 1.08 2352 + 2.21
p-Cymene 12 10 0.631 = 0.067 10.73 £ 1.73 11.14 * 1.46 2187 £ 3.14
p-Cymene 60 10 0.639 + 0.053 10.29 + 0.91 11.07 + 1.83 21.36 + 271

Significantly different from the control group ; *:p<0.05, *+:p<0.01 (Dunnett test).
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Table 11

Organ to body weight ratio (g/100g B.W.) - Group mean values (mean % S.D.) (Continued)

Sex Test article Dose No. of Testis Testis Testes Ventral
(mglkg/day) animals (Right) (Left) prostate

Male Control 0 10 0.310 £+ 0.059 0.319 + 0.056 0.629 + 0.114 0.158 * 0.029
p-Cymene 2.4 10 0.333 0.039 0.334 + 0.036 0.668 + 0.074 0.158 * 0.046
p-Cymene 12 10 0.326 + 0.023 0.330 + 0.029 0.656 = 0.051 0.158 * 0.032
p-Cymene 60 10 0.328 * 0.041 0.334 + 0.038 0.662 + 0.079 0.145 * 0.050

Female Control 0 10 - - - - N - - _
p-Cymene 2.4 10 - - - - p - - _
p-Cymene 12 10 - - - - - - - _
p-Cymene 60 10 - - - - - - - -

Sex Test article Dose No. of Seminal vesicle Ovary Ovary Ovaries

(mgl/kg/day) animals + Coagulating glands (Right) (Left)
(x10?) (x10%) (x10%)

Male Control 0 10 0.316 * 0.037 - - - - _ _
p-Cymene 2.4 10 0.325 £ 0.039 - - - - - _
p-Cymene 12 10 0.324 £ 0.043 - - - - — _
p-Cymene 60 10 0.313 = 0.044 - - - - - —

Female Control 0 10 - - 18.70 * 2.23 18.18 * 2.46 36.88 + 4.01
p-Cymene 2.4 10 - - 2093 + 246 21.05 * 2.65 4198 £ 4.81
p-Cymene 12 10 - - 18.27 £ 3.75 1993 + 2.73 38.19 = 6.02
p-Cymene 60 10 - - 20.29 + 2.00 18.82 £ 2.22 39.11 £ 3.04

Sex Test article Dose No. of Uterus Salivary Thymus Thyroids

(mg/kg/day) animals glands
(x10%)

Male Control 0 10 - - 0.137 + 0.014 0.050 + 0.004 459 = 0.80
p-Cymene 2.4 10 B - 0.143 = 0.020 0.057 = 0.015 510 * 0.59
p-Cymene 12 10 - - 0.137 + 0.021 0.056 + 0.008 521 £ 0.66
p-Cymene 60 10 - - 0.135 + 0.012 0.056 + 0.014 489 = 0.91

Female Control 0 10 0.198 = 0.044 0.147 = 0.015 0.089 + 0.024 732 &+ 0.84
p-Cymene 24 10 0.192 + 0.064 0.159 + 0.016 0.091 * 0.019 7.68 * 1.80
p-Cymene 12 10 0.207 + 0.069 0.154 * 0.016 0.102 + 0.020 7.63 + 1.08
p-Cymene 60 10 0.189 * 0.060 0.144 + 0.014 0.096 + 0.023 6.70 £ 1.20

Significantly different from the control group ; *:p<0.05 (Dunnett test).

—: No data
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Table 12 Results for stability

Test article Intended concentration Storage period Found concentration RE Stability®
(mg/mL) (Date of analysis) (mg/mL) (%) (%)
p-Cymene 0.6 Immediately after preparation 0.6100 1.7
............. Wanuary8,2022) o eeeeeeee—————
8 days in a dark place T
at room temperature 0.5865 - 96.1
............. Wanuary 14, 2022) e eeeeeeeaeaea-
11 days in a dark place TTTTTTITImmmmmmmmmmmmmmmmmmmmmmmmmmmmemee
at room temperature 0.5740 - 94.1
(January 17, 2022)
15 Immediately after preparation
............. Ganvarys,2022) O
8 days in adark place TTTTTTTmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmme
at room temperature 15.16 - 95.9
............. (anuary 14,2022) e eeiceeccieeeeeeeeeeeeceeeeeeas
11 days in a dark place L TTTTTmTTmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmeT
at room temperature 15.13 - 95.7

(January 17, 2022)

RE : relative error
a : Stability(%) = After storage / Inmediately after preparation x 100
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Table 13 Results for homogeneity

Test article Date of analysis Intended Sampling point Found o
concentration concentration H°m°?°"°'ty
(mg/mL) (mg/mL) (%)
p-Cymene January 17, 2022 0.6 Upper 0.6040 100.9
Middle 0.5925 98.9
Lower 0.6000 100.2
Mean 0.5988
3 Upper 3.073 100.3
Middle 3.045 99.3
Lower 3.078 100.4
Mean 3.065
15 Upper 15.35 99.9
Middle 15.51 100.9
Lower 15.26 99.3
Mean 15.37

a : Homogeneity (%) = Found concentration / Mean found concentration x 100
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Table 14 Results for content analyses

Test article Date of analysis Intended Found RE
concentration (mg/mL) concentration (mg/mL) (%)
p-Cymene January 17, 2022 0 2 -
0.6 0.5988 -0.2
3 3.065 2.2
15 15.37 2.5
April 13, 2022 0 - -
0.6 0.5890° -1.8
3 3.080 27
15 15.09 0.6

RE : Relative error
a : Not detected
b : Reanalysis was performed.
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Table 15 Data of system suitability

Test article Date of analysis Injection time Peak area Number of Symmetry
(uAU-sec) theoretical plates (plates) coefficient
p-Cymene January 6, 2022 1 48197 10394 1.1
2 48286
3 48383
Mean 48289
SD 93
RSD (%) 0.2
January 14, 2022 1 42998 10749 1.1
2 42980
3 43170
Mean 43049
SD 105
RSD (%) 0.2
January 17, 2022 1 35226 10554 11
2 36133
3 36088
Mean 35816
sD 511
RSD (%) 1.4
April 13, 2022 1 37822 10651 11
2 37892
3 37904
Mean 37873
SD 44
RSD (%) 0.1

SD : Standard deviation
RSD : Relative standard deviation
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Table 16 Data of calibration curve

Test article Date of p-Cymene Back RE Peak area Slope Y Correlation
analysis concentration calculated (%) (MAU-sec) intercept coefficient
(ug/mL) concentration (r)
(ug/mL)
p-Cymene January 6, 2022 5.033 5.071 0.8 24322 4814.34 -91.8759 1.000
10.07 10.01 -0.6 48113
20.13 20.15 0.1 96913
January 14, 2022 5.030 4.865 -3.3 21668 4237.58 1050.54 1.000
10.06 10.31 2.5 44727
20.12 20.04 -0.4 85962
January 17, 2022 5.023 4.881 -2.8 17394 3428.63 656.907 1.000
10.05 10.26 21 35843
20.09 20.02 -0.3 69295
April 13, 2022 4.996 5.027 0.6 18972 3859.49 -430.342 1.000
9.992 9.945 0.5 37953
19.98 20.00 0.1 76742

RE : Relative error
Weighting factor : -
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Table 17 Data of QC sample

Test article Date of analysis p-Cymene concentration Found RE
in QC sample (ug/mL) concentration (ug/mL) (%)

p-Cymene July 6, 2022 5.033 5.094 1.2
5.069 0.7

20.13 19.82 -1.5

20.42 1.4

July 14, 2022 5.030 4.857 -3.4

4.860 -3.4

20.12 19.89 1.1

19.97 -0.7

July 17, 2022 5.023 4.902 -2.4

4.854 -3.4

20.09 20.01 -0.4

19.76 -1.6

April 13, 2022 4.996 5.396 8.0

5.464 9.4

19.98 19.83 -0.8

19.58 -2.0

RE : Relative error
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Appendix 1 General clinical observation - Individual values

Sex Test article Dose Animal Mode of Observations Severity Days
(mg/kg/day) number death (day) observed

Male Control 0 01M01 Normal 1-91
01M02 Normal 1-91

01M03 Normal 1-91

01M04 Normal 1-91

01M05 Normal 1-91

01M06 Normal 1-91

01M07 Normal 1-91

01M08 Normal 1-91

01M09 Normal 1-91

01M10 Normal 1-91

p-Cymene 24  02M01 Normal 1-91
02Mmo02 Normal 1-91

02M03 Normal 1-91

02M04 Normal 1-91

02M05 Normal 1-91

02M06 Normal 1-91

02M07 Normal 1-91

02M08 Normal 1-91

02M09 Normal 1-91

02M10 Normal 1-91

p-Cymene 12 03MO01 Normal 1-91
03M02 Normal 1-91

03Mo03 Normal 1-91

03M04 Normal 1-91

03MO05 Normal 1-91

03M06 Normal 1-91

03M07 Normal 1-91

03M08 Normal 1-91

03M09 Normal 1-91

03M10 Normal 1-91

p-Cymene 60  04MO1 Normal 1-91
04M02 Normal 1-91

04M03 Normal 1-91

04M04 Normal 1-91

04M05 Normal 1-91

04M06 Normal 1-91

04M07 Normal 1-91

04M08 Normal 1-91

04M09 Normal 1-91

04M10 Normal 1-91
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Appendix 1 General clinical observation - Individual values (Continued) -

Sex Test article Dose Animal Mode of Observations Severity Days
(mg/kg/day) number death (day) observed

Female Control 0 01F01 Normal 1-92
01F02 Normal 1-92

01F03 Normal 1-92

01F04 Normal 1-92

01F05 Normal 1-92

01F06 Normal 1-92

01F07 Normal 1-92

01F08 Normal 1-92

01F09 Normal 1-92

01F10 Normal 1-92

p-Cymene 24 02F01 Normal 1-92
02F02 Normal 1-92

02F03 Normal 1-92

02F04 Normal 1-92

02F05 Normal 1-92

02F06 Normal 1-92

02F07 Normal 1-92

02F08 Normal 1-92

02F09 Normal 1-92

02F10 Normal 1-92

p-Cymene 12 03F01 Normal 1-92
03F02 Normal 1-92

03F03 Normal 1-92

03F04 Normal 1-92

03F05 Normal 1-92

03F06 Normal 1-92

03F07 Normal 1-92

03F08 Normal 1-92

03F09 Normal 1-92

03F10 Normal 1-92

p-Cymene 60 04F01 Normal 1-92
04F02 Normal 1-92

04F03 Normal 1-92

04F04 Normal 1-92

04F05 Normal 1-92

04F06 Normal 1-92

04F07 Normal 1-92

04F08 Normal 1-92

04F09 Normal 1-92

04F10 Normal 1-92
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Appendix 2 Body weights (g) - Individual values

Sex Test article Dose Animal Mode of Initial Day
(mg/kg/day) number death(day) B.W. 8 15 22 29 36 43
Male Control 0 01M01 152.6 223.9 290.3 350.0 399.0 440.8 480.7
01M02 158.6 236.7 305.0 349.0 392.9 434.7 467.9
01M03 151.3 223.6 290.5 350.4 401.7 4443 487.3
01M04 153.6 221.4 279.1 328.8 370.9 403.3 438.5
01M05 153.5 222.5 284.3 344.6 392.5 435.8 467.3
01M06 151.3 223.5 287.7 355.4 409.8 455.6 492.5
01M07 158.1 231.0 296.4 366.7 418.9 473.7 512.9
01M08 155.0 220.5 282.6 3394 375.6 414.2 449.1
01M09 159.9 239.5 309.6 374.7 429.2 472.3 521.3
01M10 147.1 218.0 276.0 329.0 369.0 404.3 434.5
Mean 154.1 226.1 290.2 348.8 396.0 437.9 475.2
S.D. 3.9 7.2 10.8 14.7 20.2 25.2 29.5
p-Cymene 24 02Mo1 149.8 220.4 283.0 334.1 385.5 426.4 462.3
02M02 150.3 2193 278.3 330.8 369.7 403.7 429.6
02M03 158.6 240.4 307.2 374.3 4324 469.2 495.6
02Mmo04 155.9 2373 305.3 370.6 410.8 451.0 470.6
02M05 144.9 2129 266.5 311.8 342.7 3734 394.7
02M06 157.5 240.5 319.5 387.1 439.7 472.8 512.8
02M07 149.2 210.2 269.8 321.2 364.7 389.2 416.1
02mo08 157.0 225.3 288.3 330.2 354.7 377.3 384.8
02M09 161.2 239.2 318.0 393.6 451.4 500.2 547.2
02M10 156.1 228.6 290.6 3514 400.5 446.8 477.4
Mean 154.1 227.4 292.7 350.5 395.2 431.0 459.1
S.D. 5.2 11.6 19.0 29.0 37.8 43.9 52.5
p-Cymene 12 03Mo01 158.2 226.1 294.2 347.7 385.3 416.2 4428
03M02 153.4 218.5 274.3 335.7 380.7 420.3 443.3
03M03 158.5 229.2 307.7 367.6 416.8 454.5 487.7
03M04 1571 230.2 304.0 368.2 430.3 481.2 510.4
03M05 148.5 213.6 272.0 328.1 372.4 414.8 451.0
03M06 156.5 221.8 282.9 337.2 386.9 423.0 455.3
03M07 150.4 222.8 290.5 363.6 404.2 445.0 476.3
03Mmo08 154.7 221.7 281.7 328.9 363.0 395.2 418.2
03M09 149.3 217.6 281.7 3441 388.7 446.6 474.2
03M10 153.9 224.0 286.2 337.6 383.3 435.9 468.1
Mean 154.1 222.6 287.5 345.9 391.2 433.3 462.7
S.D. 3.6 5.2 1.7 15.4 20.4 24.6 26.2
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Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Day
(mg/kg/day) number death(day) 50 57 64 71 78 85 90
Male Control 0 01M01 513.2 542.7 569.0 590.5 601.5 619.0 619.8
01M02 485.9 509.9 520.7 543.5 576.3 576.0 591.7
01M03 524.3 558.7 583.3 618.6 638.1 660.3 660.6
01M04 464.9 479.8 494.6 510.6 529.3 535.8 549.6
01M05 495.7 515.2 527.6 533.5 561.5 570.4 554.5
01M06 529.7 554.7 581.9 597.5 618.8 630.8 649.1
01M07 540.9 565.4 600.8 613.4 619.6 650.0 665.6
01M08 467.8 490.5 510.4 520.2 534.5 542.4 554.9
01M09 543.6 562.3 588.8 605.8 626.9 625.6 646.5
01M10 452.5 469.8 484.9 496.9 512.9 520.1 528.2
Mean 501.9 524.9 546.2 563.1 581.9 593.0 602.1
S.D. 33.2 36.5 43.0 46.7 45.4 50.4 52.5
p-Cymene 24 02M01 496.7 514.4 537.9 550.2 566.2 576.1 579.5
02M02 449.8 462.8 479.4 485.2 500.1 509.2 510.6
02M03 526.4 543.6 566.4 582.6 592.7 606.5 608.6
02M04 502.6 526.9 540.6 557.4 577.9 596.0 601.1
02M05 416.8 436.4 444.5 458.0 466.5 476.0 477.5
02M06 548.3 558.6 578.2 602.9 621.4 635.1 645.0
02mo7 4444 456.4 470.2 487.3 504.1 526.9 534.8
02mo8 405.2 422.3 432.3 449.3 459.6 476.8 483.4
02M09 574.3 603.1 633.9 656.5 680.3 698.5 720.5
02M10 512.5 534.8 556.9 582.6 598.4 613.3 632.8
Mean 487.7 505.9 524.0 541.2 556.7 571.4 579.4
S.D. 56.5 58.8 65.0 68.5 71.9 72.8 78.0
p-Cymene 12 03M01 468.4 491.6 499.5 514.0 514.8 537.5 534.9
03M02 464.3 484.1 507.3 520.0 529.0 541.2 548.3
03MmM03 519.0 533.0 559.5 570.6 582.2 596.3 599.0
03M04 547.5 562.3 580.4 591.5 607.5 619.5 630.8
03M05 472.8 497.2 508.7 521.1 538.8 557.5 559.4
03M06 477.9 504.0 516.3 530.6 542.5 558.5 580.3
03M07 496.4 516.8 532.8 546.7 564.2 575.6 587.0
03MO08 441.5 464.1 472.6 480.1 491.8 495.5 503.8
03M09 498.7 522.6 534.7 541.2 552.1 564.1 575.9
03M10 492.0 514.8 530.5 547.5 561.4 578.5 590.5
Mean 487.9 509.1 524.2 536.3 548.4 562.4 571.0
S.D. 30.1 27.5 30.7 31.0 33.2 34.0 35.9
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Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Initial Day
(mg/kg/day) number death(day) B.W. 8 15 22 29 36 43
Male p-Cymene 60 04M01 156.2 217.8 278.3 329.4 356.0 394.1 424.8
04M02 150.4 218.0 278.2 334.0 369.1 402.2 430.5
04M03 158.8 234.6 304.4 358.8 402.9 435.0 476.5
04M04 161.5 239.1 306.5 362.2 401.6 439.8 457.3
04M05 145.6 201.9 264.0 315.6 364.5 405.6 459.0
04M06 148.8 216.1 277.5 339.0 380.7 425.3 436.3
04M07 147.7 206.1 270.3 330.2 371.8 404.6 438.8
04M08 156.1 217.5 265.9 3129 349.7 389.1 414.9
04M09 152.1 214.3 285.7 350.2 402.1 449.4 479.4
04M10 157.0 230.0 296.2 363.2 411.4 463.3 500.5
Mean 153.4 219.5 282.7 339.6 381.0 420.8 451.8
S.D. 5.2 11.8 15.2 18.4 221 25.3 27.4
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Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Day
(mg/kg/day) number death(day) 50 57 64 71 78 85 90
Male p-Cymene 60 04MO01 450.5 470.3 486.6 494.7 513.8 527.6 527.6
04M02 449.4 465.4 480.8 499.2 519.1 536.6 547.4
04M03 500.0 5129 524.0 542.4 554.4 575.4 587.7
04M04 4927 504.0 519.0 532.4 547.7 566.2 567.9
04M05 462.4 479.1 491.4 5121 528.6 533.7 537.5
04M06 487.3 509.2 522.4 540.9 545.7 561.3 563.4
04Mo07 460.3 482.8 501.2 509.8 514.1 528.2 541.8
04M08 446.1 469.1 486.1 504.5 523.4 537.8 546.9
04M09 504.0 530.6 543.2 561.1 578.3 602.0 621.7
04M10 530.9 549.5 574.9 577.0 600.7 613.5 631.7
Mean 478.4 497.3 513.0 527.4 542.6 558.2 567.4
S.D. 28.7 28.6 29.9 27.8 29.0 31.0 35.7
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Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Initial Day
(mg/kg/day) number death(day) B.W. 8 15 22 29 36 43
Female Control 0 01F01 127.5 161.0 191.7 213.5 233.8 251.8 261.6
01F02 130.3 157.0 185.5 199.3 224.5 240.7 252.9
01F03 134.1 164.5 192.9 212.0 233.8 253.3 261.4
01F04 131.3 157.8 186.6 205.2 217.9 231.8 2421
01F05 125.7 153.7 181.0 200.0 223.3 240.4 251.4
01F06 140.3 179.8 214.6 251.5 273.8 293.7 316.0
01F07 124.6 163.6 194.9 222.9 236.1 261.5 279.2
01F08 135.1 1721 196.2 215.9 2371 259.7 269.4
01F09 130.0 168.7 190.5 210.7 222.8 239.5 252.6
01F10 138.9 178.9 215.7 244.2 263.4 289.3 294.6
Mean 131.8 165.7 195.0 217.5 236.7 256.2 268.1
S.D. 5.3 9.0 11.6 17.6 18.2 20.9 22,7
p-Cymene 2.4 02F01 1371 174.7 209.2 228.1 258.3 274.5 294.0
02F02 130.7 159.8 194.3 221.4 238.2 253.2 271.8
02F03 129.0 150.0 162.3 182.8 197.0 207.7 214.6
02F04 129.2 165.8 199.5 230.3 250.0 269.8 288.0
02F05 139.9 180.8 206.8 241.0 265.6 280.9 296.5
02F06 135.4 165.7 190.2 200.5 219.3 232.6 244.8
02F07 133.9 170.5 202.8 223.2 244.0 269.6 285.1
02F08 135.5 169.9 190.4 221.9 240.3 256.7 263.4
02F09 131.4 166.1 186.6 206.8 231.0 240.9 259.7
02F10 129.0 161.5 186.0 208.8 220.0 244.2 245.4
Mean 133.1 166.5 192.8 216.5 236.4 253.0 266.3
S.D. 3.8 8.5 13.5 16.9 20.4 22.4 26.2
p-Cymene 12 03F01 137.3 161.3 189.0 216.6 233.6 247.2 269.0
03F02 133.5 172.2 198.0 222.8 248.7 268.6 275.5
03F03 129.0 168.7 199.7 221.6 239.5 257.8 271.0
03F04 127.2 160.7 184.9 211.2 224.8 251.4 266.0
03F05 135.4 175.4 200.9 229.0 252.6 269.1 276.3
03F06 137.7 183.0 209.7 233.0 256.0 283.0 287.1
03F07 129.8 168.8 188.3 219.4 230.6 248.8 259.7
03F08 126.4 153.1 174.9 195.2 2129 235.1 243.1
03F09 132.7 161.0 177.7 190.2 208.3 223.4 233.3
03F10 132.3 169.2 195.8 221.6 247.0 274.0 285.1
Mean 1321 167.3 191.9 216.1 2354 255.8 266.6
S.D. 4.0 8.6 10.9 13.7 16.4 18.4 17.2
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Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article

Dose Animal Mode of Day
(mg/kg/day) number death(day) 50 57 64 71 78 85 91
Female Control 0 01F01 280.1 2911 292.2 296.2 304.6 306.9 303.5
01F02 280.4 289.0 296.9 306.9 308.6 304.1 314.6
01F03 275.8 284.2 293.0 296.8 303.8 304.8 306.1
01F04 248.7 255.0 257.8 269.1 275.4 279.2 285.0
01F05 268.5 282.1 296.2 307.8 308.5 317.8 326.8
01F06 339.2 348.4 364.6 379.9 380.7 389.1 389.0
01F07 291.1 302.6 319.1 324.4 327.7 326.5 340.9
01F08 281.7 2871 306.0 313.5 3131 319.3 332.0
01F09 263.6 264.4 276.5 281.9 286.5 292.0 285.0
01F10 318.9 333.6 341.4 352.8 360.2 372.4 372.6
Mean 284.8 293.8 304.4 312.9 316.9 321.2 325.6
S.D. 26.5 28.5 30.8 32.8 31.9 34.4 34.6
p-Cymene 2.4 02F01 304.2 316.1 331.1 341.8 342.0 351.2 360.5
02F02 286.4 289.8 289.0 309.5 3144 314.8 327.2
02F03 2311 240.6 249.8 247.4 256.0 264.8 261.8
02F04 300.8 312.6 317.4 325.2 3304 336.4 333.8
02F05 313.6 323.2 329.5 336.6 348.0 362.1 368.4
02F06 261.3 263.0 269.7 282.6 286.9 300.0 308.2
02F07 286.5 298.4 314.6 315.7 322.6 320.5 329.4
02F08 279.7 287.2 291.9 295.2 304.4 310.0 305.4
02F09 267.6 279.9 293.2 298.5 291.4 302.2 3125
02F10 267.0 278.4 283.1 285.4 305.3 311.5 313.5
Mean 279.8 288.9 296.9 303.8 310.1 3174 3221
S.D. 24.3 25.3 26.3 28.3 27.7 27.7 30.0
p-Cymene 12 03F01 282.5 289.6 293.7 305.4 313.7 319.6 333.7
03F02 286.5 297.1 299.2 313.0 315.3 3184 324.7
03F03 280.5 290.5 300.2 302.9 306.7 312.2 314.7
03F04 276.7 284.7 294.7 307.0 310.0 312.2 316.8
03F05 297.4 309.4 311.9 316.1 323.9 335.2 330.5
03F06 289.0 306.7 318.7 325.8 318.6 335.5 336.3
03F07 269.8 2771 272.7 260.8 278.8 288.8 284.2
03F08 256.5 266.0 2747 2751 282.1 285.2 289.8
03F09 237.9 253.4 264.9 268.3 268.2 282.0 292.2
03F10 300.5 313.5 325.3 329.4 330.7 347.2 350.0
Mean 271.7 288.8 295.6 300.4 304.8 313.6 317.3
S.D. 19.0 19.3 20.1 240 21.0 22.5 22.2
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Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Initial Day
(mg/kg/day) number death(day) B.W. 8 15 22 29 36 43
Female p-Cymene 60 04F01 127.8 163.4 176.0 204.5 227.0 242.9 245.3
04F02 134.5 177.9 206.8 235.0 248.8 276.0 280.0
04F03 129.9 163.2 186.7 218.2 233.9 247.9 260.7
04F04 139.9 170.3 195.6 233.9 248.5 278.2 276.4
04F05 127.9 154.9 185.3 203.9 221.2 235.7 253.4
04F06 136.4 169.7 189.8 208.3 230.2 247.3 251.0
04F07 134.3 164.8 184.3 209.2 2121 229.3 239.2
04F08 135.0 180.2 209.9 240.5 268.6 294.0 303.3
04F09 131.3 165.9 197.1 220.9 236.0 254.6 275.7
04F10 126.9 162.7 190.2 223.0 239.9 253.5 273.1
Mean 1324 167.3 192.2 219.7 236.6 255.9 265.8
S.D. 4.3 7.5 10.4 13.3 16.0 20.5 19.4
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Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Day
(mg/kg/day) number death(day) 50 57 64 71 78 85 91
Female p-Cymene 60 04F01 265.7 278.3 279.9 284.4 296.9 292.0 294.5
04F02 292.9 304.5 313.7 312.5 320.8 325.8 331.1
04F03 278.4 288.8 299.9 301.5 309.7 310.0 313.3
04F04 297.6 302.7 315.2 312.3 315.9 318.6 322.8
04F05 265.5 268.8 2721 284.7 290.5 288.2 295.6
04F06 259.2 269.0 283.6 283.4 285.4 296.8 306.6
04F07 247.2 256.2 258.8 272.6 277.2 283.0 309.8
04F08 312.7 329.7 335.6 339.2 352.3 363.6 363.0
04F09 288.1 296.8 298.2 308.8 320.0 325.9 323.9
04F10 285.5 285.8 297.2 309.8 311.9 312.3 310.1
Mean 279.3 288.1 295.4 300.9 308.1 311.6 3171
S.D. 19.9 21.5 22,7 19.8 21.7 23.9 19.9
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Appendix 3 Food consumption (g/animal/day) - Individual values

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 1 2 3 4 5 6 7 8
Male  Control 0 01M01 20.2 23.7 23.8 23.5 24.7 23.9 23.2 23.6
01M02 20.2 23.7 23.8 23.5 24.7 23.9 23.2 23.6
01M03 184 23.9 23.0 25.5 241 24.3 22.2 243
01M04 18.4 23.9 23.0 25.5 241 24.3 22.2 24.3
01M05 18.7 224 24.0 25.9 251 25.3 24.5 271
01M06 18.7 22.4 24.0 25.9 251 25.3 24.5 271
01M07 18.9 225 219 234 25.6 24.7 23.0 24.3
01M08 18.9 22,5 21.9 234 25.6 24.7 23.0 24.3
01M09 20.2 23.8 221 25.7 25.4 27.0 22.3 247
01M10 20.2 23.8 221 25.7 254 27.0 22.3 247
Mean 19.3 23.3 23.0 248 25.0 25.0 23.0 24.8
S.D. 0.8 0.7 0.9 1.2 0.6 1.1 0.9 1.3
p-Cymene 24 02M01 18.9 21.2 21.7 21.9 23.1 223 22.7 221
02M02 18.9 21.2 21.7 21.9 231 22.3 22.7 221
02M03 20.2 24.8 274 26.3 244 24.2 23.4 24.3
02M04 20.2 24.8 274 26.3 244 242 234 24.3
02M05 19.7 23.5 23.6 24.0 234 22.2 22.0 21.9
02M06 19.7 23.5 23.6 24.0 234 22.2 22.0 21.9
02M07 19.3 24,7 24.6 22,5 211 20.6 21.5 19.8
02M08 19.3 24.7 24.6 22,5 211 20.6 21.5 19.8
02M09 21.0 24.6 29.7 28.1 29.7 28.8 29.3 28.6
02M10 21.0 24.6 29.7 28.1 29.7 28.8 29.3 28.6
Mean 19.8 23.8 254 24.6 243 23.6 23.8 23.3
S.D. 0.8 1.4 3.0 25 3.0 3.0 3.0 3.2
p-Cymene 12 03M01 19.3 22.0 224 22.9 21.9 217 20.1 22.2
03M02 19.3 22.0 224 22.9 21.9 21.7 20.1 22.2
03M03 20.8 24.0 25.8 26.0 255 25.2 25.1 26.3
03M04 20.8 24.0 25.8 26.0 25.5 25.2 251 26.3
03M05 18.7 22.2 22.6 25.6 23.2 23.8 225 22.6
03M06 18.7 22,2 22.6 25.6 23.2 23.8 22.5 22.6
03M07 20.3 245 29.3 23.9 229 25.4 19.8 20.6
03M08 20.3 245 29.3 23.9 22.9 254 19.8 20.6
03M09 19.2 21.0 215 27.2 26.4 25.9 24.2 23.0
03M10 19.2 21.0 21.5 27.2 26.4 25.9 24.2 23.0
Mean 19.7 22.7 24.3 25.1 24.0 24.4 22.3 22.9
S.D. 0.8 1.4 3.0 1.6 1.8 1.6 2.2 2.0
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Appendix 3 Food consumption (g/animal/day) - Individual values (Continued)

Sex  Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 9 10 1" 12 13
Male  Control 0 01M01 21.3 20.9 22.0 214 185
01M02 21.3 20.9 22,0 21.1 18.5
01M03 23.5 25.0 26.1 20.9 19.8
01M04 235 25.0 26.1 20.9 19.8
01M05 22,0 229 224 233 16.1
01M06 22.0 229 224 23.3 16.1
01M07 22.8 21.6 22.2 22.2 23.3
01M08 22.8 21.6 22.2 22.2 23.3
01M09 22.2 23.7 21.2 21.3 20.4
01M10 22.2 23.7 21.2 21.3 20.4
Mean 22.4 22.8 22.8 21.8 19.6
S.D. 0.8 15 1.8 0.9 2.5
p-Cymene 24 02M0T 19.5 19.2 213 196 173
02M02 19.5 19.2 21.3 19.6 17.3
02M03 19.9 21.7 25.7 23.2 18.2
02M04 19.9 21.7 25.7 23.2 18.2
02M05 20.9 21.5 224 20.8 19.4
02M06 20.9 21.5 224 20.8 19.4
02M07 20.2 19.6 20.1 21.1 224
02M08 20.2 19.6 20.1 21.1 224
02M09 26.8 28.6 28.1 26.9 27.9
02M10 26.8 28.6 28.1 26.9 27.9
Mean 21.5 22.1 235 22.3 21.0
S.D. 2.9 3.6 3.1 2.7 4.0
p-Cymene 12 03M01 19.7 20.0 19.7 20.2 18.1
03M02 19.7 20.0 19.7 20.2 18.1
03M03 21.2 19.6 23.3 22.3 22.4
03M04 21.2 19.6 233 22.3 22.4
03M05 20.6 23.1 22.2 205 23.3
03M06 20.6 23.1 22,2 20.5 23.3
03M07 20.4 19.5 22.8 20.3 17.8
03M08 20.4 19.5 22.8 20.3 17.8
03M09 21.0 21.5 23.8 21.7 24.0
03M10 21.0 21.5 23.8 21.7 24.0
Mean 20.6 — 20.7 22.4 21.0 21.1

S.D. 0.6 1.5 1.5 0.9 2.8
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Appendix 3 Food consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 1 2 3 4 5 6 7 8
Male  p-Cymene 60 04M01 18.0 21.6 22.3 20.4 22.8 22.2 20.7 23.4
04M02 18.0 21.6 22.3 20.4 22.8 22.2 20.7 23.4
04M03 18.8 22.8 22.2 221 21.2 22,0 20.1 22,6
04M04 18.8 22.8 22.2 22.1 21.2 22.0 20.1 22,6
04M05 17.9 211 20.6 224 23.0 22.3 19.6 23.7
04M06 17.9 211 20.6 22.4 23.0 22.3 19.6 23.7
04M07 19.3 20.9 21.3 221 21.8 21.9 20.9 22.2
04M08 19.3 20.9 21.3 221 21.8 21.9 20.9 22.2
04M09 18.8 24.6 26.2 271 27.6 28.7 25.8 25.0
04M10 18.8 24.6 26.2 2741 27.6 28.7 25.8 25.0
Mean 18.6 22.2 225 22.8 23.3 23.4 21.4 234
S.D. 0.6 1.4 2.0 24 24 2.8 2.4 1.0




69

Appendix 3 Food consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 9 10 1" 12 13
Male p-Cymene 60 04M01 20.1 19.3 21.5 225 19.4
04M02 20.1 19.3 21.5 22,5 19.4
04M03 17.4 18.7 20.2 19.6 18.6
04M04 17.4 18.7 20.2 19.6 18.6
04M05 18.8 22.0 21.0 19.1 21.8
04M06 18.8 22.0 21.0 19.1 21.8
04M07 20.2 20.0 19.6 19.3 19.4
04M08 20.2 20.0 19.6 19.3 19.4
04M09 24.7 23.6 24.2 23.0 23.3
04M10 24.7 23.6 24.2 23.0 233
Mean 20.2 20.7 213 20.7 20.5
S.D. 2.6 1.9 1.7 1.8 1.9
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Appendix 3 Food consumption (g/animal/day) - Individual values (Continued) -

Sex  Testarticle Dose Animal Mode of Week
(mg/kg/day) number death(week) 1 2 3 4 5 6 7 8
Female Control 0 01FO01 14.1 14.3 14.5 16.2 16.5 15.4 15.1 15.6
01F02 14.1 14.3 14.5 16.2 16.5 15.4 15.1 15.6
01F03 16.7 16.7 13.5 15.7 16.6 16.4 13.0 16.5
01F04 16.7 16.7 13.5 15.7 16.6 16.4 13.0 16.5
01F05 16.7 16.5 14.7 18.0 18.7 19.0 15.4 18.7
01F06 16.7 16.5 14.7 18.0 18.7 19.0 154 18.7
01F07 16.1 14.8 15.5 16.3 16.0 15.2 16.4 16.5
01F08 16.1 14.8 15.5 16.3 16.0 15.2 16.4 16.5
01F09 16.0 15.3 15.5 14.9 17.0 16.0 16.2 17.8
01F10 16.0 15.3 15.5 14.9 17.0 16.0 16.2 17.8
Mean 15.9 15.5 147 16.2 ’ 17.0 16.4 15.2 17.0
S.D. 1.0 1.0 0.8 1.1 1.0 14 1.3 1.2
‘p-Cymene 2.4 02F01 15.4 15.8 15.2 19.1 13.8 17.5 15.6 18.0
02F02 15.4 15.8 15.2 19.1 13.8 17.5 15.6 18.0
02F03 15.0 16.0 13.7 14.0 18.7 17.6 13.9 14.8
02F04 15.0 16.0 13.7 14.0 18.7 17.6 13.9 14.8
02F05 16.5 17.0 20.1 15.4 17.7 17.3 16.5 17.7
02F06 16.5 17.0 20.1 15.4 17.7 17.3 16.5 17.7
02F07 16.0 17.0 15.9 15.1 17.2 16.1 16.0 15.7
02F08 16.0 17.0 15.9 15.1 17.2 16.1 16.0 15.7
02F09 13.3 15.1 15.1 15.2 16.1 17.7 17.0 15.7
02F10 13.3 15.1 15.1 15.2 16.1 17.7 17.0 15.7
Mean 15.2 16.2 16.0 15.8 16.7 17.2 15.8 16.4
S.D. 1.2 0.8 23 1.8 1.8 0.6 1.1 1.3
p-Cymene 12 03F01 16.2 140 133 15.4 16.7 15.3 14.0 16.1
03F02 16.2 14.0 13.3 15.4 16.7 15.3 14.0 16.1
03F03 14.8 14.0 14.6 15.0 14.5 15.0 16.1 141
03F04 14.8 14.0 14.6 15.0 145 15.0 16.1 14.1
03F05 15.9 16.3 17.5 16.9 16.7 17.7 18.0 15.5
03F06 15.9 16.3 175 16.9 16.7 17.7 18.0 15.5
03F07 15.4 14.2 14.0 13.5 133 15.2 124 13.3
03F08 15.4 14.2 14.0 13.5 133 15.2 124 13.3
03F09 14.2 14.0 12.4 16.3 12.0 16.4 16.0 15.7
03F10 14.2 14.0 © 124 16.3 12.0 16.4 16.0 15.7
Mean 15.3 14.5 14.4 15.4 14.6 15.9 15.3 14.9

S.D. 0.8 1.0 1.8 1.2 2.0 1.1 2.0 1.1
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Appendix 3 Food consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 9 10 11 12 13
Female Control 0 01F01 144 15.2 15.1 13.3 13.3
01F02 144 15.2 15.1 13.3 13.3
01F03 14.8 14.0 11.8 12.9 12.2
01F04 14.8 14.0 11.8 12.9 12.2
01F05 14.4 16.9 14.9 12.8 13.5
01F06 14.4 16.9 14.9 12.8 13.5
01F07 13.9 135 153 14.7 14.3
01F08 13.9 13.5 15.3 14.7 14.3
01F09 13.8 13.7 16.9 15.6 13.9
01F10 13.8 13.7 16.9 15.6 13.9
Mean 143 14.7 14.8 13.9 134
S.D. 0.4 1.3 1.7 1.2 0.7
p-Cymene 24 02F01 137 16.0 15.5 16.2 134
02F02 13.7 16.0 15.5 16.2 131
02F03 14.7 15.1 13.9 12.5 114
02F04 14.7 15.1 13.9 12,5 11.4
02F05 15.1 19.1 20.1 15.5 17.8
02F06 15.1 19.1 20.1 15.5 17.8
02F07 13.7 141 15.2 14.6 12.7
02F08 13.7 14.1 15.2 14.6 12.7
02F09 145 16.9 16.4 14.3 14.8
02F10 14.5 16.9 16.4 143 14.8
‘Mean 14.3 16.2 16.2 14.6 14.0
S.D. 0.6 1.8 2.2 1.3 2.3
p-Cymene 12 03F01 15.8 13.7 4.7 14.0 16.7
03F02 15.8 13.7 4.7 14.0 16.7
03F03 131 13.4 15.2 131 11.0
03F04 131 134 15.2 131 11.0
03F05 15.3 14.8 16.7 13.1 14.2
03F06 15.3 14.8 16.7 131 14.2
03F07 11.6 12.6 3.4 13.8 145
03F08 11.6 12.6 3.4 13.8 14.5
03F09 1.4 14.6 154 11.9 1.7
03F10 1.4 14.6 15.4 1.9 1.7
Mean 134 13.8 141 13.2 13.6

S.D. 1.9 0.8 6.1 0.8 2.2
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Appendix 3 Food consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 1 2 3 4 5 6 7 8
Female p-Cymene 60 04F01 15.7 14.6 15.7 14.7 14.9 171 15.7 133
04F02 15.7 14.6 15.7 14.7 14.9 171 15.7 13.3
04F03 15.8 16.5 18.2 14.1 18.8 18.6 18.2 121
04F04 15.8 16.5 18.2 14.1 18.8 18.6 18.2 121
04F05 14.2 15.7 14.0 171 14.6 17.0 14.6 15.5
04F06 14.2 15.7 14.0 171 14.6 17.0 14.6 15.5
04F07 16.2 17.9 16.1 16.4 16.4 18.4 141 16.9
04F08 16.2 17.9 16.1 16.4 16.4 18.4 14.1 16.9
04F09 14.5 154 133 16.2 15.8 16.7 14.3 14.8
04F10 14.5 154 13.3 16.2 15.8 16.7 14.3 14.8
Mean 15.3 16.0 15.5 15.7 16.1 17.6 15.4 14.5
S.D. 0.8 1.2 1.8 1.2 1.6 0.8 1.6 1.8
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Appendix 3 Food consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 9 10 1" 12 13
Female p-Cymene 60 04F01 14.5 134 15.7 12.5 15.6
04F02 14.5 13.4 15.7 12,5 15.6
04F03 16.1 15.2 14.1 17.7 16.3
04F04 16.1 15.2 14.1 17.7 16.3
04F05 13.9 13.9 15.2 15.8 15.5
04F06 13.9 13.9 15.2 15.8 15.5
04F07 13.9 16.6 16.1 131 13.8
04F08 13.9 16.6 16.1 13.1 13.8
04F09 13.7 15.3 15.0 15.0 15.5
04F10 13.7 15.3 15.0 15.0 15.5
Mean 14.4 14.9 15.2 14.8 15.3
S.D. 0.9 1.2 0.7 2.0 0.9
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Appendix 4 Ophthalmoscopic examination - Individual values

Sex Test article Dose Animal  Mode of Observations
(mg/kg/day) number death(day)

Male Control 0 01MO01 Normal
01M02 Cornea : Band-shaped opacity (L)
01M03 Normal
01M04 Normal
01M05 Normal

p-Cymene 2.4 02M01 Normal
02M02 Normal
02M03 Normal
02M04 Normal
02M05 Normal
p-Cymene 12 03MO01 Normal
03M02 Normal
03M03 Normal
03M04 Normal
03MO05 Normal
p-Cymene 60 04M01 Normal
04M02 Normal
04M03 Normal
04M04 Normal
04M05 Normal
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Appendix 4 Ophthalmoscopic examination - Individual values (Continued)

Sex Test article Dose Animal Mode of Observations
(mgl/kg/day) number death(day)

Female Control 0 01F01 Cornea : Band-shaped opacity (L)
01F02 Normal
01F03 Normal
01F04 Normal
01F05 Normal

p-Cymene 24 02F01 Normal
02F02 Normal
02F03 Normal
02F04 Normal
02F05 Normal

p-Cymene 12 03F01 Normal
03F02 Cornea : Band-shaped opacity (L)
03F03 Normal
03F04 Normal
03F05 Normal

p-Cymene 60 04F01 Normal
04F02 Normal
04F03 Normal
04F04 Normal
04F05 Normal
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Appendix 5 Urinalysis - Individual values

Sex Test article Dose Animal Mode of pH Occult Ketone Glucose  Protein Urobili-  Bilirubin
(mg/kg/day) number death(day) blood bodies nogen
Male Control 0 01MO01 8.5 * - - 1+ 0.1 -
01M02 8.5 - 2+ - 1+ 0.1 -
01M03 8.5 - 2+ - - 0.1 -
01M04 8.5 - * - 1+ 0.1 -
01M05 7.0 - 2+ - 2+ 0.1 1+
p-Cymene 24 02M01 8.5 - 1+ - 1+ 0.1 -
02M02 7.5 * 2+ - 2+ 0.1 1+
02M03 8.0 + 1+ - 2+ 0.1 -
02M04 8.0 - 1+ - 1+ 0.1 -
02MO05 8.0 - 1+ - 1+ 0.1 -
p-Cymene 12 03MO01 8.0 - 1+ - 1+ 0.1 -
03M02 8.5 - 1+ - 1+ 0.1 -
03M03 8.5 - 1+ - t 0.1 -
03M04 8.5 * 1+ - * 0.1 -
03MO05 8.5 - 1+ - 1+ 0.1 -
p-Cymene 60 04M01 8.0 - 2+ - 2+ 0.1 -
04M02 8.5 - 1+ - t 0.1 -
04M03 6.5 t 1+ - 1+ 0.1 -
04M04 8.5 - 1+ - 1+ 0.1 -
04M05 8.5 - 1+ - 1+ 0.1 -
Female Control 0 01F01 8.5 - t - 1+ 0.1 -
01F02 8.5 - * - 2+ 1 1+
01F03 6.5 - - - + 0.1 -
01F04 >=9.0 - kS - 1+ 1 -
01F05 >=9.0 - - - * 0.1 -
p-Cymene 24  02F01 7.0 - 1+ - 3+ 1 1+
02F02 8.0 - + - % 0.1 -
02F03 6.5 - + - * 0.1 -
02F04 8.0 - * - * 0.1 -
02F05 8.0 - - - - 0.1 -
p-Cymene 12 03F01 >=9.0 - k4 - * 0.1 -
03F02 7.5 - - - ] 0.1 -
03F03 7.0 - - - - 0.1 -
03F04 7.0 - 1+ - * 0.1 -
03F05 8.5 - - - - 0.1 -
p-Cymene 60 04F01 8.0 - £ - - 0.1 -
04F02 8.5 - 1+ - 1+ 1 -
04F03 7.0 - - - - 0.1 -
04F04 6.5 - 1+ - 4 0.1 -
04F05 8.0 - 1+ - * 0.1 -
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Appendix 5 Urinalysis - Individual values (Continued)

Sex Test article Dose Animal Mode of  Sediments ) Color Turbidity
(mg/kg/day) number death(day) Casts Epithelial Leuko- Erythro-  Crystals
cells cytes cytes
Male Control 0 01MO01 - - - - - PY -
01M02 - - - - 1+ PY -
01M03 - t - - - PY .
01M04 - - - - 2+ PY .
01MO05 - - - - 2+ PY +
p-Cymene 24  02M01 - - - - 3+ PY -
02Mo02 - - - - 3+ PY +
02M03 - E - - 1+ PY -
02M04 - - - - 2+ PY -
02M05 - - - - 3+ PY -
p-Cymene 12 03M01 - - - - 3+ PY -
03M02 - - - - + PY -
03M03 - S - - 1+ PY -
03M04 - t - - 1+ PY -
03M05 - * - - 3+ PY -
p-Cymene 60 04M01 - t - - 3+ PY -
04M02 - - - - 3+ PY -
04M03 - - - - + PY -
04Mo04 - > - - 2+ PY -
04M05 - - - - - PY .
Female Control 0 01FO01 - - - - - PY -
01F02 - % - - 2+ PY -
01F03 - : 4 - - - PY -
01F04 - - - - — PY .
01F05 - - - - S PY -
p-Cymene 24  02F01 - - - - - PY -
02F02 - - - - 2+ PY -
02F03 - - - - - PY -
02F04 - - - - 1+ PY -
02F05 - - - - - PY .
p-Cymene 12 03F01 - : - - - PY -
03F02 - - - - - PY -
03F03 - % - - - PY -
03F04 - % - - 1+ PY +
03F05 - t - - 2+ PY -
p-Cymene 60 04F01 - - - - 3+ PY -
04F02 - - - - - PY -
04F03 - - - - - PY -
04F04 - - - - - PY -
04F05 - k4 - - * PY -

PY : Pale yellow, LY : Light yellow, DY : Deep yellow, YR : Yellowish red
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Appendix 5 Urinalysis - Individual values

Sex Test article Dose Animal  Mode of Urine Specific Concentration Total excretion
(mg/kg/day) number death(day) volume gravity Na K Cl Na K Cl
(mL/24h) (mmol/L) (mmol/L) (mmol/L) (mmol/24h) (mmol/24h) (mmol/24h)

Male Control 0 01Mo01 29.9 1.017 22.5 65.45 16.5 0.67 1.96 0.49
01M02 10.7 1.043 25.0 144.40 0.5 0.27 1.55 0.01

01M03 25.8 1.019 19.0 65.70 9.5 0.49 1.70 0.25

01M04 1.4 1.047 58.5 165.70 50.5 0.67 1.89 0.58

01M05 7.6 1.057 52.0 184.70 38.5 0.40 1.40 0.29

Mean 171 1.037 354 125.19 231 0.50 1.70 0.32

S.D. 10.0 0.018 18.4 56.26 20.8 0.17 0.23 0.22

p-Cymene 24 02Mo01 17.8 1.028 36.5 90.25 15.5 0.65 1.61 0.28
02M02 8.4 1.046 57.0 154.30 39.5 0.48 1.30 0.33

02M03 131 1.035 40.0 134.50 9.0 0.52 1.76 0.12

02M04 248 1.020 29.5 73.65 7.0 0.73 1.83 0.17

02M05 17.8 1.021 18.0 77.45 14.5 0.32 1.38 0.26

Mean 16.4 1.030 36.2 106.03 17.1 0.54 1.58 0.23

S.D. 6.1 0.011 14.3 36.25 13.0 0.16 0.23 0.09

p-Cymene 12 03Mo01 11.9 1.049 63.0 208.40 71.5 0.75 2.48 0.85
03M02 9.3 1.063 131.5 231.25 122.0 1.22 215 1.13

03M03 30.0 1.022 61.0 84.50 45.0 1.83 2.54 1.35

03M04 9.1 1.054 60.0 163.85 10.5 0.55 1.49 0.10

03M05 71 1.063 101.0 199.65 66.5 0.72 1.42 0.47

Mean 13.5 1.050 83.3 177.53 63.1 1.01 2.02 0.78

S.D. 9.4 0.017 32.0 57.38 40.8 0.52 0.53 0.50

p-Cymene 60 04M01 12.5 1.043 55.0 154.90 29.0 0.69 1.94 0.36
04M02 21.2 1.040 94.0 176.05 108.5 1.99 3.73 2.30

04M03 12.8 1.041 47.5 128.25 22.0 0.61 1.64 0.28

04M04 18.1 1.019 26.0 96.45 23.5 0.47 1.75 0.43

04M05 13.8 1.031 35.0 107.40 12.5 0.48 1.48 0.17

Mean 15.7 1.035 51.5 132.61 39.1 0.85 2.1 0.71

S.D. 3.8 0.010 26.3 32.96 39.2 0.64 0.92 0.90
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Appendix 5 Urinalysis - Individual values (Continued)

Sex Test article Dose Animal  Mode of Urine Specific Concentration Total excretion
(mg/kg/day) number death(day) volume gravity Na K Cl Na K (o]
(mL/24h) (mmol/L) (mmol/L) (mmol/L) (mmol/24h)  (mmol/24h) (mmol/24h)

Female Control 0 01F01 9.1 1.054 119.0 244.45 150.5 1.08 2.22 1.37
01F02 7.7 1.063 153.5 270.30 163.5 1.18 2.08 1.26

01F03 1.2 1.051 111.5 240.75 134.0 1.25 2.70 1.50

01F04 12.5 1.044 117.0 195.25 127.0 1.46 244 1.59

01F05 5.8 1.075 163.5 292.70 212.0 0.95 1.70 1.23

Mean 9.3 1.057 132.9 248.69 157.4 1.18 2.23 1.39

S.D. 2.7 0.012 23.8 36.54 33.7 0.19 0.38 0.15

p-Cymene 24 02F01 13.7 1.054 115.0 253.95 139.5 1.58 3.48 1.91
02F02 12.5 1.041 105.5 182.50 121.0 1.32 2.28 1.51

02F03 15.3 1.039 85.0 176.25 111.5 1.30 2.70 1.7

02F04 9.2 1.063 139.5 280.40 167.5 1.28 2.58 1.54

02F05 121 1.069 158.0 302.95 194.0 1.91 3.67 2.35

Mean 12.6 1.0583 120.6 239.21 146.7 1.48 294 1.80

S.D. 2.3 0.013 28.6 57.35 34.0 0.27 0.60 0.34

p-Cymene 12 03F01 11.5 1.046 132.5 211.40 155.0 1.52 243 1.78
03F02 9.8 1.057 106.5 257.65 142.5 1.04 2.52 1.40

03F03 10.8 1.051 112.5 246.75 142.0 1.22 2.66 1.53

03F04 8.0 1.066 159.0 286.00 165.0 1.27 2.29 1.32

03F05 14.2 1.036 59.5 169.30 94.5 0.84 2.40 1.34

Mean 10.9 1.051 114.0 234.22 139.8 1.18 2.46 1.47

S.D. 23 0.011 36.7 45.06 271 0.26 0.14 0.19

p-Cymene 60 04F01 19.0 1.032 66.5 154.55 90.0 1.26 2.94 1.71
04F02 19.1 1.040 96.0 187.45 123.5 1.83 3.58 2.36

04F03 18.4 1.035 54.0 162.20 79.5 0.99 2.98 1.46

04F04 15.7 1.040 99.5 177.70 121.0 1.56 2.79 1.90

04F05 17.0 1.034 69.0 140.45 90.5 1.17 2.39 1.54

Mean 17.8 1.036 77.0 164.47 100.9 1.36 2,94 1.79

S.D. 1.5 0.004 19.8 18.60 20.0 0.33 0.43 0.36
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Appendix 6 Hematology - Individual values

Sex Test article Dose Animal  Mode of RBC HGB HCT MCV MCH MCHC PLT Reticulo-
(mg/kg/day) number death(day) cytes
(x10%uL) (g/dL) (%) (fL) (pg) (g/dL) (x10%/pL) (%)
Male Control 0 01M01 948 16.7 46.4 48.9 17.6 36.0 134.9 3.9
01M02 895 15.8 45.4 50.7 17.7 34.8 108.7 3.3
01M03 834 14.8 41.5 49.8 17.7 35.7 119.6 2.7
01Mo04 876 15.9 43.0 49.1 18.2 37.0 124.3 2.7
01M05 919 15.6 42.9 46.7 17.0 36.4 125.5 2.3
01M06 878 15.7 43.7 49.8 17.9 35.9 108.7 3.1
01M07 832 15.4 43.2 51.9 18.5 35.6 89.5 3.7
01Mo08 884 16.5 45.7 51.7 18.7 36.1 104.9 31
01M09 881 16.0 445 50.5 18.2 36.0 108.8 3.0
01M10 845 15.7 43.8 51.8 18.6 35.8 113.0 3.1
Mean 879 15.8 44.0 50.1 18.0 359 113.8 31
S.D. 37 0.5 1.5 1.6 0.5 0.6 12.8 0.5
p-Cymene 2.4 02M01 856 15.7 45.0 52.6 18.3 34.9 104.1 3.3
02M02 893 16.0 451 50.5 17.9 35.5 1214 2.7
02M03 901 16.2 45.7 50.7 18.0 354 92.9 3.1
02M04 912 16.4 46.3 50.8 18.0 35.4 114.2 3.3
02M05 923 15.8 43.6 47.2 171 36.2 114.2 25
02M06 890 15.7 441 49.6 17.6 35.6 108.6 2.6
02M07 739 14.7 41.8 56.6 19.9 35.2 103.5 3.1
02M08 914 16.1 44.4 48.6 17.6 36.3 110.1 3.0
02M09 866 15.1 41.5 47.9 17.4 36.4 101.3 3.9
02M10 897 16.2 45.0 50.2 18.1 36.0 147.2 3.6
Mean 879 15.8 44.3 50.5 18.0 35.7 111.8 3.1
S.D. 53 0.5 1.6 2.7 0.8 0.5 14.8 0.4
p-Cymene 12 03MO01 871 15.6 44.7 51.3 17.9 34.9 101.0 3.2
03M02 889 15.9 45.0 50.6 17.9 35.3 107.7 2.6
03M03 852 15.0 41.2 48.4 17.6 36.4 124.2 35
03Mo04 833 14.6 40.8 49.0 17.5 35.8 120.1 3.4
03M05 856 15.4 42.2 49.3 18.0 36.5 91.9 341
03M06 874 15.8 449 514 18.1 35.2 102.3 4.0
03M07 912 16.3 45.2 49.6 17.9 36.1 110.7 3.6
03M08 914 15.7 443 48.5 17.2 354 126.9 1.9
03M09 846 15.4 43.0 50.8 18.2 35.8 1111 3.7
03M10 866 14.7 41.1 47.5 17.0 35.8 123.5 3.2
Mean 871 15.4 43.2 49.6 17.7 35.7 111.9 3.2
S.D. 27 0.5 1.8 1.3 0.4 0.5 11.6 0.6
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Appendix 6 Hematology - Individual values (Continued) -

Sex Test article Dose Animal  Mode of WBC Leukocytes, differential Coagulation test

(mg/kg/day) number death(day) Lympho- Neutro- Eosino- Baso- Mono- PT APTT
cytes phils phils phils cytes

(x10%/pL) (%) (%) (%) (%) (%) (sec) (sec)
Male Control 0 01M01 145.8 85.2 104 1.6 0.1 27 10.3 15.0
01M02 81.9 80.3 141 1.6 0.0 4.0 12.7 17.7
01M03 79.4 86.3 8.6 1.4 0.0 3.7 141 16.5
01M04 54.6 73.8 19.8 2.4 0.0 4.0 10.4 1.4
01M05 81.5 84.0 12.5 1.7 0.0 1.8 14.3 15.9
01M06 93.0 77.3 18.0 1.4 0.0 3.3 12.7 121
01M07 1314 87.7 9.3 0.8 0.0 2.2 11.0 12.8
01M08 90.4 80.3 14.3 1.5 0.0 3.9 12.7 13.6
01M09 84.4 85.1 9.7 1.2 0.0 4.0 121 13.9
01M10 59.6 79.2 16.6 1.5 0.0 2.7 13.3 11.4
Mean 90.2 81.9 13.3 1.5 0.0 3.2 124 14.0
S.D. 28.5 4.4 3.9 0.4 0.0 0.8 1.4 2.2
p-Cymene 24 02Mo01 53.8 751 18.5 3.2 0.0 3.2 9.9 10.7
02M02 77.8 76.2 20.2 0.9 0.0 2.7 10.9 14.9
02M03 81.1 76.8 18.6 1.5 0.0 3.1 11.6 14.9
02M04 67.4 74.6 20.0 21 0.0 3.3 10.4 13.6
02M05 80.6 87.1 9.8 1.1 0.0 2.0 1.0 14.1
02M06 743 76.0 19.3 1.6 0.0 3.1 11.8 1.7
02M07 58.8 89.8 6.9 0.9 0.0 24 1.9 1.7
02M08 86.2 78.5 17.0 1.6 0.0 2.9 1.2 11.5
02M09 84.3 71.5 22.2 1.2 0.0 5.1 13.9 15.5
02M10 91.0 80.1 15.6 0.8 0.0 3.5 14.1 13.9
Mean 75.5 78.6 16.8 1.5 0.0 3.1 1.7 13.3
S.D. 12.1 5.7 4.9 0.7 0.0 0.8 1.4 1.7
p-Cymene 12 03M01 88.7 76.8 18.0 1.0 0.0 4.2 10.7 16.5
03M02 56.7 76.7 18.0 1.2 0.0 41 15.8 18.7
03M03 116.4 81.7 15.6 0.8 0.0 1.9 11.0 12.7
03M04 88.6 83.5 12.2 11 0.0 3.2 1.2 13.9
03M05 89.1 87.8 9.7 0.9 0.0 1.6 1.9 16.2
03M06 86.7 80.2 16.0 0.9 0.0 29 17.3 16.7
03M07 82.1 75.2 20.8 1.2 0.0 2.8 13.6 15.9
03M08 91.5 84.6 12.1 1.3 0.0 2.0 13.9 13.5
03M09 109.9 68.0 26.9 0.9 0.0 4.2 11.0 13.0
03M10 121.8 76.3 20.1 0.9 0.0 2.7 12.5 15.4
Mean 93.2 79.1 16.9 1.0 0.0 3.0 12.9 15.3

S.D. 18.8 5.7 5.0 0.2 0.0 1.0 2.2 1.9
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Appendix 6 Hematology - Individual values (Continued)

Sex Test article Dose Animal Mode of RBC HGB HCT MCV MCH MCHC PLT Reticulo-
(mgl/kg/day) number death(day) cytes
(x10%uL) (g/dL) (%) (fL) (pg) (g/dL) (x10pL) (%)
Male p-Cymene 60 04M01 832 15.2 43.6 52.4 18.3 349 94.5 2.3
04M02 842 15.4 42,7 50.7 18.3 36.1 92.5 3.7
04M03 827 15.2 431 52.1 18.4 35.3 1111 3.6
04M04 861 15.4 42.9 49.8 17.9 35.9 87.1 2.7
04M05 849 15.1 41.9 49.4 17.8 36.0 85.5 29
04M06 800 14.4 40.4 50.5 18.0 35.6 95.3 34
04M07 823 143 40.4 49.1 17.4 35.4 90.6 2.8
04M08 871 15.7 43.3 49.7 18.0 36.3 109.8 2.7
04M09 863 14.8 1.7 48.3 171 35.5 111.9 3.8
04M10 866 15.5 42.7 49.3 17.9 36.3 121.7 2.8
Mean 843 15.1 42.3 50.1 17.9 35.7 100.0 3.1
S.D. 23 0.5 1.1 1.3 0.4 0.5 12.5 0.5
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Appendix 6 Hematology - Individual values (Continued)

Sex Test article Dose Animal  Mode of WBC Leukocytes, differential Coagulation test

(mg/kg/day) number death(day) Lympho- Neutro- Eosino- Baso- Mono- PT APTT
cytes phils phils phils cytes

(x10%/pL) (%) (%) (%) (%) (%) (sec) (sec)
Male p-Cymene 60 04M01 78.9 78.2 16.4 1.5 0.0 3.9 111 12.7
04M02 - 69.7 82.5 12.8 1.0 0.0 3.7 11.2 9.9
04M03 78.8 85.5 9.8 1.0 0.0 3.7 10.6 11.9
04M04 84.5 87.0 9.5 0.9 0.0 2.6 13.8 16.5
04M05 82.0 82.2 11.8 1.1 0.0 4.9 11.0 10.7
04M06 94.3 83.7 11.6 1.5 0.0 3.2 11.9 10.4
04M07 63.2 78.6 16.2 14 0.0 3.8 10.9 14.5
04M08 69.6 76.0 18.8 1.0 0.0 4.2 11.0 10.9
04M09 67.7 76.2 16.6 1.3 0.0 5.9 12,5 13.2
04M10 112.4 71.7 221 1.5 0.0 4.7 11.5 13.7
Mean 80.1 80.2 14.6 1.2 0.0 4.1 11.6 12.4
S.D. 14.6 4.8 4.1 0.2 0.0 0.9 1.0 2.1
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Appendix 6 Hematology - Individual values (Continued)

Sex Test article Dose Animal RBC HGB HCT MCV MCH MCHC PLT Reticulo-
(mg/kg/day) number cytes
(x10%pL) (g/dL) (%) (fL) (pg) (g/dL) (x10%/pL) (%)
Female Control 0 01F01 764 15.1 421 55.1 19.8 35.9 110.7 3.6
01F02 792 15.0 4.3 521 18.9 36.3 141.4 3.3
01F03 768 14.5 40.1 52.2 18.9 36.2 125.4 29
01F04 806 15.4 42.3 52.5 19.1 36.4 100.5 3.7
01F05 775 15.3 43.6 56.3 19.7 35.1 85.8 37
01F06 816 15.3 431 52.8 18.8 35.5 115.0 3.6
01F07 694 14.2 39.3 56.6 20.5 36.1 171 4.4
01F08 802 15.3 41.9 52.2 19.1 36.5 108.1 3.2
01F09 787 14.5 M1 52.2 18.4 35.3 121.8 3.2
01F10 831 14.7 40.3 48.5 17.7 36.5 118.5 2.5
Mean 784 14.9 41.5 53.1 19.1 36.0 104.4 3.4
S.D. 38 0.4 1.4 2.4 0.8 0.5 34.1 0.5
p-Cymene 24 02F01 778 15.1 41.4 53.2 19.4 36.5 96.5 2.6
02F02 805 15.3 43.0 53.4 19.0 35.6 105.7 3.3
02F03 763 14.7 40.1 52.6 19.3 36.7 111.8 3.0
02F04 759 14.4 40.1 52.8 19.0 35.9 106.5 23
02F05 741 14.8 42.0 56.7 20.0 35.2 93.5 3.2
02F06 745 14.4 40.2 54.0 19.3 35.8 107.1 2.7
02F07 806 15.1 41.8 51.9 18.7 36.1 110.5 3.7
02F08 793 14.9 40.9 51.6 18.8 36.4 108.3 25
02F09 804 15.2 42.0 52.2 18.9 36.2 84.9 2.8
02F10 807 15.8 43.9 54.4 19.6 36.0 104.2 3.0
Mean 780 15.0 M5 53.3 19.2 36.0 102.9 2.9
S.D. 26 0.4 1.3 1.5 0.4 0.4 8.6 0.4
p-Cymene 12 03F01 772 14.8 40.6 52.6 19.2 36.5 106.5 34
03F02 789 14.5 40.2 51.0 18.4 36.1 1131 23
03F03 753 14.0 39.2 52.1 18.6 35.7 123.7 2.7
03F04 778 14.7 41.0 52.7 18.9 35.9 99.5 2.8
03F05 758 14.6 41.0 54.1 19.3 35.6 105.2 2.5
03F06 849 16.0 43.7 51.5 18.8 36.6 91.6 2.9
03F07 692 13.5 39.6 57.2 19.5 34.1 76.8 3.0
03F08 761 14.5 40.2 52.8 19.1 36.1 99.0 21
03F09 800 15.0 41.9 52.4 18.8 35.8 100.4 2.7
03F10 807 15.3 42.0 52.0 19.0 36.4 129.5 21
Mean 776 14.7 40.9 52.8 19.0 35.9 104.5 2.7
S.D. a1 0.7 1.3 1.7 0.3 0.7 15.2 0.4
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Appendix 6 Hematology - Individual values (Continued)

Sex Test article Dose Animal WBC Leukocytes, differential Coagulation test

(mg/kg/day) number Lympho- Neutro- Eosino- Baso- Mono- PT APTT
cytes phils phils phils cytes

(x10%/uL) (%) (%) (%) (%) (%) (sec) (sec)
Female Control 0 01F01 41.3 79.2 15.0 1.2 0.0 4.6 9.8 12.7
01F02 424 80.7 141 21 0.0 31 9.8 1.4
01F03 61.0 76.7 17.9 1.8 0.0 3.6 9.7 141
01F04 35.9 65.5 28.9 2.8 0.0 28 9.9 131
01F05 39.2 83.2 13.2 1.3 0.0 23 9.9 12,5
01F06 53.9 74.2 20.3 2.0 0.0 3.5 9.8 11.6
01F07 33.0 90.3 7.9 0.3 0.0 15 9.8 9.3
01F08 56.6 82.5 12.7 1.6 0.0 3.2 9.5 11.5
01F09 40.8 79.9 13.2 2.2 0.0 4.7 9.4 8.9
01F10 54.2 69.0 25.9 0.9 0.0 4.2 9.6 1.4
Mean 45.8 781 16.9 1.6 0.0 3.4 9.7 1.7
S.D. 9.7 7.2 6.5 0.7 0.0 1.0 0.2 1.6
p-Cymene 24 02F01 48.0 67.1 28.3 1.7 0.0 2.9 9.8 11.4
02F02 64.5 84.8 11.0 1.7 0.0 2.5 9.7 11.4
02F03 39.0 84.6 1.3 1.8 0.0 2.3 9.7 1.3
02F04 47.2 81.6 12.7 1.7 0.0 4.0 9.7 12.0
02F05 65.3 83.2 12.2 1.7 0.0 29 9.8 11.6
02F06 34.4 79.4 15.7 2.0 0.0 2.9 9.3 11.2
02F07 411 79.6 14.8 1.5 0.0 4.1 10.0 10.9
02F08 94.7 76.5 20.2 0.4 0.0 2.9 9.6 11.2
02F09 51.3 81.5 11.9 2.7 0.0 3.9 9.6 12.0
02F10 64.6 85.9 10.0 0.8 0.0 33 9.6 11.8
Mean 55.0 80.4 14.8 1.6 0.0 3.2 9.7 11.5
S.D. 17.8 5.5 5.6 0.6 0.0 0.6 0.2 0.4
p-Cymene 12 03F01 63.3 76.3 19.1 0.8 0.0 3.8 9.9 14.0
03F02 40.9 83.4 10.7 2.2 0.0 3.7 9.7 12.0
03F03 49.6 87.7 8.9 1.0 0.0 24 9.6 9.7
03F04 51.3 81.1 154 1.6 0.0 1.9 9.9 10.5
03F05 32.6 92.0 4.6 0.9 0.0 2.5 9.7 12.3
03F06 41.0 82.4 10.5 2.0 0.0 5.1 9.8 134
03F07 60.5 80.3 144 1.5 0.0 3.8 9.5 8.2
03F08 49.2 83.3 12.2 1.0 0.0 3.5 9.6 131
03F09 40.3 85.9 1.1 1.0 0.0 2.0 9.7 9.2
03F10 50.1 87.0 8.0 2.2 0.0 2.8 9.9 11.6
Mean 47.9 83.9 11.5 14 0.0 3.2 9.7 1.4
S.D. 9.5 4.4 4.1 0.6 0.0 1.0 0.1 1.9
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Appendix 6 Hematology - Individual values (Continued)

Sex Test article Dose Animal  Mode of RBC HGB HCT MCV MCH MCHC PLT Reticulo-
(mg/kg/day) number death(day) cytes
(x10%uL) (g/dL) (%) (fL) (prg) (g/dL) (x10%pL) (%)
Female p-Cymene 60 04F01 786 14.2 39.8 50.6 18.1 35.7 115.9 2.8
04F02 781 14.2 401 513 18.2 35.4 103.6 2.4
04F03 785 15.0 42,5 54.1 19.1 35.3 94.7 3.6
04F04 738 14.5 40.2 54.5 19.6 36.1 73.3 3.3
04F05 770 13.8 38.9 50.5 17.9 35.5 78.1 2.6
04F06 842 15.2 42,6 50.6 18.1 35.7 96.6 2.6
04F07 758 15.1 42.8 56.5 19.9 353 90.2 3.7
04F08 770 15.2 423 54.9 19.7 35.9 99.9 2.7
04F09 795 14.6 411 51.7 18.4 35.5 92.5 2.8
04F10 790 15.0 41.6 52.7 19.0 36.1 82.2 3.0
Mean 782 14.7 41.2 52.7 18.8 35.7 92.7 3.0
S.D. 27 0.5 14 21 0.8 0.3 12.6 0.4
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Appendix 6 Hematology - Individual values (Continued)

Sex Test article Dose Animal Mode of WBC Leukocytes, differential

Coagulation test

(mg/kg/day) number death(day) Lympho- Neutro- Eosino- Baso- Mono- PT APTT
cytes phils phils phils cytes

(x10%uL) (%) (%) (%) (%) (%) (sec) (sec)

Female p-Cymene 60 04F01 65.7 90.1 71 0.8 0.0 2.0 9.7 128

04F02 53.3 84.1 12.3 1.5 0.0 21 9.9 1.7

04F03 36.0 82.2 1.5 1.9 0.0 4.4 10.1 11.2

04F04 39.4 80.5 16.4 1.8 0.0 1.3 9.6 134

04F05 39.5 81.0 13.2 2.3 0.0 3.5 9.9 1.4

04F06 45.0 791 16.4 1.6 0.0 2.9 10.2 10.9

04F07 87.1 83.6 1.7 14 0.0 3.3 9.8 10.7

04F08 80.1 86.0 10.8 1.0 0.0 2.2 9.9 11.5

04F09 67.7 74.2 21.2 1.5 0.0 3.1 9.9 10.4

04F10 39.6 86.1 8.8 1.8 0.0 3.3 9.9 10.2

Mean 55.3 82.7 12.9 1.6 0.0 2.8 9.9 11.4

S.D. 18.6 44 41 0.4 0.0 0.9 0.2 1.0
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Appendix 7 Clinical biochemistry - Individual values

Sex Test article Dose Animal AST ALT ALP V-GTP T-BIL BUN CRE GLU
(mg/kg/day) number
(U/L) (U/L) (U/L) (U/L) (mg/dL) (mg/dL) (mg/dL) (mg/dL)

Male Control 0 01M01 69 35 127 RE -a RE 0.07 121 0.30 142
01M02 97 26 106 -a RE 0.05 10.3 0.30 138

01M03 99 25 62 0.4 0.04 13.4 0.32 181

01M04 87 35 84 -a RE 0.06 11.6 0.28 166

01M05 79 28 88 0.5 0.06 13.6 0.32 148

01M06 99 28 80 -a RE 0.06 13.2 0.26 168

01M07 126 25 107 0.6 0.08 14.3 0.21 188

01M08 85 32 92 -a RE 0.05 13.7 0.29 158

01M09 67 28 66 -a RE 0.05 13.0 0.25 166

01M10 80 29 100 -a RE 0.06 13.4 0.26 167

Mean 89 29 91 0.5 0.06 12.9 0.28 162

S.D. 17 4 20 0.1 0.01 1.2 0.03 16

p-Cymene 2.4 02M01 71 40 82 -a RE 0.07 8.5 0.28 121
02M02 99 34 110 0.5 0.08 123 0.27 162

02M03 130 32 153 RE -a RE 0.05 1.4 0.31 152

02M04 141 34 98 -a RE 0.07 10.2 0.30 138

02M05 104 31 92 -a RE 0.05 14.2 0.27 126

02M06 87 37 84 -a RE 0.06 11.6 0.25 173

02M07 138 25 88 0.4 0.06 12.7 0.28 168

02M08 71 33 138 -a RE 0.06 12.9 0.21 138

02M09 65 21 89 -a RE 0.04 14.0 0.22 221

02M10 78 26 72 -a RE 0.04 13.6 0.20 198

Mean 98 31 101 0.5 0.06 12.1 0.26 160

S.D. 29 6 26 0.1 0.01 1.8 0.04 32

p-Cymene 12 03M01 120 28 102 0.5 0.07 124 0.25 138
03M02 4 25 89 -a RE 0.04 8.9 0.25 150

03M03 95 34 139 0.4 0.06 13.3 0.29 169

03M04 70 23 86 -a RE 0.05 10.5 0.30 184

03M05 129 35 90 -a RE 0.08 14.4 0.31 170

03M06 89 35 146 -a RE 0.03 15.5 0.27 152

03M07 103 31 85 0.5 0.04 11.8 0.23 165

03M08 93 32 106 -a RE 0.04 14.0 0.20 192

03M09 125 38 94 -a RE 0.05 13.0 0.28 134

03M10 73 28 73 -a RE 0.04 13.0 0.19 191

Mean 97 31 101 0.5 0.05 12.7 0.26 165

S.D. 22 5 24 0.1 0.02 1.9 0.04 21

a : Value was under the measuring limit.
RE : Reanalysis was performed.
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of T-CHO TG TP ALB AIG IP Ca Na
(mg/kg/day) number death(day) ratio
(mg/dL) (mg/dL) (g/dL) (ngL) (mg/dL) (mg/dL) (mmol/L)

Male Control 0 01Mo01 73 68 6.7 4.6 2.19 6.3 10.5 142.0
01M02 46 61 5.8 4.1 2.41 6.0 10.0 142.4

01M03 58 54 57 3.8 2.00 6.3 10.2 141.5

01M04 56 35 6.2 4.4 2.44 6.1 10.2 142.7

01M05 47 24 6.0 4.0 2.00 6.6 10.1 142.9

01M06 53 67 6.0 4.2 2.33 6.6 10.0 141.7

01M07 56 30 59 4.2 2.47 6.6 10.5 141.5

01M08 52 40 5.9 4.2 247 6.1 10.1 143.2

01M09 63 48 5.9 4.1 2,28 6.3 10.5 141.9

01M10 53 43 5.7 4.1 2.56 6.1 10.0 142.6

Mean 56 47 6.0 4.2 2.32 6.3 10.2 142.2

S.D. 8 15 0.3 0.2 0.20 0.2 0.2 0.6

p-Cymene 24 02MO01 67 31 6.1 4.2 2.21 5.9 10.6 143.1
02M02 73 47 5.8 41 2.41 6.6 10.2 141.3

02M03 53 40 6.3 4.3 215 59 10.7 141.8

02M04 73 37 6.2 4.2 210 6.1 10.4 143.0

02M05 58 32 6.1 4.2 2.21 6.9 10.5 141.7

02M06 64 43 6.1 4.3 2.39 6.2 10.3 142.5

02M07 44 21 5.8 4.0 2.22 7.2 10.2 142.7

02M08 72 61 6.1 4.5 2.81 7.3 10.3 143.7

02M09 63 90 5.9 4.0 211 6.8 10.8 142.2

02M10 64 139 6.3 4.3 215 6.5 1.1 143.0

Mean 63 54 6.1 4.2 2.28 6.5 10.5 142.5

S.D. 9 35 0.2 0.2 0.22 0.5 0.3 0.7

p-Cymene 12 03MO01 69 57 6.1 4.2 2.21 6.4 10.3 142.2
03M02 59 43 5.9 4.0 2.1 5.5 9.9 141.8

03M03 74 36 6.1 4.0 1.90 6.0 10.5 141.9

03M04 60 26 5.6 3.8 2.1 6.5 10.1 141.3

03M05 59 24 5.6 4.0 2.50 6.7 9.8 142.2

03M06 74 33 6.1 4.4 2.59 6.9 10.4 144.4

03Mo07 73 68 5.8 41 2.41 6.9 10.5 141.2

03Mo08 48 43 6.2 4.2 2.10 5.5 10.0 142.0

03M09 67 31 6.1 4.0 1.90 6.2 10.3 142.9

03M10 58 75 6.2 4.1 1.95 6.5 10.4 141.3

Mean 64 44 6.0 4.1 218 6.3 10.2 1421

S.D. 9 18 0.2 0.2 0.25 0.5 0.3 1.0
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of K Cl
(mg/kg/day) number death(day)
(mmol/L) (mmol/L)

Male Control 0 01MO01 4.25 99.8
01M02 4.38 101.9

01M03 4.48 102.3

01M04 4.32 102.3

01M05 4.16 103.2

01M06 4.43 102.7

01M07 4.88 101.5

01M08 4.54 102.9

01M09 4.46 101.2

01M10 4.54 102.8

Mean 4.44 102.1

S.D. 0.20 1.0

p-Cymene 2.4 02M01 4.13 103.0
02M02 4.48 103.5

02M03 4.42 101.7

02M04 4,71 104.0

02M05 4.72 101.8

02M06 3.94 101.3

02M07 4.68 103.6

02M08 410 103.5

02M09 4.68 102.4

02M10 4.61 101.0

Mean 4.45 102.6

S.D. 0.29 1.1

p-Cymene 12 03MO01 4.86 102.7
03M02 4.68 104.5

03M03 4.29 103.4

03M04 4.56 102.9

03MO05 4.21 102.4

03M06 4.53 104.2

03M07 4.85 101.1

03M08 4,69 104.3

03M09 4.96 104.8

03M10 4,79 101.0

Mean 4.64 103.1

S.D. 0.25 14
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Appendix 7  Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of AST ALT ALP y-GTP T-BIL BUN CRE GLU
(mg/kg/day) number death(day)
(UIL) (U/L) (U/L) (U/L) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
Male p-Cymene 60 04M01 72 33 113 -a RE 0.05 11.8 0.26 145
04M02 99 35 137 RE -a RE 0.08 11.5 0.31 159
04M03 68 23 86 -a RE 0.07 9.4 0.28 196
04M04 79 26 84 -a RE 0.04 11.0 0.29 151
04M05 104 33 80 0.4 0.07 10.2 0.24 153
04M06 101 31 11 -a RE 0.05 131 0.33 165
04M07 69 23 80 -a RE 0.04 13.8 0.26 219
04M08 101 33 106 04 0.05 14.8 0.26 182
04M09 95 29 93 -a RE 0.03 1.6 0.20 171
04M10 131 46 85 -a RE 0.06 13.3 0.25 177
Mean 92 31 98 0.4 0.05 121 0.27 172
S.D. 20 7 19 0.0 0.02 1.7 0.04 23

a : Value was under the measuring limit.
RE : Reanalysis was performed.
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal Mode of T-CHO TG TP ALB AIG IP Ca Na
(mg/kg/day) number death(day) ratio
(mg/dL) (mg/dL) (g/dL) (g/dL) (mg/dL) (mgl/dL) (mmol/L)
Male p-Cymene 60 04MO01 49 23 5.5 41 2.93 5.5 10.1 143.0
04M02 45 25 5.5 41 2.93 6.3 9.8 141.7
04M03 56 21 5.3 3.8 2.53 7.0 9.9 141.9
04M04 44 29 5.6 4.0 2.50 6.9 10.1 142.7
04M05 58 38 5.5 3.8 2.24 7.0 10.0 140.1
04M06 47 36 5.3 3.9 2.79 6.9 9.9 140.8
04M07 61 31 5.6 4.0 2.50 6.7 10.3 141.2
04M08 52 26 5.9 3.9 1.95 6.5 10.2 140.7
04M09 49 24 5.8 3.8 1.90 6.5 10.3 142.5
04M10 61 44 5.7 4.0 2.35 6.6 10.4 143.7
Mean 52 30 5.6 3.9 2.46 6.6 10.1 141.8
S.D. 6 7 0.2 0.1 0.36 0.5 0.2 1.1
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal Mode of K Cl
(mg/kg/day) number death(day)
(mmol/L) (mmol/L)

Male p-Cymene 60 04MO1 4.40 103.3
04M02 4.36 103.0
04M03 4.49 103.1
04M04 4.57 103.4
04M05 4.52 100.8
04M06 4.20 101.8
04M07 4.48 101.7
04M08 4.75 101.5
04M09 4.46 101.7
04M10 4.44 103.8
Mean 4.47 102.4
S.D. 0.14 1.0
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal Mode of AST ALT ALP y-GTP T-BIL BUN CRE GLU
(mg/kg/day) number death(day)
(U/L) (U/L) (U/L) (U/L) (mg/dL) (mgl/dL) (mg/dL) (mg/dL)

Female Control 0 01F01 72 23 80 0.6 0.07 14.9 0.28 121
01F02 97 19 46 0.5 0.10 13.8 0.31 132

01F03 76 23 48 0.5 0.10 171 0.36 119

01F04 119 21 70 0.8 0.05 14.1 0.39 138

01F05 56 25 48 0.5 0.05 16.3 0.37 119

01F06 99 31 58 0.6 0.07 23.9 0.44 114

01F07 60 23 32 1.6 0.06 13.9 0.27 153

01F08 115 22 79 0.6 0.06 11.5 0.34 118

01F09 48 20 38 0.4 0.08 18.3 0.30 115

01F10 99 21 44 0.5 0.06 14.0 0.30 145

Mean 84 23 54 0.7 0.07 15.8 0.34 127

S.D. 25 3 17 0.3 0.02 34 0.05 14

p-Cymene 24 02F01 51 23 49 0.5 0.10 15.9 0.30 131
02F02 78 26 54 0.8 0.07 115 0.33 153

02F03 98 24 45 1.0 0.14 12.4 0.33 112

02F04 122 22 58 0.4 0.11 10.8 0.26 136

02F05 124 21 78 0.7 0.10 14.9 0.32 127

02F06 91 19 40 0.6 0.04 15.2 0.26 141

02F07 71 19 39 0.4 RE 0.05 13.6 0.27 115

02F08 139 29 62 0.5 0.09 13.8 0.28 108

02F09 170 25 4 0.6 0.09 14.9 0.34 106

02F10 87 24 56 0.5 0.11 15.5 0.32 115

Mean 103 23 52 0.6 0.09 13.9 0.30 124

S.D. 36 3 12 0.2 0.03 1.8 0.03 16

p-Cymene 12 03F01 89 23 56 0.6 0.06 131 0.36 139
03F02 134 29 44 0.5 0.07 15.6 0.40 123

03F03 117 26 51 0.7 0.06 13.4 0.29 137

03F04 63 24 77 0.6 0.08 13.3 0.32 134

03F05 62 18 63 0.5 0.05 17.3 0.42 139

03F06 94 25 39 0.5 0.05 16.2 0.31 122

03F07 90 23 47 0.5 0.07 19.0 0.26 98

03F08 117 22 33 0.6 0.08 13.2 0.33 118

03F09 100 23 59 -a RE 0.08 14.1 0.31 111

03F10 105 22 41 0.6 0.07 19.2 0.39 115

Mean 97 24 51 0.6 0.07 15.4 0.34 124

S.D. 23 3 13 0.1 0.01 2.4 0.05 14

a : Value was under the measuring limit.
RE : Reanalysis was performed.
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of T-CHO TG TP ALB AIG P Ca Na
(mg/kg/day) number death(day) ratio
(mg/dL) (mg/dL) (g/dL) (g/dL) (mg/dL) (mg/dL) (mmol/L)

Female Control 0 01F01 60 22 6.5 4.8 2.82 4.9 10.3 140.0
01F02 80 41 6.6 5.1 3.40 4.3 10.3 142.0

01F03 61 24 6.6 5.0 3.13 5.2 10.4 140.7

01F04 63 17 5.9 4.6 3.54 4.5 9.5 141.2

01F05 57 51 6.4 5.0 3.57 4.7 10.3 142.3

01F06 70 89 6.1 4.8 3.69 4.9 9.9 141.0

01F07 58 49 6.3 4.6 2.71 5.3 10.0 142.0

01F08 63 33 6.8 5.3 3.53 5.6 10.5 142.4

01F09 63 37 6.4 5.0 3.57 5.5 10.6 141.4

01F10 70 68 6.0 4.7 3.62 5.9 10.2 140.9

Mean 65 43 6.4 4.9 3.36 5.1 10.2 141.4

S.D. 7 22 0.3 0.2 0.35 0.5 0.3 0.8

p-Cymene 24 02F01 70 53 71 54 3.18 3.9 10.6 140.9
02F02 58 26 6.3 5.1 4.25 4.6 104 140.7

02F03 55 37 5.8 4.6 3.83 5.5 9.8 140.1

02F04 86 72 6.4 5.2 4.33 4.8 10.3 139.4

02F05 56 33 5.8 4.6 3.83 5.3 10.2 140.8

02F06 93 34 6.8 5.2 3.25 6.7 10.5 141.1

02F07 80 49 6.5 5.1 3.64 6.8 10.4 140.9

02F08 97 39 6.4 5.0 3.57 6.0 10.7 140.7

02F09 61 26 6.3 4.9 3.50 6.0 10.3 139.7

02F10 82 40 6.1 4.6 3.07 5.9 10.0 141.5

Mean 74 4 6.4 5.0 3.65 5.6 10.3 140.6

S.D. 16 14 0.4 0.3 0.43 0.9 0.3 0.6

p-Cymene 12 03F01 54 17 6.0 4.6 3.29 4.7 9.9 141.2
03F02 62 52 6.3 4.6 2.71 5.3 9.9 140.5

03F03 57 52 6.1 4.8 3.69 5.3 10.3 139.7

03F04 46 110 6.7 5.1 3.19 3.9 10.5 141.6

03F05 72 38 6.2 4.8 3.43 5.2 10.2 139.7

03F06 72 41 6.1 4.8 3.69 5.5 9.6 139.5

03F07 97 77 6.1 4.6 3.07 74 10.6 143.1

03F08 89 46 71 5.7 4.07 4.9 10.8 1411

03F09 70 23 6.6 5.3 4.08 6.0 10.6 141.6

03F10 70 34 6.3 4.6 2.71 5.7 10.3 140.5

Mean 69 49 6.4 4.9 3.39 54 10.3 140.9

S.D. 15 27 0.3 0.4 0.49 0.8 0.4 1.1
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of K Cl
(mg/kg/day) number death(day)

(mmol/L) (mmol/L)

Female Control 0 01FO01 3.93 102.0
01F02 3.96 102.8
01F03 4.41 103.9
01F04 3.89 106.0
01F05 3.64 104.9
01F06 4.04 103.6
01F07 2.95 103.3
01F08 4.31 104.9
01F09 3.98 104.7
01F10 4.01 103.0
Mean 3.91 103.9
S.D. 0.40 1.2
p-Cymene 2.4 02F01 3.55 104.0
02F02 3.76 101.7
02F03 3.96 101.4
02F04 4.31 102.5
02F05 4.08 104.5
02F06 3.90 102.2
02F07 4.18 RE 101.8
02F08 4.49 102.3
02F09 4.08 102.1
02F10 4.10 103.7
Mean 4.04 102.6
S.D. 0.27 1.1
p-Cymene 12 03F01 3.85 103.7
03F02 4.27 102.5
03F03 4.19 104.9
03F04 3.53 102.8
03F05 4.15 104.2
03F06 3.77 103.1
03F07 4.58 105.8
03F08 3.91 102.0
03F09 4.04 104.4
03F10 4.29 103.7
Mean 4.06 103.7
S.D. 0.30 1.2

RE : Reanalysis was performed.
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of AST ALT ALP Yy-GTP T-BIL BUN CRE GLU
(mg/kg/day) number death(day)
(U/L) (U/L) (U/L) (U/L) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
Female p-Cymene 60 04F01 96 26 41 0.7 0.07 1.7 0.35 131
04F02 76 24 49 0.7 0.07 13.8 0.34 139
04F03 58 23 50 0.7 0.06 173 0.37 143
04F04 91 22 30 0.4 0.08 13.2 0.33 137
04F05 74 19 68 0.6 0.08 10.9 0.31 131
04F06 83 23 50 0.9 0.05 15.3 0.34 132
04F07 81 19 72 1.0 0.07 125 0.25 136
04F08 76 30 61 0.8 0.06 221 0.47 122
04F09 97 18 64 0.6 0.07 14.8 0.37 134
04F10 99 31 60 0.9 0.08 16.8 0.36 148
Mean 83 24 55 0.7 0.07 14.8 0.35 135
S.D. 13 4 13 0.2 0.01 3.3 0.06 7
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Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal Mode of T-CHO TG TP ALB AIG IP Ca Na
(mg/kg/day) number death(day) ratio
(mg/dL) (mg/dL) (g/dL) (g/dL) (mg/dL) (mg/dL) (mmol/L)

Female p-Cymene 60 04F01 60 17 6.3 4.9 3.50 5.3 10.0 139.1
04F02 77 26 6.2 4.7 3.13 4.5 10.0 140.0
04F03 66 16 6.0 4.4 2.75 6.0 9.8 141.4
04F04 99 22 6.5 5.0 3.33 5.5 10.0 139.2
04F05 70 21 5.9 5.0 5.56 5.5 9.6 140.5
04F06 51 20 6.4 4.7 2,76 4.9 9.9 140.5
04F07 72 38 6.2 4.6 2.88 5.7 10.1 141.1
04F08 95 25 6.0 4.2 2.33 5.2 9.9 141.2
04F09 86 33 6.5 4.8 2.82 6.0 10.2 139.8
04F10 69 20 6.1 4.6 3.07 5.1 9.9 140.0
Mean 75 24 6.2 4.7 3.21 54 9.9 140.3
S.D. 15 7 0.2 0.3 0.89 0.5 0.2 0.8




66

Appendix 7 Clinical biochemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of K Cl
(mg/kg/day) number death(day)
(mmol/L) (mmol/L)

Female p-Cymene 60 04F01 4.12 102.1
04F02 3.68 102.1
04F03 3.54 103.6
04F04 4.05 101.1
04F05 3.61 104.9
04F06 3.79 103.7
04F07 3.66 103.3
04F08 3.95 105.2
04F09 4.38 103.3
04F10 3.82 104.8
Mean 3.86 103.4
S.D. 0.26 1.3
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Appendix 8 Necropsy findings - Individual values

Animal number : 01MO1
Test article : Control

Mode of death Scheduled sacrifice

Week(day) of death
Stage of death

;13 (91)
: Treatment period

Macroscopic examination

All organs: Not remarkable

Animal number : 01M02
Test article : Control

Mode of death Scheduled sacrifice

Week(day) of death
Stage of death

: 13 (91)
: Treatment period

Macroscopic examination

All organs: Not remarkable

Animal number : 01M03
Test article : Control

Mode of death Scheduled sacrifice

Week(day) of death
Stage of death

: 13 (91)
. Treatment period

Macroscopic examination

Testis
Small, Bilateral
Other organs: Not remarkable

Animal number . 01M04
Test article . Control

Mode of death Scheduled sacrifice

Week(day) of death
Stage of death

: 13 (91)
: Treatment period

‘Macroscopic examination

‘All organs: Not remarkable

Animal number : 01MO05
Test article : Control

Mode of death Scheduled sacrifice

Week(day) of death
Stage of death

13 (91)
: Treatment period

Macroscopic examination

All organs: Not remarkable

Animal number : 01MO06
Test article : Control

Mode of death Scheduled sacrifice

Week(day) of death
Stage of death

1 13 91)
: Treatment period

‘Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 01MO07 Sex : Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)

Test article : Control Dose (mﬂlday) 0 Stage of death : Treatment period
Macroscopic examination

“All organs: Not remarkable

Animal number : 01MO08 Sex Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : Control Dose (mg/kg/day) 0 Stage of death : Treatment period
Macroscopic examination

“All organs: Not remarkable

Animal number : 01M09 Sex : Male Mode of death Scheduled sacrifice Week(day) of death t 13 (91)

Test article : Control Dose (mg/kg/day) 0 Stage of death ;. Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 01M10 Sex Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)

Test article : Control Dose (mg/kg/day) 0 Stage of death . Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 02MO01 Sex Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)

Test article : p-Cymene Dose _ (mg/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination

‘All organs: Not remarkable

Animal number : 02M02 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination

“All organs: Not remarkable

Animal number : 02M03 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose _ (mg/kg/day) 2.4 Stage of death : Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 02M04

Sex

Mode of death

Scheduled sacrifice

Week(day) of death 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination —
All organs: Not remarkable
Animal number : 02M05 Sex Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination
All organs: Not remarkable
Animal number : 02M06 Sex : Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)
Test article : p-Cymene Dose  (mg/kg/day) 2.4 Stage of death : Treatment period
‘Macroscopic examination
All organs: Not remarkable
Animal number . 02M07 Sex Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination
“All organs: Not remarkable
Animal number : 02M08 Sex Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination
All organs: Not remarkable
Animal number : 02M09 Sex Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination
‘All organs: Not remarkable
Animal number . 02M10 Sex Male Mode of death Scheduled sacrifice Week(day) of death ;13 (91)
Test article : p-Cymene Dose (mg/kg/day) 2.4 Stage of death : Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 03MO01 Sex Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination T

ANl organs: Not remarkable

Animal number : 03Mo02 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : _p-Cymene Dose  (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination ~

Al organs: Not remarkable

Animal number : 03M03 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03M04 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

“All organs: Not remarkable

Animal number : 03MO05 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03MO06 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose  (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03MO07 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 03M08

Sex

Mode of death

Scheduled sacrifice

Week(day) of death : 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination
All organs: Not remarkable
Animal number : 03MO09 Sex Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death . Treatment period
Macroscopic examination
“All organs: Not remarkable
Animal number : 03M10 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)
Test article : p-Cymene Dose (mgl/kg/day) 12 Stage of death : Treatment period
Macroscopic examination
All organs: Not remarkable
Animal number : 04MO1 Sex Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
‘Macroscopic examination
“Small intestine

Diverticulum
Other organs: Not remarkable
Animal number : 04M02 Sex Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination
All organs: Not remarkable
Animal number : 04MO03 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)
Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 04M04 Sex : Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)

Test article : p-Cymene Dose  (mg/kg/day) 60 Stage of death . Treatment period
‘Macroscopic examination

All organs: Not remarkable

Animal number : 04MO05 Sex : Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination

“All organs: Not remarkable

Animal number : 04MO06 Sex : Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination

“All organs: Not remarkable

Animal number : 04MO7 Sex Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose _(mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination —

All organs: Not remarkable

Animal number : 04MO08 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose (mgl/kg/day) 60 Stage of death : Treatment period
Macroscopic examination ~

“All organs: Not remarkable

Animal number : 04MO9 Sex : Male Mode of death Scheduled sacrifice Week(day) of death 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination -

All organs: Not remarkable

Animal number : 04M10 Sex : Male Mode of death Scheduled sacrifice Week(day) of death : 13 (91)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death . Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 01F01 Sex : Female Mode of death Scheduled sacrifice Week(day) of death 1 14 (92)
Test article :_Control Dose (mg/kg/day) 0 Stage of death : Treatment period
‘Macroscopic examination
All organs: Not remarkable
Animal number : 01F02 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article : Control Dose  (mg/kg/day) 0 Stage of death : Treatment period
Macroscopic examination
All organs: Not remarkable
Animal number : 01F03 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article : Control Dose  (mg/kg/day) 0 Stage of death : Treatment period
Macroscopic examination
All organs: Not remarkable
Animal number : 01F04 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article :_Control Dose (mg/kg/day) 0 Stage of death : Treatment period
Macroscopic examination
Kidney
Hypoplastic kidney, Unilateral
Other organs: Not remarkable
Animal number : 01F05 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article : Control Dose (mg/kg/day) 0 Stage of death : Treatment period
"Macroscopic examination —
All organs: Not remarkable
Animal number : 01F06 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article . Control Dose (mg/kg/day) 0 Stage of death : Treatment period

Macroscopic examination

“All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 01F07 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : Control Dose (mg/kg/day) 0 Stage of death . Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 01F08 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article . Control Dose (mg/kg/day) 0 Stage of death : Treatment period
Macroscopic examination

Al organs: Not remarkable

Animal number : 01F09 Sex Female Mode of death Scheduled sacrifice Week(day) of death 14 (92)

Test article : Control Dose (mg/kg/day) 0 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 01F10 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : Control Dose (mg/kg/day) 0 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 02F01 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mgl/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 02F02 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article :_J-Cymene Dose (mg/kg/day) 24 Stage of death . Treatment period
‘Macroscopic examination

All organs: Not remarkable

Animal number : 02F03 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 24 Stage of death : Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 02F04

Sex :

Female

Mode of death

Scheduled sacrifice Week(day) of death : 14 (92)
Test article : p-Cymene Dose  (mg/kg/day) 2.4 Stage of death . Treatment period
‘Macroscopic examination
All organs: Not remarkable
Animal number : 02F05 Sex Female Mode of death Scheduled sacrifice Week(day) of death 1 14 (92)
Test article : _p-Cymene Dose (mg/kg/day) 24 Stage of death : Treatment period
Macroscopic examination
‘All organs: Not remarkable
Animal number : 02F06 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article : p-Cymene Dose (mg/kg/day) 24 Stage of death . Treatment period
Macroscopic examination
All organs: Not remarkable
Animal number . 02F07 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article : p-Cymene Dose (mwday) 2.4 Stage of death : Treatment period
"Macroscopic examination
Uterus
Dilatation, Horn, Bilateral
Other organs: Not remarkable
Animal number : 02F08 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article : p-Cymene Dose (mg/kg/day) 2.4 Stage of death : Treatment period
Macroscopic examination -
All organs: Not remarkable
Animal number : 02F09 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)
Test article : p-Cymene Dose  (mg/kg/day) 24 Stage of death : Treatment period

‘Macroscopic examination

“All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 02F10 Sex : Female Mode of death Scheduled sacrifice Week(day) of death 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 24 Stage of death : Treatment period
Macroscopic examination ~

“All organs: Not remarkable

Animal number : 03F01 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : _p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

“All organs: Not remarkable

Animal number : 03F02 Sex : Female Mode of death Scheduled sacrifice Week(day) of death 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03F03 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03F04 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : _p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

Al organs: Not remarkable

Animal number : 03F05 Sex : Female Mode of death Scheduled sacrifice Week(day) of death 1 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03F06 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 03F07 Sex Female Mode of death Scheduled sacrifice Week(day) of death 14 (92)

Test article : p-Cymene Dose (mgl/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03F08 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : _p-Cymene Dose (mg/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03F09 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article i p-Cymene Dose (mgl/kg/day) 12 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 03F10 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mgl/kg/day) 12 Stage of death . Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 04F01 Sex Female Mode of death Scheduled sacrifice Week(day) of death 1 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination

“All organs: Not remarkable

Animal number 1 04F02 Sex Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 04F03 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article :_p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 8 Necropsy findings - Individual values (Continued)

Animal number : 04F04 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination B

All organs: Not remarkable

Animal number : 04F05 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 04F06 Sex : Female Mode of death Scheduled sacrifice Week(day) of death 1 14 (92)

Test article : p-Cymene Dose (mglkg/day) 60 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number 1 04F07 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number . 04F08 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose  (mg/kg/day) 60 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number : 04F09 Sex : Female Mode of death Scheduled sacrifice Week(day) of death : 14 (92)

Test article : p-Cymene Dose (mgl_Lglday) 60 Stage of death : Treatment period
Macroscopic examination

All organs: Not remarkable

Animal number . 04F10 Sex : Female Mode of death Scheduled sacrifice Week(day) of death 14 (92)

Test article : p-Cymene Dose (mg/kg/day) 60 Stage of death : Treatment period

Macroscopic examination

All organs: Not remarkable
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Appendix 9 Organ weights - Individual values

Sex Test article Dose Animal Mode of §ody Brain Pituitary Heart Lungs Liver Spleen Kidney Kidney
(mgl/kg/day) number death(day) weight (Right) (Left)

(9) (9) (mg) (9) (9) (9) (9) (9) (9)

Male Control 0 01M01 594.5 2.267 15.3 1.837 1.604 17.381 0.810 1.741 1.691
01M02 544.7 2.411 14.9 1.625 1.632 14.866 0.657 1.747 1.806

01M03 630.2 2.233 15.2 1.647 1.435 16.578 0.824 1.861 1.867

01M04 520.5 2.196 15.6 1.480 1.521 13.774 0.615 1.618 1.513

01M05 530.5 2.082 17.3 1.782 1.329 14.267 0.753 1.774 1.604

01M06 623.1 2.251 16.6 1.768 1.615 16.414 0.868 1.882 2.056

01M07 641.0 2.499 17.9 1.826 1.798 16.802 1.021 2.006 2.224

01M08 533.9 2.257 14.3 1.684 1.605 14.516 0.776 1.843 1.888

01M09 616.2 2.192 17.5 1.953 1.885 16.983 0.966 1.942 2113

01M10 512.8 2.181 134 1.531 1.484 12.213 0.701 1.739 1.862

Mean 574.7 2.257 15.8 1.713 1.591 15.379 0.799 1.815 1.862

S.D. 50.8 0.119 1.5 0.147 0.164 1.698 0.129 0.114 0.224

p-Cymene 24 02M01 560.5 2.296 15.9 1.495 1.615 14.075 0.764 1.754 1.827
02M02 490.7 2.092 15.8 1.368 1.442 13.321 0.747 1.444 1.417

02M03 583.8 2.192 15.8 1.747 1.599 16.694 1.108 1.809 1.860

02M04 562.7 2.168 13.8 1.659 1.582 15.358 0.796 1.807 1.776

02M05 457.6 2.315 1.4 1.334 1.335 11.228 0.706 1.491 1.407

02M06 622.3 2.193 13.5 1.669 1.558 17.480 0.900 2.040 2.164

02M07 514.3 2.221 14.8 1.667 1.391 14.710 0.844 1.779 1.698

02M08 465.9 2.183 13.8 1.403 1.330 12.492 0.658 1.551 1.577

02M09 692.1 2.287 16.4 1.924 1.651 22.471 1.085 2.291 2.155

02M10 604.2 2.310 16.0 1.634 1.471 19.996 0.872 1.957 1.939

Mean 555.4 2.226 14.7 1.590 1.497 15.783 0.848 1.792 1.782

S.D. 74.4 0.074 1.6 0.187 0.119 3.465 0.150 0.260 0.267

p-Cymene 12 03M01 515.5 2.164 1.7 1.593 1.465 14.864 0.683 1.805 1.751
03M02 519.4 2.140 14.6 1.464 1.399 13.182 0.702 1.849 1.733

03M03 572.8 2.308 16.9 1.610 1.457 14.295 0.893 1.774 1.714

03M04 601.1 2.160 171 1.659 1.521 17.696 0.946 1.956 1.907

03MO05 537.0 2.122 13.6 1.754 1.496 14.389 0.725 1.934 1.841

03M06 546.6 2.180 12.6 1.414 1.318 16.022 0.989 1.665 1.646

03M07 561.4 2.099 13.5 1.575 1.497 16.024 0.865 1.567 1.634

03M08 487.7 2.119 14.5 1.452 1.362 13.899 0.703 1.642 1.755

03M09 552.5 2171 16.1 1.523 1.669 15.343 0.815 1.804 1.729

03M10 566.2 2.203 16.6 1.807 1.390 18.073 1.015 1.885 1.955

Mean 546.0 2.167 14.7 1.585 1.457 15.379 0.834 1.788 1.767

S.D. 32.6 0.059 1.9 0.129 0.099 1.595 0.126 0.129 0.105

Body weight : The value presented was obtained after the animal was fasted overnight.
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal Mode of Kidneys Adrenal Adrenal Adrenals Testis Testis Testes Ventral Seminal vesicle
(mgl/kg/day) number death(day) (Right) (Left) (Right) (Left) prostate + Coagulating glands
(g) (mg) (mg) (mg) (9) (9) (9) (9) ()

Male Control 0 01M01 3.432 29.5 28.2 57.7 1.692 1.646 3.338 1.052 1.860
01M02 3.553 25.4 30.5 55.9 1.893 1.946 3.839 1.047 1.941

01M03 3.728 28.8 30.1 58.9 1.070 1.175 2.245 0.901 1.628

01M04 3.131 331 34.0 67.1 1.874 1.839 3.713 0.724 1.663

01M05 3.378 40.5 39.7 80.2 1.932 1.929 3.861 0.629 1.774

01M06 3.938 325 323 64.8 1.706 1.772 3.478 1.110 1.937

01M07 4.230 28.5 29.7 58.2 2.028 2.076 4104 1.035 1.700

01MO08 3.731 33.0 34.2 67.2 1.844 1.827 3.671 1.045 1.844

01M09 4.055 324 34.5 66.9 1.782 2.159 3.941 0.701 1.777

01M10 3.601 27.9 28.5 56.4 1.798 1.808 3.606 0.848 1.894

Mean 3.678 31.2 32.2 63.3 1.762 1.818 3.580 0.909 1.802

S.D. 0.332 4.2 3.5 7.5 0.263 0.270 0.519 0.174 0.112

p-Cymene 24 02Mo01 3.581 25.6 29.2 54.8 1.885 1.883 3.768 0.936 1.584
02M02 2.861 27.5 30.3 57.8 1.667 1.715 3.382 1.241 1.540

02M03 3.669 328 344 67.2 1.854 1.928 3.782 0.741 1.970

02M04 3.583 28.6 26.4 55.0 1.830 1.840 3.670 0.861 1.979

02M05 2.898 25.4 26.0 51.4 1.923 1.880 3.803 0.489 1.830

02M06 4.204 31.7 32.7 64.4 1.810 1.804 3.614 0.858 1.823

02M07 3.477 375 38.5 76.0 1.605 1.606 3.211 0.725 1.883

02M08 3.128 27.6 22.6 50.2 1.748 1.720 3.468 0.956 1.505

02M09 4.446 40.3 421 82.4 2.065 2.054 4.119 1.236 2.133

02M10 3.896 314 35.5 66.9 1.914 1.946 3.860 0.643 1.667

Mean 3.574 30.8 31.8 62.6 1.830 1.838 3.668 0.869 1.791

S.D. 0.521 5.0 6.0 10.7 0.133 0.131 0.261 0.240 0.210

p-Cymene 12 03MO01 3.556 29.2 324 61.6 1.715 1.753 3.468 0.882 1.636
03M02 3.582 26.5 25.5 52.0 1.786 1.771 3.557 1.093 1.916

03M03 3.488 31.2 37.5 68.7 2.056 2.157 4.213 0.673 1.896

03M04 3.863 31.9 39.0 70.9 1.771 1.761 3.532 0.842 1.722

03M05 3.775 30.9 30.5 61.4 1.651 1.629 3.280 1.057 1.673

03M06 3.311 26.4 24.4 50.8 1.926 2.001 3.927 0.870 1.894

03M07 3.201 31.2 34.8 66.0 1.665 1.690 3.355 0.672 1.442

03M08 3.397 25.4 25.5 50.9 1.620 1.690 3.310 0.873 1.884

03M09 3.533 29.4 3141 60.5 1.829 1.763 3.592 0.692 2.003

03M10 3.840 32.0 33.3 65.3 1.737 1.769 3.506 0.895 1.538

Mean 3.555 29.4 314 60.8 1.776 1.798 3.574 0.855 1.760

S.D. 0.221 2.5 5.1 7.4 0.134 0.159 0.290 0.147 0.186
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal Mode of Salivary Thymus Thyroids
(mgl/kg/day) number death(day) glands
(9) (9) (mg)
Male Control 0 01M01 0.816 0.298 241
01M02 0.840 0.231 25.6
01MO03 0.753 0.289 20.0
01M04 0.689 0.240 21.6
01M05 0.747 0.298 25.2
01M06 0.738 0.303 321
01M07 0.846 0.339 26.8
01M08 0.841 0.294 30.0
01M09 0.758 0.310 26.6
01M10 0.774 0.249 30.0
Mean 0.780 0.285 26.2
S.D. 0.053 0.034 3.8
p-Cymene 24 02M01 0.809 0.301 23.6
02M02 0.710 0.314 25.0
02M03 0.751 0.492 29.1
02M04 0.980 0.237 27.2
02M05 0.700 0.258 240
02M06 0.666 0.333 28.7
02MO07 0.883 0.363 329
02M08 0.633 0.229 22.5
02M09 0.944 0.207 35.9
02M10 0.805 0.407 33.9
Mean 0.788 0.314 28.3
S.D. 0.118 0.089 4.7
p-Cymene 12 03MO01 0.656 0.275 20.2
03M02 0.777 0.279 28.4
03M03 0.560 0.299 34.8
03M04 0.710 0.400 331
03M05 0.730 0.357 30.1
03M06 0.792 0.252 25.7
03M07 0.727 0.257 24.8
03M08 0.738 0.326 25.4
03M09 0.959 0.285 31.9
03M10 0.810 0.298 30.5
Mean 0.746 0.303 28.5
S.D. 0.104 0.046 4.5
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal Mode of Tody Brain Pituitary Heart Lungs Liver Spleen Kidney Kidney
(mgl/kg/day) number death(day) weight (Right) (Left)

(9) (9) (mg) (9) (9) (9) (9) (9) (9)

Male p-Cymene 60 04M01 504.7 2.408 13.7 1.417 1.395 13.461 0.906 1.765 1.864

04M02 523.2 2.232 12.6 1.471 1.403 14.859 0.775 1.742 1.817

04M03 557.9 2.134 14.6 1.500 1.450 16.657 1.044 1.922 1.928

04M04 544.3 2.072 13.7 1.541 1.589 14.587 0.943 1.517 1.651

04M05 518.8 2.190 124 1.480 1.488 14.924 0.789 1.813 1.745

04M06 549.6 2.153 13.9 1.603 1.456 15.725 0.844 1.560 1.494

04M07 522.7 2.029 12.9 1.460 1.355 16.035 0.913 1.597 1.593

04M08 523.3 2.163 13.9 1.365 1.464 14.465 0.610 1.574 1.668

04M09 589.3 2.186 12.6 1.652 1.503 19.206 1.023 1.869 1.974

04M10 606.4 2.162 15.8 1.823 1.799 18.311 0.899 1.906 1.922

Mean 544.0 2173 13.6 1.531 1.490 15.823 0.875 1.727 1.766

S.D. 32.8 0.101 1.1 0.132 0.126 1.797 0.128 0.153 0.161

-Body weight : The value presented was obtained after the animal was fasted overnight.
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Appendix 9 Organ weights - Individual values (Continued)

Sex

Mode of

Test article Dose Animal Kidneys Adrenal Adrenal Adrenals Testis Testis Testes Ventral Seminal vesicle
(mgl/kg/day) number death(day) (Right) (Left) (Right) (Left) prostate + Coagulating glands
(9) (mg) (mg) (mg) (9) (9) (9) (9) (9)
Male p-Cymene 60 04MO01 3.629 25.9 27.4 53.3 1.909 1.955 3.864 0.915 2.062
04M02 3.559 26.7 28.1 54.8 1.705 1.751 3.456 1.133 1.466
04M03 3.850 27.8 27.9 55.7 1.608 1.685 3.293 0.762 1.781
04M04 3.168 19.0 20.7 39.7 2.090 2.123 4.213 0.526 1.938
04M05 3.558 26.7 27.2 53.9 1.750 1.744 3.494 1.063 1.754
04M06 3.054 28.0 29.1 57.1 1.618 1.659 3.277 0.962 1.497
04M07 3.190 29.0 30.7 59.7 1.589 1.619 3.208 0.429 1.612
04M08 3.242 25.6 26.6 52.2 2.012 1.984 3.996 0.823 1.445
04M09 3.843 36.1 32.2 68.3 1.757 1.753 3.510 0.475 1.631
04M10 3.828 29.7 32.9 62.6 1.740 1.814 3.554 0.736 1.815
Mean 3.492 27.5 28.3 55.7 1.778 1.809 3.587 0.782 1.700
S.D. 0.306 4.2 3.4 7.5 0.172 0.162 0.332 0.245 0.207
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Salivary Thymus Thyroids
(mg/kg/day) number death(day) glands
(9) (9) (mg)
Male p-Cymene 60 04MO01 0.765 0.308 30.1
04M02 0.747 0.326 23.7
04M03 0.766 0.330 37.6
04M04 0.607 0.338 24.0
04M05 0.715 0.253 225
04M06 0.731 0.477 30.0
04M07 0.786 0.247 21.2
04M08 0.658 0.265 26.5
04M09 0.776 0.292 22.7
04M10 0.796 0.211 27.3
Mean 0.735 0.305 26.6
S.D. 0.060 0.073 5.0
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Body Brain Pituitary Heart Lungs Liver Spleen Kidney Kidney
(mg/kg/day) number death(day) weight (Right) (Left)

(9) (9) (mg) (9) (9) (9) (9) (9) (9)

Female Control 0 01F01 290.1 1.964 13.9 1.017 1.178 7.748 0.539 1.006 0.997

01F02 303.5 2.020 16.2 0.909 1.114 7.248 0.522 0.903 0.851

01F03 293.3 1.983 211 0.891 1.043 7.551 0.638 0.947 0.929

01F04 267.5 2.047 18.4 0.899 0.994 6.370 0.448 1.383 0.004

01F05 307.9 1.978 14.5 0.923 0.959 7.423 0.550 0.989 0.961

01F06 378.4 2.202 18.8 1.035 1.185 8.700 0.551 1.050 1.075

01F07 322.2 2.001 14.7 1.075 1.106 8.665 0.438 1.023 1.008

01F08 311.6 2.001 16.8 0.857 1.030 7.371 0.475 0.920 0.912

01F09 276.8 2.105 18.0 0.943 1.089 7.305 0.484 0.947 0.862

01F10 354.7 2.051 19.3 1.052 1.127 8.621 0.508 1.078 1.045

Mean 310.6 2.035 17.2 0.960 1.083 7.700 0.515 1.025 0.864

S.D. 34.1 0.072 2.4 0.077 0.075 0.754 0.059 0.138 0.311

p-Cymene 24 02F01 341.9 2.080 18.2 1.003 1.210 8.702 0.585 1.065 0.996
02F02 298.4 2.050 13.7 0.974 1.117 8.174 0.645 0.965 0.993

02F03 249.6 2.034 13.9 0.753 0.908 6.325 0.489 0.842 0.802

02F04 323.0 1.906 14.8 0.909 1.096 7.812 0.480 1.093 0.962

02F05 347.9 2.256 23.4 1.043 1.234 9.111 0.725 1.118 1.058

02F06 295.0 2.033 16.7 0.995 1.061 9.348 0.537 1.082 1.089

02F07 311.9 2.016 15.3 1.138 1.212 9.166 0.599 1.116 1.033

02F08 299.5 2.205 17.3 0.902 1.166 7.900 0.610 1.045 0.972

02F09 301.8 2.120 15.9 0.896 1.034 8.018 0.584 1.074 0.988

02F10 305.0 2.091 19.6 0.999 1.129 8.121 0.557 1.009 0.996

Mean 307.4 2.079 16.9 0.961 1.117 8.268 0.581 1.041 0.989

S.D. 27.4 0.099 3.0 0.103 0.099 0.887 0.072 0.084 0.077

p-Cymene 12 03F01 304.7 1.962 19.9 0.873 1.081 8.008 0.492 0.850 0.885
03F02 306.9 2.164 19.4 0.983 1173 7.701 0.488 0.930 0.966

03F03 303.4 2,031 14.4 0.978 1.022 7.354 0.428 0.882 0.878

03F04 306.0 2.057 16.5 0.938 1.125 7.808 0.476 0.907 0.892

03F05 317.0 2,051 18.2 0.929 1.088 8.479 0.621 0.931 0.912

03F06 320.2 2.195 19.2 0.977 1.162 8.330 0.532 1.166 1.120

03F07 270.2 2.224 22,6 0.906 1.113 7.747 0.618 1.074 1.029

03F08 278.7 1.991 17.4 0.844 1.005 7.771 0.460 0.953 0.874

03F09 273.9 1.976 17.4 0.877 1.015 7.268 0.404 0.847 0.841

03F10 332.4 2.063 17.9 0.896 1.154 8.059 0.544 1.019 1.011

Mean 301.3 2.071 18.3 0.920 1.094 7.853 0.506 0.956 0.941

S.D. 20.7 0.092 2.2 0.049 0.063 0.383 0.073 0.102 0.088

Body weight : The value presented was obtained after the animal was fasted overnight.
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Kidneys Adrenal Adrenal Adrenals Ovary Ovary Ovaries Uterus Salivary
(mg/kg/day)  number death(day) (Right) (Left) (Right) (Left) glands

(9) (mg) (mg) (mg) (mg) (mg) (mg) (9) (9)

Female Control 0 01F01 2.003 32.2 34.1 66.3 56.2 59.0 115.2 0.496 0.439
01F02 1.754 333 33.7 67.0 62.3 59.4 121.7 0.669 0.441

01F03 1.876 31.3 34.6 65.9 56.2 58.1 1143 0.512 0.436

01F04 1.387 323 30.0 62.3 46.4 49.2 95.6 0.558 0.407

01F05 1.950 31.2 321 63.3 61.4 58.9 120.3 0.683 0.469

01F06 2.125 321 30.0 62.1 53.6 58.9 1125 0.697 0.472

01F07 2.031 34.8 38.2 73.0 55.5 59.1 114.6 0.939 0.492

01F08 1.832 30.7 31.5 62.2 64.4 66.8 131.2 0.449 0.412

01F09 1.809 36.5 37.7 74.2 59.6 42.5 102.1 0.615 0.493

01F10 2123 35.0 37.4 72.4 60.4 49.2 109.6 0.512 0.476

Mean 1.889 329 33.9 66.9 57.6 56.1 113.7 0.613 0.454

S.D. 0.218 1.9 3.1 4.7 5.2 7.0 10.0 0.144 0.031

p-Cymene 24 02F01 2.061 34.5 38.5 73.0 73.6 66.5 140.1 0.610 0.595
02F02 1.958 34.0 37.5 71.5 701 68.9 139.0 0.740 0.477

02F03 1.644 28.6 29.8 58.4 57.2 54.0 111.2 0.473 0.448

02F04 2.055 36.0 371 73.1 54.9 53.3 108.2 0.587 0.462

02F05 2.176 47.6 49.3 96.9 74.3 65.6 139.9 0.452 0.624

02F06 2171 38.0 37.9 75.9 72.8 76.4 149.2 0.427 0.429

02F07 2.149 31.6 331 64.7 54.8 59.5 114.3 1.038 0.464

02F08 2.017 36.2 38.0 74.2 62.2 67.6 129.8 0.376 0.527

02F09 2.062 33.6 37.5 711 62.4 64.8 127.2 0.704 0.419

02F10 2.005 31.8 32.9 64.7 58.8 67.0 125.8 0.483 0.449

Mean 2.030 35.2 37.2 72.4 64.1 64.4 128.5 0.589 0.489

S.D. 0.154 5.1 5.2 10.2 7.9 7.0 13.9 0.198 0.070

p-Cymene 12 03F01 1.735 31.9 321 64.0 51.1 67.6 118.7 0.797 0.499
03F02 1.896 31.9 33.0 64.9 54.4 59.8 114.2 0.417 0.436

03F03 1.760 27.9 30.3 58.2 70.4 63.6 134.0 0.518 0.432

03F04 1.799 33.8 33.1 66.9 60.4 68.9 129.3 1.116 0.464

03F05 1.843 37.4 36.2 73.6 53.7 58.6 112.3 0.444 0.496

03F06 2.286 331 35.0 68.1 73.3 69.5 142.8 0.516 0.486

03F07 2.103 35.3 34.6 69.9 51.8 48.4 100.2 0.666 0.524

03F08 1.827 35.3 37.4 72.7 28.9 42.6 71.5 0.579 0.402

03F09 1.688 30.9 33.8 64.7 55.4 65.0 120.4 0.508 0.394

03F10 2.030 23.5 27.9 51.4 51.9 56.4 108.3 0.637 0.487

Mean 1.897 321 33.3 65.4 55.1 60.0 115.2 0.620 0.462

S.D. 0.188 4.0 2.8 6.7 12.1 8.9 19.8 0.207 0.044
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Thymus Thyroids
(mg/kg/day) number death(day)

(9) (mg)

Female Control 0 01F01 0.157 20.1
01F02 0.337 22.7

01F03 0.323 20.5

01F04 0.326 19.6

01F05 0.276 26.1

01F06 0.340 23.3

01F07 0.144 22.3

01F08 0.289 24.5

01F09 0.256 241

01F10 0.286 223

Mean 0.273 22.6

S.D. 0.070 2.1

p-Cymene 2.4 02F01 0.211 22.2
02F02 0.283 28.3

02F03 0.142 13.4

02F04 0.277 19.6

02F05 0.358 31.7

02F06 0.318 17.6

02F07 0.272 23.4

02F08 0.322 26.5

02F09 0.270 21.5

02F10 0.350 33.1

Mean 0.280 23.7

S.D. 0.065 6.2

p-Cymene 12 03F01 0.294 26.4
03F02 0.203 19.9

03F03 0.345 22.2

03F04 0.410 27.2

03F05 0.405 19.5

03F06 0.316 26.6

03F07 0.263 24.9

03F08 0.241 201

03F09 0.245 20.3

03F10 0.369 221

Mean 0.309 22.9

S.D. 0.072 31
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Body Brain Pituitary Heart Lungs Liver Spleen Kidney Kidney
(mgl/kg/day) number death(day) weight (Right) (Left)
(9) (9) (mg) (9) () (9) (9 (9) )]

Female p-Cymene 60 04F01 282.2 2.051 16.3 0.800 1.137 8.645 0.560 0.878 0.836
04F02 320.2 2.062 224 1.014 1.276 10.389 0.538 1.040 1.061
04F03 302.5 2.027 13.7 0.938 1.067 8.826 0.573 0.930 0.903
04F04 298.8 1.942 25.0 0.937 1.190 10.993 0.661 1.056 1.089
04F05 279.3 1.982 19.9 0.866 0.965 8.052 0.466 0.904 0.965
04F06 286.4 1.989 19.0 0.938 1.043 8.708 0.500 1.020 1.005
04F07 289.6 2.039 13.5 0.940 1.057 8.764 0.481 0.940 0.906
04F08 344.6 2.136 18.6 1.042 1.327 9.974 0.641 0.998 1.110
04F09 3134 2.049 16.8 0.970 1.154 8.954 0.462 0.811 0.878
04F10 299.7 2.008 16.3 0.870 1.150 8.959 0.540 0.962 0.945
Mean 301.7 2.029 18.2 0.932 1.137 9.226 0.542 0.954 0.970
S.D. 20.0 0.053 3.6 0.072 0.110 0.915 0.069 0.077 0.094

Body weight : The value presented was obtained after the animal was fasted overnight.
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Appendix 9 Organ weights - Individual values (Continued) -

Sex Test article Dose Animal  Mode of Kidneys Adrenal Adrenal Adrenals Ovary Ovary Ovaries Uterus Salivary
(mg/kg/day) number death(day) (Right) (Left) (Right) (Left) glands

(9) (mg) (mg) (mg) (mg) (mg) (mg) (9) (9)

Female p-Cymene 60 04F01 1.714 30.3 34.9 65.2 58.0 58.8 116.8 0.467 0.419

04F02 2.101 32.5 35.0 67.5 71.0 68.4 139.4 0.470 0.442

04F03 1.833 334 36.6 70.0 57.8 54.5 112.3 0.436 0.480

04F04 2.145 36.6 45.2 81.8 66.4 54.8 121.2 0.937 0.513

04F05 1.869 25.3 26.9 52.2 58.8 50.5 109.3 0.565 0.347

04F06 2.025 29.6 33.7 63.3 50.4 64.2 114.6 0.471 0.388

04F07 1.846 27.6 26.6 54.2 66.2 47.3 113.5 0.333 0.422

04F08 2.108 35.0 34.4 69.4 58.0 52.3 110.3 0.561 0.468

04F09 1.689 321 321 64.2 61.5 58.5 120.0 0.744 0.437

04F10 1.907 28.2 28.1 56.3 62.6 56.7 119.3 0.722 0.414

Mean 1.924 31.1 334 64.4 61.1 56.6 117.7 0.571 0.433

S.D. 0.164 3.5 5.5 8.8 5.8 6.3 8.7 0.180 0.047
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Appendix 9 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Thymus Thyroids
(mg/kg/day) number death(day)
(9) (mg)
Female p-Cymene 60 04F01 0.340 20.1
04F02 0.202 21.5
04F03 0.292 234
04F04 0.258 26.1
04F05 0.338 19.7
04F06 0.172 13.7
04F07 0.249 20.9
04F08 0.425 19.4
04F09 0.285 21.5
04F10 0.329 15.4
Mean 0.289 20.2
S.D. 0.074 3.6
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values

Sex Test article Dose Animal  Mode of Brain Pituitary Heart Lungs Liver Spleen Kidney Kidney Kidneys
(mglkg/day) number death(day) (Right) (Left)
(x10?)

Male Control 0 01M01 0.381 2.57 0.309 0.270 2.924 0.136 0.293 0.284 0.577
01M02 0.443 2.74 0.298 0.300 2.729 0.121 0.321 0.332 0.652

01M03 0.354 2.41 0.261 0.228 2.631 0.131 0.295 0.296 0.592

01M04 0.422 3.00 0.284 0.292 2.646 0.118 0.311 0.291 0.602

01M05 0.392 3.26 0.336 0.251 2.689 0.142 0.334 0.302 0.637

01M06 0.361 2.66 0.284 0.259 2.634 0.139 0.302 0.330 0.632

01M07 0.390 2.79 0.285 0.280 2.621 0.159 0.313 0.347 0.660

01M08 0.423 2.68 0.315 0.301 2.719 0.145 0.345 0.354 0.699

01M09 0.356 2.84 0.317 0.306 2.756 0.157 0.315 0.343 0.658

01M10 0.425 2.61 0.299 0.289 2.382 0.137 0.339 0.363 0.702

Mean 0.395 2.76 0.299 0.278 2.673 0.139 0.317 0.324 0.641

S.D. 0.032 0.24 0.021 0.025 0.136 0.013 0.018 0.029 0.042

p-Cymene 24 02M01 0.410 2.84 0.267 0.288 2.511 0.136 0.313 0.326 0.639
02M02 0.426 3.22 0.279 0.294 2.715 0.152 0.294 0.289 0.583

02M03 0.375 271 0.299 0.274 2.860 0.190 0.310 0.319 0.628

02M04 0.385 245 0.295 0.281 2,729 0.141 0.321 0.316 0.637

02M05 0.506 249 0.292 0.292 2.454 0.154 0.326 0.307 0.633

02M06 0.352 217 0.268 0.250 2.809 0.145 0.328 0.348 0.676

02M07 0.432 2.88 0.324 0.270 2.860 0.164 0.346 0.330 0.676

02M08 0.469 2.96 0.301 0.285 2.681 0.141 0.333 0.338 0.671

02M09 0.330 2.37 0.278 0.239 3.247 0.157 0.331 0.311 0.642

02M10 0.382 2.65 0.270 0.243 3.310 0.144 0.324 0.321 0.645

Mean 0.407 2.67 0.287 0.272 2.818 0.152 0.323 0.321 0.643

S.D. 0.053 0.31 0.018 0.021 0.278 0.016 0.014 0.017 0.028

p-Cymene 12 03M01 0.420 2.27 0.309 0.284 2.883 0.132 0.350 0.340 0.690
03M02 0.412 2.81 0.282 0.269 2.538 0.135 0.356 0.334 0.690

03M03 0.403 2.95 0.281 0.254 2.496 0.156 0.310 0.299 0.609

03M04 0.359 2.84 0.276 0.253 2.944 0.157 0.325 0.317 0.643

03M05 0.395 253 0.327 0.279 2.680 0.135 0.360 0.343 0.703

03M06 0.399 2.31 0.259 0.241 2.931 0.181 0.305 0.301 0.606

03M07 0.374 2.40 0.281 0.267 2.854 0.154 0.279 0.291 0.570

03M08 0.434 2.97 0.298 0.279 2.850 0.144 0.337 0.360 0.697

03M09 0.393 2.91 0.276 0.302 2,777 0.148 0.327 0.313 0.639

03M10 0.389 2.93 0.319 0.245 3.192 0.179 0.333 0.345 0.678

Mean 0.398 2.69 0.291 0.267 2.815 0.152 0.328 0.324 0.653

S.D. 0.022 0.28 0.022 0.019 0.205 0.017 0.025 0.023 0.046
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued) -

Sex Test article Dose Animal  Mode of Adrenal Adrenal Adrenals Testis Testis Testes Ventral Seminal vesicle Salivary
(mgl/kg/day) number death(day) (Right) (Left) (Right) (Left) prostate + Coagulating glands glands
(x107) (x10?) (x107?)

Male Control 0 01M01 4,96 4.74 9.71 0.285 0.277 0.561 0.177 0.313 0.137
01M02 4.66 5.60 10.26 . 0.348 0.357 0.705 0.192 0.356 0.154

01M03 4.57 4.78 9.35 0.170 0.186 0.356 0.143 0.258 0.119

01M04 6.36 6.53 12.89 0.360 0.353 0.713 0.139 0.320 0.132

01M05 7.63 7.48 15.12 0.364 0.364 0.728 0.119 0.334 0.141

01M06 5.22 5.18 10.40 0.274 0.284 0.558 0.178 0.311 0.118

01M07 4.45 4.63 9.08 0.316 0.324 0.640 0.161 0.265 0.132

01M08 6.18 6.41 12.59 0.345 0.342 0.688 0.196 0.345 0.158

01M09 5.26 5.60 10.86 0.289 0.350 0.640 0.114 0.288 0.123

01M10 5.44 5.56 11.00 0.351 0.353 0.703 0.165 0.369 0.151

Mean 5.47 5.65 11.13 0.310 0.319 0.629 0.158 0.316 0.137

S.D. 0.99 0.92 1.88 0.059 0.056 0.114 0.029 0.037 0.014

p-Cymene 24 02mo1 4.57 5.21 9.78 0.336 0.336 0.672 0.167 0.283 0.144
02Mo02 5.60 6.17 11.78 0.340 0.350 0.689 0.253 0.314 0.145

02M03 5.62 5.89 11.51 0.318 0.330 0.648 0.127 0.337 0.129

02M04 5.08 4.69 9.77 0.325 0.327 0.652 0.153 0.352 0.174

02M05 5.55 5.68 11.23 0.420 0.411 0.831 0.107 0.400 0.153

02M06 5.09 5.25 10.35 0.291 0.290 0.581 0.138 0.293 0.107

02M07 7.29 7.49 14.78 0.312 0.312 0.624 0.141 0.366 0.172

02M08 5.92 4.85 10.77 0.375 0.369 0.744 0.205 0.323 0.136

02M09 5.82 6.08 11.91 0.298 0.297 0.595 0.179 0.308 0.136

02M10 5.20 5.88 11.07 0.317 0.322 0.639 0.106 0.276 0.133

Mean 5.57 5.72 11.30 0.333 - 0.334 0.668 0.158 0.325 0.143

S.D. 0.73 0.80 1.44 0.039 0.036 0.074 0.046 0.039 0.020

p-Cymene 12 03Mo01 5.66 6.29 11.95 0.333 0.340 0.673 0.171 0.317 0.127
03M02 5.10 4.91 10.01 0.344 0.341 0.685 0.210 0.369 0.150

03M03 5.45 6.55 11.99 0.359 0.377 0.736 0.117 0.331 0.098

03M04 5.31 6.49 11.80 0.295 0.293 0.588 0.140 0.286 0.118

03M05 5.75 5.68 11.43 0.307 0.303 0.611 0.197 0.312 0.136

03M06 4.83 4.46 9.29 0.352 0.366 0.718 0.159 0.347 0.145

03M07 5.56 6.20 11.76 0.297 0.301 0.598 0.120 0.257 0.129

03Mo08 5.21 5.23 10.44 0.332 0.347 0.679 0.179 0.386 0.151

03M09 5.32 5.63 10.95 0.331 0.319 0.650 0.125 0.363 0.174

03M10 5.65 5.88 11.53 0.307 0.312 0.619 0.158 0.272 0.143

Mean 5.38 5.73 11.12 0.326 0.330 0.656 0.158 0.324 0.137

S.D. 0.29 0.70 0.92 0.023 0.029 0.051 0.032 0.043 0.021
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Thymus Thyroids
(mg/kg/day)  number death(day)
(x107)
Male Control 0 01M01 0.050 4.05
01M02 0.042 4.70
01M03 0.046 3.17
01M04 0.046 4.15
01M05 0.056 4.75
01M06 0.049 5.15
01M07 0.053 4.18
01M08 0.055 5.62
01M09 0.050 4.32
01M10 0.049 5.85
Mean 0.050 4.59
S.D. 0.004 0.80
p-Cymene 24 02M01 0.054 4.21
02M02 0.064 5.09
02M03 0.084 4.98
02M04 0.042 4.83
02M05 0.056 5.24
02M06 0.054 4.61
02M07 0.071 6.40
02M08 0.049 4.83
02M09 0.030 5.19
02M10 0.067 5.61
Mean 0.057 5.10
S.D. 0.015 0.59
p-Cymene 12 03M01 0.053 3.92
03M02 0.054 5.47
03MO03 0.052 6.08
03M04 0.067 5.51
03M05 0.066 5.61
03M06 0.046 4.70
03M07 0.046 4.42
03Mo08 0.067 5.21
03M09 0.052 5.77
03M10 0.053 5.39
Mean 0.056 5.21

S.D. 0.008 0.66
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Brain Pituitary Heart Lungs Liver Spleen Kidney Kidney Kidneys
(mg/kg/day) number death(day) (Right) (Left)
(x107)

Male  p-Cymene 60 04M01 0.477 2.7 0.281 0.276 2.667 0.180 0.350 0.369 0.719
04M02 0.427 2.41 0.281 0.268 2.840 0.148 0.333 0.347 0.680
04M03 0.383 2.62 0.269 0.260 2,986 0.187 0.345 0.346 0.690
04M04 0.381 2.52 0.283 0.292 2.680 0.173 0.279 0.303 0.582
04M05 0.422 2.39 0.285 0.287 2.877 0.152 0.349 0.336 0.686
04M06 0.392 2.53 0.292 0.265 2.861 0.154 0.284 0.272 0.556
04M07 0.388 2.47 0.279 0.259 3.068 0.175 0.306 0.305 0.610
04M08 0.413 2.66 0.261 0.280 2.764 0.117 0.301 0.319 0.620
04M09 0.371 2.14 0.280 0.255 3.259 0.174 0.317 0.335 0.652
04M10 0.357 2.61 0.301 0.297 3.020 0.148 0.314 0.317 0.631
Mean 0.401 2.51 0.281 0.274 2.902 0.161 0.318 0.325 0.643
S.D. 0.035 0.17 0.011 0.015 0.184 0.021 0.026 0.028 0.052
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal Mode of Adrenal Adrenal Adrenals Testis Testis Testes Ventral Seminal vesicle Salivary
(mgl/kg/day) number death(day) (Right) (Left) (Right) (Left) prostate  + Coagulating glands glands
(x10%) (x10?) (x107)

Male p-Cymene 60 04M01 5.13 5.43 10.56 0.378 0.387 0.766 0.181 0.409 0.152

04M02 5.10 5.37 10.47 0.326 0.335 0.661 0.217 0.280 0.143

04M03 4.98 5.00 9.98 0.288 0.302 0.590 0.137 0.319 0.137

04M04 3.49 3.80 7.29 0.384 0.390 0.774 0.097 0.356 0.112

04M05 5.15 5.24 10.39 0.337 0.336 0.673 0.205 0.338 0.138

04M06 5.09 5.29 10.39 0.294 0.302 0.596 0.175 0.272 0.133

04M07 5.55 5.87 11.42 0.304 0.310 0.614 0.082 0.308 0.150

04M08 4.89 5.08 9.98 0.384 0.379 0.764 0.157 0.276 0.126

04M09 6.13 5.46 11.59 0.298 0.297 0.596 0.081 0.277 0.132

04M10 4.90 5.43 10.32 0.287 0.299 0.586 0.121 0.299 0.131

Mean 5.04 5.20 10.24 0.328 0.334 0.662 0.145 0.313 0.135

S.D. 0.66 0.55 117 0.041 0.038 0.079 0.050 0.044 0.012
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Thymus Thyroids
(mg/kg/day)  number death(day)
(x107)

Male p-Cymene 60 04M01 0.061 5.96
04M02 0.062 4.53
04M03 0.059 6.74
04M04 0.062 4.41
04M05 0.049 4.34
04M06 0.087 5.46
04M07 0.047 4.06
04M08 0.051 5.06
04M09 0.050 3.85
04M10 0.035 4.50
Mean 0.056 4.89
S.D. 0.014 0.91
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Brain Pituitary Heart Lungs Liver Spleen Kidney Kidney Kidneys
(mgl/kg/day) number death(day) (Right) (Left)
(x10%)

Female Control 0 01F01 0.677 4.79 0.351 0.406 2.671 0.186 0.347 0.344 0.690
01F02 0.666 5.34 0.300 0.367 2.388 0.172 0.298 0.280 0.578

01F03 0.676 7.19 0.304 0.356 2.574 0.218 0.323 0.317 0.640

01F04 0.765 6.88 0.336 0.372 2.381 0.167 0.517 0.001 0.519

01F05 0.642 4.711 0.300 0.311 2411 0.179 0.321 0.312 0.633

01F06 0.582 4.97 0.274 0.313 2.299 0.146 0.277 0.284 0.562

01F07 0.621 4.56 0.334 0.343 2.689 0.136 0.318 0.313 0.630

01F08 0.642 5.39 0.275 0.331 2.366 0.152 0.295 0.293 0.588

01F09 0.760 6.50 0.341 0.393 2,639 0.175 0.342 0.311 0.654

01F10 0.578 5.44 0.297 0.318 2.431 0.143 0.304 0.295 0.599

Mean 0.661 5.58 0.311 0.351 2.485 0.167 0.334 0.275 0.609

S.D. 0.064 0.94 0.027 0.034 0.143 0.024 0.068 0.098 0.050

p-Cymene 24 02F01 0.608 5.32 0.293 0.354 2.545 0.171 0.311 0.291 0.603
02F02 0.687 4.59 0.326 0.374 2.739 0.216 0.323 0.333 0.656

02F03 0.815 5.57 0.302 0.364 2.534 0.196 0.337 0.321 0.659

02F04 0.590 4.58 0.281 0.339 2.419 0.149 0.338 0.298 0.636

02F05 0.648 6.73 0.300 0.355 2.619 0.208 0.321 0.304 0.625

02F06 0.689 5.66 0.337 0.360 3.169 0.182 0.367 0.369 0.736

02F07 0.646 4.91 0.365 0.389 2.939 0.192 0.358 0.331 0.689

02F08 0.736 5.78 0.301 0.389 2.638 0.204 0.349 0.325 0.673

02F09 0.702 5.27 0.297 0.343 2.657 0.194 0.356 0.327 0.683

02F10 0.686 6.43 0.328 0.370 2.663 0.183 0.331 0.327 0.657

Mean 0.681 5.48 0.313 0.364 2.692 0.190 0.339 0.323 0.662

S.D. 0.065 0.71 0.025 0.017 0.217 0.019 0.018 0.022 0.037

p-Cymene 12 03F01 0.644 6.53 0.287 0.355 2.628 0.161 0.279 0.290 0.569
03F02 0.705 6.32 0.320 0.382 2.509 0.159 0.303 0.315 0.618

03F03 0.669 4.75 0.322 0.337 2.424 0.141 0.291 0.289 0.580

03F04 0.672 5.39 0.307 0.368 2.552 0.156 0.296 0.292 0.588

03F05 0.647 5.74 0.293 0.343 2.675 0.196 0.294 0.288 0.581

03F06 0.686 6.00 0.305 0.363 2.601 0.166 0.364 0.350 0.714

03F07 0.823 8.36 0.335 0.412 2.867 0.229 0.397 0.381 0.778

03F08 0.714 6.24 0.303 0.361 2,788 0.165 0.342 0.314 0.656

03F09 0.721 6.35 0.320 0.371 2.654 0.147 0.309 0.307 0.616

03F10 0.621 5.39 0.270 0.347 2.424 0.164 0.307 0.304 0.611

Mean 0.690 6.11 0.306 0.364 2.612 0.168 0.318 0.313 0.631

S.D. 0.057 0.97 0.019 0.022 0.144 0.026 0.038 0.030 0.067
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Adrenal Adrenal Adrenals Ovary Ovary Ovaries Uterus Salivary Thymus
(mg/kg/day) number death(day) (Right) (Left) (Right) (Left) glands
(x107?) (x10°) (x10%) (x10°) (x10%) (x10%)

Female Control 0 01F01 11.10 11.75 22.85 19.37 20.34 39.71 0.171 0.151 0.054
01F02 10.97 11.10 22.08 20.53 19.57 40.10 0.220 0.145 0.111

01F03 10.67 11.80 22.47 19.16 19.81 38.97 0.175 0.149 0.110

01F04 12.07 11.21 23.29 17.35 18.39 35.74 0.209 0.152 0.122

01F05 10.13 10.43 20.56 19.94 19.13 39.07 0.222 0.152 0.090

01F06 8.48 7.93 16.41 14.16 15.57 29.73 0.184 0.125 0.090

01F07 10.80 11.86 22.66 17.23 18.34 35.57 0.291 0.153 0.045

01F08 9.85 10.11 19.96 20.67 21.44 4211 0.144 0.132 0.093

01F09 13.19 13.62 26.81 21.53 15.35 36.89 0.222 0.178 0.092

01F10 9.87 10.54 20.41 17.03 13.87 30.90 0.144 0.134 0.081

Mean 10.71 11.04 21.75 18.70 18.18 36.88 0.198 0.147 0.089

S.D. 1.29 1.48 2.70 2.23 2.46 4.01 0.044 0.015 0.024

p-Cymene 2.4 02F01 10.09 11.26 21.35 21.53 19.45 40.98 0.178 0.174 0.062
02F02 11.39 12.57 23.96 23.49 23.09 46.58 0.248 0.160 0.095

02F03 11.46 11.94 23.40 22.92 21.63 44.55 0.190 0.179 0.057

02F04 11.15 11.49 22.63 17.00 16.50 33.50 0.182 0.143 0.086

02F05 13.68 14.17 27.85 21.36 18.86 40.21 0.130 0.179 0.103

02F06 12.88 12.85 25.73 24.68 25.90 50.58 0.145 0.145 0.108

02F07 10.13 10.61 20.74 17.57 19.08 36.65 0.333 0.149 0.087

02F08 12.09 12.69 24.77 20.77 22.57 43.34 0.126 0.176 0.108

02F09 11.13 12.43 23.56 20.68 21.47 42.15 0.233 0.139 0.089

02F10 10.43 10.79 21.21 19.28 21.97 41.25 0.158 0.147 0.115

Mean 11.44 12.08 23.52 20.93 21.05 41.98 0.192 0.159 0.091

S.D. 1.17 1.08 2.21 2.46 2.65 4.81 0.064 0.016 0.019

p-Cymene 12 03F01 10.47 10.53 21.00 16.77 22.19 38.96 0.262 0.164 0.096
03F02 10.39 10.75 21.15 17.73 19.49 37.21 0.136 0.142 0.066

03F03 9.20 9.99 19.18 23.20 20.96 4417 0.171 0.142 0.114

03F04 11.05 10.82 21.86 19.74 22.52 42.25 0.365 0.152 0.134

03F05 11.80 11.42 23.22 16.94 18.49 35.43 0.140 0.156 0.128

03F06 10.34 10.93 21.27 22.89 21.71 44.60 0.161 0.152 0.099

03F07 13.06 12.81 25.87 19.17 17.91 37.08 0.246 0.194 0.097

03F08 12.67 13.42 26.09 10.37 15.29 25.65 0.208 0.144 0.086

03F09 11.28 12.34 23.62 20.23 23.73 43.96 0.185 0.144 0.089

03F10 7.07 8.39 15.46 15.61 16.97 32.58 0.192 0.147 0.111

Mean 10.73 11.14 21.87 18.27 19.93 38.19 0.207 0.154 0.102

S.D. 1.73 1.46 3.14 3.75 2.73 6.02 0.069 0.016 0.020
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Thyroids
(mg/kg/day) number death(day)
(x10%)

Female Control 0 01F01 6.93
01F02 7.48

01F03 6.99

01F04 7.33

01F05 8.48

01F06 6.16

01F07 6.92

01F08 7.86

01F09 8.7

01F10 6.29

Mean 7.32

S.D. 0.84

p-Cymene 2.4 02F01 6.49
02F02 9.48

02F03 5.37

02F04 6.07

02F05 9.11

02F06 5.97

02F07 7.50

02F08 8.85

02F09 712

02F10 10.85

Mean 7.68

S.D. 1.80

p-Cymene 12 03F01 8.66
03F02 6.48

03F03 7.32

03F04 8.89

03F05 6.15

03F06 8.31

03F07 9.22

03F08 7.21

03F09 7.41

03F10 6.65

Mean 7.63

S.D. 1.08
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal Mode of Brain Pituitary Heart Lungs Liver Spleen Kidney Kidney Kidneys
(mg/kg/day) number death(day) (Right) (Left)
(x107)

Female p-Cymene 60 04F01 0.727 5.78 0.283 0.403 3.063 0.198 0.311 0.296 0.607
04F02 0.644 7.00 0.317 0.399 3.245 0.168 0.325 0.331 0.656
04F03 0.670 4.53 0.310 0.353 2,918 0.189 0.307 0.299 0.606
04F04 0.650 8.37 0.314 0.398 3.679 0.221 0.353 0.364 0.718
04F05 0.710 7.12 0.310 0.346 2.883 0.167 0.324 0.346 0.669
04F06 0.694 6.63 0.328 0.364 3.041 0.175 0.356 0.351 0.707
04F07 0.704 4.66 0.325 0.365 3.026 0.166 0.325 0.313 0.637
04F08 0.620 5.40 0.302 0.385 2.894 0.186 0.290 0.322 0.612
04F09 0.654 5.36 0.310 0.368 2.857 0.147 0.259 0.280 0.539
04F10 0.670 5.44 0.290 0.384 2.989 0.180 0.321 0.315 0.636
Mean 0.674 6.03 0.309 0.377 3.060 0.180 0.317 0.322 0.639
S.D. 0.034 1.22 0.014 0.020 0.246 0.020 0.028 0.027 0.053
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued) -

Sex Test article Dose Animal Mode of Adrenal Adrenal Adrenals Ovary Ovary Ovaries Uterus Salivary Thymus
(mg/kg/day) number death(day) (Right) (Left) (Right) (Left) glands
(x107) (x10%) (x107) (x10?) (x107) (x107?)

Female p-Cymene 60 04F01 10.74 12.37 23.10 20.55 20.84 41.39 0.165 0.148 0.120
04F02 10.15 10.93 21.08 2217 21.36 43.54 0.147 0.138 0.063
04F03 11.04 12.10 23.14 19.11 18.02 37.12 0.144 0.159 0.097
04F04 12.25 15.13 27.38 22.22 18.34 40.56 0.314 0.172 0.086
04F05 9.06 9.63 18.69 21.05 18.08 39.13 0.202 0.124 0.121
04F06 10.34 11.77 22.10 17.60 22.42 40.01 0.164 0.135 0.060
04F07 9.53 9.19 18.72 22.86 16.33 39.19 0.115 0.146 0.086
04F08 10.16 9.98 20.14 16.83 15.18 32.01 0.163 0.136 0.123
04F09 10.24 10.24 20.49 19.62 18.67 38.29 0.237 0.139 0.091
04F10 9.41 9.38 18.79 20.89 18.92 39.81 0.241 0.138 0.110
Mean 10.29 11.07 21.36 20.29 18.82 39.11 0.189 0.144 0.096
S.D. 0.91 1.83 2.71 2.00 2.22 3.04 0.060 0.014 0.023
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Appendix 10 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal Mode of Thyroids
(mg/kg/day)  number death(day)
(x107)

Female p-Cymene 60 04F01 712
04F02 6.71
04F03 7.74
04F04 8.73
04F05 7.05
04F06 4,78
04F07 7.22
04F08 5.63
04F09 6.86
04F10 5.14
Mean 6.70
S.D. 1.20
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