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FRBICBNT, EBEMED ) Fe—Ad X FE2 0 FR), 80, 250 KU 800 mgkg/day @
MET, Crl:CD(SD)% 7 v b DOHEHEEHE 10 T2 90 BRI NKRE L, REBREICLA2EMHY
BERRT LI,

SERET N TOBIIB W TREEALNT, BES, BAZNRE, RBE, LEFHORERDC
RIREFEEREICS VT, #RDERSOFBIIRD bRho T,

—AIREE T, MEHED 800 mg/kg/day HE TR GRICHTEF RUBRESOR T (HoL) 138
Lah, WHEHEOHEBERNTRER I N,

KB TiX. HED 800 KUY 250 mg/kg/day Bz DNt 800 mg/kg/day B2 330\ TAEE 72 EE AR
LiL, HBRYMEOBREEENRRE I N,

MEAEFORE, FEEERUFRAMFVREICBOTE, IR BT 5280
RV X T,

FTRgi B3 2250 & U T EORBRYE 5 & R UMD 800 mg/kg/day B THHEM EEDE
B nHiided b, FERAMSEA0ITIT, o 800 mg/kg/day BE D {5 T/NEE dRLLE T ARRR AR K
ISR I Uz, HED 800 mg/kg/day ¥ CII/NEEEL DM O/NEMERE I A DO BABEOE S LB EH
RO b, MEACFRRE TIX, T-CHO RO PL OA B BENED bivi-, & bICHE#ED 800
mg/kg/day BHIZIB VT y-GTP OFBEREEMBBED DN 2 LG | FERME D8 Lk L
lzo Eilo. MEHED 800 mg/kg/day B K UMD 250 mg/kg/day BETER® HivT- GLU DIEfE | HED 800
mg/kg/day B TR HiLic TP OEEIZ DWW T h ., FFHERE~OEBIZ B+ 525k & Jllr L=,

BRI REE T 22 b & LT, HH#ED 800 mg/kg/day R UMED 250 mg/kg/day B TG EEDE
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REERBD NI &b, WRDE OEHBEE~OZEN TR SN,

Yk, Crl:CD(SD) 7 v SR 0 (XFFR). 80, 250 KU 800 mg/kg/day DAEETY Fo— L4
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UF 250 mg/kg/day B THREDOHEZKMEATED Sy, #0 800 KUY 250 mg/kg/day BEIZIBWT, T
WRELBEETONTA—ZOFEREMBBDO LN b, ARBREETIZBTS Y Fa—
VA XY FOEFER (NOAEL) X, MR L H1Z 80 mg/ke/day & I S47z,

2

Vho—nZx FO-EKEEFHOEELREFL. b TEEMENOAEL)ZH L nicd 3
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EIRGHEARE EE L,
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36 BEHEMRUERERE

EFERAT ORI BICHEDT 21T oo, HBRWEORLE Y 6 BRI VBB L. HBRYED
BehiX. B 1E @78), 90BLE (o1 B, M2 H) & Lim, 5137 4 ZAR—¥F7
EFEROT 4 AR—FTNRO Y o FE2RWT, Smlkg DR R THREROES Lo, R
AR FETEEA RS U, BEREXEROEREICE S TEEINCEH L,

3.7 WERYERSEOREEHR

AR S5 HBME DR E5EIX fﬁmﬁm%”éﬂ)@iéﬁ’@?é%%()fumw
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sz BT L, anes I = ~c0 cemszcreLE,
HWERME R ERIILEENEREND F TIIARRR | 2EMEREZII 3~7 BRI 1 @HE% L
7=

310 BERFICETAEBYEOREM RV EEEDHE

3.10.1 REMHER

BHEBROVIERERE 2017€ 11 B30 8) 2. BEERVSEERERICOVWTHERUASRLYD
FMSmL 2% 2 s L., REFEFRAET (FEFEEEOREREERBRONEL HT) . BREG
S B4R 24 B % R VA TBARTE 10 H + iR 24 BB 03 3 Bl DWW TREEPIEE 24504 L
Teo OHTIE 1314 WRMEREBEOSITFE) Zit-> TER L, KEMIIMEFEERBITO O ED
+10%CEHE L=,

3102 REMEZGER

HEROME (2017411 A 30 B) ROFKEFHRE (201842 827 B) @ 0mg/mL 2&1Tr
BREFARREIFIC OV THAMAER LYW smL 2B L, 5K PHEBRMEBRES DY LT, &
WEIXER EBE D+ 10% Tl L7,
311 HERRCEREME

MEHET v PAS 46 TRV ZENEN A0 LOEMZ 2V Ea—F —I LA KEL BEIZ L KEE5
HBIZE DB, wEOMLS 8FE (10 E/8) ICHDT Uiz, BESOTITERBAB OFTEIZITWV,
FES TRFOEREMN SR THEZMNCAEBRZDR\ 2 & % Bartlett 112 L 258 E (5%AK4E)
THER L7, ERBEARFICEBIT 27 v POERESHEIIHE T 214.7~2356 g, #T 158.0~186.8g T
HY . MERE L HICTIRE DL 20 %UANTH o1,
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#uzs

ka1l B wERE RER PLzg EE S
(mg/kg/day)

H 0IM VFa—ntxy R 0¥ 10 01MO01~01M10
02M VFu—ntxy R 80 10 02M01~02M10
03M JFa—AtFv R 250 10 03M01~03M10
04M Vra—nAdFs R 800 10 04M01~04M10

# OIF Vru—nFdEvR 0% 10 01F01~01F10
02F VFa—AFdE R 80 10 02F01~02F10
03F U a—dxs R 250 10 03F01~03F10
04F P = Ty S S 800 10 04F01~04F10

) EERE RS
3.12 BRERUHEER
3121 —fRiRRE

FEEBAE%. | B 200 (REBRUFR), T_XTOSPIZHONT—ARITE, FEER, &4
EWZOWTEE L, Bz LT,
3122 {KE

ERBABIERF D%, B8 1B, 28I W TEFRBELA400E! (P kY v 2BERES
) ZRVTEEINCEEZRE Lz, £, HEERFCEEHO | BEE%0RE (HBE
kEH) ZHEE L,

3.12.3 {EfiE

BERAENC 1 |, B5BA%IX 1 BRI 1E, 2 BEOERESLETFRIE LA4200 A (%L k
Vo 2RSS 2AWT/r—VBEAITRIEL, 14700 | BESEEfL2EH L,

3124 {EXKE

WS BRARTIC 1 B, &EMMA%KIT BRIz 1E, 2 EHOERELZEF KT LA4200 % (¥ b
U 2AKRRAEH) ZAVWTY VB THIEL, 184700 | BIESEAELEH L,
3125 RHEZFHBRE

BG5S 1380, PRI A S F R OMIEES 6 1T (BWE IR 1oV THIRE ., PRSI,
IRESHHWVIEZTOMORA 2~ 7 WERERRIRSE 10-a B (St ) & v THklES:
BT CRERT L, BRI LT FY v p @FEuEsta oy N ELR zEmL
7=
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3126 RRBRE
BOE 138, FRERUESHEHEOMES 6 1L @HESIE) [CoW TUTOREL ML

7o

EMIIRELSBORER, R7 v2 (BAFv—L X « UN—KREH) OB LERL B
Lic, ERPITRIRT v 7 AOBAKRR UG AV T 353 ERU 354 BICRB oA RO
BEAREZREG Ui, BRT7 v 7 ~OBBITRSHICEBITER L, H48H ((6~204) @
ER%, R 7A%EIRYT 5 L RSICEERRAOARZMIEXTEOH%, £920 B (3~
+043) DFEREZIT-72, HE D25 T 4 BHEFRICTE-FHMRE AV TERL, HH 9h»
B IOV TIE 20 EREBER LR EARWTREZ M L/,

HEHEEB ROBIEEI®RO@Y Tho Tz,

=HA BIEER ORI kS
1) pH CNT A RT A v I A (AT AT ) AT MR R A )
2) ¥ CNT 4 RT A4 IR (Y=RVINAIT 5T ATI AT 1) AR AL
3) T hUIR YT A AT 49T R (Y=RVINAST 54T )25 1) 2k 1t)
4y REE YNNT 4 AT 49T A (PR AT -8 4T 1254 ) 0k aiE )
5y &EA CNT 4 RT 4y TR (RRAET B AT AT e Ak R )
6) VREY/ =Ty RNTART Ay A (RRNATT A7) ) AT 1) MER R )
7)) EUiEr TNT A RT 49T R (V-AVAINAFT 3 4TI )25 1) AR %)
8) ThiE Sternheimer & Malbin 4465 7% 8t
9) & POAR AYER 227k
10) R HEAEE BEFRFLA00E (B0 b Y 7 AEREHE)
1) H&E 7 & SMEEARE N RetT7 2 )
12) T hRUTLNA) A FURRE|E B 7070 BEBSHTEE BRXEH B SI8EF)
13) Y T AK) A A EREME B 7070 B8 oEE #RN& B SIRUERT)
14) HFE(CL) A A BRERE B 7070 B BEIOMTIEE (MRt B ST BUWERT)
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3127 MRFHRE

WBRMEERS MR TROSAFHMIZ OV T TROBEZ ER L, BRERE (0K o
B, EETE 08 F (16:00 H) Mbigh IS8 E ., YR ICER/ WA ST A RIS
NARCOBIT-E (KN-1070, #RE&#E B RER) 2B\, 4 VI T v (A 7 Vv RERBERRESH,
oy hES I RE T CREE L, MBS OBERREIRS DT o, BORRn (B N8
i, ESICEONOBOELECEMESELEIEBB L L, L%, REOKRLBVEMES L
NERHEY , BRBEEERIEMOBIZESL L LTz,

BRI Lo RO —# 2 fUEEHA Y ORBREFICH L, TREB D)-10)ILEE 58 MRS L
H XT-2000i (VA A v 7 28%(ad) %2, EE 1), 12)i34 B SiigsEE R EERE CA-530 (2
Ay 7 ARRRER) & AW CHENE Uie, FgEEH & U THEE 1)~10)1213 EDTA-2K %, HH 11), 12)
W7 Bt ) U AERRWE, 7pB, ZHEE B Ko ER XT-20000 T A M ERER O
HARMERE A E CERD o EMIA LN o7 2 2 b MIKBHERIER L ho 7,

== HIEE
) FRiERE(RBC) —27 1—DC FathiE
2) Ifa3E EMHGB) SLS ~ES 1 B
3) ~<% rZ7 YUy MEMHCT) — A7 u—DC ¥itiE
4y FHRMIEEREMCVY) L —2R7 a—DC tRIER UGTHIE
5) FEiRmEkf A3 EMCH) I —A7 u—DC REER UG EE
6) EHFRIMER D 358 FE(MCHC) — A7 u--DC REEROSHEE
7) I/ MREREPLT) L— A7 u-DC HHE
8) MR MERE(RET) Za—%A b X Y —ERUEHEE
9) BMEFH(WBC) Ta—4A hA MYk
10) A% & f BRE(DIFFERENTIAL LEUKOCYTE COUNT)
U 38k % (LYMPH) 7ua—iA M A MY —ik
FREREL (NEUT) Za—HA hA ) —E
HIRE (MONO) Ta—Af hA M)k
S EEEREL (EO) Jua—iA hA MU —ik
IFHEERERE (BASO) Tu—tA F A KUk
1) 7" ebevt” /EFR(PT) EEEER L - R EGELRR

12) IEVE(LE ok 77 727V EFE (APTT) R [E R ¢ YEBGELER R
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3.12.8

mEEEFRRE

wuE s

REL, 2EFBWIZONT, FIRTERLZOKROERY 228008 L T8~ LE2HVTE
MLz, MIEHEROCHEETUTO®RY Thol,
HIZE#ERIT, B2 7070 RE BT EBE & AV,

HH HEE
1) T IR VEETINvATa7-1(AST)  Vva B K EEER AL - UV iR (ISCC EHE{LxtiniE)
2)  T7=v73) VA7 7-t (ALT) BRI AKRBER LA - UV (JSCC HEUE(LRFNTE)
3)  TMT4RI75-1 (ALP) BERTEMRITIE (JSCC EH(LRTITE)
4) Y- DBIMIUIN TTFE - (v-GTP)  BERIEMERITE (JSCC ERELRTINIER)
5)  #tUne W(T-BIL) N 1Y ERRR IR
6) JRFZEFHBUN) B#3Ri& ()v7-t -GLDH {k)
7)  JVIF=Y(CRE) BERIE
8) 7 b UHE(GLU) ~ER-ET
9)  ¥3aVATE-(T-CHO) BERIE
10) J/EEHE(PL) EERIE
1) MU N (TG) BERvE (UIBE) Vir-mERIE)
12) #&EB(TP) E vy Mk
13) 7M77 3/(ALB) BCG i
14) A/G H(A/G) Bk
15) EEHY/(1IP) TAA -1 n-ik
" 16) hYIR(CA) OCPC %
17) 7" #95MG) YT -k
18) THITANA) AT/ R ERRIE
19)  BIIAK) AT/ BRIREARE
20) EFE(CL) AT/ B ERE
3129 FHFEMERE
BEMERTRIZ, 3027 HICBWTERMN L, Ml EE S E-8PIc o0 T, FrOBEEH
BREXTo,
3.12.9.1 RIRMFREFZRE

EETFEDIZONT, £2HFOHEEE - AROABRNREERELERE L, TROBRT -Ei54HE
H L, 10%8&EE V< Y ik (7272 L, $581Z Glutaraldehyde Formalin Acetic acid(GFA)#&(Z C AfifE
E%. BREKIL Glutaraldehyde-Formaldehyde(G-F)E-A B SR TRIBEE®R) (I TRF L,

O, g, U B (GRS, BRIBD . BOiR. T=MAE, PRER (LRMEZED), BIE. B

B, RE. M (KREXZED). & EBRIR GETR. TR . &8, 8. Mg (2B,

zhe. Eie) . KB (85, B, BERE) . . R, B, Bt SR, BRLAK s,
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=552 I

I, SRR (REEET), FE. AR, B OB OB, /). 8 (am) . L8R, K8
k. BRER, ~—F KR B, BROEH (K. KEBE). BKRiG. Pr UR, 20MA
BRFRZED

31292 HREEES

2EFHHO TEEOHFEIC OV TEFFIFF CP323S AU L <I1Z BP6IS & (HL kY 7 2k E
) ZROWTEEXZRIEL, IRAAEZHAVTRETERAEL HWHEE) »EHLE,

Bb, TEAx DR, B (REXEET). AP, R, B, BT, FBE. BTER. B
SR OMEZzE). FE. BEE., BR. FRBR (LENMEEET) *

* o BEERBIE L,
3.12.9.3 REAEENRE

SRR OB ERER SR (0IM, 04M, OIF RTN04F BE) OFRTIZHOW TR LI 85F -
MR (3.12.9.1 HSBR) ICOWTHIEIZEN, ST 7 40 v, @), ~<hx2 Y- x24T0
BEEAEFERL, SR LE, TOMOHIZS>WTIL, RYERE L OBEEREDhAELLD
H oI ftiE, g BB, BRI (LR/MEEED) RUAIRBESIC>ERE LT,

£, BOEBYERSHOBIBTRESNEFRIZOVWTHERT 5120, 28 0OBHC
DWW, Hlo2u-Globulin HU{K (Goat Polyclonal, R&D Systems, ©= F%%_ ZR
Tau-707 ) REREILHEALZER L, 8BRLUE,
3.13 #ratniE

XPBREE & SRR OIMEEE 02M~04M BERR TN O1F BE & 02F~04F ) &L ORIOHE MR EE
ZRETE 21TV AR 5% (P<0.05)3013 1%(P<0.01)D L UL THGE Lo, #EHFEAIMRATIZ, TTHREE
ERFRGRHOKE, BEE, BKE, REE RABRERE, RIEBRUETALER) ., MRFED
A, EECFOREROBFEEROSPEBICOVT, S%E EAEET Bartlett (512 L 5545
BREZITO. EHBOBEEIL, 73T A MY v 7 @ Dunnett 1B X AW E R, RESHOE
B SR T AR v D Steel RICEATMBIRE L 1To7, £, RRE REBRERE. R
LR UEHE) . BIRMAEFRE R OFEBEASENREICBIT A RAEFEDEDREIZOVTHL,
Fisher DEFERERMRE () 4. BEOHDZHEICOUVTIE Wilcoxon BE (W) 21T-7=,
k. —RCREROFTROFED biieh - ZRAEORE LBV CTRHLR LT ho o,
3.14 HBYEREBEOIHAEX"

3141 EEWE

3.1 HOWBRME L FEYE L UTER LT,

3142 SHWARERVEREE

REE

TEh=hY : HPLC M. FOORAUE T bkt

2> vx 2
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#5255 I

=B ) —)(99.5) : HPLC H, FtMiBET¥mat
= + %% : [ G

D AEE D RERR. FLRIEE T RSt
ny b5 | R

A o Elix $iAK S 2T L& FWTRIEL /2K

3.14.22 (HFEHEF

& AU JyEEHE
BFR®  CPA225D __SARTORIUSK.K.
~ HPLC  LC-VP v I —X
. UV BitEs e SPD-20A PRI B B T
. TSR . LC solution e
. BEREE ASU-3 T AT BRI
Elix #iKEE AT L Elix UV3 BAS URT7THERXESH

3143 BREABROAR
31431 02%Y ABKER

Y AB%2mL, 0.5mL 3iE 1 mLICHEARZMA T, £&% 1000 mL, 250 mL X+ 500 mL & L7z,
31432 BEE [7EF=FUL/02%Y ABEKBE (50 : 50)]

T b= Y LERTN02%Y ABEKEKRZ 50 : 50 (viv) DEISTRES L. BEERHRETHRS
ZiTol=bO2BEFE S L=,

31433 #FR&

T b= P UAROREAKE 50 50 (vv) OFIE TRS LIl ARk & Uiz,
3.14.4 HHARHORR
31441 BERK BREHA - -QCH)

PETEM)EE 0.02000 g ZFEEI®Y , 7 b=F U VAR WTEMIZ 20mL & L, EHERFRE (SS.
lmg/mL) & L7z,

31442 BEHAEERR

RERNRT &) KAREE AV CTERCHR L, RERAZERR (S1~85) ZFR L,
) Fu—Ad %y K

5 B R VTR  RERE AR \
= = mEm Y
No. (mL) (mL)
(ug/mL)
S5 S8 2 20 100
'S4 _ss 15 20 75
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LLS3 S8 1 0 .30
52 53 . U | S
Sl S5 2 20 10

3.14.43 QC AEH

RFITT LD CHRIEE AV TERICHR L, QC BEEEE (QC1~QC3) A+ L=, 7
B, QCl RU'QC2 % QC fAzkE & Li-,

Yro—nzx K

C REMEET T =
Q PR gmg TRR 2R B
No. (mL) (mL)
(ng/mL)
QC3 SS 2 20 100
QC2 SS 1.5 20 75
QCl1 QC3 4 20 20
3.14.4.4 FHBTNIER

RBIEOCERESERAB ZFHBR U CERICARR LS, AR 045um D7 4 A Z— (ALr 3
R7 wAvys21H, vy b EE [ c»eL r-vormEser L e
BRARBIC TS /&, 2 RERBICESREE B 7,

| FR 2 kAR o
) | YA P
’ RHE 48 - 2 S b JEs
(mg/mL) & ER
(mL) (mL) (mL) (ug/mL)
(mL)
160 1 100 1 25 2500 64

3.1445 BIEFHE
3.144.6 HPLC &#

IR * Develosil ODS-UG-5
(4.6 mm LD. X150 mm, S pum, EFF{LFEHEXEHL)
B2y hNEE :-
B EE TR R=RUA02%D ABEAKIEIE (50 : 50, viv)
RERE * 210 nm
BT MR © 40°C  (JRIE BA A5HFIEEE)
YTy —5— ©20°C (AIEBRAEIFIEEE)
ik :n * 1.0 mL/min
HEHEAE © 10 uL
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AT EERG 17 min
3145 L RAFLEEMHE
VAT LOBEIERBEE EERT LD, RERBEERE (S3) ZBERE OB EETIZ HPLC

Z3ENEAL, BEEAZHEL, VFa—Ld%y RO —2 @EOHEMEERZE RSD)2E
HL7,

RSD= (HFERz=E / FHIE) X100

HIEERE - v — 7 @FE{ED RSD 7 2.0%LL T
3146 REOEH

BRI ASERR (S1~S5, & r=1) ZEIEL., BoN-RESHEERED v — 2 BEEE B
WTENZRIEC & D —RENFERZ D ORER (Y=aX+b, Y: U'—27EHEE, X BE, &
FAHT 72 L) BAERR Uiz, BEROHEREL, MR 1) 750995 ML, HEVREOREE

(FERFRZE (RE) 23£10.0%LAN L LTz, LERORERELZH-TL & BTk L vEon-v—
7 WAEEEZRERICE T, BEZEH U/, HRLTHE LR, #REBOREEIC
TRERERCELRBOREREL Lz, £, BRERECHTIAEBREOESLEHL
7=

RE (%)= [(RIERE —RERE) / RERE] X100
3147 BRERREN

RIFFART, WERGE S B + =18 24 FFRE R OHBIRTE 10 B +318 24 B %0 16 mg/mL &
N 160 mg/mL &5 &2 T EMECE > TRIE L, REBEFPOHRSBHERELEH L, UTO
PIERLER M- T L&, REWTOEBDEIEETH D LMW LT,

BEEEEM(%)= (REROBIERE) / REBGRTORERE) X100
FITERTE - RAFBEETOERMED RE 75+ 10.0%LLN
B 5% TEME(%)DS 100£10.0% L0

3148 BIFEHHEMNBFOANERDEEECES %

FEZEIET S & XL RERAMEERE (S1~S5.%n=1).QC ik QI 20 %75 ug/mL,
% n=1), BIEFE (n=1). QC AL QEE : 20 X175 ug/mL. % n=1) DIEICHEIE L, BIEE
DOIEFEME MR L7, QC ARAEHE., REN+I0%URTHA L XEA L LT,

3149 T—HNEHE

F-FMEEECs Y b T A, Y/ EEE, BIEE. BER (BT L) O
ZE D, REROEZROyORZER L,

SEEfE, MXfEZE (RE), ZERFEZE (SD). MxMZEERZE (RSD), BEEEICHT 28G5 K
BB WEZEMEIIRFE Y 7 b Excel (Microsoft Corporation) % {#f L7,
3.14.10 EEDERY KL

BEE o+ HEZNBEA LTI TERLE,
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BHIEE BT B AT
v— 7 mE{E nAU-sec B
. pg/mL B hEF 4 #7
HER mg/imL FIHE 4 Hi
FHE EREDBEALIZHE ERIE & [ Uk
FREROHBERE () — INBUSLATE 341
RE % NEURLUE 147
SD - PEHEDOHTIZ H i
RSD % ANEURLLT 1#T
WEREICXTH5HE % INEURLATE 14T
B 52 e % ANEELLT 1T

3.14.11 BBlE
FIE I E R Led - T,

4 EHORE

ARBRCRA LLRBRHBEEROLEEE (54), RKBEE (54K, B, BRUWE. H5
BB A 50, BRI, REROSHR O QAU WAL BT 5 56k, A, ZOMAR
sk ongrs. vocmmmartr s vizerassene s, [N
B o s TRET 5, REBMOBE TROBIEIC VT, MRERS L RRE Y
EDOWEO L, BRET S,

5 FRILSIENTEGHSEFEBOEERICEEFRETRVDHIELERURRET
BEICi#bLGMh-zZ &

DI - - 2% 6 EsorEER EAROREIC BT, BRES
02F01 B UF 02F02 DEEEEDAEA 105.2 g, B0 E B 02M09 B U 02M10 DK EDEMNR-73 g
Tholz, EERIZOWCIE CEOMTREOHTERH (21.4g~29.6g) & H#k L TKIE
REETHY, BAEISOWTEH-ATRATHHZ 0D, WFhLEREL ML, =
NODOT—ZITRABE»ORA Lz, T—F0ORMIFLTN 106IP0 26 THE = &
o REBROFBITITHE Ly Sl LTz,

2) 250 mg/kg/day FEDOHE 1 IO LR/MENIRERBEIEA PICAEES T, REESFORENT
Eabole, LLRML, FRERD | flOLTHD Z L b BB TiET. R
DEBIEICIZRE L Sl L,



6 HEBRER
6.1 AFERUAIKEE

BREOEFDYEE Table 1 (2. —AFIREEZ Table 2 1CER L7, &R O—iRRiES
Appendix 1 IZRL70,

MERET N TORICBVWTRTIEA LN T, SRMOEFERRIVTRL 100%THh -7,

—HGREEIZB VT, B 1~T BORSHITHITRE VRO 800 mgke/day B TEESh-, #
TTEWIIE 1 BICE4FRUMES fiTRRINZS, BHUBOFABIIER L. &8 BB
BEENR) o0, B 8~13 BOBEHIZIE, BREEOK FAHED 800 mg/kg/day & T 0~3 {5
(RSN 15 BUBEOBRSHIZIT, AR 800 mg/kg/day BETH 1~T HllCBZER X,
HED 250 mg/kg/day BETHEHE 74 BIC 1 I TEE IR, WThOFMR L., FEOBEIOIZTN
THELTBY B5%DOBICHGNTZZLTH o7, ZOMOBECIIREF RSS2 -
7o
6.2 HW=E

FREDOFHEEL Figure 1 IR L, FHEER MEERAES Table 3 1R L, EEER O
&% Appendix 2 {Z7R L7z,

D 800 mg/kg/day B THE 35 HAv D, 250 mg/kg/day BETH 63 B bWTFh L EEHKT £ T,
XPHRRE L LB L THREDF B RRMES S LTGRO bz, #d 800 mgkg/day BEIZR\WTH, B

84 BIZAEBEREENRD OGN, TOMOBEIIBNTIL, B5HM D, ML b ICHKSHFHIcE
BREIRROLN M- T,

6.3 (EtHE

SRV R R UIRHERES Table 4 12, E7-BEBIDEEI &% Appendix 3 IR Lis,

D 800 mg/kg/day BE T, H2 BEICHBRE & B L CEIREOFELEHBENBRD ., #1138
WCREOHBMER S EH TAERIKENED OALS, ThEFR 1 BOLOENTHEZ L h
b, BEHRMEREOFETIZR ST Lo, 250 mgkg/day BEDHETE o lIc, HETE 3. 6 &
C7TEICGEHEDRENSRD bR, AREEOEEESED SRRV EMD, BRELEE
&L T,

T OMOBEZBV T, SHREEE ek U TS LI EACEERZIRD bt ho 7o,
6.4 {EKE

BREOELFOKE R EERZES Table S 12, F72BEFOEAKES Appendix 4 [ZF LTz,

HED 800 mg/kg/day BF T, 5 1~8 MICKIBREE L kL CHAKBEOFELSE UIEHEER Qg
L Lo RRED iz, O 800 mg/kg/day BEILBWTHE 11 R R BIZEERBENERD
biv, & 1. 4, 9 ROV I3 BICIIEEREENEYD b, MO 250 mg/kg/day B Tik, 5 3~8 BIC
ABMMEENBD b d ARE OBEESRO SN s BRI &k Lz,

T OMDEETIBNTIZ, R & L U ClERE & B ICH PRI EERZRED b » 7,
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6.5 RHEFMERE

FREOIRBFAIMRAER R % Table 6 (2. F /- BIRBIDAEE % Appendix 5 127 L=,
HERED X R R R BER 5 EHOBREERBVICEFFTRIBE SR o T,

6.6 RIRE

EHORREREREL Table 712, F@EBIDOFEE%E Appendix 6 (257 L7,

HED 800 J2TF 250 mg/kg/day B T, BB L BB L TF R U 7 ANA) 2 U ¥ LK) R UHEFE(CL)
DA BIMRMENIEFEER TR Sz, HED 800 B TF 250 mg/kg/day BT, st BREE & bk L T
pH DFBRMEENFED bz, #D 250 mgkg/day B TIZRBEOEERIKMENED S, 80
mg/kg/day B TIHEADHBREENRD LNER, T 5 OBIZHWTIZAE L OREMENR
HONRNWI END, BEOLRETEHE L,

ZOMOBETIT, ARF LB L THH L GICRAFOCEERZIRO N o1,

8.7 MRARFMRE

HREOMKFHIRERF R % Table 8 12, FBEEBIDFER % Appendix 7 1R LT,

HE?D 800 mg/kg/day BE T, XHHREE & L U Tl MRER(PLT) DA B A2 25580 & iz, #Ed 800
mg/kg/day B T, STRREE & bLE L Cifa R &(HGB)., EHFRMBKG & EMREAMCHC)., 7' bz
EUEBPT R OEMEEE S ba v R 77 AF VEAPTT) DA B RENRD b,

ZOMOBETIL, MIRBE LB L THRE L bICHEF AN B AREZERRD b hieho iz,

6.8 MAELFHRE

HREDMBE(CFRREREL Table 9 12, F /- BRSO E 2 Appendix 8 (2R L7z,

WERED 800 mg/kg/day BEIZBNWT y-F ¥ IV kT UV AT F ¥ —F(y-GTP)R U= 7 F 7 A
Mg OHELRRIE, 7 FUBGLUDEEREERRBD b, 7 FUBOEERIEEIZMED 250
mg/kg/day HCTHHDH b, FEBED 800 mgkg/day BETlE, RERTP)OEELESENAD &
iz, MED 800 mg/kg/day BETIE, TAH Y 73 A7 7 #—E(ALP), 7 L7 F=2(CRE)LR U A/G
HA(AGYDEERIEME, #= VAT 0 —//(T-CHO)R Y VIEEPL) O EELEESED L, A/G
DB E 72RO 250 mg/kg/day BT HE D LT,

D 250 mg/kg/day BETIXT ANTXFUET I ) TV AT 25 —BASHEUTRE Y LE v
(TBIL)DHEELHELRBD bR, HEL OMHEENRD SNRNWT L, BREOLTENE
L7, '

L OMOBEERB BT, MEHEO X RS & R E R 5 EH & ORI e B E
HED N T,

6.9 REZFMREE
6.9.1 REEMNREZRE
FREOWIRNFEFHT R Z Table 10 12, F7- @K DOFT A% Appendix 9 1277 L7z,
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FRER DB KR VN OBENBONRIETE 1 flic, BOZEAA (18) 2HED 800 mgkg/day
BT 260z, BROMRME () 2380 250 mg/kg/day BT 1 §liz, SPROBEA (AL 118)
ROFEAOIER (FA) 2o 800 mg/kg/day B THK | FllcFhFRBEShii, WL b
HEDXTREE L R E RS EHE L OMICREFFHERIIRY bh2h o7z,

TOMOFE « MERICBV TR, BEFTRIIBESR» o7,

692 HEEERUREEZEREL

SHOBRTER (X EE) RUBEERREL (HOER) OFBERVEERELFLE
AL Table 11, 1212, F = @RI O3 Appendix 10, 11 (2R L 77,

HiEHETD 800 mg/kg/day &¥ B UMD 250 mg/kg/day BEIZ 38U T, STHBRE L el L CHIRERE DS
BAMEESRD b, HED 800 my/kg/day B2 T, WTMBEE L Ehis U O, OBER OB et
BEEORFBEREERCHNEROABERESMENRD b, B0 250 mg/kg/day B ThE, R O
DG EROEELEENED bz, #O 800 mgkeg/day BETH OO EEOEE 2@ EN
B b,

R Tl OB E R 55RO D 800 mg/kg/day BE CRXIEEOEE 2EHENED b,
D 800 mg/kg/day B TIIHEX EROFELEMHED bz, BT, #EEo 800 mg/kg/day
B RO 250 me/kg/day BE TN BROEE A2 ESESRS &1, BT, oD 800 mg/kg/day
HTHRIEEOHERIMENSRD bz, FTEARTIA, HED 800 & U250 mg/ke/day B TIaxt E &
DHBELRBENBRD bz, FRRTIX, HD 800 mgkg/day B THHEEOE B REMEMNED S
iz, BB TIL, HED 800 KU 80 mg/kg/day B TN EROHFE LEHEMNTRD v, #ED 800
mg/kg/day F T R OFEM EEOE B2BMEPED Sz, WERR T, o 800 mgke/day
B S OMHEREE D 250 mg/kg/day BE THEXTEB O/ ERKENRD b,

T OMODBEITES N TIL, MEEOXTRE L SRME R 5E B L OMICREFICHEE R EIIR
Do T,

693 RIEMEFHRE

FEOFREERFART R % Table 13 I2EH L, ERBEEBIOBTRZ Appendix 12 12 Lz,

FTHBZ BT, /NEERRDIED/INEMERR T ZE M (BRBCUTRRE) 23HED 800 mg/kg/day BT 6 fAiliz
Bzmah, dRELARL CREBEOFELRSEARD O, RFTRIIHEO BE R R
WERGEH TOHBEINTA, BB LERDERSH L OMICREIFOEEEIRD LR
Mote, Eio, MEPLEOIFRISIER (BE) 2MHEED 800 mgkg/day BEOSFIICBES. &
BRmELZ R LS, TOMOBTHBREINR1 -1,

BERIZB VT, BALKE (BR~PEE) RUHEEMHRAE (BHOUIERE) RNEOWRR
EBEEHIIBRESN, T L IBE LB L CREEEORERRESRD b, £7-,
HFROERE BH~TEE) SHBELEDEEOEFH TRD LN, HRYERG{EHETIE
STRREE L HE L TREOBENEELREMEER L,
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BT OBEIIZ OV T 02u-7 17 ) AFRBLFEER L2 SR Ui R % Tablel4 IZEL L,
EEBIOFRER % Appendix 13 12 R LTz, 02u-2' 07 ) v OB (B~ EE) NBEPSDHT-
WY THEOLN, RRYERGEH CTIIRIE L L TRADBRENFERSEL TR LI,

T DMIE 2 DFF RO HIFA Wb MERED ot BREE L BRI E R 58 & ORI HEEF Y
AEZEROONRI - ZEh b, WRPEREICER U BT &l Lk,

7B, ARMFEZREICBV THRE SN BIRORME CVMEOBEEIL, REMBZMICH
TNThEIBECERETH LI LR SN, BOEAAITRE DM, IMRORE 513k AE
B, FEADIBRIINEDIETH >, BEOMRMEIZSWTIE, ST 3 REBEHEHFTR
HBIREN o Tz,

8.10 BRERPICETAHMBYEAOREURVEERIHABER
6.10.1 BEBRPIZETLHEBRDEOREERBRER

FEBEPIZBT DD EOLENFRBELRS Table 15 105R LT,

16 mg/mL & SEDOWEGRAF 5 B +FIR 24 BB R OBEEE 10 B + =18 24 BRH% O S VHE
b, RAEBREARI D AT EIS 3 L CTHFALEH 99.8 %% 11 99.3 %, 160 mg/mL 5 OAHHEIT, (2

BRI OIS L TENFI 1008 %R TR 101.7 % T, WIN L FRGEEN (RERIBRTO
SHED L10%LA) THY, WEEFE 10 B+BIR U FMEETHA Z ERRINT,

6.10.2 HERDPIIETIBHRVEDREEDHBER

BREFEPIZRT D HBRYE OB R B R % Table 16 127 Lz,

BB R UM AR B B D I FERERR B T, 16, 50 SETNE 160 mg/mL 5RO S, 4L
ENEEMD 105.6 %KXV 1054 %, 103.3 %ZRTVN104.0 %, HVUZ 103.1 %R 104.1 % THY . W
THLHFEREAN REMED:10%LUA) THY, BECHENIN TS Z L 2ER LK,
6.10.3 HREBRSMEOBETEER

VAT LEEME. REHRE T QC VU I NADSNTREFE A T F I Table 17, 18, 19 lZ R LT,

1% EROFERE. RE)R U RSD%) DTN TORFBRENHELENTHY | BIEHEOEFEMEN
maEnd,

7 BERUESR

FRBIZBNT, BRYEO Y Fo—dxy F2 0 (F8), 80, 250 KT 800 mg/kg/day o f
BT, Crl:CD(SD)% T v b OMFHESEE 10 LI 90 BRIREIERNZE L, KERLICL2E5HES
ZRE L,

BT~ TORIZB W TREIEA LT, HREOAFRIIVTRY 100%THh -7,

MR REFORERVCHRNFEEREICE UL B ER GEORBIIRAD )5
7o

—HROCIRRE TIE, MEHED 800 mg/kg/day B TG HITHITRY, BRESHORKT (H0L) ik
iE (HED 250 mg/kg/day B0 1 i i) PER SN, R E DEBME TH 5 ) Fa— L3,
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BHORSDO—FEE LTHELNTWAE ) FA_U T La— UE8THY . SERERL2ETS L X
NTNDIZ b, HMTEFRCEFEBOETIZOWTE, Ve — L OSEFERICEE L
CEEEBZ O, WEIZOWTIHE, BEZROLDELThHo7=Z &L RUEKBYERELE Th
DI EMD, ERMEORICHT ARG B X b, Ei-, D 800 mg/kg/day BEZ 35U TC
FARBEOFELRSEXIHMEERSARD bz 20 ThH, RYEORMIC T ARG &
ER O, EERELTERT D HOTIR ARV Lk L,

RE T, HD 800 KU 250 mg/kg/day HETENENE 35 K163 HUGICHEREEMNRD L
AL, HED 800 mg/kg/day BEIZR T H, F 84 BITEBERIRENRD LN, WBRMWEOZMEEMN
TN,

AT, HED 800 X T 250 mg/kg/day BT, NA, K RU CL OFE AREE S EER 2
RHLNTZ, BFE, BEFTIEINA RV CLIEFAU LI ZEE L, KITBRT3E8% 7T,
ARBRTHTATVRELZTIL TV D2 &b, EHENEREOZ LWEL L HET L7, #D 800
KU 250 mglkg/day #Tid, pH OFEREERRD bhic, HOWRYEREH TIIBRORE
HEFENECRZON TR LT, R —RICRILEICB T 3G &R pH & OBEERM LT
WBIZE D LT AR TIIR pH LR & ORBERL LR Ehs | R pH OZ{IE
R LB &R L7, |

MEFAIRE TiX, #ED 800 mg/kg/day #£T PLT DA E A FEAFRD b, #ED 800 mg/kg/day
B TiX, HGB, MCHC, PT R U'APTT OF E2{REMNRD bl HEES T E NS RE
BT EBRME R SRR L 2B i@ bhieh o7z, & 512 PLT. PT RUCAPTT kI
LT, REESTFRRE ISRV TRRFR.Z EOZ(LIZBD 5T 59, HGB kU MCHC
DEAGIZEE L T, RBC DIEMEE LI RET OFER E2HE TR I ENG, WFh LB
FHEREOZ LWVEL &l LT,

MRELFORE, BEEERUOFEARKFOREICIRBVLTI, FREUERICGT 5280
RN,

AFgC B E T 2 £ & LT, OB E IR 5 & B R UMD 800 mg/kg/day B THAGEEDH
B2 EMARS by, WEEMEEAIIE, M 800 mg/kg/day BE D 4] T/ h LM RT MRS R K
MR STz, MED 800 mg/kg/day #f T3/ NEENDME O/ NEMERSEF M O RABE OB E /2 B En
Wb, MRAEERIRAETIE, TTCHO RU'PL OFEREENE D b, X bICHED 800
mg/kg/day BHIZIRUVN T, y-GTP DHELREMENFRD Sz, I AEOIEF IR R S
TWAHEETHNITESHELTHY | BHEEBTERVEEILNTOVS IR, KRR TILE
HABARRUBEER~OEEL TR TIENBOONEZ 20D, 2D BLIZHOVTIEE
BMEOBERE Lk Ui, E£72. #HEO 800 mg/kg/day B UMD 250 mg/kg/day FE TR &
N7z GLU DEME. #ED 800 mg/kg/day BE TR Bz TP DEMEIZOWT ., fFRE~ D2 |0
BEE 3 o Ak & T L7z,

BREICBEE T A2 ke LT, MERED 800 mg/kg/day Bk UMED 250 mg/kg/day B TSI EROH
BRamESBO LN, & bICMKRELFARE Tk, HHEOD 800 mg/kg/day B2\ T Mg DEE
RRERRD NI Z LD, BRBRMEOBHEE~DRENRR SN, FERASTOI0T.
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DWHRME R EEBETERR IR CIHEESREE PR b, FE2GHEEZR L, £7-.
WRMERSEH CHTROEMOBRENTERREL TS LI, w2u-7 a7 ok
BAOEBRER»L, HFHEITu-727 Y o ThHirEB2bNE, VTu—LtRALE/ FA
NYTRa=NVETHY, Ry TREEEENDIRS E LTHEON TS B-IE X, H F344
7 v FPOBREIZRWNT, 90 BEROKERNESIZLEY 2u-7 07 Y o DOE[ROF IS 184
EATHEREDORE OB, BEARMAEORENBD SN ERESATVD Y, LEN- T,
AR THRD DN R R O EEERATIZOVWTH, u-7 27 ) v OSBRI Y E
LEFEZXON, 2u-7B7 ) itk FTREASHT, BE~OEMIIET v b TAHLN D4
BOREEITHY, & MUISMETERNE R TWAZ 0D, HOEBRMERSRBEDE
fig TR DN REARENE IOV T, WTR L ENFHESEOZ LEL &k L7,

ZTOMOZEE LT, MiRAE(CERIRE TIE. D 800 mg/kg/day BT ALP 1 CRE OFE L
BEARO LN, KETHDZ M0, BEFNEROZ LWEL L BIMT L, #0800 &
U* 250 mg/kg/day BT A/G DIEENFED BRA TP KU ALB W AEZEITRD bhinw &
B FRED ALB 23 h T 0ICERNZ SIS B b & HllbT Ui, S8EERICRV T, B, DI, A,
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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 )
Linalool oxide 80 10 / 10 (100.0 ) 10 /10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 250 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 800 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 )
Linalool oxide 80 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 250 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 800 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 )
Linalool oxide 80 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 ( 100.0 ) 10 / 10 (100.0 )
Linalool oxide 250 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 800 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 )
Linalool oxide 80 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 250 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 800 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) 11 12 13 14
Male Control 0 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 80 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 250 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 800 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 )
Linalool oxide 80 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 250 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 ) 10 / 10 (100.0 )
Linalool oxide 800 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)



Table 2 General condition

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 1(AM) 1(PM) 2(AM) 2(PM) 3(AM) 3(PM) 4(AM) 4(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 7 10 8 10 9 10
Decrease in 0 0 0 0 0 0 0 0

w locomotor activity

[ Abnormal gait 4 0 3 0 2 0 1 0
Salivation 0 0 0 0 0 0 0 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 5(AM) 5(PM) 6(AM) 6(PM) 7(AM) 7(PM) 8(AM) 8(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 9 10 8 10 9 10 9 10
Decrease in 0 0 0 0 0 0 1 0

w locomotor activity

i Abnormal gait 1 0 2 0 1 0 0 0
Salivation 0 0 0 0 0 0 0 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 9(AM) 9(PM) 10(AM) 10(PM) 11(AM) 11(PM) 12(AM) 12(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 9 10 9 10 9 10 10 10
Decrease in 1 0 1 0 1 0 0 0

w locomotor activity

+~ Abnormal gait 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 13(AM) 13(PM) 14(AM) 14(PM) 15(AM) 15(PM) 16(AM) 16(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 7 10 10 10 5 10 7 10
Decrease in 3 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 5 0 3 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 17(AM) 17(PM) 18(AM) 18(PM) 19(AM) 19(PM) 20(AM) 20(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 7 10 6 10 7 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 5 0 3 0 4 0 3 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 21(AM) 21(PM) 22(AM) 22(PM) 23(AM) 23(PM) 24(AM) 24(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 7 10 5 10 5 10 4 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 3 0 5 0 5 0 6 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 25(AM) 25(PM) 26(AM) 26(PM) 27(AM) 27(PM) 28(AM) 28(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 4 10 5 10 4 10 6 10
Decrease in 0 0 0 0 0 0 0 0

w locomotor activity

=] Abnormal gait 0 0 0 0 0 0 0 0
Salivation 6 0 5 0 6 0 4 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 29(AM) 29(PM) 30(AM) 30(PM) 31(AM) 31(PM) 32(AM) 32(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 4 10 4 10 4 10 3 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 6 0 6 0 6 0 7 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 33(AM) 33(PM) 34(AM) 34(PM) 35(AM) 35(PM) 36(AM) 36(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 3 10 4 10 5 10 3 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 7 0 6 0 5 0 7 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 37(AM) 37(PM) 38(AM) 38(PM) 39(AM) 39(PM) 40(AM) 40(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 3 10 4 10 7 10
Decrease in 0 0 0 0 0 0 0 0
locomotor activity
Abnormal gait 0 0 0 0 0 0 0 0
Salivation 5 0 7 0 6 0 3 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 41(AM) 41(PM) 42(AM) 42(PM) 43(AM) 43(PM) 44(AM) 44(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 7 10 5 10 4 10 4 10
Decrease in 0 0 0 0 0 0 0 0

a locomotor activity

&) Abnormal gait 0 0 0 0 0 0 0 0
Salivation 3 0 5 0 6 0 6 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 45(AM) 45(PM) 46(AM) 46(PM) 47(AM) 47(PM) 48(AM) 48(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 4 10 4 10 5 10 4 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 6 0 6 0 5 0 6 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 49(AM) 49(PM) 50(AM) 50(PM) 51(AM) 51(PM) 52(AM) 52(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 6 10 5 10 6 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 5 0 4 0 5 0 4 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 53(AM) 53(PM) 54(AM) 54(PM) 55(AM) 55(PM) 56(AM) 56(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 4 10 4 10 6 10 4 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 1}
Salivation 6 0 6 0 4 0 6 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 57(AM) 57(PM) 58(AM) 58(PM) 59(AM) 59(PM) 60(AM) 60(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 7 10 6 10 5 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 3 0 4 0 5 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 61(AM) 61(PM) 62(AM) 62(PM) 63(AM) 63(PM) 64(AM) 64(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 6 10 6 10 7 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 5 0 4 (1] 4 0 3 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(ma/kg/day) Findings or time) 65(AM) 65(PM) 66(AM) 66(PM) 67(AM) 67(PM) 68(AM) 68(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 7 10 7 10 5 10 5 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
3 0 3 0 5 0 5 0

Salivation
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 69(AM) 69(PM) 70(AM) 70(PM) 71(AM) 71(PM) 72(AM) 72(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 5 10 5 10 5 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 5 0 5 0 5 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 73(AM) 73(PM) T4(AM) 74(PM) 75(AM) 75(PM) 76(AM) 76(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 9 10 10 10 10 10
Salivation 0 0 1 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 4 10 5 10 4 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 1] 0 0
Salivation 5 0 6 0 5 0 6 0




IS

Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 77(AM) 77(PM) 78(AM) 78(PM) 79(AM) 79(PM) 80(AM) 80(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 8 10 6 10 6 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 2 0 4 0 4 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 81(AM) 81(PM) 82(AM) 82(PM) 83(AM) 83(PM) 84(AM) 84(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 1] 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 5 10 6 10 5 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
5 0 5 0 4 0 5 0

Salivation




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 85(AM) 85(PM) 86(AM) 86(PM) 87(AM) 87(PM) 88(AM) 88(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 7 10 7 10 6 10
Decrease in 0 0 0 0 0 0 0 0

W locomotor activity

W Abnormal gait 0 0 0 0 0 0 0 0
Salivation 5 0 3 0 3 0 4 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 89(AM) 89(PM) 90(AM) 90(PM) 91(AM) 91(PM) 92(AM) 92(PM)
Male Control 0 No. of animals 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10
Normal 8 10 9 10 8 10 10
Decrease in 0 0 0 0 0 0 0
w locomotor activity

+= Abnormal gait 0 0 0 0 0 0 0
Salivation 2 0 1 0 2 0 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 93(AM)
Male Control 0 No. of animals
Normal
Linalool oxide 80 No. of animals
Normal
Linalool oxide 250 No. of animals
Normal
Salivation
Linalool oxide 800 No. of animals

Normal

Decrease in

locomotor activity

Abnormal gait

Salivation
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 1(AM) 1(PM) 2(AM) 2(PM) 3(AM) 3(PM) 4(AM) 4(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 1] 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 7 10 8 10 8 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 5 0 3 0 2 0 2 0
Salivation 0 0 0 0 0 0 0 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 5(AM) 5(PM) 6(AM) 6(PM) 7(AM) 7(PM) 8(AM) 8(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 9 10 9 10 9 10 10 10
Decrease in 0 0 0 0 0 0 0 0

W locomotor activity

~ Abnormal gait 1 0 1 0 1 0 0 0
Salivation 0 0 0 0 0 0 0 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 9(AM) 9(PM) 10(AM) 10(PM) 11(AM) 11(PM) 12(AM) 12(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 13(AM) 13(PM) 14(AM) 14(PM) 15(AM) 15(PM) 16(AM) 16(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 6 10 7 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 4 0 3 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 17(AM) 17(PM) 18(AM) 18(PM) 19(AM) 19(PM) 20(AM) 20(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 9 10 8 10 8 10 7 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
1 0 2 0 2 0 3 0

Salivation
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 21(AM) 21(PM) 22(AM) 22(PM) 23(AM) 23(PM) 24(AM) 24(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 7 10 5 10 7 10 6 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 3 0 5 0 3 0 4 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 25(AM) 25(PM) 26(AM) 26(PM) 27(AM) 27(PM) 28(AM) 28(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 7 10 8 10 9 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 3 0 2 0 1 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 29(AM) 29(PM) 30(AM) 30(PM) 31(AM) 31(PM) 32(AM) 32(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 7 10 5 10 6 10 4 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 3 0 5 0 4 0 6 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 33(AM) 33(PM) 34(AM) 34(PM) 35(AM) 35(PM) 36(AM) 36(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 6 10 7 10 6 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 4 0 3 0 4 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 37(AM) 37(PM) 38(AM) 38(PM) 39(AM) 39(PM) 40(AM) 40(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 8 10 8 10 8 10 8 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 2 0 2 0 2 0 2 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 41(AM) 41(PM) 42(AM) 42(PM) 43(AM) 43(PM) 44(AM) 44(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 8 10 6 10 8 10 8 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 2 0 4 o 2 0 2 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 45(AM) 45(PM) 46(AM) 46(PM) 47(AM) 47(PM) 48(AM) 48(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 8 10 8 10 8 10 8 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 2 0 2 0 2 0 2 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 49(AM) 49(PM) 50(AM) 50(PM) 51(AM) 51(PM) 52(AM) 52(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 1] 0 (1] 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 8 10 7 10 3 10 4 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 2 0 3 0 7 0 6 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 53(AM) 53(PM) 54(AM) 54(PM) 55(AM) 55(PM) 56(AM) 56(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 6 10 6 10 7 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 4 0 4 0 3 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 57(AM) 57(PM) 58(AM) 58(PM) 59(AM) 59(PM) 60(AM) 60(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 5 10 5 10 5 10 7 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 5 0 5 0 5 0 3 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 61(AM) 61(PM) 62(AM) 62(PM) 63(AM) 63(PM) 64(AM) 64(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 7 10 7 10 7 10 7 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 3 0 3 0 3 0 3 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day)  Findings or time) 65(AM) 65(PM) 66(AM) 66(PM) 67(AM) 67(PM) 63(AM) 68(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 7 10 7 10 6 10 6 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 1] 0 0 0 0 0 0 0
Salivation 3 0 3 0 4 0 4 0




Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 69(AM) 69(PM) 70(AM) 70(PM) 71(AM) 71(PM) 72(AM) 72(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 6 10 6 10 6 10
Decrease in 0 0 0 0 0 0 0 0

- locomotor activity

©) Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 4 1] 4 0 4 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 73(AM) 73(PM) 74(AM) 74(PM) 75(AM) 75(PM) 76(AM) 76(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 6 10 7 10 4 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 4 0 3 0 6 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 77(AM) 77(PM) 78(AM) 78(PM) 79(AM) 79(PM) 80(AM) 80(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 8 10 6 10 7 10 8 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 2 0 4 0 3 0 2 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 81(AM) 81(PM) 82(AM) 82(PM) 83(AM) 83(PM) 84(AM) 84(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 6 10 7 10 6 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 4 0 3 0 4 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 85(AM) 85(PM) 86(AM) 86(PM) 87(AM) 87(PM) 88(AM) 88(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 6 10 8 10 8 10 9 10
Decrease in 1] 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 4 0 2 0 2 0 1 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency Day
(mg/kg/day) Findings or time) 89(AM) 89(PM) 90(AM) 90(PM) 91(AM) 91(PM) 92(AM) 92(PM)
Female Control 0 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 80 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Linalool oxide 250 No. of animals 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10
Salivation 0 0 0 0 0 0 0 0
Linalool oxide 800 No. of animals 10 10 10 10 10 10 10 10
Normal 9 10 9 10 9 10 9 10
Decrease in 0 0 0 0 0 0 0 0

locomotor activity

Abnormal gait 0 0 0 0 0 0 0 0
Salivation 1 0 1 0 1 0 1 0
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Table 2 General condition (Continued)

Sex Test article Dose (Frequency  Day
(mg/kg/day) Findings or time) 93(AM)
Female Control 0 No. of animals 10
Normal 10
Linalool oxide 80 No. of animals 10
Normal 10
Linalool oxide 250 No. of animals 10
Normal 10
Salivation 0
Linalool oxide 800 No. of animals 10
Normal ‘10
Decrease in 0

locomotor activity

Abnormal gait 0
Salivation 0
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Table 3 Body weights (g) - Group mean values (mean £ S.D.)

Sex Test article Dose No. of Initial Day
(mg/kg/day) animals B.W. 7 14 21
Male Control 0 10 2259 + 5.6 285.8 + 10.8 3520 + 16.3 4051 = 223
Linalool oxide 80 10 2240 + 6.8 2820 * 119 346.8 * 23.0 395.7 * 321
Linalool oxide 250 10 2239 = 56 280.1 + 9.7 346.1 * 124 3876 £ 218
Linalool oxide 800 10 2244 + 4.8 2804 * 8.6 341.7 £ 16.9 3825 + 229
Female Control 0 10 169.3 + 8.7 191.2 + 128 220.8 + 13.2 243.3 * 16.3
Linalool oxide 80 10 166.8 * 5.5 191.2 £ 11.0 2157 * 1.7 233.0 * 12.0
Linalool oxide 250 10 1678 = 5.9 1926 * 8.0 217.0 + 135 233.0 + 16.7
Linalool oxide 800 10 168.2 * 56 189.7 = 7.5 216.2 + 111 2333 * 137
Sex Test article Dose No. of Day
(mg/kg/day) animals 28 35 42 49
Male Control 0 10 448.0 + 27.4 483.4 + 281 515.6 + 32.7 5405 + 31.9
Linalool oxide 80 10 435.8 + 41.6 467.3 * 51.7 4959 * 558 518.0 + 61.9
Linalool oxide 250 10 4219 * 28.0 450.5 * 28.7 478.0 * 29.8 498.0 + 325
Linalool oxide 800 10 4140 £ 30.5 4393 = 36.4 « 465.0 = 40.8 » 478.8 + 43.0 *»
Female Control 0 10 2610 + 174 275.3 + 191 288.5 + 20.4 298.8 * 19.1
Linalool oxide 80 10 2519 + 13.8 2675 * 142 279.9 * 129 290.1 + 16.0
Linalool oxide 250 10 249.2 + 21.0 261.2 *+ 253 2709 + 23.7 279.5 + 23.2
Linalool oxide 800 10 248.7 * 13.1 261.2 ¥ 11.0 271.2 * 152 279.5 + 171
Sex Test article Dose No. of Day
(mg/kg/day) animals 56 63 70 77
Male Control 0 10 563.6 + 354 589.6 + 39.5 609.3 + 40.3 628.5 + 40.0
Linalool oxide 80 10 538.3 + 66.0 557.6 + 69.9 5746 + 73.8 585.4 + 721
Linalool oxide 250 10 513.9 + 34.5 5345 * 36.7 » 550.9 + 39.4 » 563.0 + 39.1 »
Linalool oxide 800 10 490.2 * 43.9 ** 508.1 * 46.5 s« 518.8 * 45.2 »» 525.0 * 45.6 »»
Female Control 0 10 307.6 * 22.0 3125 + 245 3243 * 277 3241 * 30.0
Linalool oxide 80 10 3014 = 215 307.6 + 223 3142 + 225 313.0 £ 27.7
Linalool oxide 250 10 287.0 * 27.4 2948 + 30.5 302.8 + 27.7 301.0 + 316
Linalool oxide 800 10 286.2 * 16.0 2950 + 13.7 301.2 + 17.7 3011 £ 159

Significantly different from the control group ; *:p<0.05, *»:p<0.01 (Dunnett test)
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Table 3 Body weights (g) - Group mean values (mean * S.D.) (Continued)

Sex Test article Dose No. of Day
(mg/kg/day) animals 84 91

Male Control 0 10 650.6 * 40.2 660.6 + 42.2
Linalool oxide 80 10 603.8 + 74.5 6123 + 76.8
Linalool oxide 250 10 584.0 * 39.5 * 586.6 * 429 =
Linalool oxide 800 10 539.4 + 46.4 *= 538.1 * 46.5 »»

Female Control 0 10 3343 + 26.9 3354 = 313
Linalool oxide 80 10 320.0 + 25.1 3294 + 26.3
Linalool oxide 250 10 308.1 + 29.8 3129 * 27.2
Linalool oxide 800 10 306.2 + 18.2 * 3071 * 17.7

Significantly different from the control group ; *:p<0.05, *+:p<0.01 (Dunnett test)
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Table 4 Food consumption (g/animal/day) - Group mean values (mean £ S.D.)

Sex Test article Dose No. of Week
(mg/kg/day) animals -1 1 2 3 4
Male Control 0 10 21.7 £ 1.0 23.2 = 1.0 238 + 13 238 + 1.6 227 * 1.4
Linalool oxide 80 10 222 £ 11 23.2 * 1.5 241 = 2.2 238 + 22 228 + 23
Linalool oxide 250 10 221 £ 1.0 23.0 £+ 0.6 244 * 0.8 228 + 15 219 £ 1.5
Linalool oxide 800 10 222 * 0.7 241 £ 1.0 25.2 * 1.0 # 239 * 16 233 £ 15
Female Control 0 10 169 + 1.5 145 = 11 155 + 0.9 165 * 1.6 154 * 0.5
Linalool oxide 80 10 16.6 =+ 0.6 155 = 14 159 + 0.7 154 = 0.9 16.4 + 1.7
Linalool oxide 250 10 169 * 1.0 153 + 0.7 153 + 1.8 145 * 1.4 »» 145 + 21
Linalool oxide 800 10 164 + 1.1 153 = 15 15.0 £ 0.8 158 = 09 16.3 + 1.3
Sex Test article Dose No. of Week
(mgl/kg/day) animals 5 6 7 8 9
Male Control 0 10 223 + 1.0 223 + 11 222 = 11 212 £ 14 233 £ 1.6
Linalool oxide 80 10 223 = 3.1 218 £ 2.0 211 £ 1.6 205 £ 1.9 218 £ 22
Linalool oxide 250 10 216 * 1.2 214 = 0.8 214 £t 14 198 + 2.2 20.5 £ 2.0 »+
Linalool oxide 800 10 227 + 18 224 = 1.5 213 = 1.2 204 £ 15 216 £ 15
Female Control 0 10 16.3 £+ 1.8 154 = 0.7 15.6 £ 0.7 13.7 £ 11 142 + 03
Linalool oxide 80 10 16.1 £ 11 157 = 14 15.2 + 1.4 146 + 1.8 140 £ 15
Linalool oxide 250 10 14.7 + 1.0 140 = 1.0 » 141 £ 16+ 126 * 15 13.5 £ 13
Linalool oxide 800 10 158 * 21 144 * 13 146 * 1.0 13.5 £ 0.7 138 + 1.2
Sex Test article Dose No. of Week
(mg/kg/day) animals 10 11 12 13
Male Control 0 10 18.4 £ 14 227 = 21 210 + 14 199 + 1.6
Linalool oxide 80 10 183 * 13 201 £ 1.6 *= 208 + 1.8 19.7 £ 1.8
Linalool oxide 250 10 18.6 + 1.0 19.7 £ 1.3 *= 20.0 = 1.2 19.6 * 1.0
Linalool oxide 800 10 189 = 13 20.0 £ 1.0 ** 203 = 0.8 200 £ 14
Female Control 0 10 126 £ 0.8 125 + 1.8 13.2 £ 0.9 129 = 14
Linalool oxide 80 10 121 £ 1.0 116 + 1.6 127 = 14 139 + 1.8 (8)
Linalool oxide 250 10 122 + 1.3 118 * 1.4 133 = 1.1 131 + 1.8
Linalool oxide 800 10 11.7 £ 1.2 13.8 + 0.5 127 £ 1.0 13.3 = 1.1

Significantly 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 5 Water consumption (g/animal/day) - Group mean values (mean % S.D.)

Sex Test article Dose No. of Week
(mg/kg/day) animals -1 1 2 3 4
Male Control 0 10 301 + 23 321 * 21 346 * 3.8 371 + 49 365 + 41
Linalool oxide 80 10 315 15 333 + 1.8 354 + 2.8 371 £ 3.3 386 * 29
Linalool oxide 250 10 318 * 3.2 338 + 39 36.8 + 238 38.1 * 3.2 395 + 4.2
Linalool oxide 800 10 316 * 3.2 358 + 34+ 413 £ 4.4 »» 409 * 55 418 + 6.2+
Female Control 0 10 260 £ 25 241 = 3.5 253 = 4.0 276 * 57 27.2 + 441
Linalool oxide 80 10 249 * 17 245 + 3.7 26.6 + 3.3 255 + 41 276 * 26
Linalool oxide 250 10 253 + 21 228 * 1.5 231 + 14 224 + 23 224 * 26 #
Linalool oxide 800 10 259 = 25 271 = 3.5 280 £ 5.4 277 * 44 312 £+ 85
Sex Test article Dose No. of Week
(mg/kg/day) animals 5 6 7 8 9
Male Control 0 10 371 = 39 40.2 + 64 391 = 6.1 39.5 £ 7.5 40.8 * 6.2
Linalool oxide 80 10 409 * 3.0 401 £ 1.9 385 + 14 384 + 25 394 = 1.4
Linalool oxide 250 10 395 + 3.1 39.3 + 46 39.2 + 4.1 39.7 + 54 40.3 + 6.1
Linalool oxide 800 10 42.8 + 53 440 £ 59 423 + 56 425 = 59 418 + 7.0
Female Control 0 10 298 * 6.9 293 = 47 28.7 *+ 3.3 282 * 6.1 27.2 * 49
Linalool oxide 80 10 275 + 26 279 £ 2.0 259 = 3.0 272 + 341 258 + 25
Linalool oxide 250 10 23.0 + 3.1 ## 224 = 2.0 i## 232t 19# 221 * 4.0 231+ 4.0
Linalool oxide 800 10 319 * 113 314 + 113 310 + 9.0 309 £ 7.0 312 + 7.8
Sex Test article Dose No. of Week
(mglkg/day) animals 10 11 12 13
Male Control 0 10 313 + 3.5 342 + 46 376 £ 6.1 36.9 * 6.7
Linalool oxide 80 10 314 + 28 322 + 29 36.2 + 27 349 + 23 (8)
Linalool oxide 250 10 29.5 + 3.7 330 + 43 37.2 + 34 376 + 56
Linalool oxide 800 10 333 + 29 36.0 + 33 37.7 + 52 364 + 47
Female Control 0 10 233 + 45 241 * 6.2 257 £ 34 256 * 6.2
Linalool oxide 80 10 210 = 2.0 214 = 27 231 33 245 * 3.0
Linalool oxide 250 10 19.5 + 1.4 19.7 £ 27 217 * 4.0 222 + 31
Linalool oxide 800 10 256 * 6.5 313 + 88 # 306 * 6.2+ 30.0 + 6.9

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

Number in parentheses indicates the number of animals examined
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Table 6 Ophthalmoscopic examination

Sex Male Female

Test article Control Linalool oxide Linalool oxide Linalool oxide Control Linalool oxide Linalool oxide Linalool oxide

Dose (mg/kg/day) 0 80 250 800 0 80 250 800

Number of animals 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6
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Table 7 Urinalysis

Sex Test article Dose No. of  Glucose Bilirubin Ketones Occult
(mg/kg/day) animals blood

— 1+ 2+ 3+ 4+ 5+ - 1+ 2+ 3+ — + 1+ 2+ 3+ 4+ - + 1+ 2+ 3+
Male Control 0 6 6 0 0 0 0 0 6 0 0 0 1 4 1 0 0 0 6 0 0 0 0
Linalool oxide 80 6 6 0 0 0 0 0 6 0 0 0 2 4 0 0 0 0 6 0 0 0 0
Linalool oxide 250 6 6 0 0 0 0 0 6 0 0 0 0 3 3 0 0 0 6 0 0 0 0
Linalool oxide 800 6 6 0 0 0 0 0 6 0 0 0 2 4 0 0 0 0 6 0 0 0 0
Female Control 0 6 6 0 0 0 0 0 6 0 0 0 6 0 0 0 0 0 6 0 0 0 0
Linalool oxide 80 6 6 0 0 0 0 0 6 0 0 0 6 0 0 0 0 0 6 0 0 0 0
Linalool oxide 250 6 6 0 0 0 0 0 6 0 0 0 6 0 0 0 0 0 6 0 0 0 0
Linalool oxide 800 6 6 0 0 0 0 0 6 0 0 0 6 0 0 0 0 0 6 0 0 0 0

Sex Test article Dose No.of pH Protein Urobilinogen Color

(mg/kg/day) animals

6.0 65 70 7.5 80 8.5 - + 1+ 2+ 3+ 4+ 0.1 1 2 4 8 Py Ly Dp Yr
Male Control 0 6 0 0 1 3 1 1 2 1 3 0 0 0 6 0 0 0 0 0 6 0 0
Linalool oxide 80 6 0 0 0 1 2 3 0 1 5 0 0 0 6 0 0 0 0 0 6 0 0
Linalool oxide 250 6 0 1 2 1 0 2 1 2 3 0 0 0 6 0 0 0 0 0 6 0 0
Linalool oxide 800 6 0 2 1 3 0 0 1 3 2 0 0 0 6 0 0 0 0 1 5 0 0
Female Control 0 6 0 0 0 2 2 2 4 1 1 0 0 0 6 0 0 0 0 2 4 0 0
Linalool oxide 80 6 1 0 1 1 2 1 0 1 5 0 0 0% 6 0 0 0 0 0 6 0 0
Linalool oxide 250 6 4 0 0 1 1 0$ 1 0 5 0 0 0 6 0 0 0 0 0 6 0 0
Linalool oxide 800 6 1 2 1 1 1 0$ 1 4 1 0 0 0 6 0 0 0 0 2 4 0 0

Py : Pale yellow, Ly : Light yellow, Dp : Deep yellow, Yr : Yellowish red
Significantly different from the control group ; $:p<0.05 (Wilcoxon test)
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Table 7 Urinalysis (Continued)
Sex Test article Dose No. of  Sediments
(mg/kg/day) animals Epithelial Crystals Casts Erythro-
cells cytes
N + 1+ 2+ 3+ - + 1+ 2+ 3+ - + 1+ 2+ 3+ — + 1+ 2+ 3+

Male Control 0 6 4 2 0 0 0 2 1 1 0 2 6 0 0 0 0 6 0 0 0 0

Linalool oxide 80 6 6 0 0 0 0 2 1 0 0 3 6 0 0 0 0 6 0 0 0 0

Linalool oxide 250 6 5 1 0 0 0 1 0 4 0 1 6 0 0 0 0 6 0 0 0 0

Linalool oxide 800 6 6 0 0 0 0 1 1 0 1 3 6 0 0 0 0 6 0 0 0 0
Female Control 0 6 5 1 0 0 0 2 3 1 0 0 6 0 0 0 0 6 0 0 0 0

Linalool oxide 80 6 6 0 0 0 0 2 1 3 0 0 6 0 0 0 0 6 0 0 0 0

Linalool oxide 250 6 6 0 0 0 0 4 1 0 1 0 6 0 0 0 0 6 0 0 0 0

Linalool oxide 800 6 6 0 0 0 0 3 0 0 2 1 6 0 0 0 0 6 0 0 0 0
Sex Test article Dose No. of Sediments

(mg/kg/day) animals Leuko-
cytes
- + 1+ 2+ 3+

Male Control 0 6 6 0 0 0 0

Linalool oxide 80 6 6 0 0 0 0

Linalool oxide 250 6 6 0 0 0 0

Linalool oxide 800 6 6 0 0 0 0
Female Control 0 6 6 0 0 0 0

Linalool oxide 80 6 6 0 0 0 0

Linalool oxide 250 6 6 0 0 0 0

Linalool oxide 800 6 6 0 0 0 0

Not significantly different from the control group
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Table 7 Urinalysis - Group mean values (mean + S.D.) (Continued)
Sex Test article Dose No. of Specific Urine
(mg/kg/day) animals gravity volume
(in grams)_
Male Control 0 6 1.057 * 0.019 12.4 * 5.2
Linalool oxide 80 6 1.058 * 0.008 11.9 * 2.2
Linalool oxide 250 6 1.047 * 0.017 13.3 5.9
Linalool oxide 800 6 1.055 * 0.023 15.7 £ 9.7
Female Control 0 6 1.046 * 0.021 14.5 + 9.1
Linalool oxide 80 6 1.060 * 0.020 9.4 * 5.8
Linalool oxide 250 6 1.072 * 0.017 53 % 1.6 #
Linalool oxide 800 6 1.054 * 0.014 11.6 + 4.4
Sex Test article Dose No. of Na K Cl
(mg/kg/day) animals
(mEg/L) (mEg/L) (mEg/L)
Male Control 0 6 117.8 * 71.6 273.51 £  95.02 131.1 * 65.7
Linalool oxide 80 6 824 +* 21.2 261.49 +  54.52 107.56 + 213
Linalool oxide 250 6 29.8 + 128 # 132.07 *  44.57 *» 430 * 76 #
Linalool oxide 800 6 52.8 £ 28.4 105.89 +  46.55 *+ 511 + 220 #
Female Control 0 6 80.8 * 446 233.67 * 109.06 94.2 * 49.5
Linalool oxide 80 6 104.4 + 33.2 304.23 * 110.91 127.2 + 64.7
Linalool oxide 250 6 99.8 + 52.9 226.08 +  86.61 96.8 * 41.8
Linalool oxide 800 6 744 + 27.7 136.90 +  36.51 624 + 241

Significantly different from the control group ; **:p<0.01 (Dunnett test)
Significantly different from the control group ; #:p<0.05 (Steel test)
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Table 8 Hematology - Group mean values (mean + S.D.)

Sex Test article Dose No. of RBC HCT HGB MCH MCHC
(mg/kg/day) animals
(x10*/pL) (%) (g/dL) (Pg) - (g/dL)
Male  Control 0 10 854 + 33 417 + 19 151 + 0.8 17.7 + 0.6 363 = 0.3
Linalool oxide 80 10 864 + 28 416 + 16 15.2 £+ 0.5 17.6 £ 0.7 36.5 £ 0.5
Linalool oxide 250 10 880 + 45 410 £ 1.7 15.0 £+ 0.4 17.0 + 0.9 36.6 + 0.8
Linalool oxide 800 10 858 + 43 414 £ 24 148 £+ 0.7 17.2 £+ 0.5 358 + 0.6
Female Control 0 10 752 £ 32 391 = 04 143 £ 0.3 19.1 £ 0.6 36.6 + 0.5
Linalool oxide 80 10 751 £ 59 389 + 1.8 141 * 0.6 18.8 * 0.9 36.1 + 05
Linalool oxide 250 10 763 + 20 394 + 09 143 + 03 188 + 0.4 364 = 0.6
Linalool oxide 800 10 722 £ 31 385 + 11 13.7 £ 0.4 *= 19.0 £+ 0.6 357 £ 0.6 **
Sex Test article Dose No. of MCV PLT WBC Leukocytes, differential
(mg/kg/day) animals Lympho- Neutro-
cytes phils
(fL) (x10*/pL) (x10%/uL) (x10%/uL) (x10%/pL)
Male  Control 0 10 488 + 1.6 103.7 + 57 112.5 * 36.3 84.8 + 295 221 + 9.5
Linalool oxide 80 10 48.2 £ 2.2 108.0 * 10.4 109.7 £ 32.0 841 * 26.7 19.8 £ 7.6
Linalool oxide 250 10 46.7 t 3.4 113.8 + 10.8 115.8 * 27.8 88.3 + 23.1 220 £ 76
Linalool oxide 800 10 48.2 + 1.7 117.5 * 13.8 107.6 = 20.5 80.8 * 14.2 215 £ 9.0
Female Control 0 10 521 + 22 106.1 * 8.1 65.1 * 156 521 + 12.2 105 £+ 3.6
Linalool oxide 80 10 519 + 24 107.9 * 125 63.4 = 215 495 + 18.0 111 £ 59
Linalool oxide 250 10 516 * 1.7 113.2 £ 129 843 * 29.7 70.2 + 28.8 11.1 = 38
Linalool oxide 800 10 53.3 £ 1.9 1116 * 7.8 724 * 218 579 + 18.6 1.6 £ 46
Sex Test article Dose No. of Leukocytes, differential Reticulo- Coagulation test
(mg/kg/day) animals Eosino- Baso- Mono- cytes PT
phils phils cytes
(x10%/pL) (x10°/pL) (x10%/pL) (x10*uL) (sec)
Male Control 0 10 1.3 £ 0.5 00 £ 0.0 43 = 17 27.93 + 4.09 125 + 1.4
Linalool oxide 80 10 14 = 0.6 00 £+ 0.0 44 * 1.7 29.03 * 3.16 131 £ 26
Linalool oxide 250 10 1.8 + 05 01 * 041 36 = 0.7 28.49 * 2.58 13.0 £ 22
Linalool oxide 800 10 14 £ 0.7 0.0 £ 0.0 39 £ 0.9 2817 + 3.67 1.1 * 05
Female Control 0 10 09 + 03 0.0 £ 0.0 16 = 0.7 24,75 + 3.96 9.4 * 0.1
Linalool oxide 80 10 09 = 04 0.0 £ 0.0 1.8 £ 0.7 26.07 + 4.00 9.3 £ 041
Linalool oxide 250 10 1.0 £ 03 00 £ 0.0 21 + 038 2319 * 4.23 93 * 0.1
Linalool oxide 800 10 1.0 £+ 03 0.0 £ 0.0 20 £ 0.9 26.97 + 4.72 9.1 = 0.2 **

Significantly different from the control group ; +:p=<0.05, ++:p<0.01 (Dunnett test)
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Table 8 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 16.0 £ 2.6
Linalool oxide 80 10 167 = 3.3
Linalool oxide 250 10 171 £ 21
Linalool oxide 800 10 15.0 + 1.4
Female Control 0 10 125 * 1.0
Linalool oxide 80 10 124 £ 0.9
Linalool oxide 250 10 129 + 0.9
Linalool oxide 800 10 113 = 14+

Significantly different from the control group ; *:p<0.05 (Dunnett test)
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Table 9 Clinical chemistry - 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/L) (U/L) (U/L) (mg/dL)
Male Control o 10 87 % 20 33 % 8 377 = 155 03 = 0.1 (9) 0.04 =+ 0.01
Linalool oxide 80 10 84 + 28 28 7 295 ¥ 60 03 £ 0.1 (9) 0.04 * 0.02
Linalool oxide 250 10 84 * 26 29 * 7 328 + 61 04 £ 0.1 0.04 * 0.01
Linalool oxide 800 10 82 + 19 38 * 5 308 + 78 0.8 + 0.3 ## 0.05 + 0.01
Female Control 0 10 66 * 9 29 6 145 + 16 0.3 £ 0.1 (9) 0.05 * 0.01
Linalool oxide 80 10 81 + 27 29 8 156 + 49 04 = 0.1 0.05 = 0.01
Linalool oxide 250 10 90 * 14 ## 4+ 1 170 £ 75 05 03 (9) 0.06 + 0.02 »
Linalool oxide 800 10 66 + 20 34 £ 6 115 + 25 # 0.8 * 0.3 ## 0.06 £ 0.02
Sex Test article Dose No. of BUN CRE GLU T-CHO PL
(mg/kg/day) animals
(mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
Male Control 0 10 11.8 £+ 1.2 0.31 * 0.03 134 £ 10 54 + 12 94 + 14
Linalool oxide 80 10 12.2 + 1.6 0.33 + 0.04 138 £+ 19 54 % 7 97 £ 13
Linalool oxide 250 10 13.0 £+ 1.5 0.31 * 0.06 131 £ 19 58 + 12 97 + 14
Linalool oxide 800 10 126 + 2.2 0.29 = 0.05 115 £ 18 =+ 65 + 11 105 + 14
Female Control 0 10 14.7 + 1.9 0.40 * 0.04 134 £ 21 72 + 10 148 + 23
Linalool oxide 80 10 13.2 £+ 2.1 0.38 + 0.03 128 * 9 80 * 14 158 * 24
Linalool oxide 250 10 136 + 1.2 0.38 * 0.04 109 £ 12 »» 81 + 14 157 + 25
Linalool oxide 800 10 153 + 2.6 0.34 * 0.04 *+ 113 = 14 « 111 £ 16 ** 190 £+ 20 *»
Sex Test article Dose No. of TG TP ALB AIG P
(mg/kg/day) animals ratio
(mg/dL) (g/dL) (g/dL) (mg/dL)
Male Control 0 10 52 + 18 59 + 0.3 26 * 0.2 0.81 * 0.06 64 + 04
Linalool oxide 80 10 53 * 30 6.0 £ 0.2 27 £ 041 0.83 + 0.06 6.2 + 0.3
Linalool oxide 250 10 51 + 14 61 * 03 27 + 01 0.82 + 0.07 6.2 * 04
Linalool oxide 800 10 41 £ 12 6.2 £ 0.2+ 27 041 0.77 * 0.06 64 + 04
Female Control 0 10 46 + 24 6.5 + 0.2 33 02 1.03 * 0.08 49 * 06
Linalool oxide 80 10 43 * 21 6.6 + 04 33+ 03 1.02 + 0.10 48 * 038
Linalool oxide 250 10 43 + 31 6.5 + 04 3.2+ 03 0.94 + 0.06 * 50 + 06
Linalool oxide 800 10 62 + 24 6.5+ 0.3 31 041 0.92 * 0.06 ** 51 * 05

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

Number in parentheses indicates the number of animals examined
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Sex Test article Dose No. of Ca Mg Na K Cl
(mg/kg/day) animals
(mg/dL) (mg/dL) (mEg/L) (mEg/L) (mEg/L)

Male Control 0 10 10.1 £ 0.2 21 £ 041 1431 = 0.5 451 + 0.16 105.7 £+ 1.6
Linalool oxide 80 10 10.2 £ 0.3 21+ 041 1434 = 0.9 443 + 0.22 105.2 £+ 1.6
Linalool oxide 250 10 101 = 04 21 * 0.2 1427 + 13 460 £ 0.25 104.2 + 21
Linalool oxide 800 10 10.2 + 0.2 23 £ 0.1 *+ 1431 = 0.8 477 * 0.34 1045 + 1.7

Female Control 0 10 10.3 £ 0.3 21+ 041 1431 £ 1.1 405 = 0.28 1053 £ 2.2
Linalool oxide 80 10 10.3 + 0.4 22 + 041 143.0 = 0.8 410 + 0.24 1048 + 2.0
Linalool oxide 250 10 10.2 * 0.3 22 041 1428 = 1.1 3.98 £ 0.19 1039 * 1.5
Linalool oxide 800 10 10.3 £+ 0.3 23 £ 0.1 == 1431 £ 1.0 416 * 0.34 1036 + 1.9

Significantly different from the control group ;

*+:p<0.01 (Dunnett test)
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Table 10 Gross pathology

Sex Male Female
Test article Control Linalool oxide Linalool oxide Linalool oxide Control Linalool oxide Linalool oxide Linalool oxide
Dose(mg/kg/day) 0 80 250 800 0 80 250 800
Number of animals 10 10 10 10 10 10 10 10

Not remarkable 8 10 9 8 10 10 10 8
Spleen

Accessory spleen 1 0 0 0 0 0 0 0
Stomach

Discolored spot/Single 0 0 0 2 0 0 0 0
Small intestine

Diverticulum 1 0 0 0 0 0 0 0
Kidney

Recessed area/Unilateral 0 0 1 0 0 0 0 0
Ovary

Discolored spot/Black/Unilateral/Single - - - - 0 0 0 1
Uterus .

Dilatation/Horn/Bilateral - - - - 0 0 0 1

Not significantly different from the control group
-: No data



Table 11  Organ weights - Group mean values (mean * S.D.)
Sex Test article Dose No. of Body Brain Heart Lungs
(mgal/kg/day) animals weight
(9) (9) (g) 9)
Male Control 0 . 10 640.8 £ 38.7 2.261 * 0.089 1716 * 0.118 1.606 * 0.098
Linalool oxide 80 10 5911 £ 75.6 2,238 + 0.126 1.713 + 0.214 1.546 * 0.132
Linalool oxide 250 10 565.2 £ 39.0 *= 2.249 t 0.070 1.640 * 0.135 1.572 + 0.088
Linalool oxide 800 10 513.7 £ 427 *= 2.159 * 0.045 # 1.504 * 0.117 *» 1.479 = 0.102 »
Female Control 0 10 3249 + 28.9 2.012 + 0.065 0.975 * 0.077 1177 * 0.062
Linalool oxide 80 10 3148 * 26.5 1.986 + 0.079 0.985 * 0.102 1.133 = 0.066
Linalool oxide 250 10 300.7 * 26.5 1.999 + 0.131 0.969 * 0.103 1.123 * 0.083
Linalool oxide 800 10 2923 £+ 185« 1.991 = 0.051 0.975 = 0.077 1.125 + 0.087
Sex Test article Dose No. of Liver Kidneys Spleen Thymus
(mg/kg/day) animals
(9) (9) (9) (9)
Male Control 0 10 16.264 * 1.674 3.686 £ 0.322 0.908 * 0.174 0.296 + 0.061
Linalool oxide 80 10 16.784 * 2,809 3.757 * 0.428 0.821 * 0.168 0.246 * 0.054
Linalool oxide 250 10 16.136 * 1.324 3.906 * 0.415 0.756 * 0.109 0.263 * 0.042
Linalool oxide 800 10 16.755 + 1.668 3.837 + 0.364 0.711 + 0.135 * 0.258 + 0.088
Female Control 0 10 8.382 * 0.767 1.903 + 0.138 0.544 * 0.049 0.286 * 0.030
Linalool oxide 80 10 8.592 + 0.844 1918 + 0.118 0.533 + 0.074 0.255 + 0.056
Linalool oxide 250 10 8.315 = 0.529 1.919 + 0.202 0.570 £ 0.074 0.271 + 0.098
Linalool oxide 800 10 10.116 * 1.040 =+ 2.031 + 0.208 0.531 + 0.053 0.259 + 0.034
Sex Test article Dose No. of Pituitary Thyroids Adrenals Testes
(mg/kg/day) animals
(mg) (mg) (mg) g)
Male Control 0 10 14.1 % 1.3 259 % 4.6 58.5 & 5.8 3.809 * 0.253
Linalool oxide 80 10 145 % 1.9 256 % 5.4 66.1 + 11.2 3.504 * 0.401
Linalool oxide 250 10 141 % 1.1 271 % 5.0 61.6 * 14.8 3.526 + 0.525
Linalool oxide 800 10 13.2 £ 1.8 30.0 £ 3.3 60.3 * 7.3 3.482 * 0.371
Female Control 0 10 16.7 % 1.6 204 % 2.6 63.1 + 113 - -
Linalool oxide 80 10 18.4 + 3.8 218 4.0 66.2 * 7.5 - -
Linalool oxide 250 10 17.8 2.7 222 * 6.1 69.8 % 9.7 - -
Linalool oxide 800 10 17.2 £ 2.8 21.7 % 3.5 758 * 1438 « - -

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

Body weight : The value presented were obtained after the animals were fasted overnight

—: No data
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Table 11  Organ weights - Group mean values (mean * S.D.) (Continued)
Sex Test article Dose No. of Ovaries Prostate Seminal Uterus
(mg/kg/day) animals vesicles
(mg) g) (9) (g)
Male Control 0 10 - - 1.929 * 0.320 1.424 * 0.205 - -
Linalool oxide 80 10 - - 1.939 * 0.325 1.386 + 0.103 - -
Linalool oxide 250 10 - - 1.869 * 0.258 1.347 = 0.121 - -
Linalool oxide 800 10 - - 1.662 + 0.208 1.207 + 0.252 - -
Female Control 0 10 1225 + 125 - — — - 0.569 + 0.182
Linalool oxide 80 10 116.5 + 16.6 - - - ~ 0.615 * 0.193
Linalool oxide 250 10 122.7 *+ 26.3 — - - - 0.598 + 0.198
Linalool oxide 800 10 1049 + 16.8 - - - - 0.634 + 0.181
Sex Test article Dose No. of Salivary
(mg/kg/day) animals glands
(9)
Male Control 0 10 0.825 +* 0.113
Linalool oxide 80 10 0.750 * 0.083
Linalool oxide 250 10 0.722 + 0.061 =
Linalool oxide 800 10 0.695 * 0.051 »=
Female Control 0 10 0.486 * 0.068
Linalool oxide 80 10 0.446 * 0.053
Linalool oxide 250 10 0.421 * 0.052 =
Linalool oxide 800 10 0.451 + 0.057

Significantly different from the control group ; *:p<0.05, *+:p<0.01 (Dunnett test)
—: No data
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Table 12 Organ to body weight ratio (g/100g B.W.) - Group mean values (mean S.D.)

Sex Test article Dose No. of Brain Heart Lungs Liver
(mg/kg/day) animals
Male Control 0 10 0.354 = 0.020 0.268 * 0.020 0.251 £ 0.014 2.536 + 0.192
Linalool oxide 80 10 0.383 * 0.038 0.292 + 0.038 0.263 + 0.019 2.834 * 0.232 »«
Linalool oxide 250 10 0.400 * 0.030 *= 0.291 + 0.024 0.279 £ 0.027 2.858 * 0.172 =+
Linalool oxide 800 10 0.423 * 0.033 *+ 0.293 + 0.014 # 0.289 = 0.018 3.261 * 0.160 *=
Female Control 0 10 0.624 + 0.062 0.301 £ 0.020 0.364 * 0.022 2.583 + 0.141
Linalool oxide 80 10 0.634 * 0.054 0.313 + 0.030 0.362 + 0.031 2.731 £ 0.163
Linalool oxide 250 10 0.669 * 0.069 0.323 * 0.026 0.375 + 0.023 2774 £ 0.172
Linalool oxide 800 10 0.684 * 0.042 0.334 + 0.026 * 0.386 + 0.035 3.461 * 0.279 *»
Sex Test article Dose No. of Kidneys Spleen Thymus Pituitary
(mg/kg/day) animals
(x107)
Male Control 0 10 0.576 * 0.050 0.141 * 0.023 0.046 * 0.009 221 £ 021
Linalool oxide 80 10 0.640 *+ 0.068 0.139 * 0.019 0.042 + 0.008 2.46 + 0.30
Linalool oxide 250 10 0.692 + 0.066 *= 0.134 £ 0.017 0.047 * 0.007 2.50 + 0.22 =
Linalool oxide 800 10 0.748 * 0.054 *= 0.138 * 0.020 0.051 + 0.018 257 = 0.23 =+
Female Control 0 10 0.589 = 0.060 0.168 * 0.017 0.088 *+ 0.009 517 * 0.60
Linalool oxide 80 10 0.613 + 0.059 0.171 * 0.030 0.082 *+ 0.020 587 * 1.25
Linalool oxide 250 10 0.639 * 0.052 0.190 * 0.022 0.089 * 0.026 594 + 0.87
Linalool oxide 800 10 0.696 * 0.073 == 0.182 + 0.017 0.089 + 0.015 5.88 * 0.78
Sex Test article Dose No. of Thyroids Adrenals Testes Ovaries
(mgl/kg/day) animals
(x107) (x10%) (x107?)
Male Control 0 10 405 + 0.72 9.16 + 1.09 0.597 * 0.059 - -
Linalool oxide 80 10 435 + 0.76 11.25 + 1.82# 0.600 * 0.090 - -
Linalool oxide 250 10 478 £ 0.75 11.03 * 3.16 0.630 * 0.119 - -
Linalool oxide 800 10 587 = 0.78 »= 11.75 £ 1.09 ## 0.681 * 0.078 - -
Female Control 0 10 6.28 + 0.67 19.63 + 4.29 - ~ 37.91 £ 472
Linalool oxide 80 10 6.96 * 1.35 2113 £ 275 - - 37.41 = 7.00
Linalool oxide 250 10 7.34 £ 1.57 2343 £ 4.04 - — 41.01 =+ 9.25
Linalool oxide 800 10 7.47 + 1.35 2599 % 4.91 »+ - - 36.01 £ 6.12

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

—~: No data
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Table 12 Organ to body weight ratio (g/100g B.W.) - Group mean values (mean £ $.D.) (Continued)

Sex Test article Dose No. of Prostate Seminal Uterus Salivary
(mg/kg/day) animals vesicles glands
Male Control 0 10 0.301 * 0.044 0.222 £ 0.030 - - 0.128 * 0.013
Linalool oxide 80 10 0.331 * 0.060 0.238 * 0.036 - - 0.128 * 0.017
Linalool oxide 250 10 0.332 £ 0.049 0.239 + 0.024 - - 0.128 * 0.008
Linalool oxide 800 10 0.326 * 0.051 0.237 = 0.057 - - 0.136 * 0.011
Female Control 0 10 - - - - 0.179 * 0.073 0.150 * 0.022
Linalool oxide 80 10 - - — - 0.198 + 0.070 0.142 + 0.019
Linalool oxide 250 10 - - - - 0.203 * 0.084 0.141 * 0.017
Linalool oxide 800 10 - - - - 0.218 *+ 0.066 0.154 * 0.017

Not significantly different from the control group
—: No data
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Table 13 Histopathological findings

Sex Male Female
Test article Control Linalool oxide Linalool oxide Linalool oxide Control Linalool oxide Linalool oxide Linalool oxide
Dose(mg/kg/day) 0 80 250 800 0 80 250 800
Number of animals 10 10 10 10 10 10 10 10
Heart

Normal 7 10 10 10

Mononuclear infiltrate/fibrosis, myocardium/(1)a 1 0 0 0

Mononuclear infiltrate/fibrosis, myocardium/(2)a 2 0 0 0
Aorta

Normal 10 10 10 10
Mandibular lymph node

Normal 10 10 10 10
Mesenteric lymph node

Normal 10 10 10 10
Spleen

Normal 9 10 10 10

Accessory spleen 1 0 0 0
Bone marrow

Normal 10 10 10 10
Thymus

Normal 10 10 10 10
Pituitary

Normal 7 10 10 9

Cyst, pars intermedia 1 0 0 0

Cyst, pars nervosa 1 0 0 0

Cyst, pars nervosa, multiple 1 0 0 1

Dilatation, Rathke's cleft 0 0 0 1
Thyroid

Normal 10 7 7 7 7 10 8 10

Cyst, congenital 0 3 2 2 1 0 2 0

Ectopic thymic tissue 0 0 1 1 2 0 0 0

Hyperplasia, follicular cell, focal/(1)a 0 0 0 1 0 0 0 0

Inflammation, acute/(1)a 0 0 0 0 1 0 0 0
Parathyroid

Normal 10 10 7 10 9 9 10 9

Not examined 0 0 1 0 0 0 0 0

Cyst, congenital 0 0 0 0 0 0 0 1

Syncytial giant cell 0 0 2 0 1 1 0 0
Adrenal

Normal 7 6 5 8 10 10 10 9

Accessory adrenocortical tissue 0 0 0 0 0 0 0 1

Vacuolization, cytoplasmic, cortex/(2)a 3 4 5 2 0 0 0 0
Nasal cavity

Normal 10 10 10 9

Inflammation, nasolacrymal duct/(2)a 0 0 0 1
Trachea

Normal 10 10 10 10

Not significantly different from the control group.

a : Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Table 13 Histopathological findings (Continued)

Sex Male Female
Test article Control Linalool oxide Linalool oxide Linalool oxide Control Linalool oxide Linalool oxide Linalool oxide
Dose(mg/kg/day) 0 80 250 800 0 80 250 800
Number of animals 10 10 10 10 10 10 10 10
Lung/bronchial

Normal 9 10 10 10

Alveolar macrophage aggregation/(1)a 1 0 0 0
Tongue

Normal 10 10 10 10
Salivary gland

Normal 9 10 10 10

Ectopic tissue, parotid gland 1 0 0 0
Esophagus

Normal 10 10 10 10
Stomach

Normal 9 8 10 10

Cyst, glandular/(1)a 1 0 0 0

Erosion, glandular/(2)a 0 2 0 0
Duodenum

Normal 10 10 10 10
Jejunum

Normal 10 10 10 10
lleum

Normal 9 10 10 10

Diverticulum 1 1] 0 0
Cecum

Normal 10 10 10 10
Colon

Normal 9 10 10 10

Lymphocyte rich lymph vessels/(1)a 1 0 0 0
Rectum

Normal 10 10 10 10
Pancreas

Normal 10 8 9 9

Autophagic vacuoles, acinar cell/(1)a 0 1 1 0

Fibrosis, pancreatic islet/(1)a 0 1 0 0

Infiltrate, mononuclear cell/(1)a 0 1 0 1

Not significantly different from the control group.
a : Numbers in parenthesis indicate the grades of lesion :

(1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Table 13 Histopathological findings (Continued)

Sex Male Female
Test article Control Linalool oxide Linalool oxide Linalool oxide Control Linalool oxide Linalool oxide Linalool oxide
Dose(mg/kg/day) 0 80 250 800 0 80 250 800
Number of animals ) 10 10 10 10 10 10 10 10
Liver
Normal 2 4 6 0 6 5 4 0
Fatty change, macrovesicular, periportal/(1)a 0 0 0 0 1 0 0 0
Fatty change, macrovesicular, periportal/(2)a 0 2 0 0 0 1 2 1
Fatty change, microvesicular, periportal/(1)a 3 1 1 2 1 1 2 448
Fatty change, microvesicular, periportal/(2)a 4 3 2 4 0 1 1 2-
Hypertrophy, hepatocellular, centrilobular/(2)a 0 0 0 10 $$ 0 0 0 10 $$
Infiltration, mononuclear/(1)a 1 0 1 0 3 0 1 1
Necrosis, focal/(1)a 0 0 0 0 0 1 0 0
Necrosis, focal/(2)a 0 0 0 0 1 0 0 0
Tension lipidosis/(1)a 0 0 0 0 0 0 (1] 1
Tension lipidosis/(2)a 0 0 1 0 2 1 1 0
Kidney
Normal 0 0 0 0 9 10 10 10
Accumulation, hyaline droplets/(1)a 9 0-8$ 1488 18% 0 0 0 0
Accumulation, hyaline droplets/(2)a 1 7 | 6 | 5 | 0 0 0 0
Accumulation, hyaline droplets/(3)a 0 3- 3- 4 0 0 0 0
Cast, granular/(1)a 0 388% 24$ 198 0 0 0 0
Cast, granular/(2)a 0 3 | 3 | 2 | 0 0 0 0
Cast, granular/(3)a 0 0- 0- 1 0 0 0 0
Cast, hyaline, pelvis/(2)a 0 1 0 0 0 0 0 0
Cyst/(2)a 1 0 0 0 0 0 0 0
Dilatation, pelvis/(2)a 0 2 0 0 0 0 0 0
Dilatation, tubule/(1)a 0 0 0 1 0 0 0 0
Microabscess, renal papilla/(2)a 0 0 1 0 0 0 0 0
Mineralization, cortico-medullary junction/(1)a 0 0 0 0 1 0 0 0
Pyelitis/(2)a 0 1 0 0 0 0 0 0
Tubule basophilia/(1)a 1 6 1 $$ 48% 358%$ 0 0 0 0
Tubule basophilia/(2)a 0 3- 3- 4 - 0 0 0 0
Urinary bladder
Normal 10 10 10 10
Testis
Normal 10 10
Prostate
Normal 6 10
Infiltrate, lymphocytic/(1)a 1 0
Infiltrate, lymphocytic/(2)a 2 0
Inflammation/(2)a 1 0
Epididymis
Normal 10 10
Seminal vesicle
Normal 10 10

Significantly different from the control group ; $:p<0.05, $$:p<0.01 (Wilcoxon test).
a : Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Table 13 Histopathological findings (Continued)

Sex Male Female
Test article Control  Linalool oxide Linalool oxide Linalool oxide Control Linalool oxide Linalool oxide Linalool oxide
Dose(mg/kg/day) 0 80 250 800 0 80 250 800
Number of animals 10 10 10 10 10 10 10 10
Mammary gland

Normal 10 10 10 10
Ovary

Normal 9 9

Cyst, corpus luteum/(2)a 0 1

Cyst, paraovarian/(2)a 1 0
Oviduct

Normal 10 10
Uterus

Normal 9 8

Dilatation, luminal/(2)a 1 2
Vagina

Normal 10 10
Femur

Normal 10 10 10 10
Sternum

Normal 10 10 10 10
Musculature

Normal 10 10 10 10
Skin/subcutis

Normal 10 10 10 10
Zymbal's gland

Normal 10 10 10 10
Eye

Normal 10 10 10 10
Harderian gland

Normal 10 10 10 10
Brain

Normal 10 10 10 10
Spinal cord

Normal 10 10 10 10
Sciatic nerve

Normal 10 10 10 10

Not significantly different from the control group.

a : Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Table 14 Immunohistochemical finding -

Sex Male
Test article Control  Linalool oxide Linalool oxide Linalool oxide
Dose(mg/kg/day) 0 80 250 800
Number of animals 10 10 10 10
Kidney
Accumulation of alpha2u-globurin/1+ 9 0+ $$ 1588 1-8$
Accumulation of alpha2u-globurin/2+ 1 7 | 6 | 5 |
Accumulation of alpha2u-globurin/3+ 0 3 3 4 -

Significantly different from the control group ; $$:p<0.01 (Wilcoxon test).
Grades of positive droplets: -; negative, 1+; minimal, 2+; slight, 3+; moderate.

101
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Table 15 Results for stability

Found concentration

Stability®

Storage period
(Date of analysis)

(mg/mL)

(%)

Immediately after preparation

5 days in a refrigerator following
24 hours at room temperature

10 days in a refrigerator following
24 hours at room temperature
(December 11, 2017)

Test article Intended concentration
(mg/mL)
Linalool oxide 16.00
160.0

Immediately after preparation
5 day§ in a refrigerator following
24 hours at room temperature
10 days in a refrigerator following
24 hours at room temperature
(December 11, 2017)

(November 30, 20 7) e ameeemme e aeaeeaeem—n——nan

RE : Relative error
a : Stability(%) = After storage / immediately after preparation x 100
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Table 16 Results for content analyses

Test article Date of analysis Intended concentration Found concentration Ratio®
(mg/mL) (mg/mL) (%)
Linalool oxide November 30, 2017 0.000 0.000 -
16.00 16.90 105.6
50.00 51.63 103.3
160.0 165.0 103.1
February 27, 2018 0.000 0.000 -
16.00 16.86 105.4
50.00 52.02 104.0
160.0 166.5 104.1

a : Ratio (%) = Found concentration / intended concentrationx100




POl

Table 17 Data of system suitability

Test article

Linalool oxide

Date of analysis Injection time Peak area
(pAU-sec)
November 29, 2017 1 13283
2 13216
............. CTUUROUUURUUUURR - SO
Mean 13253 T
SD 34
RSD (%) 0.3
December 6, 2017 1 12968
2 13019
............. 3 298
Mean 12976 T
SD 40
RSD (%) 0.3
December 11, 2017 1 12783
2 12875
............. 3 2895
Mean 12851
sD 60
RSD (%) 0.5
February 27, 2018 1 12988
2 13039
............. & N |17 .
Mean 13017 o
SD 26
RSD (%) 0.2

SD: Standard deviation
RSD: Relative standard deviation



S0l

Table 18 Data of calibration curve

Test article Date of Article Back RE Peak area Slope Y Correlation
analysis concentration calculated (%) (uAU-sec) intercept coefficient
in caliblation concentration (r)
sample (ug/ml) (pg/mL)

Linalool oxide November 29, 2017 10 10.06 0.6 2575 268.255 -122.199 1.000
20 19.83 -0.9 5197
50 50.25 0.5 13358
75 74.84 -0.2 19955
100 100.0 0.0 26709

December 6, 2017 10 9.917 -0.8 2529 262.11 -69.9181 1.000
20 20.04 0.2 5184
50 50.20 0.4 13088
75 74.76 -0.3 19525
100 100.1 0.1 26162

December 11, 2017 10 10.21 21 2451 261.876 -222.474 1.000
20 19.85 -0.8 4977
50 49.78 -0.4 12813
75 75.16 0.2 19460
100 100.0 0.0 25865

February 27, 2018 10 9.976 -0.2 2479 264.149 -155.645 1.000
20 20.25 1.3 5194
50 49.86 -0.3 13015
75 74.56 -0.6 19539
100 100.4 0.4 26352

RE: Relative error
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Table 19 Data of QC sample

Test article Date of analysis Article concentration Back calculated RE
in QC sample concentration (%)
(pg/mL) (pg/mL)

Linalool oxide November 30, 2017 20 20.16 0.8
e 2025 13

75 74.93 0.1

74.74 -0.3

December 6, 2017 20 19.86 0.7
e 1996 02

75 74.56 0.6

74.76 -0.3

December 11, 2017 20 19.98 0.1
e 2088 22 .

75 75.34 0.5

75.10 0.1

February 27, 2018 20 20.22 1.1
e 2005 03

75 75.17 0.2

75.06 0.1

RE : Relative error
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Appendix 1 General condition - Individual observations

Sex Test article

Dose
(mg/kg/day)

Animal
number

(Frequency Day

1(AM)

2(AM)

3(AM)

Male Control

0

01MO01
01M02
01M03
01M04
01MO05
01MO06
01M07
01M08
01M09
01M10

Linalool oxide

80

02Mo01
02M02
02Mmo03
02M04
02M05
02M06
02M07
02M038
02Mo09
02M10

Linalool oxide

250

03M01
03M02
03M03
03M04
03M05
03M06
03M07
03mo08
03M09
03M10

Linalool oxide

800

04Mo01
04M02
04M03
04M04
04M05
04M06
04M07
04M08
04M09
04M10

oo ||

o! Tl

b : Abnormal gait
- : Normal



Appendix1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) or time) 4(PM)

5(AM)

5(PM)

6(AM)

Male Control

(mg/kg/day)
0

01M01 -
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide

80

02MO01 -
02M02 -
02M03 -
02M04 -
02M05 -
02M06 -
02M07 -
02M08 -
02M09 -
02M10 -

) Linalool oxide

250

03M01 -
03M02 -
03M03 -
03M04 -
03MO05 -
03M06 -
03M07 -
03M08 -
03M09 -
03M10 -

Linalool oxide

800

04Mo01 -
04M02 -
04M03 -
04M04 -
04MO05 -
04M06 -
04M07 -
04M08 -
04M09 -
04M10 =

b : Abnormal gait
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

(mg/kg/day) number death(day) or time) 8(AM)

8(PM)

9(AM)

9(PM)

10(AM)

10(PM)

11(AM)

Male Control 0 01M01 -
01M02 .
01MO03 -
01Mo04 -
01MO05 N
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide 80 02M01 -
02M02 -
02M03 -
02M04 -
02M05 -
02M06 -
02Mo07 _
02M08 -
02M09 -
02M10 -

& Linalool oxide 250 03M01 -

03M02 -
03M03 -
03M04 -
03M05 -
03M06 -
03M07 -
03M08 -
03M09 -
03M10 -

Linalool oxide 800 04M01 -
04M02 a
04M03 -
04M04 -
04M05 -
04M06 -
04MO07 -
04M08 -
04M09 -
04M10 -

1 o |

a : Decrease in locomotor activity
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article Dose

(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) or time) 11(PM)

12(AM)

12(PM)

13(AM)

13(PM) 14(AM)

Male Control 0

01Mo01 -
01M02 -
01MO03 =
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide 80

02mo1 -
02Mo02 -
02M03 -
02M04 -
02M05 -
02M06 -
02Mo07 -
02M08 -
02M09 -
02M10 -

Linalool oxide 250

03Mo01 -
03M02 -
03M03 -
03M04 -
03MO05 -
03MO06 -
03M07 -
03mo8 -
03M09 -
03M10 -

|

Linalool oxide 800

04MO01 -
04M02 -
04M03 -
04M04 -
04MO05 -
04M06 -
04M07 -
04M08 N
04M09 -
04M10 -

a : Decrease in locomotor activity
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal
number

(Frequency Day

15(AM)

15(PM)

16(AM)

16(PM)

17(AM) 17(PM)

18(AM)

Male Control

(mg/kg/day)
0

01M01
01M02
01M03
01M04
01MO05
01M06
01M07
01M08
01M09
01M10

Linalool oxide

80

02mo1
02M02
02M03
02M04
02M05
02Mo06
02mMo07
02M08
02M09
02M10

Linalool oxide

250

03Mo01
03M02
03Mo03
03Mo04
03M05
03M06
03Mo07
03Mo08
03M09
03M10

Linalool oxide

800

04M01
04M02
04M03
04M04
04M05
04M06
04M07
04M08
04M09
04M10

o000 o0l

ool I

1]

o0l oo |

I ool

(1]

c : Salivation
- : Normal
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Appendix1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 18(PM)

19(AM) 19(PM)

20(AM)

20(PM)

21(AM)

21(PM)

Male Control

0

01MoO1 —
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01Mo07 -
01Mo08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 —
02M02 -
02M03 -
02M04 -
02MO05 -
02M06 -
02Mo07 -
02M08 -
02M09 -
02M10 ~

Linalool oxide

250

03M01 -
03M02 -
03M03 -
03M04 -
03M05 -
03M06 -
03M07 -
03Mo08 -
03M09 -
03M10 -

Linalool oxide

800

04Mo01 -
04M02 -
04M03 -
04M04 -
04M05 -
04M06 -
04M07 -
04M08 -
04Mo09 -
04M10 -

o1l oo o |
|

1 o1

el

1ol

I ol

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) ortime) 22(AM)

22(PM) 23(AM)

23(PM)

24(AM)

24(PM)

25(AM)

Male Control

(mg/kg/day)
0

01Mo01 -
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 —
02M02 -
02M03 -
02Mo04 -
02MO05 -
02M06 -
02Mo07 -
02M08 -
02Mo09 -
02M10 -

Linalool oxide

250

03MO01 -
03M02 -
03M03 -
03M04 -
03MO05 -
03M06 -
03M07 -
03M08 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04M02 c
04M03 -
04M04
04M05
04M06
04Mo07
04M08
04M09
04M10

ol oool

I
o |

I
ol oool

I ol

oo0oo0oo0o0 |

ol

oo0oo0oo0ol

c : Salivation
- : Normal
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Appendix1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) ortime) 25(PM)

26(AM)

26(PM)

27(AM)

27(PM) 28(AM)

28(PM)

Male Control

(mg/kg/day)
0

01M01 -
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 -
02M02 -
02M03 -
02M04 -
02M05 -
02M06 -
02Mo07 -
02M08 -
02M09 -
02M10 -

Linalool oxide

250

03MO01 -
03M02 -
03M03 -
03M04 -
03MO05 -
03M06 -
03M07 -
03Mo8 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04M02 -
04M03 -
04M04 -
04M05 -
04M06 -
04M07 -
04Mo08 -
04Mo0° -
04M10 -

ao0ooo |

o |l

oo0oo0oo0o0 |l

1
o0t ool

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

29(PM)

30(AM)

30(PM)

31(AM)

31(PM)

32(AM)

(mg/kg/day) number death(day) ortime) 29(AM)
0 01M01 -
01M02 -

01MO03 -

01M04 -

01M05 -

01M06 -

01Mo07 -

01M08 -

01M09 -

01M10 -

Male Control

Linalool oxide 80 02M01 -
02M02 -
02M03 -
02M04 -
02M05 -
02M06 _
02M07 _
02M08 -
02M09 -
02M10 -

Linalool oxide 250 03M01 -
03M02 -
03M03 -
03M04 -
03MO05 -
03MO06 -
03M07 -
03Mo08 —
03M09 -
03M10 -

Linalool oxide 800 04MO01
04M02
04M03 -
04M04
04MO05
04M06
04M07
04M08
04M09
04M10

o |

o000 o0 |

ocoo0oo0oo0o0 |l

ocooo0o0o0 |l

I ool

oo0oo0oo0o0 |l

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 32(PM)

33(AM)

33(PM)

34(AM)

34(PM) 35(AM)

35(PM)

Male Control

0

01M01 -
01M02 -
01M03 -
01M04 -
01MO05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 -
02M02 -
02M03 -
02M04 -
02M05 -
02M06 -
02M07 -
02Mo08 -
02M09 -
02M10 -

Linalool oxide

250

03M01 ~
03M02 -
03M03 -
03M04 -
03M05 -
03M06 -
03M07 -
03M08 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04M02 N
04M03 -
04M04 -
04M05 -
04M06 -
04M07 -
04M08 -
04M09 -
04M10 -

oo |

ocoo0oo0o60o0 |

o |l

ooo0oo0o0l

I
ol

|
ol ooo|l

¢ : Salivation
- : Normal
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Appendix1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) ortime) 36(AM)

36(PM)

37(AM)

37(PM)

38(AM)

38(PM)

39(AM)

Male Control

(mg/kg/day)
0

01MO01 -
01M02 -
01M03 -
01M04 -
01M05 -
01MO06 B
01M07 -
01Mo08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 —
02M02 -
02M03 =
02M04 -
02M05 —
02M06 -
02M07 -
02M08 -
02M09 -
02M10 -

Linalool oxide

250

03M01 -
03M02 -
03M03 -
03M04 -
03MO05 -
03M06 -
03M07 -
03Mo08 -
03M09 -
03M10

Linalool oxide

800

04M01
04M02
04M03
04M04
04M0S
04M06
04M07
04M08
04M09
04M10

I oo |

o000 o0o0 |l

o

ol oool

ocoo0oo0oo0o0l ol ol

a0oo0on0o0l

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) or time) 39(PM)

40(AM)

40(PM)

21(AM)

41(PM)

42(AM)

Male Control

0

01Mo01 -
01M02 -
01Mo03 -
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 -
02M02 -
02M03 -
02Mo04 -
02M05 -
02M06 -
02M07 -
02Mmo08 -
02M09 -
02M10 -

Linalool oxide

250

03M01 -
03M02 -
03M03 -
03M04 -
03MO05 -
03MO06 -
03M07 -
03Mo08 -
03M09 -
03M10 -

Linalool oxide

800

04MO01 -
04M02 -
04M03 -
04Mo04 -
04M05 -
04M06 -
04M07 -
04M08 -
04M09 -
04M10 -

ol ol ol

|

ol ol

aOao0oo0oo0o0|

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal
number

(Frequency Day

43(AM)

43(PM)

44(AM) 44(PM)

45(AM)

45(PM)

Male Control

0

01M01
01M02
01M03
01M04
01M05
01M06
01M07
01Mo08
01M09
01M10

Linalool oxide

80

02Mo01
02mMo02
02M03
02M04
02M05
02M06
02Mo07
02mos
02M09
02M10

Linalool oxide

250

03M01
03M02
03M03
03M04
03M05
03M06
03Mo07
03M08
03M09
03M10

Linalool oxide

800

04M01
04M02
04M03
04M04
04MO05
04M06
04M07
04M08
04M09
04M10

a0 o0o0o0l

oo o000l
|

I ol

oo oo0o0 |l

o000 o0 |

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

(mg/kg/day) number death(day) or time)  46(PM) 47(AM) 47(PM) 48(AM) 48(PM) 49(AM) 49(PM)

Male Control 0 01M01 - - - - —
01M02 - - - - -

01M03 - - - - - -
01M04 - - - - -

01M05 - - - - - -
01M06 - - - - -

01M07 - - - - -
01M08 - - - - -
01M09 - - - - - -
01M10 - - - - - -

Linalool oxide 80 02M01 - - - - - -
02M02 - - - - - =
02Mo03 - - - - -
02M04 - - - -
02M05 - - - -
02M06 - - - - -
02mo07 - - - -
02M08 - - - -
02M09 - - - - - -
02M10 - - - - -

Linalool oxide 250 03MO01 - - -
03M02 - - - - -
03M03 - - - - -
03M04 - - - - -
03MO05 - - - - -
03M06 - - - - -
03M07 - - - -
03Mo08 - - - - - -
03M09 - - - -
03M10 - - - -

Linalool oxide 800 04M01 -
04M02 -
04MO03 - - - -
04M04 -
04MO05 -
04MO06 -
04M07 -
04M08 -
04M09 -
04M10 -

o
I
[z}
|
(2]
|

coo0ol ol
I
o000 o0l
1
o000l ol
|

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal
number

(Frequency Day

50(AM)

51(AM)

51(PM)

52(AM)

52(PM)

53(AM)

Male Control

(mg/kg/day)
0

01M01
01M02
01M03
01M04
01M05
01M06
01M07
01Mmo08
01M09
01M10

Linalool oxide

80

02M01
02M02
02M03
02M04
02M05
02M06
02M07
02M08
02M09
02M10

Linalool oxide

250

03M01
03Mo02
03M03
03M04
03MO05
03M06
03Mo07
03Mo08
03Mo09
03M10

Linalool oxide

800

04Mo01
04M02
04M03
04M04
04MO05
04M06
04M07
04Mmo08
04M09
04M10

ol

ool ol

coo0oo0 1l ol

ol

ol ol ol

o |l

o000 o0 |

¢ : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) or time) 53(PM)

54(AM)

54(PM)

55(AM)

55(PM)

56(AM)

56(PM)

Male Control

(mg/kg/day)
0

01M01 -
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 =
01M10 -

Linalool oxide

80

02M01 -
02M02 -
02M03 -
02Mmo04 -
02M05 -
02M06 -
02M07 -
02M08 -
02M09 -
02M10 =

Linalool oxide

250

03Mo01 -
03Mo02 =
03M03 -
03M04 -
03M05 -
03M06 -
03M07 -
03M08 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04Mo02 -
04M03 -
04M04 -
04M05 -
04M06 -
04M07 -
04M08 -
04M09 -
04M10 -

ol

ocoo0oo0o oo |l

o |

ol ol ol

o |

o000 |

¢ : Salivation
- : Normal
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Appendix1 General condition - Individual observations (Continued)

Sex Test article

Dose

(mg/kg/day)

Animal
number

(Frequency Day

57(AM)

57(PM)

58(AM) 58(PM)

59(AM)

59(PM)

60(AM)

Male Control

0

01M01
01M02
01M03
01M04
01MO05
01M06
01M07
01Mo08
01M09
01M10

Linalool oxide

80

02M01
02M02
02M03
02M04
02M05
02M06
02mo07
02M08
02M09
02M10

Linalool oxide

250

03MO01
03M02
03M03
03M04
03MO05
03M06
03M07
03M08
03M09
03M10

Linalool oxide

800

04M01
04M02
04M03
04M04
04M05
04M06
04M07
04M08
04M09
04M10

o000 | ol

oo0ol
|

ocoool ol

I ol

cooaol ol

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) ortime) 60(PM)

61(AM)

61(PM) 62(AM)

62(PM)

63(AM) 63(PM)

Male Control

(mg/kg/day)
0

01MO01 -
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01Mo08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 -
02M02 -
02M03 -
02M04 -
02M05 -
02M06 -
02M07 -
02M08 -
02M09 -
02M10 -

Linalool oxide

250

03Mo1 -
03M02 -
03M03 -
03M04 -
03Mo05 -
03M06 -
03M07 -
03M08 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04M02 -
04M03 -
04Mo04 -
04M05 -
04M06 -
04M07 -
04Mo08 -
04M09 -
04M10 -

1 o

ocooo0 !l ol

I
o000 |l ol

ocooo0ol ol
1

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 64(AM)

64(PM)

65(AM)

65(PM) 66(AM)

66(PM)

67(AM)

Male Control

0

01M01 -
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01Mo08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 -
02M02 -
02M03 -
02Mo04 -
02MO05 -
02M06 -
02mMo07 -
02Mo08 -
02M09 -
02M10 -

Linalool oxide

250

03Mo01 -
03M02 -
03M03 -
03M04 -
03M05 -
03M06 -
03Mo07 -
03Mo08 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04M02 -
04M03 -
04M04 -
04M05 -
04M06 c
04M07 -
04Mo08 -
04M09 c
04M10 c

o0 o0 |

|
oo0ol

ao0oo0oo0o |l

c : Salivation
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 67(PM)

68(AM)

68(PM) 69(AM)

69(PM)

70(AM)

70(PM)

Male Control

0

01M01 -
01Mo02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 -
02M02 -
02M03 -
02Mo04 -
02M05 -
02M06 -
02M07 -
02M08 -
02M09 -
02M10 -

D Linalool oxide
S

250

03M01 -
03M02 -
03M03 -
03M04 -
03M05 -
03M06 -
03M07 -
03Mo08 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04M02 -
04M03 -
04M04 -
04MO05 -
04M06 -
04Mo07 -
04Mo08 -
04Mo09 -
04M10 -

|
o000l ol

ao0ool ol

c : Salivation
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

(mg/kgiday) number  death(day) ortime) _ 71(AM) 71(PM) 72(AM) 72(PM) 73(AM) 73(PM) 74(AN)
0 01MO1 - - - - - -
01M02 - - - - - -
01M03 - - - - =

01M04 - - - - -

01M05 - - - - -

01M06 - - - - -

01M07 - - - - -

01M08 - - - - -

01M09 - - - - -

01M10 - - ~ - -~ -

Male Control

Linalool oxide 80 02M01 - -
02Mo02 - - - - - -
02M03 - - - - -
02M04 - - - - -
02M05 - - - - -
02M06 - - - - -
02M07 - - - - -
02Mo08 - - - - -
02M09 - - - - - -
02M10 - - - = -

Linalool oxide 250 03MO01 - -
03M02 - - - - -
03M03 - - - - -
03M04 - - - - -
03M05 - - - - -
03M06 - - - - -
03Mo07 - - - -
03M08 - - - - - -
03M09 - - - - -
03M10 - - - -

I
el

Linalool oxide 800 04M01 - -
04M02
04M03 - -
04M04
04MO05
04MO06
04M07
04M08
04M09
04M10

o
|
[}
I

1
I
1
ITooool ol ol

ool ol
|

o000l ol
1

coool ol

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) or time)  74(PM)

75(AM)

75(PM) 76(AM)

76(PM)

77(AM)

77(PM)

Male Control

0

01Mo01 -
01M02 -
01M03 =
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01Mm09 -
01M10 -

Linalool oxide

80

02M01 —
02M02 -
02M03 -
02M04 -
02M05 -
02M06 -
02Mo07 -
02Mo08 -
02Mo09 -
02M10 -

Linalool oxide

250

03M01 —
03M02 -
03M03 -
03M04 -
03MO05 -
03M06 -
03Mo07 -
03Mo08 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04Mo02 -
04M03 -
04M04 -
04M05 -
04M06 -
04Mo07 -
04Mo08 -
04M09 -
04M10 -

o000l ol ol

[}
I ol

I
o000 o0o0 |

| ol

oo o0l

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 78(AM)

78(PM)

79(AM) 79(PM)

80(AM)

80(PM)

81(AM)

Male Control

0

01MO01 -
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide

80

02M01 -
02M02 -
02M03 -
02M04 -

“02M05 -

02M06 -
02M07 -
02Mo08 -
02M09 -
02M10 -

Linalool oxide

250

03M01 B
03Mo02 -
03M03 -
03Mo04 -
03MO05 -
03M06 -
03M07 -
03M08 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04M02 -
04M03 -
04M04 -
04MO05 -
04M06 -
04MO07 -
04M08 c
04M09 c
04M10 -

oo oo |
|

[ s I |

ol ool

o000l

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mgl/kg/day)

Animal Mode of (Frequency Day

number death(day) or time) 81(PM)

82(AM)

82(PM)

83(AM) 83(PM)

84(AM)

84(PM)

Male Control

0

01M01 -
01M02 -
01M03 -
01M04 -
01M05 -
01M06 -
01M07 -
01M08 -
01M09 -
01M10 -

Linalool oxide

80

02Mo01 -
02M02 -
02M03 -
02M04 -
02M05 =
02Mo06 -
02M07 -
02Mo08 -
02M09 -
02M10 -

Linalool oxide

250

03MO01 -
03M02 -
03M03 -
03M04 -
03MO05 -
03M06 -
03M07 -
03mos8 -
03M09 -
03M10 -

Linalool oxide

800

04M01 -
04M02 -
04M03 -
04M04 -
04MO05 -
04M06 -
04Mo07 -
04M08 -
04M09 -
04M10 -

o000l

o000l

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal
number

(Frequency Day

85(AM)

85(PM)

86(AM)

86(PM)

87(AM)

87(PM)

88(AM)

Male Control

0

01MoO1
01M02
01M03
01M04
01M05
01Mo06
01M07
01M08
01M09
01M10

Linalool oxide

80

02M01
02Mo02
02Mo03
02Mo04
02M05
02M06
02Mmo7
02M038
02M09
02M10

Linalool oxide

250

03M01
03M02
03mo03
03Mo04
03M05
03M06
03M07
03M08
03Mo09
03M10

Linalool oxide

800

04M01
04M02
04M03
04M04
04M05
04M06
04Mo07
04Mo08
04M09
04M10

| ol

o000l

ol ool

ol ool

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) or time) 88(PM) 89(AM)

89(PM)

90(AM)

90(PM)

91(AM)

91(PM)

Male Control

0

01Mo1 - -
01M02 - -
01M03 - -
01M04 - -
01M05 - -
01M06 - -
01M07 - -
01M08 - -
01M09 - -
01M10 - -

Linalool oxide

80

02Mo1 - -
02M02 - -
02M03 - -
02M04 - -
02M05 - -
02M06 - -
02Mo07 - -
02mo08 - -
02M09 - -
02M10 - -

Linalool oxide

250

03M01 - -
03M02 - -
03M03 - -
03Mo04 - -
03M05 - -
03Mo06 - -
03Mo7 - -
03mos8 - -
03Mo09 - -
03M10 - -~

Linalool oxide

800

04M01 - -
04M02 - -
04M03 - -
04M04 - -
04MO05 - -
04M06 - -
04M07 - -
04M08 - -
04M09 - c
04M10 - c

Il oo | |

¢ : Salivation
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Mode of
death(day)

Animal

number or time)

Male Control

0

01M01
01M02
01M03
01M04
01M05
01M06
01M07
01M08
01M09
01M10

Linalool oxide

80

02M01
02Mo02
02M03
02M04
02M05
02M06
02MO07
02M08
02M09
02M10

N5} Linalool oxide
2

250

03M01
03M02
03M03
03M04
03Mo05
03M06
03M07
03Mo8
03M09
03M10

Linalool oxide

800

04M01
04M02
04M03
04M04
04M05
04Mo06
04M07
04M08
04M09
04M10

- : Normal

(Frequency Day
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Appendix1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

(mg/kg/day) number death(day) or time) 1(AM) 1(PM) 2(AM) 2(PM) 3(AM)

Female Control 0 01F01 - - - - —
01F02 - - - - -
01F03 - - - - -
01F04 - - - - -
01F05 - - - - -
01F06 - - - - -
01F07 - - - - -
01F08 - - - - -
01F09 - - - - -
01F10 - - - - -

Linalool oxide 80 02F01 - - - - —
02F02 - - - —
02F03 - - - - -
02F04 - - - - —
02F05 - -
02F06 - - = -
02F07 - - - - -
02F08 - - - = -
02F09 - - - - -
02F10 - - = - -

Linalool oxide 250 03F01 - - - - -
03F02 - - - - -
03F03 - - - - -
03F04 - - - -
03F05 - - - - -
03F06 - - - - -
03F07 - - - -
03F08
03F09
03F10

1
I

Linalool oxide 800 04F01
04F02
04F03
04F04
04F05
04F06
04F07 - -
04F08
04F09 b -
04F10 - -

| l TooT | Tfl
| | I
Il Tl ool

|

|

b : Abnormal gait
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) or time) 4(PM)

5(AM)

5(PM)

6(AM)

7(AM)

Female Control

0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 =
02F10 —

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01 -
04F02 -
04F03 -
04F04 -
04F05 -
04F06 -
04F07 -
04F08 -
04F09 -
04F10 -

b : Abnormal gait
- : Normal
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Appendix1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) or time) 8(AM) 8(PM)

9(PM)

10(AM)

10(PM) 11(AM)

Female Control

(mg/kg/day)
0

01F01 - -
01F02 - -
01F03 - -
01F04 - -
01F05 - -
01F06 - -
01F07 - -
01F08 - -
01F09 - -
01F10 - -

Linalool oxide

80

02F01 - -
02F02 - -
02F03 - -
02F04 - -
02F05 - -
02F06 - -
02F07 - -
02F08 - -
02F09 - -
02F10 - -

Linalool oxide

250

03F01 - -
03F02 - -
03F03 - -
03F04 - -
03F05 - -
03F06 ~ -
03F07 - -
03F08 - -
03F09 - -
03F10 - -

Linalool oxide

800

04F01 - -
04F02 - -
04F03 - -
04F04 - -
04F05 - -
04F06 - -
04F07 - -
04F08 - -
04F09 N -
04F10 - -

- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 11(PM) 12(AM)

12(PM)

13(AM)

13(PM)

14(AM)

14(PM)

Female Control

0

01F01 - -
01F02 - -
01F03 - -
01F04 - -
01F05 - -
01F06 - -
01F07 - -
01F08 - -
01F09 - -
01F10 - -

Linalool oxide

80

02F01 - -
02F02 - -
02F03 - -
02F04 - -
02F05 - -
02F06 - -
02F07 - -
02F08 - -
02F09 - -
02F10 - -

Linalool oxide

250

03F01 - -
03F02 - -
03F03 - -
03F04 - -
03F05 - -
03F06 - -
03F07 - -
03F08 - -
03F09 - -
03F10 - -

Linalool oxide

800

04F01 - -
04F02 - -
04F03 - -
04F04 - -
04F05 - -
04F06 - -
04F07 - -
04F08 - -
04F09 - -
04F10 - -

- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 15(AM)

15(PM)

16(AM) 16(PM)

17(AM)

17(PM) 18(AM)

Female Control

0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01 _
04F02 -
04F03 c
04F04 c
04F05 c
04F06 c
04F07 -
04F08 -
04F09 -
04F10 -

I o
|

L= I I - T |

ol

|
I ol

c : Salivation
- : Normal
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Appendix1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) ortime) 18(PM)

19(AM)

19(PM)

20(AM)

20(PM)

21(AM)

21(PM)

Female Control

(mg/ka/day)
0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01 -
04F02 -
04F03 -
04F04 -
04F05 -
04F06 -
04F07 -
04F08 -
04F09 -
04F10 -

c : Salivation
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

(mg/kg/day) number death(day) ortime) 22(AM) 22(PM)

23(AM)

23(PM)

24(AM)

24(PM)

25(AM)

Female Control 0 01F01 - -
01F02 - -
01F03 - -
01F04 - -
01F05 - -
01F06 - -
01F07 - -
01F08 - -
01F09 - -
01F10 - -

Linalool oxide 80 02F01 - -
02F02 - -
02F03 - -
02F04 - -
02F05 - -
02F06 - -
02F07 - -
02F08 - -
02F09 = -

— 02F10 - -

‘ﬁ Linalool oxide 250 03F01 - -

03F02 - -
03F03 - -
03F04 - -
03F05 - -
03F06 - -
03F07 - -
03F08 - -
03F09 - -
03F10 - -

Linalool oxide 800 04F01 -
04F02
04F03 - -
04F04
04F05
04F06
04F07
04F08
04F09
04F10

Froocooo ol
1

oo

3}

ool ol

c : Salivation
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) or time) 25(PM)

26(AM)

26(PM) 27(AM)

27(PM)

28(AM)

28(PM)

Female Control

0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F0S -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01 -
04F02 -
04F03 -
04F04 -
04F05 -
04F06 -
04F07 -
04F08 -
04F09 -
04F10 -

ol ol ol

I
ol ol

c : Salivation
- : Normal
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Appendix1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal
number

(Frequency Day

29(AM)

30(AM)

30(PM)

31(AM)

31(PM)

32(AM)

Female Control

(mg/kg/day)
0

01F01
01F02
01F03
01F04
01F05
01F06
01F07
01F08
01F09
01F10

Linalool oxide

80

02F01
02F02
02F03
02F04
02F05
02F06
02F07
02F08
02F09
02F10

Linalool oxide

250

03F01
03F02
03F03
03F04
03F05
03F06
03F07
03F08
03F09
03F10

Linalool oxide

800

04F01
04F02
04F03
04F04
04F05
04F06
04F07
04F08
04F09
04F10

ol ool

I ooo ol

(1]

o000l ool

o

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal
number

(Frequency Day

33(AM)

33(PM)

34(AM)

34(PM)

35(AM) 35(PM)

Female Control

0

01F01
01F02
01F03
01F04
01F05
01F06
01F07
01F08
01F09
01F10

Linalool oxide

80

02F01
02F02
02F03
02F04
02F05
02F06
02F07
02F08
02F09
02F10

Linalool oxide

250

03F01
03F02
03F03
03F04
03F05
03F06
03F07
03F08
03F09
03F10

Linalool oxide

800

04F01
04F02
04F03
04F04
04F05
04F06
04F07
04F08
04F09
04F10

o |l

o)l ool

ol oo |l

el oo
1

c : Salivation
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 36(AM)

36(PM)

37(AM) 37(PM)

38(AM)

38(PM) 39(AM)

Female Control

0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 _
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01
04F02
04F03 -
04F04
04F05
04F06
04F07
04F08
04F09
04F10

o |

ol ool

oo 11

¢ : Salivation
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal
number

(Frequency Day

40(AM)

40(PM)

41(AM)

41(PM)

42(AM) 42(PM)

Female Control

(mg/kg/day)
1]

01F01
01F02
01F03
01F04
01F05
01F06
01F07
01F08
01F09
01F10

Linalool oxide

80

02F01
02F02
02F03
02F04
02F0S
02F06
02F07
02F08
02F09
02F10

Linalool oxide

250

03F01
03F02
03F03
03F04
03F05
03F06
03F07
03F08
03F09
03F10

Linalool oxide

800

04F01
04F02
04F03
04F04
04F05
04F06
04F07
04F08
04F09
04F10

Ial oo ol
I

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 43(AM)

43(PM)

44(PM)

45(AM)

45(PM) 46(AM)

Female Control

0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F0S -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01
04F02
04F03
04F04 -
04F05 -
04F06

04F07

04F08

04F09 -
04F10 ~

ol

|
1 a0l

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) or time)  46(PM)

47(AM)

47(PM) 48(AM)

48(PM)

49(AM)

49(PM)

Female Control

(mg/kg/day)
0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 =

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01 -
04F02 -
04F03 -
04F04 -
04F05 -
04F06 =
04F07 -
04F08 -
04F09 -
04F10 -

|
roo 1 |

|

I ool

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

(molkg/day) number  death(day) ortime) _ 50(AM) 50(PM) 51(AM) 51(PM) 52(AM) 52(PM) 53(AM)
0 01F01 - - - - =
01F02 - - - - -
01F03 - - - - -
01F04 - - - - -
01F05 - - - - N
01F06 - - - - -
01F07 - - - - -
01F08 - - - - - - -
01F09 - - - - - -
01F10 - - - - -

Female Control

Linalool oxide 80 02F01 - - - -
02F02 - - - - -
02F03 - - - - -
02F04 - - - - -
02F05 - - - - -
02F06 - - - - -
02F07 - - - - -
02F08 - - - - -
02F09 - - ~ - -
02F10 - - - - -

Linalool oxide 250 03F01 - - —
03F02 - - - - -
03F03 - - - - -
03F04 - - - - -
03F05 - - - - -
03F06 - - - - -
03F07 - - - - -
03F08 - - - - _
03F09 - - - - -
03F10 - - - -

Linalool oxide 800 04F01 -
04F02 - -
04F03
04F04
04F05
04F06
04F07
04F08
04F09
04F10

|

(2]
|
I

Tol ol ol
[

ool ool ool
I

a0l ooo |l
|

ool ool

c : Salivation
- : Normal



ev-1

Appendix 1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

(mg/kg/day) number death(day) ortime) 53(PM) 54(AM) 54(PM) 55(AM) 55(PM) 56(AM) SG(I_’M)

Female Control 0 01F01 - - - - —
01F02 - - - - - —
01F03 - - - - -
01F04 - - - - _
01F05 - - - - -
01F06 - - - - -
01F07 - - - - -
01F08 - - - - -
01F09 - - - - -
01F10 - - - - -

Linalool oxide 80 02F01 - - —
02F02 - - - - -
02F03 - - - - -
02F04 - - - - -
02F05 - - -
02F06 - - - - -
02F07 - - - - -
02F08 - - - - - -
02F09 - - - -
02F10 - - - -

Linalool oxide 250 03F01 -
03F02 - - - - -
03F03 - - - - -
03F04 - - - - -
03F05 - - - -
03F06 - - - - -
03F07 - - - -
03F08 - - - - -
03F09 - - -
03F10 - - - -

Linalool oxide 800 04F01 -
04F02 - - - -
04F03 _
04F04 -
04F05 -
04F06 -
04F07 -
04F08 -
04F09 -
04F10 -

]
|

|
I oo ol
I
oo o |l
|

I
(2]
1
I

|

ool ool
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c : Salivation
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal
number

(Frequency Day

57(AM)

57(PM)

58(AM)

58(PM)

59(AM)

59(PM)

60(AM)

Female Control

0

01F01
01F02
01F03
01F04
01F05
01F06
01F07
01F08
01F09
01F10

Linalool oxide

80

02F01
02F02
02F03
02F04
02F05
02F06
02F07
02F08
02F09
02F10

Linalool oxide

250

03F01
03F02
03F03
03F04
03F05
03F06
03F07
03F08
03F09
03F10

Linalool oxide

800

04F01
04F02
04F03
04F04
04F05
04F06
04F07
04F08
04F09
04F10

1

3]

ol oo o |

o

ol oo ol

ol

roo | |

c : Salivation
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal
number

(Frequency Day

61(AM)

61(PM)

62(AM)

62(PM)

63(AM) 63(PM)

Female Control

0

01F01
01F02
01F03
01F04
01F05
01F06
01F07
01F08
01F09
01F10

Linalool oxide

80

02F01
02F02
02F03
02F04
02F05
02F06
02F07
02F08
02F09
02F10

Linalool oxide

250

03F01
03F02
03F03
03F04
03F05
03F06
03F07
03F08
03F09
03F10

Linalool oxide

800

04F01
04F02
04F03
04F04
04F05
04F06
04F07
04F08
04F09
04F10

oo 1

!

oo 1| o1l

oo |1 [
| I 1

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal
number

(Frequency Day

64(AM)

64(PM)

65(AM) 65(PM)

66(AM)

66(PM) 67(AM)

Female Control

0

01F01
01F02
01F03
01F04
01F05
01F06
01F07
01F08
01F09
01F10

Linalool oxide

80

02F01
02F02
02F03
02F04
02F05
02F06
02F07
02F08
02F09
02F10

Linalool oxide

250

03F01
03F02
03F03
03F04
03F05
03F06
03F07
03F08
03F09
03F10

Linalool oxide

800

04F01
04F02
04F03
04F04
04F05
04F06
04F07
04F08
04F09
04F10

ool (3]

11 ol
|

I oo |
1

|
(2]

1
oo ol

c : Salivation
- : Normal



Ly-1

Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kgl/day)

Animal Mode of (Frequency Day

number death(day) ortime) 67(PM)

68(AM)

68(PM)

69(AM)

69(PM)

70(AM)

70(PM)

Female Control

0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01 -
04F02 -
04F03 _
04F04 -
04F05 -
04F06 -
04F07 -
04F08 -
04F09 -
04F10 -

(2]

oo ol

o

Feooo | |

]

(3]

oo ol

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 71(AM) 71(PM)

72(AM)

72(PM)

73(AM)

73(PM) 74(AM)

Female Control

0

01F01 — -
01F02 - -
01F03 - -
01F04 - -
01F05 - -
01F06 - -
01F07 - -
01F08 - -
01F09 - -
01F10 - -

Linalool oxide

80

02F01 - Z
02F02 - -
02F03 - -
02F04 - _
02F05 - -
02F06 - -
02F07 - —
02F08 - -
02F09 - -
02F10 - -

Linalool oxide

250

03F01 - -
03F02 - -
03F03 - -
03F04 -~ -
03F05 - -
03F06 - -
03F07 - -
03F08 - -
03F09 - -
03F10 - -

Linalool oxide

800

04F01
04F02
04F03
04F04
04F05
04F06
04F07
04F08
04F09 - -
04F10

3]
|

Fooo | |
I

(1]

I oo ol

(1]

I oo ol

|
I ol

1
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

Animal Mode of (Frequency Day

number death(day) ortime) 74(PM)

75(AM)

75(PM)

76(AM) 76(PM)

77(AM)

77(PM)

Female Control

(mg/kg/day)
0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 =
03F10 -

Linalool oxide

800

04F01 -
04F02 -
04F03 -
04F04 -
04F05 -
04F06 -
04F07 -
04F08 -
04F09 -
04F10 -

(2}

e 1 o1 |

|

lool oool ol
!

I ool

¢ : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose

(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 78(AM) 78(PM)

79(AM)

79(PM)

80(AM)

80(PM) 81(AM)

Female Control

0

01F01 — —
01F02 - -
01F03 - -
01F04 - -
01F05 - -
01F06 - -
01F07 - -
01F08 - -
01F09 - -
01F10 - -

Linalool oxide

80

02F01 - -
02F02 - -
02F03 - -
02F04 - -
02F05 - -
02F06 - -
02F07 - -
02F08 - -
02F09 - -
02F10 - -

Linalool oxide

250

03F01 - -
03F02 - -
03F03 - -
03F04 - -
03F05 - -
03F06 - -
03F07 - -
03F08 - -
03F09 - -
03F10 - -

Linalool oxide

800

04F01 - -
04F02 - -
04F03 - -
04F04 -
04F05 [~
04F06 c
04F07 [ -
04F08 -
04F09 c
04F10 —

I oo o |

1
oo o | |

1
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c : Salivation
- : Normal
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Appendix 1  General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 81(PM)

82(AM)

82(PM)

83(AM)

83(PM)

84(AM) 84(PM)

Female Control

0

01F01 -
01F02 —
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

Linalool oxide

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01 -
04F02 -
04F03 _
04F04 -
04F05 -
04F06 -
04F07 -
04F08 _
04F09 -
04F10 -

oo ol |

(2]

o 1 ol |

o |
[

oo | |
I |

c : Salivation
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Appendix1 General condition - Individual observations (Continued)

Sex Test article Dose Animal Mode of (Frequency Day

(mg/kg/day) number death(day) or time)  85(AM) 85(PM) 86(AM) 86(PM) 87(AM) 87(PM) 88(AM)

Female Control 0 01F01 -
01F02 - - - - -

01F03 - - - - -
01F04 - - - - -
01F05 - - - - -
01F06 - - - - -
01F07 - - - - -
01F08 - - - - -
01F09 - - - - -
01F10 - - - - -

Linalool oxide 80 02F01 - - - - -
02F02 - - - - —
02F03 - - - -
02F04 - - - - -
02F05 - - - - - -
02F06 - - - -
02F07 - - - - -
02F08 - - - — -
02F09 - - - - -
02F10 - - - - -

Linalool oxide 250 03F01 - —
03F02 - - - _ -
03F03 - - - - -
03F04 - - - -
03F05 - - - -
03F06 - - - - -
03F07 - - -
03F08 - - -
03F09 - - -
03F10 - - -

Linalool oxide 800 04F01 c - -
04F02 - - -
04F03 - - -
04F04 c - c - c - -
04F05 - - -
04F06 - - -
04F07 c - c - c
04F08 - - -
04F09 - - -
04F10 c - -

|
I o |

c : Salivation
- : Normal
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Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) ortime) 88(PM) 89(AM)

89(PM)

90(AM)

90(PM)

91(AM) 91(PM)

Female Control

0

01F01 - -
01F02 - -
01F03 - -
01F04 - -
01F05 - -
01F06 - -
01F07 - -
01F08 - -
01F09 - -
01F10 - ~

Linalool oxide

80

02F01 - -
02F02 - -
02F03 - -
02F04 - -
02F05 - -
02F06 - -
02F07 - -
02F08 - -
02F09 - -
02F10 - -

Linalool oxide

250

03F01 - -
03F02 - -
03F03 - -
03F04 - -
03F0S - -
03F06 - -
03F07 - -
03F08 - -
03F09 - -
03F10 - -

Linalool oxide

800

04F01 - —
04F02 - -
04F03 - -
04F04 - -
04F05 - -
04F06 - -
04F07 - c
04F08 -

04F09 - -
04F10 - -

1o |l

c : Salivation
- : Normal



Appendix 1 General condition - Individual observations (Continued)

Sex Test article

Dose
(mg/kg/day)

Animal Mode of (Frequency Day

number death(day) or time) 92(AM)

92(PM)

93(AM)

Female Control

0

01F01 -
01F02 -
01F03 -
01F04 -
01F05 -
01F06 -
01F07 -
01F08 -
01F09 -
01F10 -

Linalool oxide

80

02F01 -
02F02 -
02F03 -
02F04 -
02F05 -
02F06 -
02F07 -
02F08 -
02F09 -
02F10 -

wn Linalool oxide
S

250

03F01 -
03F02 -
03F03 -
03F04 -
03F05 -
03F06 -
03F07 -
03F08 -
03F09 -
03F10 -

Linalool oxide

800

04F01 -
04F02 -
04F03 -
04F04 -
04F05

04F06

04F07

04F08 -
04F09 -
04F10 -

c : Salivation
- : Normal
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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. 7 14 21 28 35 42
Male Control 0 01M01 216.1 264.0 320.1 356.4 388.7 423.7 450.0
01M02 223.6 276.5 333.0 388.0 433.0 465.1 498.5
01M03 234.6 299.1 368.9 416.1 456.2 483.1 519.8
01M04 232.4 298.6 369.9 430.8 485.1 525.9 569.5
01M05 2294 294.5 363.1 4171 464.2 498.7 534.5
01MO06 226.9 281.3 346.1 393.5 435.4 473.3 496.5
01M07 222.8 281.2 344.8 398.1 436.0 477.0 502.9
01Mo08 222.6 285.1 363.7 428.0 474.8 510.6 546.4
01M09 221.6 286.8 350.6 404.5 4423 4771 507.8
01M10 228.7 290.5 359.5 418.4 464.3 499.3 530.3
Mean 225.9 285.8 352.0 405.1 448.0 483.4 515.6
S.D. 5.6 10.8 16.3 22.3 274 28.1 32.7
Linalool oxide 80 02M01 223.4 287.3 357.0 416.9 469.6 507.1 548.0
02Mo02 221.9 274.4 327.4 3714 405.8 432.5 460.4
02M03 214.7 261.9 316.1 352.9 382.3 396.8 423.9
02M04 219.2 272.7 324.0 357.9 381.0 403.7 426.4
02MO05 214.7 281.0 352.2 398.8 443.2 476.7 496.8
02M06 235.6 298.2 376.6 430.3 4711 505.1 5314
02M07 224.2 283.8 352.9 414.0 462.7 502.6 545.4
02Mo08 2271 2721 322.3 361.1 391.5 408.3 4301
02M09 231.1 299.2 380.3 439.4 492.0 534.7 564.4
02M10 228.2 288.9 359.5 414.0 458.7 505.8 531.8
Mean 224.0 282.0 346.8 395.7 435.8 467.3 495.9
S.D. 6.8 11.9 23.0 321 41.6 51.7 55.8
Linalool oxide 250 03Mo01 221.8 260.6 329.1 363.4 390.6 409.0 436.9
03M02 227.3 286.1 350.0 395.6 439.5 472.9 4971
03M03 217.3 277.9 336.7 369.5 407.8 442.8 467.2
03M04 234.8 292.9 369.7 428.3 4671 493.2 525.5
03MO05 217.7 274.5 328.9 355.9 371.9 403.4 430.5
03M06 220.0 277.5 353.5 391.3 4224 4471 470.7
03MO07 226.8 286.7 352.3 412.5 452.7 481.3 510.3
03M08 228.8 291.4 350.3 384.8 418.3 445.2 473.4
03Mo09 224.9 280.5 349.2 390.2 427.9 459.8 492.5
03M10 219.6 272.7 3411 384.9 420.3 450.5 476.1
Mean 223.9 280.1 346.1 387.6 421.9 450.5 478.0
S.D. 5.6 9.7 12.4 21.8 28.0 28.7 29.8




Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Day
(mg/kg/day) number death(day) 49 56 63 70 77 84 91
Male Control 0 01MO01 476.2 497.8 521.5 534.5 557.0 577.5 586.0
01M02 523.0 554.3 587.5 616.1 627.6 647.6 650.1
01M03 539.3 551.7 567.4 590.1 607.8 634.9 653.9
01M04 599.8 634.5 667.6 688.0 702.0 724.2 731.8
01M05 556.9 587.6 611.9 636.6 661.0 682.1 691.2
01M06 5245 545.4 551.5 575.4 590.6 619.4 614.3
01M07 537.7 560.9 588.4 617.2 629.8 650.6 668.1
01M08 565.6 589.6 619.1 626.8 658.6 682.5 697.4
01M09 535.7 553.1 589.7 611.0 630.3 659.0 675.5
01M10 545.9 561.0 591.2 597.0 620.4 628.4 637.4
Mean 540.5 563.6 589.6 609.3 628.5 650.6 660.6
S.D. 31.9 354 39.5 40.3 40.0 40.2 42.2
Linalool oxide 80 02M01 582.8 614.0 647.0 665.1 660.0 690.6 699.5
02M02 488.7 508.4 531.8 543.0 554.0 569.8 572.6
02mo03 430.2 451.7 462.3 470.7 4741 490.0 490.7
02Mo04 449.9 465.5 483.7 4943 513.6 531.7 542.2
02MO05 519.9 535.1 551.5 569.2 586.7 609.5 612.8
02M06 5451 554.9 571.9 590.4 603.7 612.1 629.0
02M07 571.0 603.2 634.3 662.8 678.5 698.2 712.7
o 02M08 440.5 454.5 473.0 487.4 504.3 520.8 529.0
o 02M09 595.8 622.7 641.1 647.2 664.8 683.9 688.3
02M10 556.1 572.5 579.2 615.5 614.1 631.3 645.7
Mean 518.0 538.3 557.6 574.6 585.4 603.8 612.3
S.D. 61.9 66.0 69.9 73.8 721 74.5 76.8
Linalool oxide 250 03MO01 447.1 462.5 483.9 490.3 509.0 523.2 524.3
03mMo02 520.4 539.6 576.0 589.3 607.8 623.3 637.0
03M03 495.7 511.0 535.5 557.6 571.4 590.1 592.8
03M04 550.4 564.7 583.0 606.8 614.1 636.8 638.4
03M05 449.4 455.4 472.6 484.8 492.8 518.3 515.6
03M06 487.3 498.0 506.2 528.8 5371 558.6 551.7
03M07 529.5 544.6 558.7 568.1 575.5 590.6 595.7
03M08 493.0 522.5 543.3 565.3 577.0 611.3 615.2
03Mo08 510.0 524.6 546.7 568.1 577.4 597.8 601.1
03M10 497.2 516.0 538.8 550.2 568.0 589.9 593.7
Mean 498.0 513.9 534.5 550.9 563.0 584.0 586.6
S.D. 32.5 34.5 36.7 39.4 39.1 39.5 42.9
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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. 7 14 21 28 35 42
Male Linalool oxide 800 04M01 225.2 285.9 363.2 416.6 461.8 4921 532.6
04M02 2344 289.1 345.0 388.4 416.3 442.4 4711
04M03 223.0 283.5 353.2 400.8 444.0 474.4 504.1
04M04 2225 277.2 344.7 393.1 4343 468.6 495.3
04M05 226.4 284.6 355.5 392.9 427.3 458.4 476.6
04MO06 220.5 265.6 310.3 335.0 355.9 371.3 394.3
04MO07 224.2 277.4 328.5 367.5 396.7 409.5 432.7
04M08 228.1 292.4 358.2 392.5 418.4 4434 463.6
04M09 222.8 280.2 333.2 373.6 3921 409.8 4243
04M10 216.4 268.1 325.4 364.6 393.0 422.7 455.0
Mean 224.4 280.4 341.7 382.5 414.0 439.3 465.0
S.D. 4.8 8.6 16.9 22.9 30.5 36.4 40.8




Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Day
(mg/kg/day) number death(day) 49 56 63 70 77 84 91
Male Linalool oxide 800 04M01 542.6 542.9 558.1 562.9 562.0 5715 572.3
04M02 480.1 493.5 512.9 516.8 530.3 551.4 537.3
04M03 528.2 544.7 571.1 574.0 583.2 599.7 604.7
04M04 514.1 538.3 560.2 574.3 586.6 590.1 580.6
04M05 490.8 502.3 517.4 529.9 539.7 563.8 547.4
04M06 405.1 421.2 435.0 444.6 455.0 471.2 470.0
04M07 4431 457.5 467.3 478.7 481.2 489.0 481.6
04M08 474.5 484.4 501.8 521.2 525.6 540.9 560.7
04M09 433.6 433.6 452.0 463.2 470.2 474.7 478.8
04M10 476.0 483.5 505.5 522.2 515.9 5421 547.8
Mean 478.8 490.2 508.1 518.8 525.0 539.4 538.1
S.D. 43.0 43.9 46.5 45.2 45.6 46.4 46.5




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. 7 14 21 28 35 42
Female Control 0 01F01 186.8 218.2 247.4 2744 293.1 310.5 325.8
01F02 169.0 194.9 232.9 256.5 274.4 293.4 310.3
01F03 158.0 178.1 208.0 229.5 244.7 255.5 271.4
01F04 168.7 195.7 223.7 260.4 2714 287.3 299.1
01F05 175.6 194.9 218.8 236.4 262.5 274.8 287.2
01F06 162.6 186.0 221.2 243.2 261.0 274.6 285.4
01F07 168.0 187.7 221.8 238.1 2554 262.2 280.5
01F08 176.3 200.7 224.6 243.5 269.0 284.5 296.9
01F09 168.6 182.2 206.1 2311 245.2 262.7 2723
01F10 159.1 173.7 203.2 219.9 232.9 247.9 256.0
Mean 169.3 191.2 220.8 243.3 261.0 275.3 288.5
S.D. 8.7 12.8 13.2 16.3 17.4 19.1 204
Linalool oxide 80 02F01 169.4 191.5 221.0 237.7 251.4 269.9 277.7
02F02 162.4 174.6 2021 231.2 247.7 2548 277.7
02F03 166.4 190.4 218.6 228.5 259.8 269.3 292.4
02F04 165.4 195.6 213.4 237.3 263.7 279.6 285.4
02F05 1741 202.6 214.6 243.5 256.8 267.9 270.9
02F06 175.5 207.6 233.7 247.7 264.8 282.7 294.1
02F07 164.5 185.9 206.9 221.7 233.5 253.3 264.9
o 02F08 170.6 202.6 235.3 247.6 271.2 2911 300.9
n 02F09 158.8 183.3 208.2 223.2 238.0 259.0 271.2
02F10 161.0 178.3 202.9 211.2 232.0 246.9 263.6
Mean 166.8 191.2 215.7 233.0 251.9 267.5 279.9
S.D. 5.5 11.0 11.7 12.0 13.8 14.2 12.9
Linalool oxide 250 03F01 172.8 196.6 217.3 230.6 249.8 268.3 2771
03F02 170.2 202.3 226.1 250.0 265.3 278.1 288.8
03F03 162.8 183.7 204.8 218.5 234.5 2371 256.3
03F04 160.8 188.3 211.7 231.0 2441 263.8 284.2
03F05 1701 195.9 215.3 229.2 2329 253.3 264.5
03F06 165.1 188.7 198.6 203.2 218.3 219.2 227.4
03F07 162.6 184.8 210.7 229.0 246.5 255.8 260.5
03F08 162.3 181.9 211.6 2324 250.4 258.1 261.4
03F09 173.5 202.2 246.5 264.8 296.2 315.6 317.7
03F10 177.9 201.4 227.4 241.0 254.0 262.8 271.0
Mean 167.8 192.6 217.0 233.0 249.2 261.2 270.9
S.D. 59 8.0 13.5 16.7 21.0 25.3 23.7




Appendix 2 Body weights (g) - Individual values (Continued)

Sex Test article Dose Animal Mode of Day
(mg/kg/day) number death(day) 49 56 63 70 77 84 91
Female Control 0 01F01 330.7 354.3 359.8 384.1 390.8 391.6 402.1
01F02 315.8 316.0 320.7 339.5 338.8 347.0 348.1
01F03 280.1 287.4 292.5 305.1 298.1 316.8 307.5
01F04 318.5 330.0 334.5 341.6 341.0 354.3 362.2
01F05 298.8 301.7 318.6 320.2 324.3 332.7 340.2
01F06 296.5 302.3 304.8 315.2 311.5 322.6 326.2
01F07 295.6 302.5 300.2 319.9 314.0 331.5 325.0
01F08 299.6 311.3 325.4 329.9 327.8 339.8 336.1
01F09 286.5 293.0 294.6 308.2 316.2 314.6 317.2
01F10 266.0 277.7 273.8 279.5 278.0 292.1 289.0
Mean 298.8 307.6 312.5 324.3 3241 334.3 335.4
S.D. 19.1 22.0 24.5 27.7 30.0 26.9 31.3
Linalool oxide 80 02F01 288.0 293.5 293.1 299.4 297.4 300.1 303.4
02F02 298.2 301.6 298.5 3143 309.6 319.1 336.7
02F03 300.4 309.5 320.1 3241 324.1 330.2 323.7
02F04 311.2 345.1 349.6 349.8 368.1 355.4 370.5
02F05 286.4 292.4 298.4 300.9 306.1 313.5 315.6
02F06 304.8 317.6 326.0 328.0 331.3 343.3 352.8
02F07 275.1 283.9 296.0 306.8 297.8 309.4 321.3
o 02F08 301.9 316.5 328.7 345.4 336.2 352.6 366.8
& 02F09 274.6 279.8 287.5 291.6 287.2 295.4 302.4
02F10 260.8 273.6 278.4 281.4 2721 280.6 300.7
Mean 290.1 301.4 307.6 314.2 313.0 320.0 329.4
S.D. 16.0 21.5 22.3 22.5 27.7 25.1 26.3
Linalool oxide 250 03F01 285.3 293.2 306.0 313.5 311.3 315.7 323.8
03F02 294.0 317 320.5 321.6 329.2 329.8 329.9
03F03 2717 282.0 285.2 300.8 301.2 299.3 304.7
03F04 288.2 290.4 305.5 318.4 3145 330.6 328.0
03F05 269.5 264.9 285.5 292.7 284.6 292.6 296.2
03F06 237.0 238.9 242.5 253.0 250.8 268.9 272.8
03F07 267.7 277.8 280.7 282.0 279.7 290.5 2934
03F08 270.3 274.8 273.0 281.1 270.8 277.5 290.6
03F09 327.6 341.4 356.9 354.1 362.1 370.3 368.9
03F10 284.0 294.4 292.6 311.2 305.8 305.9 321.1
Mean 279.5 287.0 294.8 302.8 301.0 308.1 312.9
S.D. 23.2 27.4 30.5 27.7 31.6 29.8 27.2




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. 7 14 21 28 35 42
Female Linalool oxide 800 04F01 166.2 182.8 205.5 2143 233.6 245.0 258.4
04F02 1723 195.9 225.0 242.5 257.2 261.3 272.7
04F03 164.8 186.8 223.8 251.0 268.4 277.5 297.3
04F04 158.6 174.6 197.2 218.1 231.7 245.4 248.0
04F05 177.4 196.4 231.2 247.7 263.4 273.2 291.7
04F06 167.2 186.5 205.5 214.0 2315 251.5 257.5
04F07 175.5 198.3 214.8 238.4 253.9 264.6 267.4
04F08 165.5 187.7 2113 2291 2449 260.5 267.5
04F09 164.9 191.6 219.7 240.1 250.2 264.9 272.6
04F10 169.3 196.8 227.6 237.9 252.3 268.1 278.8
Mean 168.2 189.7 216.2 233.3 248.7 261.2 271.2
S.D. 5.6 7.5 11.1 13.7 13.1 11.0 15.2
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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) 49 56 63 70 77 84 91
Female Linalool oxide 800 04F01 258.5 268.7 280.7 286.6 294.5 303.3 307.2
04F02 280.0 286.9 290.9 295.9 299.1 306.7 296.0
04F03 309.9 315.8 315.6 323.8 330.0 333.6 332.7
04F04 260.5 268.4 276.1 275.6 278.2 277.5 2791
04F05 305.0 310.7 315.6 330.8 3248 3354 3394
04F06 265.1 279.5 302.9 307.7 306.9 316.0 313.6
04F07 276.1 2791 286.1 285.1 291.0 292.9 299.8
04F08 276.9 286.1 293.3 301.3 295.3 303.3 301.4
04F09 277.6 276.6 286.7 291.8 2894 290.6 298.0
04F10 285.1 290.3 302.1 313.6 302.1 302.9 303.7
Mean 279.5 286.2 295.0 301.2 301.1 306.2 307.1
S.D. 17.1 16.0 13.7 17.7 15.9 18.2 17.7
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Appendix 3 Food consumption (g/animal/day) - Individual values

Sex Test article Dose Animal Week
(mg/kg/day) number -1 1 2 3 4 5 6 7
Male  Control [1] 01M01 20.5 22.0 21.7 21.6 20.5 20.8 201 20.3
01M02 221 22.0 21.7 21.6 20.5 20.8 201 20.3
01M03 22.6 23.8 23.8 23.4 23.5 23.0 22.8 21.7
01M04 22.6 23.8 23.8 23.4 23.5 23.0 22.8 21.7
01M05 22.8 22.4 23.4 22.9 21.9 21.8 22.8 23.4
01M06 204 22.4 23.4 22.9 21.9 21.8 22.8 23.4
01M07 20.5 23.0 248 25.0 23.5 233 22.6 22.8
01M08 21.8 23.0 24.8 25.0 23.5 23.3 22.6 22.8
01M09 20.6 24.6 253 26.0 24.0 22.6 23.0 22.7
01M10 22.6 24.6 25.3 26.0 24.0 22.6 23.0 22,7
Mean 21.7 23.2 23.8 23.8 22.7 223 223 22.2
'S.D. 1.0 1.0 1.3 1.6 1.4 1.0 1.1 1.1
Linalool oxide 80 02M01 21.7 225 22.6 23.3 23.5 22.8 22,5 21.7
02M02 21.4 225 226 23.3 23.5 22.8 22,5 21.7
02M03 20.4 21.2 21.7 20.3 19.2 18.5 18.8 18.6
02M04 22.0 21.2 21.7 20.3 19.2 18.5 18.8 18.6
02M05 22.6 244 25.6 24.4 229 214 21.2 20.5
02M06 22.0 24.4 25.6 24.4 22.9 214 21.2 20.5
02M07 215 22.8 23.3 23.9 22,5 213 21.8 21.7
02M08 22.9 22.8 23.3 23.9 22.5 213 21.8 21.7
02M09 22.8 251 27.4 26.9 26.0 27.6 24.8 231
02M10 24.6 251 27.4 26.9 26.0 27.6 24.8 231
Mean 22.2 23.2 241 23.8 22.8 22.3 21.8 211
S.D. 1.1 15 2.2 2.2 2.3 3.1 2.0 1.6
Linalool oxide 250 03M01 21.5 23.2 234 221 222 21.9 212 21.0
03M02 23.0 23.2 234 221 22.2 21.9 21.2 21.0
03MO03 22.0 23.7 25.6 23.6 22.8 22.0 20.7 21.7
03M04 24.2 23.7 25.6 23.6 22.8 22.0 20.7 21.7
03MO05 20.5 22.5 24.4 20.2 19.1 19.4 20.6 19.3
03M06 21.7 225 24.4 20.2 19.1 19.4 20.6 19.3
03M07 22.8 23.5 24.0 24.1 22.8 22.4 221 23.5
03M08 21.8 23.5 24.0 241 22.8 22.4 221 23.5
03M09 22.0 22.2 24.5 23.8 22.5 22.2 22.4 21.4
03M10 21.2 22.2 245 23.8 22.5 22.2 22.4 21.4
Mean 22.1 23.0 24.4 22.8 21.9 21,6 21.4 21.4
S.D. 1.0 0.6 0.8 1.5 1.5 1.2 0.8 14




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

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 8 9 10 1 12 13
‘Male  Control 0 01MO01 19.9 22.4 16.3 26.5 19.8 17.8
01M02 19.9 22.4 16.3 26.5 19.8 17.8
01M03 19.9 231 19.2 22.0 21.2 19.0
01M04 19.9 23.1 19.2 22.0 21.2 19.0
01MO05 213 21.0 17.6 20.6 19.5 19.5
01M06 213 21.0 17.6 20.6 19.5 19.5
01M07 23.5 24.8 18.9 21.8 23.3 22.2
01M08 23.5 24.8 18.9 21.8 23.3 22.2
01M09 21.4 25.0 20.2 22.4 21.2 21.0
01M10 21.4 25.0 20.2 22.4 21.2 21.0
Mean 21.2 23.3 18.4 22.7 21.0 19.9
S.D. 1.4 1.6 1.4 2.1 14 1.6
Linalool oxide 80 02M01 215 21.7 17.4 18.2 20.0 18.7
02M02 21.5 21.7 17.4 18.2 20.0 18.7
02MO03 17.8 18.2 16.8 18.3 18.4 17.2
02M04 17.8 18.2 16.8 18.3 184 17.2
02M05 19.1 213 18.1 20.6 20.6 19.4
02M06 19.1 213 18.1 20.6 20.6 19.4
02Mo07 20.8 23.8 19.2 21.8 21.6 21.2
o 02M038 20.8 23.8 19.2 21.8 21.6 21.2
S 02M09 231 241 20.2 21.6 23.5 22.0
02M10 231 241 20.2 21.6 23.5 22.0
Mean 20.5 21.8 18.3 201 20.8 19.7
S.D. 1.9 2.2 1.3 1.6 1.8 1.8
Linalool oxide 250 03MO01 21.0 221 18.9 19.8 19.7 20.7
03M02 21.0 221 18.9 19.8 19.7 20.7
03M03 20.1 211 19.6 19.7 19.6 19.5
03Mo04 20.1 21.1 19.6 19.7 19.6 19.5
03MO05 15.9 16.8 16.8 17.3 18.3 18.0
03MO06 15.9 16.8 16.8 17.3 18.3 18.0
03M07 221 21.2 19.1 20.8 21.9 19.6
03M08 221 21.2 19.1 20.8 21.9 19.6
03M09 19.8 21.4 18.5 20.7 20.3 20.2
03M10 19.8 214 18.5 20.7 20.3 20.2
Mean 19.8 20.5 18.6 19.7 20.0 19.6

S.D. 2.2 2.0 1.0 1.3 1.2 1.0




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 1 2 3 4 5 6 7
Male Linalool oxide 800 04M01 23.0 25.4 25.6 25.1 24.4 23.9 23.7 21.9
04M02 22.6 25.4 25.6 251 24.4 23.9 23.7 21.9
04M03 221 23.7 25.8 24.6 24.2 24.8 23.0 23.0
04M04 22.2 23.7 25.8 24.6 24.2 248 23.0 23.0
04M05 221 22.5 23.3 20.9 20.5 19.9 19.8 19.5
04M06 22.6 22.5 23.3 20.9 20.5 19.9 19.8 19.5
04M07 22.2 241 254 24.7 241 21.9 22.3 20.7
04Mo08 22.8 241 254 24.7 241 21.9 22.3 20.7
04M09 21.4 247 26.0 24.2 23.5 22.8 234 21.6
04M10 20.5 24.7 26.0 24.2 23.5 22.8 23.4 21.6
‘Mean 22.2 241 25.2 239 233 227 224 213

S.D. 0.7 1.0 1.0 1.6 1.5 1.8 1.5 1.2
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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) 8 9 10 1 12 13
Male  Linalool oxide 800 04MO01 21.3 22.3 19.6 18.6 20.5 20.0
04M02 213 22.3 19.6 18.6 20.5 20.0
04MO03 22.0 23.3 19.6 21.5 21.6 21.1
04M04 22.0 23.3 19.6 21.5 21.6 211
04M05 18.1 19.3 16.8 19.3 19.2 17.5
04M06 18.1 19.3 16.8 19.3 19.2 17.5
04M07 21.0 22.2 18.3 204 20.4 20.8
04M08 21.0 22.2 18.3 20.4 20.4 20.8
04MO09 19.5 20.8 20.2 20.2 19.9 20.5
04M10 19.5 20.8 20.2 20.2 19.9 20.5
Mean 20.4 21,6 18.9 20.0 20.3 20.0
S.D. 1.5 1.5 1.3 1.0 0.8 1.4
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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 1 2 3 4 5 6 7
Female Control 0 01F01 19.0 16.6 171 17.7 15.4 18.5 14.9 15.0
01F02 15.7 16.6 171 17.7 15.4 18.5 14.9 15.0
01F03 15.7 13.9 15.4 18.5 15.3 14.7 15.9 16.1
01F04 19.0 13.9 154 18.5 15.3 14.7 15.9 16.1
01F05 16.8 13.7 15.1 14.9 16.3 14.7 14.6 15.8
01F06 16.4 13.7 15.1 14.9 16.3 14.7 14.6 15.8
01F07 16.7 14.4 14.7 14.7 15.1 15.3 15.0 14.7
01F08 19.0 14.4 14.7 14.7 15.1 15.3 15.0 14.7
01F09 15.1 14.0 15.1 16.9 15.1 18.1 16.4 16.3
01F10 16.0 14.0 15.1 16.9 151 18.1 16.4 16.3
Mean 16.9 14.5 15.5 16.5 15.4 16.3 154 15.6
S.D. 1.5 11 0.9 1.6 0.5 1.8 0.7 0.7
Linalool oxide 80 02F01 16.6 13.4 16.1 15.6 14.6 14.5 14.4 15.0
02F02 16.9 13.4 16.1 15.6 14.6 14.5 14.4 15.0
02F03 16.2 15.4 15.6 15.9 19.3 16.7 17.9 17.2
02F04 16.6 15.4 15.6 15.9 19.3 16.7 17.9 17.2
02F05 16.3 17.0 148 16.3 16.8 15.3 14.4 15.5
02F06 171 17.0 14.8 16.3 16.8 15.3 14.4 15.5
02F07 16.9 16.7 16.6 15.3 15.6 17.2 16.0 15.4
02F08 17.9 16.7 16.6 15.3 15.6 17.2 16.0 15.4
02F09 15.9 15.0 16.5 13.8 15.7 16.6 16.0 12.9
02F10 16.0 15.0 16.5 13.8 15.7 16.6 16.0 12.9
Mean 16.6 15.5 15.9 154 16.4 16.1 15.7 15.2
S.D. 0.6 1.4 0.7 0.9 1.7 1.1 14 1.4
Linalool oxide 250 03F01 16.0 15.2 144 135 14.2 15.3 12.8 13.2
03F02 16.9 15.2 14.4 135 14.2 15.3 12.8 13.2
03F03 15.1 15.3 15.4 14.0 12.6 14.7 14.7 14.2
03F04 16.8 15.3 154 14.0 12.6 14.7 14.7 14.2
03F05 17.6 15.5 14.0 129 12.5 14.0 141 12.7
03F06 18.7 15.5 14.0 12.9 12.5 14.0 141 12.7
03F07 17.9 14.3 14.0 15.6 15.4 13.4 13.2 13.2
03F08 16.8 14.3 14.0 15.6 15.4 134 13.2 13.2
03F09 16.9 16.4 18.5 16.5 17.8 16.2 15.3 17.0
03F10 16.7 16.4 18.5 16.5 17.8 16.2 15.3 17.0
Mean 16.9 15.3 15.3 14.5 14.5 14.7 14.0 14.1

S.D. 1.0 0.7 1.8 14 21 1.0 1.0 1.6




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

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 8 9 10 1" 12 13
Female Control 0 01F01 15.2 14.0 1.7 14.8 12.2 14.8
01F02 15.2 14.0 11.7 14.8 12.2 14.8
01F03 13.7 14.7 13.0 10.6 13.8 13.2
01F04 “13.7 14.7 13.0 10.6 13.8 13.2
01F05 12.0 13.8 11.8 1.1 14.4 12.6
01F06 12.0 13.8 11.8 1.1 14.4 12.6
01F07 13.2 14.3 12.7 11.8 12.4 10.7
01F08 13.2 14.3 12.7 11.8 124 10.7
01F09 14.2 14.0 13.7 141 13.4 134
01F10 14.2 14.0 13.7 14.1 13.4 13.4
Mean 13.7 14.2 12.6 12.5 13.2 12.9
S.D. 1.1 0.3 0.8 1.8 0.9 1.4
‘Linalool oxide — 80 02F01 12.4 12.6 124 10.3 1.2 ND
02F02 124 12.6 124 10.3 11.2 ND
02F03 16.8 15.8 13.4 13.9 12.7 1.4
02F04 16.8 15.8 134 139 12.7 1.4
02F05 15.2 13.5 1.2 12.7 13.8 13.9
02F06 15.2 13.5 11.2 12.7 13.8 13.9
02F07 15.8 15.6 12.7 1.4 14.5 16.2
o 02F08 15.8 15.6 12.7 11.4 14.5 16.2
& 02F09 13.0 12.5 11.0 9.9 1.4 14.2
02F10 13.0 12.5 11.0 9.9 1.4 14.2
Mean 14.6 14.0 12.1 11.6 12.7 13.9
S.D. 1.8 15 1.0 1.6 1.4 1.8
Linalool oxide 250 03F01 14.6 14.3 11.8 12.9 13.2 12.0
03F02 14.6 14.3 11.8 12.9 13.2 12.0
03F03 1.3 12.9 12.2 12.2 12.0 11.7
03F04 11.3 12.9 12.2 12.2 12.0 1.7
03F05 11.5 13.8 12.0 10.8 12.6 1.7
03F06 11.5 13.8 12.0 10.8 12.6 1.7
03F07 11.6 1.4 10.5 9.8 13.5 14.2
03F08 11.6 11.4 10.5 9.8 13.5 14.2
03F08 13.9 15.1 14.3 13.2 15.2 16.0
03F10 13.9 15.1 14.3 13.2 15.2 16.0
‘Mean 12.6 13.5 12.2 11.8 13.3 131
S.D. 1.5 1.3 1.3 1.4 1.1 1.8

ND : NOT DONE



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 1 2 3 4 5 6 7
Female Linalool oxide 800 04F01 17.7 15.1 15.0 15.1 15.7 14.7 14.1 13.7
04F02 16.2 15.1 15.0 151 15.7 14.7 14.1 13.7
04F03 16.0 13.1 14.6 16.5 14.7 14.6 14.2 15.4
04F04 16.3 131 14.6 16.5 14.7 14.6 14.2 15.4
04F05 19.0 15.1 15.2 15.2 18.1 16.3 14.6 15.0
04F06 16.4 15.1 15.2 15.2 18.1 16.3 14.6 15.0
04F07 159 15.5 13.9 15.1 15.8 13.8 12.5 13.2
04F08 15.6 15.5 13.9 15.1 15.8 13.8 12.5 13.2
04F09 15.6 17.7 16.3 17.2 171 19.5 16.4 15.7
04F10 15.7 17.7 16.3 17.2 171 19.5 16.4 15.7
Mean 16.4 15.3 15.0 15.8 16.3 15.8 14.4 14.6

S.D. 1.1 1.5 0.8 0.9 1.3 21 13 1.0




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

Sex Test article Dose Animal Mode of Week
(mg/kg/day)  number death(week) 8 9 10 1 12 13
Female Linalool oxide 800 04F01 12.8 13.7 11.2 13.8 13.1 11.8
04F02 12.8 13.7 11.2 13.8 131 11.8
04F03 12.9 12.6 11.2 14.3 124 13.3
04F04 129 12.6 1.2 14.3 12.4 13.3
04F05 14.3 14.8 12.6 13.6 13.7 14.1
04F06 14.3 14.8 12.6 13.6 13.7 141
04F07 13.2 12.6 10.2 13.0 11.0 12.6
04F08 13.2 12.6 10.2 13.0 11.0 12.6
04F09 14.1 15.3 134 14.4 13.1 14.8
04F10 141 15.3 134 14.4 13.1 14.8
Mean 13.5 13.8 1.7 13.8 12.7 133

S.D. 0.7 1.2 1.2 0.5 1.0 1.1
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Appendix4 Water consumption (g/animal/day) - Individual values

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) -1 1 2 3 4 5 6 7
Male  Control 0 01M01 30.7 29.5 29.3 30.2 30.2 31.2 32.0 31.6
01M02 26.6 29.5 29.3 30.2 30.2 31.2 320 31.6
01M03 28.1 30.1 321 33.7 35.5 35.7 34.9 34.2
01M04 31.9 30.1 321 33.7 35.5 35.7 349 34.2
01M05 34.9 33.9 39.8 43.0 40.7 41.7 45.6 46.6
01M06 30.5 33.9 39.8 43.0 40.7 4.7 45.6 46.6
01M07 30.1 326 36.0 41.0 40.5 40.1 48.1 44.6
01Mo08 29.9 326 36.0 41.0 40.5 40.1 48.1 44.6
01M09 30.6 34.5 35.6 37.7 354 37.0 40.2 38.7
01M10 28.1 345 35.6 37.7 35.4 37.0 40.2 38.7
Mean 30.1 32.1 34.6 37.1 36.5 371 40.2 39.1
S.D. 23 2.1 3.8 4.9 4.1 3.9 6.4 6.1
Linalool oxide 80 0ZM01 30.5 31.3 32.7 33.6 38.8 37.9 37.5 38.3
02M02 31.0 31.3 32.7 33.6 38.8 37.9 375 38.3
02M03 30.5 35.6 38.3 41.0 41.0 44.2 41.3 37.3
02M04 30.7 35.6 38.3 41.0 41.0 44,2 41.3 37.3
02M05 31.9 34.9 37.3 40.8 41.1 40.0 41.8 40.7
02M06 30.7 34.9 37.3 40.8 41.1 40.0 41.8 40.7
02M07 30.9 33.0 31.8 35.0 33.5 38.1 38.3 36.9
02M08 31.7 33.0 31.8 35.0 33.5 38.1 38.3 36.9
02M09 35.6 31.6 371 35.0 38.5 44.5 41.7 39.2
02M10 31.3 31.6 37.1 35.0 38.5 44.5 41.7 39.2
Mean 31.5 33.3 35.4 371 38.6 409 40.1 38.5
S.D. 15 1.8 2.8 3.3 2.9 3.0 1.9 1.4
Linalool oxide 250 03M01 30.9 40.6 42.0 42.6 46.7 434 47.4 43.8
03M02 39.2 40.6 42.0 42.6 46.7 44.4 47.4 43.8
03M03 30.0 33.4 35.8 37.2 36.8 40.5 36.4 39.1
03M04 33.6 33.4 35.8 37.2 36.8 40.5 36.4 39.1
03M05 30.7 31.2 35.7 33.5 35.0 35.5 34.7 32.2
03M06 30.5 31.2 35.7 33.5 35.0 35.5 34.7 32.2
03M07 34.9 33.9 36.0 374 38.6 38.3 39.1 39.4
03M08 29.9 33.9 36.0 37.4 38.6 38.3 39.1 39.4
03M09 30.0 30.0 34.7 39.7 40.3 38.7 39.1 41.6
03M10 28.6 30.0 34.7 39.7 40.3 38.7 39.1 41.6
Mean 31.8 33.8 36.8 38.1 39.5 ~ 39.5 39.3 39.2
S.D. 3.2 3.9 2.8 3.2 4.2 31 4.6 4.1
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Appendix 4 Water consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) 8 9 10 " 12 13
Male Control - 0 01M01 313 34.5 26.5 315 30.8 29.8
01M02 313 345 26.5 31.5 30.8 29.8
01M03 33.4 36.3 29.2 27.3 325 30.8
01M04 33.4 36.3 29.2 27.3 325 30.8
01M05 47.1 48.9 34.9 39.4 46.7 43.9
01M06 47.1 48.9 34.9 394 46.7 43.9
01MO07 48.6 46.8 35.3 37.9 41.2 447
01M08 48.6 46.8 35.3 37.9 41.2 447
01M09 37.0 374 30.8 34.7 36.6 35.2
01M10 37.0 37.4 30.8 34.7 36.6 35.2
Mean 39.5 40.8 31.3 34.2 37.6 36.9
S.D. 7.5 6.2 3.5 4.6 6.1 6.7
Linalool oxide 80 02M01 38.1 37.8 30.3 27.6 34.8 324
02mMo02 38.1 37.8 30.3 27.6 34.8 324
02M03 40.0 395 28.8 319 33.1 344
02M04 40.0 39.5 28.8 319 33.1 344
02M05 371 40.0 36.3 354 40.3 34.2
02MO06 371 40.0 36.3 354 40.3 34.2
02MO07 34.8 38.2 29.7 34.7 35.0 38.4
02M08 34.8 38.2 29.7 34.7 35.0 384
02M09 41.8 41.5 32.0 31.5 38.0 ND
02M10 41.8 41.5 32.0 31.5 38.0 ND
‘Mean 384 394 31.4 32.2 36.2 349
S.D. 2.5 14 2.8 2.9 2.7 23
Linalool oxide 250 03MO01 49.2 49.5 34.4 39.6 40.3 44.1
03M02 49.2 49.5 344 39.6 40.3 441
03M03 38.5 394 3.7 29.6 38.3 374
03M04 38.5 394 31.7 29.6 38.3 374
03M05 33.6 31.2 25.4 29.0 309 28.3
03M06 33.6 31.2 25.4 29.0 30.9 28.3
03M07 38.1 40.0 30.3 30.9 37.9 37.2
03mo8 38.1 40.0 30.3 30.9 37.9 37.2
03M09 39.1 41.4 25.5 35.9 38.7 40.8
03M10 391 41.4 25.5 35.9 38.7 40.8
Mean 39.7 40.3 29.5 33.0 37.2 37.6
S.D. 5.4 6.1 3.7 4.3 3.4 5.6

ND : NOT DONE



Appendix 4 Water consumption (g/animal/day) - Individual values (Continued)

Sex Test article ‘Dose Animal Mode of Week
(mg/kg/day)  number death(week) -1 1 2 3 4 5 6 7
Male Linalool oxide 800 04MO01 39.2 41.4 47.6 48.0 50.8 51.3 53.2 51.2
04M02 30.0 1.4 47.6 48.0 50.8 51.3 53.2 51.2
04M03 30.0 356 40.8 41.1 40.9 43.3 40.8 41.4
04M04 29.8 35.6 40.8 M1 40.9 43.3 40.8 1.4
04MO05 30.0 314 351 32.3 33.0 35.8 36.7 345
04M06 30.0 314 35.1 323 33.0 35.8 36.7 34.5
04MO07 29.8 34.9 39.5 39.1 39.7 41.3 42.6 41.0
04M08 35.6 34.9 39.5 39.1 39.7 41.3 42.6 41.0
04M09 31.0 35.6 43.3 43.9 44.4 421 46.9 43.3
04M10 30.1 35.6 43.3 43.9 444 421 46.9 43.3
Mean 31.6 358 41.3 40.9 41.8 42.8 44.0 42.3

S.D. 3.2 3.4 4.4 5.5 6.2 5.3 5.9 5.6
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Appendix 4 Water consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of “Week
(mg/kg/day)  number death(week) 8 9 10 1" 12 13
Male Linalool oxide 800 04MO01 51.3 53.2 35.7 38.9 448 41.5
04M02 51.3 53.2 35.7 38.9 44.8 41.5
04MO03 41.9 38.8 34.4 38.7 371 34.3
04M04 41.9 38.8 34.4 38.7 371 34.3
04MO05 34.3 32.9 28.1 30.5 30.0 28.9
04M06 343 32.9 28.1 30.5 30.0 28.9
04M07 45.0 41.3 33.0 37.2 40.7 39.7
04M08 45.0 41.3 33.0 37.2 40.7 39.7
04M09 40.0 42.8 35.1 349 35.8 37.7
04M10 40.0 42.8 35.1 349 35.8 37.7
Mean 42.5 41.8 33.3 36.0 37.7 36.4
S.D. 59 7.0 2.9 3.3 5.2 4.7




Appendix 4 Water consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(mg/kg/day) number death(week) -1 1 2 3 4 5 6 7
Female Control 0 01F01 30.0 30.2 32.2 35.3 33.9 42.1 36.9 333
01F02 24.5 30.2 32.2 35.3 339 421 36.9 333
01F03 26.0 24.8 23.4 31.6 28.3 29.3 30.6 30.2
01F04 27.8 24.8 23.4 31.6 28.3 29.3 30.6 30.2
01F05 25.5 22.7 23.9 21.9 25.6 25.6 25.9 27.4
01F06 26.2 22.7 23.9 21.9 25.6 25.6 25.9 27.4
01F07 25.6 21.3 211 21.5 22.2 23.2 23.8 23.8
01F08 27.8 21.3 211 21.5 22.2 23.2 23.8 238
01F09 20.5 21.3 25.7 27.7 26.2 28.8 29.1 29.0
01F10 26.1 21.3 25.7 27.7 26.2 28.8 29.1 29.0
Mean 26.0 241 25.3 27.6 27.2 29.8 29.3 28.7
S.D. 2.5 3.5 4.0 5.7 41 6.9 4.7 3.3
Linalool oxide 80 02F01 26.0 23.6 30.9 30.1 29.3 27.2 ~28.4 28.6
02F02 26.7 23.6 309 . 301 29.3 27.2 28.4 28.6
02F03 23.9 214 23.6 23.9 28.5 25.7 26.9 26.6
02F04 26.0 21.4 23.6 23.9 28.5 25.7 26.9 26.6
02F05 23.2 26.2 23.6 27.6 28.5 28.0 26.4 27.7
02F06 25.6 26.2 23.6 27.6 28.5 28.0 26.4 27.7
02F07 24.0 30.5 29.7 27.0 29.0 319 31.5 26.3
& 02F08 27.3 30.5 29.7 27.0 29.0 31.9 31.5 26.3
A 02F09 23.3 20.9 25.0 18.9 22.8 24.6 26.5 20.5
02F10 22.5 20.9 25.0 18.9 22,8 24.6 26.5 20.5
Mean 249 24.5 26.6 25.5 27.6 27.5 27.9 25.9
S.D. 1.7 3.7 3.3 41 2.6 2.6 2.0 3.0
Linalool oxide 250 03F01 26.1 253 23.4 22.3 24.2 28.7 25.8 23.9
03F02 26.7 25.3 234 22.3 24.2 28.7 25.8 23.9
03F03 20.5 22.3 23.9 21.2 20.1 21.9 21.2 22.4
03F04 25.2 223 23.9 21.2 201 21.9 21.2 224
03F05 24.3 23.4 221 19.1 18.7 204 22.5 20.1
03F06 28.1 23.4 221 19.1 18.7 204 225 20.1
03F07 27.3 21.7 21.2 251 243 21.0 22,5 241
03F08 25.5 21.7 21.2 251 243 21.0 225 241
03F0% 24.0 215 25.0 24.2 246 229 20.0 25.5
03F10 25.6 21.5 25.0 24.2 24,6 229 20.0 255
Mean 25.3 22.8 231 224 22.4 23.0 22.4 23.2

S.D. 21 15 1.4 23 26 31 2.0 1.9




9-¥

Appendix4 Water consumption (g/animal/day) - Individual values (Continued)

‘Sex Test article Dose Animal Mode of Week
(mg/kg/day)  number death(week) 8 9 10 1 12 13
Female Control 0 01F01 384 35.8 30.4 351 311 36.8
01F02 38.4 35.8 30.4 351 311 36.8
01F03 29.7 27.5 24.4 214 26.1 24.2
01F04 29.7 27.5 24.4 214 26.1 24.2
01F05 23.2 26.4 20.2 21.5 26.4 24.0
01F06 23.2 26.4 20.2 21.5 26.4 24.0
01F07 22.2 224 18.0 179 223 19.5
01F08 22.2 224 18.0 17.9 223 19.5
01F09 27.7 23.7 23.6 245 22.4 23.4
01F10 27.7 23.7 23.6 24.5 224 23.4
Mean 28.2 27.2 23.3 241 25.7 25.6
S.D. 6.1 4.9 4.5 6.2 3.4 6.2
Linalool oxide 80 02F01 25.0 23.6 221 20.9 22.0 24.3
02F02 25.0 23.6 221 20.9 22.0 24.3
02F03 27.4 28.5 19.6 221 220 20.3
02F04 27.4 28.5 19.6 221 22.0 20.3
02F05 29.9 26.8 20.5 21.4 25.8 26.0
02F06 29.9 26.8 20.5 214 25.8 26.0
02F07 30.7 27.5 24.0 25.3 27.2 28.7
02F08 30.7 27.5 24.0 25.3 27.2 28.7
02F09 22.8 224 18.7 17.4 18.5 23.2
02F10 22.8 224 18.7 17.4 18.5 23.2
Mean 27.2 25.8 21.0 214 231 245
S.D. 31 2.5 2.0 2.7 3.3 3.0
‘Linalool oxide 250 03F01 28.5 29.9 20.2 23.4 27.6 251
03F02 28.5 29.9 20.2 23.4 27.6 251
03F03 18.5 18.3 17.5 19.1 16.9 18.5
03F04 18.5 18.3 17.5 19.1 16.9 18.5
03F05 18.2 221 18.3 16.1 18.5 18.8
03F06 18.2 221 18.3 16.1 18.5 18.8
03F07 23.2 215 20.4 18.2 23.8 23.8
03F08 23.2 21.5 20.4 18.2 23.8 23.8
03F09 223 23.5 20.9 21.6 21.7 246
03F10 223 23.5 20.9 21.6 21.7 24.6
Mean 221 231 19.5 19.7 21.7 22.2

S.D. 4.0 4.0 14 27 4.0 3.1
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Appendix4 Water consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(mg/kg/day)  number death(week) -1 1 2 3 4 5 6 7
Female Linalool oxide 800 04F01 27.2 26.2 25.5 25.2 27.5 27.6 283 25.6
04F02 23.9 26.2 25.5 25.2 27.5 27.6 28.3 25.6
04F03 225 21.7 246 274 26.9 229 26.2 27.7
04F04 23.2 21.7 246 27.4 26.9 22.9 26.2 27.7
04F05 30.0 26.8 249 24.2 25.0 27.7 24.7 25.4
04F06 26.2 26.8 24.9 24.2 25.0 27.7 24.7 25.4
04F07 23.3 28.7 26.7 25.7 29.6 28.5 251 28.5
04F08 28.1 28.7 26.7 25.7 29.6 28.5 251 28.5
04F09 28.1 31.9 38.1 35.8 47.0 52.9 52.7 48.0
04F10 26.0 31.9 38.1 35.8 47.0 52.9 52.7 48.0
Mean 25.9 271 28.0 27.7 31.2 31.9 314 31.0
S.D. 25 3.5 54 44 8.5 11.3 1.3 9.0
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Appendix 4 Water consumption (g/animal/day) - Individual values (Continued)

Sex Test article Dose Animal Mode of Week
(ma/kg/day) number death(week) 8 9 10 1" 12 13
Female Linalool oxide 800 04F01 27.9 30.1 22.3 249 29.3 271
04F02 27.9 30.1 22.3 24.9 29.3 271
04F03 25.8 25.9 22.6 25.0 25.0 23.2
04F04 25.8 259 226 25.0 25.0 23.2
04F05 26.2 27.3 23.8 28.1 29.6 28.9
04F06 26.2 27.3 23.8 28.1 29.6 28.9
04F07 30.9 27.0 21.4 31.4 27.2 28.3
04F08 30.9 27.0 21.4 314 27.2 28.3
04F09 43.6 45.8 37.9 47.3 42.0 42.4
04F10 43.6 45.8 37.9 47.3 42.0 424
Mean 30.9 31.2 25.6 313 30.6 30.0
S.D. 7.0 7.8 6.5 8.8 6.2 6.9
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Appendix 5 Ophthalmoscopic examination - Individual data

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

Male Control 0 01MO01 Normal
01M02 Normal
01MO03 Normal
01M04 Normal
01M05 Normal
01M06 Normal

Linalool oxide 80 02MO01 Normal
02M02 Normal
02M03 Normal
02M04 Normal
02M05 Normal
02M06 Normal

Linalool oxide 250 03M01 Normal
03M02 Normal
03M03 Normal
03M04 Normal
03M05 Normal
03M06 Normal

Linalool oxide 800 04MO01 Normal
04M02 Normal
04MO03 Normal
04M04 Normal
04MO05 Normal
04MO06 Normal
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Appendix 5 Ophthalmoscopic examination - Individual data (Continued)

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

Female Control 0 01F01 Normal
01F02 Normal
01F03 Normal
01F04 Normal
01F05 Normal
01F06 Normal

Linalool oxide 80 02F01 Normal
02F02 Normal
02F03 Normal
02F04 Normal
02F05 Normal
02F06 Normal

Linalool oxide 250 03F01 Normal
03F02 Normal
03F03 Normal
03F04 Normal
03F05 Normal
03F06 Normal

Linalool oxide 800 04F01 Normal
04F02 Normal
04F03 Normal
04F04 Normal
04F05 Normal

04F06 Normal
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Appendix 6 Urinalysis - Individual data

Sex Test article Dose Animal Mode of Glucose Bilirubin Ketones pH Protein  Urobili- Color
(mg/kg/day) number death(day) nogen

Male Control 0 01M01 - - + 7.0 1+ 0.1 Light yellow
01M02 B - 1+ 8.5 1+ 0.1 Light yellow

01M03 - — + 7.5 - 0.1 Light yellow

01M04 - - - 8.0 + 0.1 Light yellow

01MO05 - - * 7.5 — 0.1 Light yellow

01M06 — - + 7.5 1+ 0.1 Light yellow

Linalool oxide 80 02MO01 — - - 8.0 1+ 0.1 Light yellow
02M02 — - + 8.5 1+ 0.1 Light yellow

02M03 — - + 8.5 * 0.1 Light yellow

02M04 - - + 7.5 1+ 0.1 Light yellow

02M05 - - + 8.0 1+ 0.1 Light yellow

02M06 - - - 8.5 1+ 0.1 Light yellow

Linalool oxide 250 03MO01 - - + 7.0 - 0.1 Light yellow
03M02 - - 1+ 8.5 1+ 0.1 Light yellow

03M03 - - 1+ 7.5 1+ 0.1 Light yellow

03M04 - - + 8.5 + 0.1 Light yellow

03MO05 - - 1+ 6.5 1+ 0.1 Light yellow

03MO06 - - * 7.0 * 0.1 Light yellow

Linalool oxide 800 04MO1 - — - 7.5 — 0.1 Pale yellow
04M02 - - * 7.5 + 0.1 Light yellow

04M03 - — + 6.5 * 0.1 Light yellow

04M04 - — i 7.0 1+ 0.1 Light yellow

04MO05 — - + 6.5 1+ 0.1 Light yellow

04M06 — - - 7.5 + 0.1 Light yellow
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Appendix 6 Urinalysis - Individual data (Continued)

Sex Test article Dose Animal Mode of Sediments
(mg/kg/day) number death(day) Epithelial Crystals Casts Erythro-  Leuko-
cells cytes cytes

Male Control 0 01M01 — 3+ - - -
01M02 — + — - -

01M03 — - - - —

01M04 * — - - —

01M05 — 3+ — - -

01MO06 + 1+ - - —

Linalool oxide 80 02MO01 — + - — -
02M02 — 3+ — - -

02M03 — 3+ - - -

02M04 - 3+ - - -

02M05 - - - — -

02MO06 - - - - -

Linalool oxide 250 03MO01 - 1+ - - -
03M02 - 3+ - - -

03MO03 - - ~ - -

03M04 ~ 1+ — - —

03MO05 — 1+ - - -

03M06 + 1+ — - —

Linalool oxide 800 04MO01 — + — — -
04M02 - 2+ — - -

04M03 - — - - -

04M04 - 3+ - - -

04MO05 — 3+ — - -

04MO06 - 3+ - - —




Appendix 6 Urinalysis - Individual data (Continued)

Sex Test article Dose Animal Mode of Specific Urine Na K Cl
(mg/kg/day) number death(day) gravity volume

(in grams) (mEgq/L) (mEg/L) (mEg/L)
Male Control 0 01MO01 1.054 11.9 51.3 266.88 73.5
01M02 1.063 11.0 101.1 281.22 111.9
01M03 1.084 6.2 233.7 406.50 a 228.3
01M04 1.036 20.9 82.8 177.51 90.6
01MO05 1.038 15.3 63.0 161.16 834
01M06 1.069 8.9 174.9 347.76 a 198.6
Mean 1.057 12.4 117.8 273.51 131.1
S.D. 0.019 5.2 71.6 95.02 65.7
Linalool oxide 80 02Mo01 1.051 143 81.6 263.52 109.8
02M02 1.060 9.4 92.7 243.42 106.8
02MO03 1.045 14.4 76.8 164.31 80.7
02M04 1.063 12.4 96.3 296.52 115.8
02M05 1.066 10.1 102.9 320.64 a 141.6
02MO06 1.062 10.7 43.8 280.50 90.0
Mean 1.058 11.9 82.4 261.49 107.5
S.D. 0.008 2.2 21.2 54.52 21.3
Linalool oxide 250 03MO01 1.038 12.7 171 86.28 31.2
03Mo02 1.049 11.5 34.2 156.21 43.5
03MO03 1.043 121 13.4 112.86 37.5
A 03M04 1.030 23.7 48.0 104.43 48.9
s 03MO05 1.078 56 36.0 209.76 51.9
03MO06 1.042 13.9 30.0 122.88 44.7
Mean 1.047 13.3 29.8 132.07 43.0
S.D. 0.017 5.9 12.8 44.57 7.6

Linalool oxide 800 04MO1 1.015 35.2 11.6 24.78 1.4 a
04M02 1.065 121 50.4 143.67 52.8
04M03 1.080 11.3 96.6 142.11 78.9
04M04 1.045 14.3 411 83.94 50.4
04MO05 1.072 10.3 68.4 137.91 57.6
04MO06 1.050 10.8 48.6 102.90 55.5
Mean 1.055 15.7 52.8 105.89 51.1
S.D. 0.023 9.7 28.4 46.55 22.0

a : Reanalysis was performed.
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Appendix 6 Urinalysis - Individual data (Continued)

Sex Test article Dose Animal Mode of Glucose Bilirubin Ketones  Occult pH Protein  Urobili- Color
(mg/kg/day) number death(day) blood nogen

Female Control 1] 01F01 - - - - 8.0 1+ 0.1 Pale yellow
01F02 - - — - 8.0 — 0.1 Pale yellow

01F03 - - — - 8.5 - 0.1 Light yellow

01F04 - - - = 7.5 - 0.1 Light yellow

01F05 - - - - 7.5 + 0.1 Light yellow

01F06 - = - - 8.5 - 0.1 Light yellow

Linalool oxide 80 02F01 ~ — — - 6.0 1+ 0.1 Light yellow
02F02 - - - - 8.5 1+ 0.1 Light yellow

02F03 - - - - 7.5 * 0.1 Light yellow

02F04 - - - - 8.0 1+ 0.1 Light yellow

02F05 - - - - 8.0 1+ 0.1 Light yellow

02F06 — - — - 7.0 1+ 0.1 Light yellow

Linalool oxide 250 03F01 - — - — 8.0 1+ 0.1 Light yellow
03F02 - - - - 6.0 1+ 0.1 Light yellow

03F03 - - - - 6.0 1+ 0.1 Light yellow

03F04 - - - - 7.5 - 0.1 Light yellow

03F05 - - - - 6.0 1+ 0.1 Light yellow

03F06 - - - - 6.0 1+ 0.1 Light yellow

Linalool oxide 800 04F01 - - = ~ 7.0 * 0.1 Light yellow
04F02 - — - - 8.0 - 0.1 Light yellow

04F03 - - - - 6.5 + 0.1 Pale yellow

04F04 - - - = 7.5 1+ 0.1 Light yellow

04F05 — - — - 6.5 + 0.1 Light yellow

04F06 — - — ~ 6.0 + 0.1 Pale yellow
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Appendix 6 Urinalysis - Individual data (Continued)

Sex Test article Dose Animal  Mode of Sediments
(mg/kg/day) number death(day) Epithelial Crystals Casts Erythro-  Leuko-
cells cytes cytes

Female Control 0 01F01 — 1+ — — -
01F02 - — —~ — _

01F03 - + - - -

01F04 + + - - -

01F05 - - - - -

01F06 - * — - -

Linalool oxide 80 02F01 - - - - -
02F02 - 1+ B - —

02F03 - * - - -

02F04 - 1+ - ~ -

02F05 — 1+ — - —

02F06 - - - - -

Linalool oxide 250 03F01 .= 2+ - - —
03F02 - * ~ - —

03F03 - - - - -

03F04 — - — - —

03F05 - = - — -

03F06 - - - — -

Linalool oxide 800 04F01 — 3+ ~ —~ —
04F02 — — - - -

04F03 B - — - -

04F04 - 2+ - - -

04F05 - - - - ~

04F06 — 2+ - - —
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Appendix 6 Urinalysis - Individual data (Continued)

Sex Test article Dose Animal Mode of Specific Urine Na K Cl
(mg/kg/day) number death(day) gravity volume
(in grams) (mEg/L) (mEg/L) (mEg/L)

Female Control 0 01F01 1.032 14.1 38.4 148.53 51.3
01F02 1.021 31.9 38.1 100.50 46.5

01F03 1.040 13.8 63.0 211.47 79.8

01F04 1.078 6.7 153.9 394.08 a 181.8

01F05 1.044 12.5 106.5 223.44 96.3

01F06 1.061 8.0 84.6 324.00 a 109.5

Mean 1.046 14.5 80.8 233.67 94.2

S.D. 0.021 9.1 44.6 109.06 49.5

Linalool oxide 80 02F01 1.057 7.2 80.7 304.92 a 116.1
02F02 1.030 19.6 67.8 152.31 68.7

02F03 1.062 7.7 122.7 306.72 a 117.0

02F04 1.087 3.7 158.4 488.94 a 254.4

02F05 1.075 57 86.4 328.98 a 103.8

02F06 1.046 12.4 110.1 243.51 103.2

Mean 1.060 9.4 104.4 304.23 127.2

S.D. 0.020 5.8 33.2 110.91 64.7

Linalool oxide 250 03F01 1.044 7.2 33.3 96.36 471
03F02 1.086 3.9 67.8 233.04 744

03F03 1.090 3.3 111.0 366.06 a 122.4

03F04 1.064 5.5 68.1 196.95 723

03F05 1.079 71 146.4 224.46 a 163.8

03F06 1.068 4.8 172.2 239.61 100.5

Mean 1.072 5.3 99.8 226.08 96.8

S.D. 0.017 1.6 52.9 86.61 41.8

Linalool oxide 800 04F01 1.062 7.3 118.5 151.38 85.8
04F02 1.050 9.6 47.7 85.77 36.9

04F03 1.045 16.6 84.0 170.52 74.7

04F04 1.078 6.5 44.4 115.77 30.9

04F05 1.041 14.7 66.3 117.57 60.0

04F06 1.047 15.0 85.2 180.39 85.8

Mean 1.054 11.6 74.4 136.90 62.4

S.D. 0.014 4.4 27.7 36.51 24.1

a : Reanalysis was performed.
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Sex Test article Dose Animal  Mode of RBC HCT HGB MCH MCHC MCV PLT WBC
(mg/kg/day) number death(day)

Appendix 7 Hematology - Individual values

(x10%/pL) (%) (g/dL) (pg) (gldL) (fL) (x10%/uL) (x10%/uL)

Male Control 0 01M01 840 439 15.9 18.9 36.2 52.3 92.9 95.4
01M02 840 39.4 14.3 17.0 36.3 46.9 101.6 55.2
01M03 804 39.7 14.3 17.8 36.0 49.4 101.5 78.1
01M04 924 44.1 16.2 17.5 36.7 47.7 105.8 176.9
01M05 892 44.2 16.1 18.0 36.4 49.6 113.7 128.5
01M06 856 41.1 15.0 17.5 36.5 48.0 109.8 104.2
01M07 843 41.3 15.0 17.8 36.3 49.0 101.4 88.0
01M08 842 39.3 14.2 16.9 36.1 46.7 102.3 154.8
01M09 837 418 14.9 17.8 35.6 49.9 106.5 127.1
01M10 865 42.1 15.4 17.8 36.6 48.7 101.1 116.6
Mean 854 41.7 15.1 17.7 36.3 48.8 103.7 112.5
S.D. 33 1.9 0.8 0.6 0.3 1.6 5.7 36.3
Linalool oxide 80 02M01 853 40.4 14.9 17.5 36.9 47.4 115.5 149.9
02M02 851 41.8 15.2 17.9 36.4 49.1 91.2 82.2
02M03 884 44.1 16.1 18.2 36.5 49.9 96.3 62.6
02M04 870 40.1 14.6 16.8 36.4 46.1 115.2 148.9
02M05 919 40.3 14.8 16.1 36.7 43.9 118.6 107.9
02M06 834 426 15.2 18.2 35.7 51.1 98.0 101.4
02M07 844 40.9 15.1 17.9 36.9 48.5 120.3 147.2
02M08 898 43.4 15.9 17.7 36.6 48.3 115.4 106.6
02M09 846 42.6 15.1 17.8 35.4 50.4 104.5 70.9
02M10 839 39.4 14.6 17.4 37.1 47.0 105.0 119.2
Mean 864 416 15.2 17.6 36.5 48.2 108.0 109.7
S.D. 28 1.6 0.5 0.7 0.5 2.2 10.4 32.0
Linalool oxide 250 03MO01 894 42.8 15.6 17.4 36.4 47.9 118.2 90.9
03M02 833 40.4 14.5 17.4 35.9 48.5 96.0 95.5
03M03 883 42.4 15.1 17.1 35.6 48.0 105.5 93.0
03M04 849 38.5 14.2 16.7 36.9 453 107.2 82.2
03M05 985 38.1 14.6 14.8 38.3 38.7 132.4 165.8
03M06 885 41.2 15.1 171 36.7 46.6 125.0 125.0
03M07 877 41.0 15.0 17.1 36.6 46.8 117.9 123.8
03M08 907 40.4 15.0 16.5 371 44.5 103.9 146.6
03M09 859 42.3 15.5 18.0 36.6 49.2 116.0 135.6
03M10 831 42.5 15.1 18.2 35.5 51.1 116.3 99.2
Mean 880 41.0 15.0 17.0 36.6 46.7 113.8 115.8

S.D. 45 1.7 0.4 0.9 0.8 3.4 10.8 27.8
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Appendix 7 Hematology - Individual values (Continued)

Sex Test article Dose Animal  Mode of Leukocytes, differential Reticulo- Coagulation test
(mg/kg/day) number death(day) Lympho- Neutro- Eosino- Baso- Mono- cytes PT APTT
cytes phils phils phils cytes
(x10%/pL) (x10%/pL) (x10%/pL) (x10%/pL) (x10%pL) (x10%uL) (sec) (sec)

Male Control 0 01MoO01 80.5 10.7 1.2 0.0 3.0 25.12 10.9 13.0
01M02 42.2 10.6 0.7 0.0 1.7 24.53 13.7 19.1

01M03 59.4 15.1 0.8 0.0 2.8 25.89 12.7 16.6

01M04 147.3 21.8 2.2 0.1 5.5 26.80 13.5 18.8

01MO05 86.2 35.3 2.0 0.1 4.9 28.28 10.6 12.8

01MO06 81.7 18.2 1.0 0.0 3.3 23.11 11.2 17.8

01M07 59.8 23.2 1.2 0.0 3.8 34.73 11.8 12.5

01M08 107.3 38.2 1.5 0.0 7.8 34.61 121 15.6

01M09 102.1 19.1 1.3 0.0 4.6 30.47 12.9 15.1

01M10 81.5 28.5 1.1 0.0 5.5 25.78 15.2 18.5

Mean 84.8 221 1.3 0.0 4.3 27.93 12.5 16.0

S.D. 29.5 9.5 0.5 0.0 1.7 4.09 1.4 2.6

Linalool oxide 80 02MO1 127.9 15.7 1.1 0.1 5.1 23.46 12.5 15.0
02M02 64.6 13.8 0.6 0.0 3.2 30.64 10.7 14.6

02M03 46.0 14.2 0.9 0.0 1.5 29.35 18.2 21.9

02M04 108.2 33.1 2.0 0.1 5.5 28.01 10.4 14.2

02M05 83.3 19.3 1.4 0.1 3.8 25.55 11.2 16.7

02MO06 66.4 29.4 2.2 0.0 3.4 30.94 14.5 17.9

02MO07 114.3 24.0 2.5 0.0 6.4 30.89 16.1 20.0

02M08 771 23.5 1.5 0.0 4.5 34.93 12.0 15.3

02Mo09 57.9 8.8 1.0 0.0 3.2 28.26 14.7 20.6

02M10 95.3 15.8 1.1 0.0 7.0 28.27 11.0 11.2

Mean 84.1 19.8 1.4 0.0 4.4 29.03 13.1 16.7

S.D. 26.7 7.6 0.6 0.0 1.7 3.16 2.6 3.3

Linalool oxide 250 03Mo1 70.0 16.9 0.8 0.0 3.2 28.70 12.1 18.9
03M02 71.6 17.8 24 0.1 3.6 26.07 14.1 19.8

03M03 72.0 16.3 1.7 0.0 3.0 22.69 12.2 18.3

03M04 60.5 16.5 2.2 0.0 3.0 28.70 16.1 19.6

03MO05 129.6 31.3 2.2 0.0 2.7 28.96 12.0 16.7

03MO06 80.4 38.1 2.1 0.1 4.3 28.41 11.8 15.8

03MO07 99.1 19.5 1.2 0.1 3.9 32.10 9.9 13.2

03M08 119.1 22,5 1.6 0.1 3.3 30.76 1.7 15.6

03M09 102.9 25.6 2.1 0.1 4.9 29.89 17.3 15.7

03M10 78.0 15.1 1.7 0.0 4.4 28.59 12.5 17.4

Mean 88.3 22.0 1.8 0.1 3.6 28.49 13.0 171

S.D. 23.1 7.6 0.5 0.1 0.7 2.58 2.2 2.1
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Sex Test article Dose Animal  Mode of RBC HCT HGB MCH MCHC MCV PLT WwWBC
(mg/kg/day) number death(day)

Appendix 7 Hematology - Individual values (Continued)

(x10*pL) (%) (g/dL) (pg) (g/dL) (fL) (x10%/pL) (x10%/pL)
Male Linalool oxide 800 04M01 885 41.0 14.7 16.6 35.9 46.3 129.5 104.9
04M02 852 43.1 15.2 17.8 35.3 50.6 131.7 89.6
04M03 870 40.8 14.8 17.0 36.3 46.9 109.9 108.7
04M04 755 36.3 13.3 17.6 36.6 48.1 138.8 150.3
04M05 912 42.9 15.2 16.7 35.4 47.0 117.9 1141
04M06 863 41.7 15.0 17.4 36.0 48.3 125.5 118.1
04M07 886 44.9 15.9 17.9 35.4 50.7 99.1 105.5
04M08 828 41.3 14.5 17.5 35.1 49.9 109.9 118.1
04M09 876 42.5 15.0 17.1 35.3 48.5 97.4 74.2
04M10 855 39.2 14.4 16.8 36.7 45.8 115.6 92.1
Mean 858 41.4 14.8 17.2 35.8 48.2 117.5 107.6
S.D. 43 2.4 0.7 0.5 0.6 1.7 13.8 20.5
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Appendix 7 Hematology - Individual values (Continued)

Sex Test article Dose Animal  Mode of Leukocytes, differential Reticulo- Coagulation test
(mg/kg/day) number death(day) Lympho- Neutro- Eosino- Baso- Mono- cytes PT APTT
cytes phils phils phils cytes

(x10%/pL) (x10%/pL) (x10%/pL) (x10%/pL) (x10%/pL) (x10*/pL) (sec) (sec)

Male Linalool oxide 800 04MO01 82.2 16.6 1.4 0.1 4.6 33.01 11.0 12.6

04M02 60.6 24.9 1.4 0.0 2.7 28.37 10.4 15.6

04M03 82.1 21.0 2.3 0.0 3.3 29.58 11.0 16.0

04M04 98.5 44.9 2.7 0.1 4.1 25.97 10.5 15.0

04MO05 91.5 17.0 1.1 0.0 4.5 22.62 11.6 16.9

04M06 91.3 22.7 0.8 0.0 3.3 32.36 11.7 15.2

04M07 86.4 15.3 1.1 0.0 2.7 24.54 1.4 12.7

04MO08 91.3 20.3 1.6 0.0 4.9 31.38 10.8 15.6

04M08 57.7 12.2 0.6 0.0 3.7 24.09 10.9 15.1

04M10 66.6 19.8 0.6 0.1 5.0 29.75 121 15.3

Mean 80.8 21.5 14 0.0 3.9 28.17 11.1 15.0

S.D. 14.2 9.0 0.7 0.0 0.9 3.67 0.5 1.4
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Appendix 7 Hematology - Individual values (Continued)

Sex Test article Dose Animal  Mode of RBC HCT HGB MCH MCHC MCcVv PLT WBC
(mg/kg/day) number death(day)
(x10pL) (%) (g/dL) (pg) (g/dL) (fL) (x10*/pL) (x10%/pL)

Female Control 0 01F01 717 38.7 14.2 19.8 36.7 54.0 96.8 74.0
01F02 725 38.7 141 19.4 36.4 53.4 118.1 69.7

01F03 738 39.3 14.3 19.4 36.4 53.3 102.9 79.5

01F04 696 39.3 13.9 20.0 35.4 56.5 102.4 50.5

01F05 756 38.8 14.2 18.8 36.6 51.3 101.0 57.0

01F06 775 39.4 14.5 18.7 36.8 50.8 110.5 52.3

01F07 772 39.5 14.4 18.7 36.5 51.2 120.1 84.2

01F08 790 39.7 14.9 18.9 37.5 50.3 109.8 59.3

01F09 759 38.7 14.2 18.7 36.7 51.0 99.1 84.8

01F10 790 38.9 14.3 18.1 36.8 49.2 100.7 39.8

Mean 752 39.1 14.3 19.1 36.6 52.1 106.1 65.1

S.D. 32 0.4 0.3 0.6 0.5 2.2 8.1 15.6

Linalool oxide 80 02F01 764 39.1 14.4 18.8 36.8 51.2 118.2 65.6
02F02 636 35.5 12.9 20.3 36.3 55.8 115.4 45.0

02F03 755 38.9 14.3 18.9 36.8 51.5 106.3 71.4

02F04 722 37.5 13.7 19.0 36.5 51.9 89.2 27.3

02F05 764 411 14.6 19.1 35.5 53.8 113.1 110.7

02F06 722 37.3 13.4 18.6 35.9 51.7 115.9 53.9

02F07 725 39.9 14.2 19.6 35.6 55.0 87.5 65.0

02F08 754 38.8 14.0 18.6 36.1 51.5 112.8 63.0

02F09 866 41.3 14.8 171 35.8 47.7 123.7 73.2

02F10 800 39.4 14.2 17.8 36.0 49.3 96.9 58.4

Mean 751 38.9 14.1 18.8 36.1 51.9 107.9 63.4

S.D. 59 1.8 0.6 0.9 0.5 2.4 12.5 21.5

Linalool oxide 250 03F01 762 39.0 14.4 18.9 36.9 51.2 124.8 122.2
03F02 741 404 14.6 19.7 36.1 54.5 104.4 72.0

03F03 762 38.7 14.2 18.6 36.7 50.8 139.4 58.8

03F04 772 38.4 14.1 18.3 36.7 49.7 123.2 63.7

03F05 759 38.6 14.1 18.6 36.5 50.9 105.2 78.7

03F06 748 40.5 14.3 19.1 35.3 54.1 106.3 60.4

03F07 784 39.6 14.3 18.2 36.1 50.5 118.8 149.5

03F08 744 39.8 14.1 19.0 35.4 53.5 101.1 82.2

03F09 807 40.5 14.9 18.5 36.8 50.2 108.9 64.4

03F10 750 38.2 14.2 18.9 37.2 50.9 99.6 91.0

Mean 763 394 14.3 18.8 36.4 51.6 113.2 84.3

S.D. 20 0.9 0.3 0.4 0.6 1.7 12.9 29.7
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Appendix 7 Hematology - Individual values (Continued)

Sex Test article Dose Animal  Mode of Leukocytes, differential Reticulo- Coagulation test
(mg/kg/day) number death(day) Lympho- Neutro- Eosino- Baso- Mono- cytes PT APTT
cytes phils phils phils cytes

(x10%/pL) (x10%/pL) (x10%/pL) (x10%/pL) (x10%/uL) (x10*/uL) (sec) (sec)

Female Control 0 01F01 59.1 131 0.9 0.0 0.9 27.46 9.3 14.2
01F02 53.0 13.2 1.0 0.0 2.5 22.76 9.3 11.8

01F03 66.7 10.0 1.0 0.0 1.8 23.84 9.3 10.6

01F04 39.8 8.8 0.6 0.0 1.3 31.46 9.2 12.8

01F05 427 1.4 1.6 0.0 1.3 27.44 9.5 13.0

01F06 44.7 5.7 0.7 0.0 1.2 22.63 9.3 13.2

01F07 65.8 14.8 0.8 0.0 2.8 20.54 9.3 11.6

01F08 49.8 6.9 0.8 0.0 1.8 25.28 9.5 12.3

01F09 66.8 15.1 1.2 0.0 1.7 18.14 9.4 12.8

01F10 33.0 5.5 0.8 0.0 0.5 27.97 9.7 12.7

Mean 521 10.5 0.9 0.0 1.6 24.75 9.4 12.5

S.D. 12.2 3.6 0.3 0.0 0.7 3.96 0.1 1.0

Linalool oxide 80 02F01 51.9 10.7 1.3 0.0 1.7 24.68 9.3 121
02F02 38.8 4.6 0.5 0.0 1.1 20.80 9.0 121

02F03 44.2 231 1.3 0.0 2.8 21.37 9.2 13.1

02F04 21.7 4.6 0.3 0.0 0.7 25.99 9.3 13.4

02F05 91.1 16.4 1.0 0.0 2.2 29.26 9.3 12.8

02F06 44.1 6.8 1.2 0.0 1.8 28.37 9.3 12.6

02F07 53.6 9.0 0.7 0.0 1.7 33.42 9.1 11.9

02F08 50.7 8.4 1.3 0.0 2.6 23.00 9.3 10.2

02F09 59.8 1.4 0.7 0.0 1.3 29.36 9.4 12,7

02F10 39.4 15.7 1.0 0.0 2.3 24.40 9.4 13.1

Mean 49.5 1.1 0.9 0.0 1.8 26.07 9.3 12.4

S.D. 18.0 5.9 0.4 0.0 0.7 4.00 0.1 0.9

Linalool oxide 250 03F01 106.1 12.6 1.4 0.0 21 23.16 9.3 141
03F02 63.1 7.3 0.6 0.0 1.0 21.19 9.3 11.6

03F03 46.2 10.4 0.8 0.0 1.4 20.35 9.3 12.0

03F04 46.7 12.9 1.4 0.0 2.7 24.86 9.3 123

03F05 56.0 17.8 1.2 0.0 3.7 21.63 9.2 13.0

03F06 50.3 8.4 0.3 0.0 1.4 33.06 9.3 12.3

03F07 134.2 11.5 0.9 0.1 2.8 19.13 9.3 133

03F08 64.8 15.1 1.0 0.0 1.3 27.23 9.2 14.2

03F09 56.5 5.2 1.0 0.0 1.7 20.26 9.6 12.7

03F10 78.4 9.3 0.9 0.0 2.4 21.00 9.3 13.8

Mean 70.2 11.1 1.0 0.0 21 23.19 9.3 12.9

S.D. 28.8 3.8 0.3 0.0 0.8 4.23 0.1 0.9
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Appendix 7 Hematology - Individual values (Continued)

Sex Test article Dose Animal  Mode of RBC HCT HGB MCH MCHC MCV PLT WBC
(mg/kg/day) number death(day)
(x10°/pL) (%) (g/dL) (pg) (g/dL) (fL) (x10%uL) (x10%/uL)

Female Linalool oxide 800 04F01 739 38.5 13.8 18.7 35.8 521 96.6 76.5
04F02 700 38.8 13.7 19.6 35.3 55.4 114.2 47.5
04F03 684 38.1 13.8 20.2 36.2 55.7 106.7 81.5
04F04 747 38.0 13.7 18.3 36.1 50.9 125.4 53.9
04F05 707 37.8 13.7 194 36.2 563.5 114.2 96.0
04F06 747 38.3 13.9 18.6 36.3 51.3 115.7 59.9
04F07 706 37.0 131 18.6 35.4 52.4 116.0 78.0
04F08 755 40.9 14.3 18.9 35.0 54.2 107.7 1121
04F09 677 37.9 131 19.4 34.6 56.0 114.2 42.5
04F10 761 39.3 14.1 18.5 35.9 51.6 105.6 76.5
Mean 722 38.5 13.7 19.0 35.7 53.3 111.6 72.4
S.D. 31 1.1 0.4 0.6 0.6 1.9 7.8 21.8




8-L

Appendix 7 Hematology - Individual values (Continued)

Sex Test article Dose Animal  Mode of Leukocytes, differential Reticulo- Coagulation test
(mg/kg/day) number death(day) Lympho- Neutro- Eosino- Baso- Mono- cytes PT APTT
cytes phils phils phils cytes

(x10%/pL) (x10%/pL) (x10%/pL) (x10%/pL) (x10%/pL) (x10%pL) (sec) (sec)

Female Linalool oxide 800 04F01 59.5 13.5 1.1 0.1 2.3 36.21 9.4 8.4

04F02 40.9 4.9 0.5 0.0 1.2 28.21 9.1 12.2

04F03 58.7 20.0 1.1 0.0 1.7 25.92 8.9 124

04F04 43.5 8.8 0.8 0.0 0.8 18.45 8.9 12.3

04F05 75.4 15.3 1.6 0.1 3.6 23.76 8.9 11.9

04F06 49.4 7.9 0.6 0.0 2.0 26.67 9.1 10.4

04F07 59.3 15.3 1.2 0.0 2.2 30.57 9.1 9.9

04F08 98.4 10.4 1.1 0.0 2.2 28.24 9.3 12.0

04F09 33.8 7.0 0.6 0.0 1.1 28.30 9.1 10.9

04F10 60.2 12.4 1.0 0.0 2.9 23.36 9.3 12.6

Mean 57.9 11.6 1.0 0.0 2.0 26.97 9.1 11.3

S.D. 18.6 4.6 0.3 0.0 0.9 4.72 0.2 1.4
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Appendix 8 Clinical chemistry - Individual values

Sex Test article Dose Animal AST ALT ALP y-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 01MO01 79 28 298 0.3 0.04 11.6 0.36 141
01M02 72 30 330 0.3 0.03 9.6 0.31 127
01M03 96 37 652 0.4 0.05 12.7 0.33 124
01M04 76 32 581 0.3 0.05 12.4 0.29 134
01MO05 88 45 322 0.5 0.05 12.0 0.33 131
01M06 96 26 213 0.4 0.04 12.6 0.29 131
01MO07 99 43 516 0.3 0.05 11.2 0.29 153
01M08 131 37 389 0.3 0.04 12.4 0.37 121
01MO09 71 21 214 0.3 0.04 13.3 0.29 137
01M10 60 28 252 ND a,b 0.03 10.0 0.28 142
Mean 87 33 377 0.3 0.04 11.8 0.31 134
. S.D. 20 8 155 0.1 0.01 1.2 0.03 10
Linalool oxide 80 02MO01 114 32 267 0.4 0.06 1.7 0.36 147
02Mo02 63 30 305 0.3 0.04 15.4 0.39 140
02M03 57 22 294 0.2 a 0.05 11.5 0.24 116
02M04 140 42 232 0.5 0.08 12.8 0.32 116
02M05 66 37 274 ND a,b 0.04 1.1 0.31 127
02Mo06 71 18 395 0.4 0.03 10.7 0.35 168
02MO07 67 26 233 0.3 0.03 10.9 0.30 161
02M08 117 27 329 0.3 0.04 10.7 0.30 121
02M09 76 21 237 0.2 0.04 13.8 0.37 151
02M10 71 25 386 0.4 0.03 13.4 0.32 132
Mean 84 28 295 0.3 0.04 12.2 0.33 138
S.D. 28 7 60 0.1 0.02 1.6 0.04 19
Linalool oxide 250 03MO01 79 21 300 0.2 0.05 13.2 0.30 115
03M02 64 27 320 0.5 0.03 12.3 0.40 168
03M03 134 35 383 0.6 0.05 14.9 0.42 121
03Mo04 76 40 359 0.4 0.06 13.0 0.29 111
03M05 110 31 343 0.5 0.04 15.7 0.28 110
03M06 52 23 233 0.5 0.04 12.8 0.26 139
03MO07 106 39 414 0.5 0.04 12.6 0.26 125
03M08 95 25 394 0.4 0.04 1.1 0.31 154
03M09 61 24 255 0.4 0.03 11.0 0.25 123
03M10 63 25 275 0.4 0.03 13.1 0.35 142
Mean 84 29 328 0.4 0.04 13.0 0.31 131
S.D. 26 7 61 0.1 0.01 1.5 0.06 19
ND : NOT DONE

a : Reanalysis was performed.
b : Value was under the measuring limit.



Appendix 8 Clinical chemistry - Individual values (Continued)

Sex Test article Dose Animal T-CHO PL TG TP ALB A/G P Ca
(mg/kg/day) number ratio
(mg/dL) (mg/dL) (mg/dL) (g/dL) (g/dL) (mg/dL) (mg/dL)
Male Control 0 01MO01 43 81 59 55 2.6 0.90 6.3 9.9
01M02 68 107 44 5.9 2.6 0.79 6.4 9.8
01M03 50 92 72 5.7 2.7 0.90 6.2 10.1
01M04 69 122 78 6.4 3.0 0.88 6.2 10.3
01MO05 72 104 24 6.0 2.6 0.76 59 9.9
01M06 44 79 35 6.0 2.5 0.71 6.0 9.9
01M07 60 98 38 6.1 27 0.79 71 10.5
01M08 40 79 43 5.8 2.6 0.81 7.1 10.1
01M09 42 80 65 55 2.4 0.77 6.8 9.9
01M10 53 95 60 6.1 2.7 0.79 6.4 10.2
Mean 54 94 52 59 2.6 0.81 6.4 10.1
S.D. 12 14 18 0.3 0.2 0.06 0.4 0.2
Linalool oxide 80 02Mo01 53 96 76 5.9 2.7 0.84 6.3 10.2
02M02 61 102 41 6.0 2.7 0.82 57 10.1
02M03 38 69 15 6.0 2.9 0.94 6.4 10.1
02M04 61 109 34 6.3 28 0.80 6.2 10.7
02MO05 54 96 66 6.2 2.7 0.77 6.4 10.2
0 02MO06 57 95 30 5.9 2.6 0.79 55 9.8
) 02M07 56 112 118 6.2 2.7 0.77 6.5 10.8
02mMo8 51 97 66 6.1 2.9 0.91 6.4 10.1
02M09 52 87 36 5.7 2.6 0.84 6.3 10.0
02M10 58 109 51 6.0 2.7 0.82 6.3 10.2
Mean 54 97 53 6.0 2.7 0.83 6.2 10.2
S.D. 7 13 30 0.2 0.1 0.06 0.3 0.3
Linalool oxide 250 03MO01 52 100 75 6.5 2.9 0.81 5.7 10.4
03M02 65 108 47 5.7 2.6 0.84 6.0 9.6
03Mo03 54 88 51 6.0 2.7 0.82 5.8 9.7
03M04 63 114 70 54 2.7 1.00 5.7 9.8
03MO05 75 113 50 6.3 2.8 0.80 6.2 101
03M06 47 84 45 6.2 2.8 0.82 6.5 10.3
03Mo07 60 86 26 6.0 2.5 0.71 6.6 10.3
03Mo08 69 108 54 6.2 2.7 0.77 6.6 10.3
03M09 59 92 a1 6.3 2.8 0.80 6.6 10.7
03M10 35 72 55 5.9 2.7 0.84 6.7 9.9
Mean 58 97 51 6.1 2.7 0.82 6.2 101
S.D. 12 14 14 0.3 0.1 0.07 0.4 0.4




Appendix 8 Clinical chemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of Mg Na K Cl
(mg/kg/day) number death(day)
(mg/dL) (mEq/L) (mEq/L) (mEg/L)
Male Control 0 01MO01 2.0 142.7 4.54 107.9
01M02 1.9 142.8 4.44 105.4
01M03 21 143.9 4.27 106.8
01M04 21 143.5 4.69 108.5
01M05 21 143.4 4.32 105.3
01M06 2.2 143.8 4.47 105.6
01M07 21 143.1 4.59 104.6
01M08 2.0 142.3 4.43 103.2
01M09 2.0 142.6 4.82 104.9
01M10 2.0 142.7 4.49 104.5
Mean 21 143.1 4.51 105.7
S.D. 0.1 0.5 0.16 1.6
Linalool oxide 80 02M01 21 144.6 4.44 107.0
02M02 2.0 143.2 4.56 104.7
02M03 21 143.7 4.17 107.4
02M04 2.0 144.4 4.53 106.8
02MO05 2.3 143.3 4.42 105.2
) 02Mo06 2.3 144.3 4.39 106.2
@ 02M07 1.9 1421 4.53 1021
02mo8 2.2 143.2 4.86 104.4
02M09 2.2 142.3 4.25 104.6
02M10 2.3 142.9 4.1 104.0
Mean 21 143.4 4.43 105.2
S.D. 0.1 0.9 0.22 1.6
Linalool oxide 250 03MO01 2.0 144.0 4.78 105.3
03M02 23 142.9 4.47 103.5
03M03 2.3 143.4 4.80 106.3
03M04 2.1 144.7 4.50 108.6
03MO05 2.1 141.3 5.00 103.5
03MO06 2.2 140.9 4.58 102.5
03M07 2.0 141.8 4.67 102.6
03M08 2.0 141.5 4.58 102.0
03M09 1.7 142.7 4.06 102.6
03M10 21 143.8 4.51 104.9
Mean 21 142.7 4.60 104.2

S.D. 0.2 1.3 0.25 2.1
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Appendix 8 Clinical chemistry - 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) (mg/dL) (mg/dL) (mg/dL)
Male Linalool oxide 800 04MO1 79 47 313 0.6 0.05 13.3 0.35 94
04M02 109 39 251 0.6 0.04 17.8 0.38 96
04M03 115 38 375 0.9 0.05 11.2 0.29 134
04M04 73 37 384 0.8 0.07 12.2 0.33 131
04MO05 69 30 300 0.7 0.05 12.2 0.26 112
04M06 87 38 240 0.8 0.05 11.2 0.28 99
04M07 83 38 270 0.8 0.06 13.4 0.25 99
04M08 86 37 227 1.4 0.05 11.5 0.26 142
04M09 60 45 254 0.4 0.04 13.0 0.25 124
04M10 57 31 469 0.6 0.04 9.7 0.29 118
Mean 82 38 308 0.8 0.05 12.6 0.29 115
S.D. 19 5 78 0.3 0.01 2.2 0.05 18
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Appendix 8 Clinical chemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of T-CHO PL TG TP ALB AlG 1P Ca
(mg/kg/day) number death(day) ratio
(mg/dL) (mg/dL) (mg/dL) (g/dL) (g/dL) (mg/dL) (mg/dL)
Male Linalool oxide 800 04MO01 76 123 68 6.2 2.7 0.77 6.4 10.5
04M02 59 100 39 6.2 2.5 0.68 6.3 9.7
04M03 77 107 27 6.0 2.5 0.71 6.4 10.1
04M04 61 97 31 6.3 2.6 0.70 5.7 10.3
04MO05 63 95 43 6.0 27 0.82 6.5 10.4
04MO06 53 93 27 6.3 2.9 0.85 5.9 10.2
04MO07 63 101 42 6.4 2.8 0.78 6.9 10.4
04M08 51 90 38 6.4 2.8 0.78 6.4 10.2
04M09 86 133 53 6.2 2.7 0.77 6.1 10.4
04M10 63 107 39 6.0 2.8 0.88 71 10.1
Mean 65 105 41 6.2 2.7 0.77 6.4 10.2
S.D. 1 14 12 0.2 0.1 0.06 0.4 0.2
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Appendix 8 Clinical chemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of Mg Na K (o]
(mg/kg/day) number death(day)
(mg/dL) (mEg/L) (mEq/L) (mEq/L)
Male Linalool oxide 800 04MO01 2.4 143.7 4.51 103.5
04M02 2.5 143.3 5.14 105.3
04MO03 2.3 142.9 5.23 107.3
04M04 21 143.7 4.37 106.9
04MO05 23 142.5 5.10 103.0
04M06 2.4 143.0 4.59 104.2
04M07 2.4 144.3 4.69 103.8
04Mo08 2.3 143.4 4.86 105.4
04M09 21 141.4 4.98 102.3
04M10 2.1 142.8 4.24 103.2
Mean 2.3 143.1 4.77 104.5
S.D. 0.1 0.8 0.34 1.7
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Appendix 8 Clinical chemistry - 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) (mg/dL) (mg/dL) (mg/dL)

Female Control 0 01F01 74 23 140 0.3 0.04 15.1 0.41 126
01F02 74 37 144 0.4 0.05 17.5 0.45 136

01F03 69 27 126 ND a,b 0.04 14.0 0.40 100

01F04 47 26 147 0.2 0.04 13.5 0.41 144

01F05 69 24 183 0.4 0.04 1.8 0.35 132

01F06 64 20 131 0.3 0.05 15.1 0.41 146

01F07 55 38 133 0.2 a 0.06 171 0.36 123

01F08 62 30 143 0.3 0.05 16.7 0.39 178

01F09 78 25 154 0.4 0.05 15.5 0.45 113

01F10 64 37 151 0.5 0.06 12.0 0.32 138

Mean 66 29 145 0.3 0.05 14.7 0.40 134

S.D. 9 6 16 0.1 0.01 1.9 0.04 21

Linalool oxide 80 02F01 80 28 160 0.3 0.05 11.4 0.36 123
02F02 87 25 135 0.3 0.05 12.7 0.44 134

02F03 77 22 250 0.2 0.06 13.3 0.38 142

02F04 78 36 110 0.4 0.03 13.6 0.38 130

02F05 74 24 115 0.2 0.06 13.5 0.38 110

02F06 82 28 159 0.3 0.06 11.0 0.36 132

02F07 53 24 143 0.4 0.04 11.6 0.38 127

02F08 60 27 136 0.5 0.05 16.0 0.44 121

02F09 151 49 235 0.5 0.06 17.3 0.36 136

02F10 71 26 112 0.5 0.03 11.4 0.35 125

Mean 81 29 156 0.4 0.05 13.2 0.38 128

S.D. 27 8 49 0.1 0.01 2.1 0.03 9

Linalool oxide 250 03F01 97 28 161 0.3 0.03 12.0 0.44 122
03F02 88 30 139 0.3 0.06 13.3 0.45 90

03F03 70 28 96 0.6 0.07 13.6 0.36 104

03F04 82 32 254 0.5 0.06 13.9 0.36 11

03F05 91 60 137 0.3 0.07 12.6 0.37 115

03F06 110 36 165 1.0 0.09 11.8 0.33 106

03F07 91 42 346 ND a,b 0.07 15.5 0.33 114

03F08 79 23 135 0.8 0.07 14.0 0.39 98

03F09 113 39 155 0.6 0.08 14.8 0.38 101

03F10 81 25 110 0.3 0.04 14.9 0.39 133

Mean 90 34 170 0.5 0.06 13.6 0.38 109

S.D. 14 11 75 0.3 0.02 1.2 0.04 12

ND : NOT DONE
a : Reanalysis was performed.
b : Value was under the measuring limit.
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Appendix 8 Clinical chemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of T-CHO PL TG TP ALB AIG 1P Ca
(mg/kg/day) number death(day) ratio
(mg/dL) (mg/dL) (mgl/dL) (g/dL) (g/dL) (mg/dL) (mg/dL)

Female Control 0 01F01 78 169 70 6.8 3.4 1.00 4.8 10.4
01F02 88 173 52 6.7 3.4 1.03 4.9 10.8

01F03 57 121 35 6.5 3.2 0.97 4.5 10.3

01F04 85 186 94 6.5 3.4 1.10 3.8 10.7

01F05 72 148 49 6.4 3.1 0.94 4.5 10.2

01F06 70 135 26 6.5 3.4 1.10 4.9 10.2

01F07 72 151 49 6.7 3.6 1.16 5.8 10.5

01F08 76 145 46 6.3 31 0.97 5.2 10.5

01F09 58 110 6 6.3 3.0 0.91 54 9.7

01F10 68 140 34 6.1 3.2 1.10 5.2 10.0

Mean 72 148 46 6.5 3.3 1.03 4.9 10.3

S.D. 10 23 24 0.2 0.2 0.08 0.6 0.3

Linalool oxide 80 02F01 72 157 83 6.5 3.5 1.17 4.8 10.3
02F02 87 175 42 6.9 3.7 1.16 4.4 10.6

02F03 67 131 33 6.3 31 0.97 4.6 10.1

02F04 87 178 85 7.0 3.7 1.12 3.0 10.5

02F05 55 120 31 6.6 3.3 1.00 5.3 9.9

02F06 99 196 53 71 3.5 0.97 4.7 10.7

02F07 81 155 30 6.1 2.9 0.91 6.2 10.5

02F08 98 177 48 6.9 3.4 0.97 53 11.0

02F09 75 146 46 6.1 2.9 0.91 5.0 9.7

02F10 75 143 29 6.1 3.0 0.97 5.0 10.0

Mean 80 158 48 6.6 3.3 1.02 4.8 10.3

S.D. 14 24 21 0.4 0.3 0.10 0.8 0.4

Linalool oxide 250 03F01 58 122 15 6.9 3.4 0.97 4.6 10.2
03F02 72 153 33 6.8 3.4 1.00 4.9 10.1

03F03 95 190 102 6.5 3.3 1.03 4.5 10.5

03F04 75 158 92 7.4 3.6 0.95 4.7 10.8

03F05 83 167 56 6.4 3.1 0.94 4.1 10.1

03F06 90 172 26 6.2 3.0 0.94 54 9.8

03F07 110 197 39 6.6 3.1 0.89 5.5 10.5

03F08 78 152 20 6.2 3.0 0.94 5.9 10.0

03F09 80 134 23 59 2.8 0.90 5.1 10.0

03F10 73 128 25 6.2 2.8 0.82 5.6 10.0

Mean 81 157 43 6.5 3.2 0.94 5.0 10.2

S.D. 14 25 31 0.4 0.3 0.06 0.6 0.3
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Appendix 8 Clinical chemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of Mg Na K Cl
(mg/kg/day) number death(day)
(mg/dL) (mEq/L) (mEq/L) (mEg/L)

Female Control 0 01F01 2.1 144.3 4.08 104.2
01F02 2.0 143.3 4.03 103.2

01F03 21 144.2 4.17 106.6

01F04 1.9 144.0 3.60 110.1

01F05 2.2 143.6 4.08 107.5

01F06 21 141.8 4.47 104.4

01F07 2.2 142.5 4.32 103.7

01F08 21 141.4 4.18 103.5

01F09 2.3 142.0 3.97 104.8

01F10 21 144.2 3.58 104.8

Mean 21 143.1 4.05 105.3

S.D. 0.1 1.1 0.28 2.2

Linalool oxide 80 02F01 2.2 143.5 4.37 104.6
02F02 2.2 142.6 4.20 103.4

02F03 21 143.0 3.98 106.2

02F04 2.0 143.9 3.86 109.2

02F05 21 144.2 4.16 106.6

02F06 2.3 142.6 4.45 105.2

02F07 21 142.8 3.81 103.1

02F08 2.3 141.6 4.26 102.5

02F09 2.3 142.3 4.16 103.8

02F10 2.3 143.1 3.72 103.5

Mean 2.2 143.0 4.10 104.8

S.D. 0.1 0.8 0.24 2.0

Linalool oxide 250 03F01 2.0 142.0 4.18 102.1
03F02 23 142.2 3.94 101.8

03F03 21 145.2 4.24 105.8

03F04 2.2 142.6 4.28 105.0

03F05 2.2 142.1 3.88 105.8

03F06 2.2 142.9 3.94 104.1

03F07 21 143.6 3.72 104.1

03F08 24 144.0 3.78 104.7

03F09 2.1 141.5 3.95 102.1

03F10 21 142.1 3.85 103.6

Mean 2.2 142.8 3.98 103.9

S.D. 0.1 1.1 0.19 1.5
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Appendix 8 Clinical chemistry - 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) (mg/dL) (mg/dL) (mg/dL)
Female Linalool oxide 800 04F01 88 44 157 0.8 0.07 15.5 0.33 110
04F02 56 39 132 0.8 0.05 16.6 0.32 128
04F03 66 29 101 0.8 0.05 18.2 0.38 110
04F04 75 31 121 1.6 0.06 17.3 0.42 104
04F05 110 41 87 0.7 0.10 16.5 0.37 100
04F06 51 30 102 0.7 0.05 12.9 0.34 107
04F07 56 27 146 11 0.07 12.7 0.30 134
04F08 59 38 107 0.6 0.05 18.7 0.30 100
04F09 51 26 121 0.6 0.08 10.8 0.30 106
04F10 45 30 77 0.7 0.04 14.0 0.31 135
Mean 66 34 115 0.8 0.06 15.3 0.34 113
S.D. 20 6 25 0.3 0.02 2.6 0.04 14
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Appendix 8 Clinical chemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of T-CHO PL TG TP ALB AIG IP Ca
(mg/kg/day) number death(day) ratio
(mg/dL) (mg/dL) (mg/dL) (g/dL) (g/dL) (mg/dL) (mg/dL)
Female Linalool oxide 800 04F01 93 179 68 6.0 2.9 0.94 4.7 10.0
04F02 112 187 39 6.2 3.1 1.00 4.8 9.9
04F03 92 168 33 6.7 3.1 0.86 53 10.4
04F04 90 168 88 6.4 3.0 0.88 4.2 10.0
04F05 129 224 88 6.9 3.2 0.86 51 10.5
04F06 132 211 84 6.5 3.2 0.97 4.7 104
04F07 108 179 67 6.6 3.0 0.83 5.6 10.6
04F08 111 178 77 6.3 3.1 0.97 5.0 10.4
04F09 112 185 19 6.7 3.3 0.97 6.1 10.5
04F10 131 217 56 6.5 3.1 0.91 5.0 9.9
Mean 11 190 62 6.5 3.1 0.92 5.1 10.3
S.D. 16 20 24 0.3 0.1 0.06 0.5 0.3
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Appendix 8 Clinical chemistry - Individual values (Continued)

Sex Test article Dose Animal  Mode of Mg Na K Cl
(mg/kg/day) number death(day)
(mg/dL) (mEg/L) (mEgqg/L) (mEg/L)
Female Linalool oxide 800 04F01 2.4 143.3 4.51 101.7
04F02 2.3 144.1 4.48 107.6
04F03 2.3 143.8 4.08 104.8
04F04 24 144.0 4,22 105.5
04F05 2.3 141.6 3.78 103.0
04F06 2.3 142.0 4.27 102.2
04F07 21 1421 4.34 103.1
04F08 2.3 142.3 4.19 102.3
04F09 2.2 144 .4 4.35 103.1
04F10 2.5 143.0 3.38 102.2
Mean 2.3 143.1 4.16 103.6
S.D. 0.1 1.0 0.34 1.9
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Appendix 9 Gross pathology - Individual data

Sex Test article Dose Animal Mode of Gross pathological findings
(mg/kg/day) number death(day)
Male Control 0 01MO01 Not remarkable

01M02 Not remarkable
01M03 Not remarkable
01M04 Spleen : Accessory spleen
01MO05 Not remarkable
01M06 Not remarkable
01MO07 Not remarkable
01M08 Not remarkable
01M09 Small intestine : Diverticulum
01M10 Not remarkable

Linalool oxide 80 02MO01 Not remarkable
02M02 Not remarkable
02M03 Not remarkable
02M04 Not remarkable
02M05 Not remarkable
02M06 Not remarkable
02M07 Not remarkable
02M08 Not remarkable
02M09 Not remarkable
02M10 Not remarkable

Linalool oxide 250 03M01 Not remarkable
03M02 Not remarkable
03M03 Not remarkable
03M04 Not remarkable
03MO05 Not remarkable
03M06 Kidney : Recessed area/Unilateral
03M07 Not remarkable
03mMo08 Not remarkable
03M09 Not remarkable
03M10 Not remarkable

Linalool oxide 800 04MO01 Stomach : Discolored spot/Single
04M02 Not remarkable
04MO03 Not remarkable
04M04 Not remarkable
04M05 Not remarkable
04M06 Not remarkable
04M07 Not remarkable
04M08 Stomach : Discolored spot/Single
04M09 Not remarkable

04M10

Not remarkable
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Appendix 9 Gross pathology - Individual data (Continued)

Sex Test article Dose Animal Mode of Gross pathological findings
(mgllglday) number death(day)

Female Control 0 01F01 Not remarkable
01F02 Not remarkable
01F03 Not remarkable
01F04 Not remarkable
01F05 Not remarkable
01F06 Not remarkable
01F07 Not remarkable
01F08 Not remarkable
01F09 Not remarkable
01F10 Not remarkable

Linalool oxide 80 02F01 Not remarkable
02F02 Not remarkable
02F03 Not remarkable
02F04 Not remarkable
02F05 Not remarkable
02F06 Not remarkable
02F07 Not remarkable
02F08 Not remarkable
02F09 Not remarkable
02F10 Not remarkable

Linalool oxide 250 03F01 Not remarkable
03F02 Not remarkable
03F03 Not remarkable
03F04 Not remarkable
03F05 Not remarkable
03F06 Not remarkable
03F07 Not remarkable
03F08 Not remarkable
03F09 Not remarkable
03F10 Not remarkable

Linalool oxide 800 04F01 Not remarkable
04F02 Uterus : Dilatation/Horn/Bilateral
04F03 Not remarkable
04F04 Not remarkable
04F05 Not remarkable
04F06 Not remarkable
04F07 Not remarkable
04F08 Ovary : Discolored spot/Black/Unilateral/Single
04F09 Not remarkable

04F10

Not remarkable
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Appendix 10 Organ weights - Individual values

Sex Test article Dose Animal  Mode of Body Brain Heart Lungs Liver Kidneys Spleen Thymus Pituitary
(mg/kg/day) number death(day) weight
(9) (9) (9) (g) (9) (9) (9) (9) (mg)
Male Control 0 01MO01 569.9 2.216 1.544 1.546 13.468 3.217 0.682 0.290 12.3
01M02 634.1 2.149 1.962 1.737 16.534 3.958 0.727 0.254 13.6
01M03 634.1 2.107 1.580 1.513 15.635 3.059 0.824 0.257 12.8
01M04 704.9 2.358 1.775 1.716 18.744 3.764 1.080 0.372 14.4
01MO05 661.7 2.262 1.735 1.502 15.815 4.063 0.834 0.239 14.8
01M06 594.8 2.251 1.733 1.488 15.395 3.898 0.950 0.329 16.2
01MO07 648.4 2411 1.699 1.572 19.138 3.851 1.101 0.316 12.5
01Mo08 674.5 2.290 1.632 1.705 16.460 3.803 0.919 0.202 15.9
01M09 658.7 2.282 1.784 1.701 15.039 3.592 1.202 0.398 13.8
01M10 627.3 2.279 1.719 1.577 16.412 3.655 0.761 0.304 15.8
Mean 640.8 2.261 1.716 1.606 16.264 3.686 0.908 0.296 14.1
S.D. 38.7 0.089 0.118 0.098 1.674 0.322 0.174 0.061 1.3
Linalool oxide 80 02M01 674.9 2.344 1.604 1.674 17.552 3.825 1.126 0.294 15.0
02M02 552.1 2.223 1.642 1.515 14.630 3.739 0.647 0.273 12.3
02M03 469.3 2.156 1.679 1.408 13.024 3.687 0.655 0.170 14.8
02Mm04 517.9 1.985 1.476 1.379 16.086 3.469 0.842 0.279 12.3
02MO05 594.6 2.153 1.667 1.424 15.885 3.441 0.838 0.238 15.9
02M06 606.8 2.273 1.674 1.623 18.640 3.651 0.914 0.316 14.3
02Mo07 690.5 2.323 1.736 1.635 22.220 4.775 0.974 0.307 16.7
02mo8 515.0 2.212 1.506 1.442 13.208 3.163 0.562 0.191 11.6
02M09 666.7 2.444 1.948 1.773 18.305 3.835 0.791 0.200 17.9
02M10 623.0 2.268 2.198 1.586 18.292 3.980 0.856 0.193 14.8
Mean 591.1 2.238 1.713 1.546 16.784 3.757 0.821 0.246 14.5
S.D. 75.6 0.126 0.214 0.132 2.809 0.428 0.168 0.054 1.9
Linalool oxide 250 03Mo1 509.0 2.185 1.652 1.746 15.317 3.542 0.636 0.216 12.6
03M02 611.5 2.176 1.798 1.489 18.986 3.531 0.880 0.225 14.1
03M03 574.3 2.426 1.557 1.553 14.426 3.496 0.753 0.287 141
03M04 611.2 2,193 1.918 1.549 16.790 4.695 0.937 0.311 15.5
03MO05 500.9 2.235 1.588 1.446 14.438 3.502 0.804 0.285 13.9
03M06 532.8 2.240 1.614 1.572 16.107 4.000 0.619 0.188 15.3
03mo7 571.3 2.257 1.461 1.513 15.657 3.937 0.851 0.269 14.8
o3mos 592.7 2.265 1.685 1.678 16.609 3.790 0.709 0.296 13.4
03Mo09 580.4 2.261 1.511 1.577 16.440 4.185 0.724 0.305 14.9
03M10 567.4 2.250 1.619 1.592 16.590 4.377 0.648 0.243 12.3
Mean 565.2 2.249 1.640 1.572 16.136 3.906 0.756 0.263 141
S.D. 39.0 0.070 0.135 0.088 1.324 0.415 0.109 0.042 1.1

Body weight : The value presented was obtained after the animal was fasted overnight.
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Appendix 10 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Thyroids Adrenals Testes Prostate Seminal Salivary
(mgl/kg/day) number death(day) vesicles glands
(mg) (mg) (9) (9) (9) (9)
Male  Control 0 01M01 19.5 55.0 3.694 1.812 1.249 0.641
01M02 349 65.1 4.105 2.196 1.456 0.832
01M03 26.8 57.2 3.655 1.880 1.251 0.795
01M04 25.6 57.0 3.732 2.104 1.311 0.977
01M05 21.2 60.8 3.553 2.064 1.523 0.886
01M06 26.4 66.8 4.266 1.528 1.111 0.752
01M07 224 53.6 3.816 2.193 1.762 0.849
01M08 24.0 59.7 4.035 1.872 1.351 0.729
01M09 31.0 62.6 3.762 2.334 1.665 1.013
01M10 27.4 47.2 3.467 1.305 1.562 0.773
Mean 25.9 58.5 3.809 1.929 1.424 0.825
S.D. 4.6 5.8 0.253 0.320 0.205 0.113
Linalool oxide 80 02MO01 36.4 65.6 3.754 2.326 1.407 0.927
02M02 18.7 53.8 3.560 1.558 1.394 0.764
02M03 24.3 66.1 3.656 2.136 1.474 0.747
02M04 18.5 54.0 2.937 1.786 1.398 0.685
02M05 243 86.4 4.200 1.768 1.355 0.717
02M06 30.8 69.6 3.535 2.407 1.388 0.841
02M07 24.5 72.0 3.309 2123 1.326 0.682
02M08 25.8 56.4 3.061 1.454 1.162 0.640
02M09 28.7 79.8 3.912 1.719 1.388 0.727
02M10 24.3 57.0 3.114 2.111 1.568 0.765
Mean 25.6 66.1 3.504 1.939 1.386 0.750
S.D. 5.4 11.2 0.401 0.325 0.103 0.083
Linalool oxide 250 03M01 21.4 79.8 4.110 1.756 1.417 0.626
03M02 26.5 43.4 3.900 1.709 1.323 0.800
03MO03 25.9 53.7 3.452 1.793 1.376 0.716
03M04 33.2 52.9 2177 2.188 1.505 0.747
03MO05 23.9 51.3 3.675 1.575 1.225 0.685
03M06 21.8 92.0 3.820 2.328 1.319 0.690
03M07 37.7 61.3 3.480 1.695 1.303 0.669
03Mo08 26.7 62.8 3.747 1.594 1.128 0.720
03M09 28.5 67.6 3.437 1.993 1.533 0.833
03M10 25.3 51.1 3.461 2.061 1.338 0.733
Mean 271 61.6 3.526 1.869 1.347 0.722
S.D. 5.0 14.8 0.525 0.258 0.121 0.061
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Appendix 10 Organ weights - Individual values (Continued)

Sex Test article Dose Animal Mode of Body Brain Heart Lungs Liver Kidneys Spleen Thymus Pituitary
(mg/kg/day) number death(day) weight
(9) (9) (9) (9) (g9) (g) (9) (g9) (mg)
Male Linalool oxide 800 04MO01 540.2 2.217 1.590 1.601 17.231 4.301 0.765 0.283 12.5
04M02 513.0 2.168 1.509 1.623 16.766 4.075 0.858 0.128 14.4
04MO03 §73.2 2.156 1.618 1.431 18.150 3.751 0.711 0.189 14.9
04M04 551.0 2.152 1.606 1.544 19.460 4,401 0.986 0.262 16.5
04MO05 529.7 2.227 1.514 1.542 15.738 3.874 0.683 0.249 124
04M06 4521 2.068 1.439 1.328 14.549 3.191 0.633 0.387 111
04MO07 460.4 2134 1.392 1.395 15.257 3.494 0.532 0.253 11.0
04M08 539.3 2131 1.659 1.504 18.791 3.657 0.716 0.405 12.8
04M09 457.6 2176 1.299 1.352 14.953 3.700 0.564 0.167 12.3
04M10 520.3 2.161 1.412 1.465 16.656 3.921 0.663 0.256 14.3
Mean 513.7 2.159 1.504 1.479 16.755 3.837 0.711 0.258 13.2
S.D. 42.7 0.045 0.117 0.102 1.668 0.364 0.135 0.088 1.8

Body weight : The value presented was obtained after the animal was fasted overnight.
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Appendix 10 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Thyroids Adrenals Testes Prostate Seminal Salivary
(mg/kg/day) number death(day) vesicles glands

(mg) (mg) (g9) (9) (g9) (9)

Male Linalool oxide 800 04MO01 36.6 64.9 3.636 1.658 0.973 0.651

04M02 27.9 70.5 3.811 1.540 1.238 0.769

04M03 304 66.9 3.334 1.802 1.443 0.688

04M04 32.0 66.6 3.502 1.833 1.325 0.734

04MO05 29.3 64.1 4.182 1.692 1.144 0.716

04M06 31.7 53.1 2.937 1.416 0.797 0.616

04M07 259 56.1 3.508 2.082 1.579 0.710

04MO08 27.5 59.6 2.975 1.378 0.931 0.749

04MO09 32.2 52.7 3.332 1.619 1.454 0.630

04M10 26.2 48.7 3.605 1.602 1.181 0.685

Mean 30.0 60.3 3.482 1.662 1.207 0.695

S.D. 3.3 7.3 0.371 0.208 0.252 0.051




¢-01

Appendix 10 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Body Brain Heart Lungs Liver Kidneys Spleen Thymus Pituitary
(mg/kg/day) number death(day) weight
(9) (9) (9) (9) (9) (9) (9) (9) (mg)
Female Control 0 01F01 387.2 1.994 1.084 1.238 9.395 1.893 0.620 0.303 18.0
01F02 338.7 1.994 1.010 1.258 9.530 1.756 0.504 0.312 15.6
01F03 302.3 1.935 0.964 1171 7.647 1.828 0.553 0.324 16.8
01F04 346.0 1.947 1.006 1.135 9.253 1.894 0.620 0.281 17.7
01F05 329.2 2.073 0.959 1.234 8.529 2.076 0.506 0.311 134
01F06 314.8 1.948 0.946 1.174 7.951 1.856 0.484 0.247 17.5
01F07 315.4 2121 1.045 1.145 8.304 2.034 0.500 0.276 17.3
01F08 326.6 2.038 0.890 1.193 7.567 1.881 0.524 0.290 16.5
01F09 308.7 1.981 1.023 1.183 8.099 2125 0.555 0.293 18.9
01F10 280.0 2.086 0.819 1.043 7.549 1.690 0.570 0.226 15.3
Mean 324.9 2.012 0.975 1.177 8.382 1.903 0.544 0.286 16.7
S.D. 28.9 0.065 0.077 0.062 0.767 0.138 0.049 0.030 1.6
Linalool oxide 80 02F01 293.7 2.016 0.860 1.044 7.810 1.863 0.401 0.200 18.2
02F02 321.5 1.872 1.122 1.169 8.768 1.668 0.451 0.195 17.5
02F03 322.2 2.072 1.000 1.190 8.043 2.039 0.534 0.277 171
02F04 351.5 1.906 1.047 1.158 9.464 1.975 0.502 0.287 16.0
02F05 301.1 2.038 1.033 1.259 8.035 2.039 0.646 0.378 16.9
02F06 340.6 2.084 0.972 1.145 10.028 2.003 0.584 0.212 26.5
02F07 302.8 1.907 1.106 1.136 9.197 1.924 0.579 0.246 16.2
02F08 350.2 2.045 0.981 1.087 9.087 1.875 0.509 0.237 19.5
02F09 287.3 2.005 0.923 1.099 8.125 1.989 0.608 0.223 13.9
02F10 277.0 1.912 0.801 1.047 7.366 1.800 0.518 0.292 23.1
Mean 314.8 1.986 0.985 1.133 8.592 1.918 0.533 0.255 18.4
S.D. 26.5 0.079 0.102 0.066 0.844 0.118 0.074 0.056 3.8
Linalool oxide 250 03F01 306.9 2.116 0.857 1.077 8.258 1.784 0.502 0.352 14.9
03F02 318.7 1.976 1.066 1.259 8.557 2.059 0.636 0.303 20.6
03F03 294.9 1.741 0.931 1.114 8.139 1.811 0.526 0.202 16.4
03F04 316.9 2.029 0.867 1.041 8.449 1.790 0.473 0.173 17.6
03F05 290.1 1.991 1.002 1.098 8.440 1.686 0.574 0.193 18.1
03F06 259.8 2.035 0.868 1.065 6.928 1.771 0.505 0.250 13.5
03F07 281.1 1.993 0.946 1.084 8.385 2.018 0.642 0.212 18.6
03F08 280.3 2.141 0.976 1.082 8.412 1.831 0.556 0.239 21.9
03F09 356.0 2,142 1.189 1.290 8.774 2.335 0.707 0.504 20.8
03F10 302.4 1.824 0.992 1.123 8.807 2.106 0.575 0.278 16.0
Mean 300.7 1.999 0.969 1.123 8.315 1.919 0.570 0.271 17.8
S.D. 26.5 0.131 0.103 0.083 0.529 0.202 0.074 0.098 2.7

Body weight : The value presented was obtained after the animal was fasted overnight.
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Appendix 10 Organ weights - Individual values (Continued)

Sex Test article Dose Animal  Mode of Thyroids Adrenals Ovaries Uterus Salivary
(mg/kg/day) number death(day) glands
(mg) (mg) (mg) (9) (9)
Female Control 0 01F01 20.4 58.5 138.7 0.539 0.524
01F02 23.3 62.4 131.3 0.551 0.589
01F03 20.3 61.0 114.7 0.483 0.551
01F04 241 53.0 114.6 0.573 0.504
01F05 22.2 59.8 123.4 0.494 0.413
01F06 18.6 63.1 104.1 0.406 0.540
01F07 16.1 65.3 129.7 0.581 0.374
01F08 221 56.6 104.0 0.447 0.439
01F09 18.8 93.7 135.8 0.555 0.482
01F10 17.8 58.0 128.7 1.062 0.443
Mean 204 63.1 122.5 0.569 0.486
S.D. 2.6 11.3 12.5 0.182 0.068
Linalool oxide 80 02F01 241 64.9 123.0 0.578 0.336
02F02 18.6 60.1 122.1 0.442 0.496
02F03 24.9 66.6 110.1 0.530 0.437
02F04 15.7 64.8 100.6 0.784 0.463
02F05 17.8 70.0 132.9 0.843 0.420
02F06 25.2 81.0 78.7 0.473 0.462
02F07 223 72.4 133.2 0.593 0.504
02F08 27.0 59.2 128.1 0.420 0.428
02F0S 17.5 54.5 118.3 0.992 0.512
02F10 24.8 68.0 117.6 0.496 0.404
Mean 21.8 66.2 116.5 0.615 0.446
S.D. 4.0 7.5 16.6 0.193 0.053
Linalool oxide 250 03F01 15.0 78.5 110.0 0.621 0.397
03F02 21.2 62.6 110.7 0.580 0.525
03F03 171 89.0 90.1 0.773 0.326
03F04 29.1 57.2 108.6 0.427 0.417
03F05 216 68.1 93.5 0.628 0.431
03F06 18.3 64.1 125.6 1.058 0.376
03F07 24.9 64.8 118.3 0.537 0.421
03F08 20.3 76.8 152.4 0.530 0.424
03F0% 35.3 62.5 146.7 0.433 0.431
03F10 19.2 74.6 170.8 0.388 0.464
Mean 22.2 69.8 122.7 0.598 0.421
S.D. 6.1 9.7 26.3 0.198 0.052
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Appendix 10 Organ weights - Individual values (Continued)

Sex Test article Dose Animal Mode of Body Brain Heart Lungs Liver Kidneys Spleen Thymus Pituitary
(mg/kg/day) number death(day) weight
(9) (9) (9) (9) (9) (9) (9) (9) (mg)
Female Linalool oxide 800 04F01 291.2 1.951 0.826 1.127 8.708 1.721 0.589 0.306 13.3
04F02 284.2 2.075 0.922 1.003 10.203 2.030 0.513 0.224 16.7
04F03 323.6 1.979 0.965 1.244 10.163 2.057 0.535 0.263 19.2
04F04 260.6 1.979 0.892 1.112 8.578 1.757 0.525 0.309 14.9
04F05 321.0 2.066 1.094 1.091 11.820 2.168 0.602 0.249 22.0
04F06 295.7 1.968 0.984 1.023 10.026 1.765 0.562 0.216 15.5
04F07 281.4 1.981 1.014 1.100 10.025 2.201 0.478 0.214 17.9
04F08 289.3 2.019 1.002 1.112 10.358 2141 0.582 0.259 14.8
04F09 283.3 1.906 1.033 1.287 9.678 2.205 0.463 0.282 16.9
04F10 292.8 1.987 1.021 1.147 11.599 2.268 0.459 0.267 20.9
Mean 292.3 1.991 0.975 1.125 10.116 2.031 0.531 0.259 17.2
S.D. 18.5 0.051 0.077 0.087 1.040 0.208 0.053 0.034 2.8

Body weight : The value presented was obtained after the animal was fasted overnight.
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Appendix 10 Organ weights - Individual values (Continued)

Sex Test article Dose Animal Mode of Thyroids Adrenals Ovaries Uterus Salivary
(ma/kg/day) number death(day) glands
(mg) (mg) (mg) (g) (9)
Female Linalool oxide 800 04F01 20.0 66.2 99.9 0.836 0.391
04F02 19.7 85.9 107.8 1.034 0.469
04F03 21.9 66.4 120.1 0.511 0.500
04F04 20.3 85.8 88.4 0.624 0.394
04F05 22.6 111.5 84.0 0.686 0.503
04F06 16.7 63.2 88.5 0.429 0.387
04F07 27.2 71.4 107.1 0.635 0.404
04F08 22.7 69.4 114.3 0.496 0.440
04F09 27.7 69.2 139.1 0.548 0.467
04F10 18.5 69.1 99.8 0.543 0.554
Mean 21.7 75.8 104.9 0.634 0.451
S.D. 3.5 14.8 16.8 0.181 0.057
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Appendix 11 Organ to body weight ratio (g/100g B.W.) - Individual values

Sex Test article Dose Animal  Mode of Brain Heart Lungs Liver Kidneys Spleen Thymus Pituitary Thyroids
(mg/kg/day) number death(day)
(x107) (x10?)

Male  Control 0 01MO1 0.389 0.271 0.271 2.363 0.564 0.120 0.051 2.16 3.42
01M02 0.339 0.309 0.274 2.607 0.624 0.115 0.040 214 5.50

01M03 0.332 0.249 0.239 2.466 0.482 0.130 0.041 2.02 4.23

01M04 0.335 0.252 0.243 2.659 0.534 0.153 0.053 2.04 3.63

01M05 0.342 0.262 0.227 2.390 0.614 0.126 0.036 2.24 3.20

01MO06 0.378 0.291 0.250 2.588 0.655 0.160 0.055 2.56 4.44

01M07 0.372 0.262 0.242 2.952 0.594 0.170 0.049 1.93 3.45

01M08 0.340 0.242 0.253 2.440 0.564 0.136 0.030 2.36 3.56

01M09 0.346 0.271 0.258 2.283 0.545 0.182 0.060 2.10 4.71

01M10 0.363 0.274 0.251 2.616 0.583 0.121 0.048 2.52 4.37

Mean 0.354 0.268 0.251 2.536 0.576 0.141 0.046 2.21 4.05

S.D. 0.020 0.020 0.014 0.192 0.050 0.023 0.009 0.21 0.72

Linalool oxide 80 02Mo01 0.347 0.238 0.248 2.601 0.567 0.167 0.044 2.22 5.39
02M02 0.403 0.297 0.274 2.650 0.677 0.117 0.049 223 3.39

02M03 0.459 0.358 0.300 2.775 0.786 0.140 0.036 3.15 5.18

02Mo04 0.383 0.285 0.266 3.106 0.670 0.163 0.054 237 3.57

02MO05 0.362 0.280 0.239 2.672 0.579 0.141 0.040 2.67 4.09

02M06 0.375 0.276 0.267 3.072 0.602 0.151 0.052 2.36 5.08

02Mo07 0.336 0.251 0.237 3.218 0.692 0.141 0.044 2.27 3.55

02mMo8 0.430 0.292 0.280 2.565 0.614 0.109 0.037 2.25 5.01

02M09 0.367 0.292 0.266 2,746 0.575 0.119 0.030 2.68 4.30

02M10 0.364 0.353 0.255 2.936 0.639 0.137 0.031 - 2.38 3.90

Mean 0.383 0.292 0.263 2.834 0.640 0.139 0.042 2.46 4.35

S.D. 0.038 0.038 0.019 0.232 0.068 0.019 0.008 0.30 0.76

Linalool oxide 250 03MO01 0.429 0.325 0.343 3.009 0.696 0.125 0.042 2.48 4.20
03M02 0.356 0.294 0.243 3.105 0.577 0.144 0.037 2.31 4.33

03MO03 0.422 0.271 0.270 2.512 0.609 0.131 0.050 2.46 4.51

03M04 0.359 0.314 0.253 2.747 0.768 0.153 0.051 2.54 5.43

03MO05 0.446 0.317 0.289 2.882 0.699 0.161 0.057 2.78 4.77

03M06 0.420 0.303 0.295 3.023 0.751 0.116 0.035 2.87 4.09

03Mo7 0.395 0.256 0.265 2,741 0.689 0.149 0.047 2.59 6.60

03M08 0.382 0.284 0.283 2.802 0.639 0.120 0.050 2.26 4.50

03MO09 0.390 0.260 0.272 2.833 0.721 0.125 0.053 2.57 4.91

03M10 0.397 0.285 0.281 2.924 0.771 0.114 0.043 2.17 4.46

Mean 0.400 0.291 0.279 2.858 0.692 0.134 0.047 2.50 4.78

S.D. 0.030 0.024 0.027 0.172 0.066 0.017 0.007 0.22 0.75
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Appendix 11 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Adrenals Testes Prostate Seminal Salivary
(mg/kg/day) number death(day) vesicles glands
(x107)

Male Control 0 01MO01 9.65 0.648 0.318 0.219 0.112
01M02 10.27 0.647 0.346 0.230 0.131

01M03 9.02 0.576 0.296 0.197 0.125

01M04 8.09 0.529 0.298 0.186 0.139

01MO05 9.19 0.537 0.312 0.230 0.134

01M06 11.23 0.717 0.257 0.187 0.126

01M07 8.27 0.589 0.338 0.272 0.131

01M08 8.85 0.598 0.278 0.200 0.108

01M09 9.50 0.571 0.354 0.253 0.154

01M10 7.52 0.553 0.208 0.249 0.123

Mean 9.16 0.597 0.301 0.222 0.128

S.D. 1.09 0.059 0.044 0.030 0.013

Linalool oxide 80 02Mo01 9.72 0.556 0.345 0.208 0.137
02Mo02 9.74 0.645 0.282 0.252 0.138

02M03 14.08 0.779 0.455 0.314 0.159

02M04 10.43 0.567 0.345 0.270 0.132

02Mo05 14.53 0.706 0.297 0.228 0.121

02M06 11.47 0.583 0.397 0.229 0.139

02M07 10.43 0.479 0.307 0.192 0.099

02M08 10.95 0.594 0.282 0.226 0.124

02m09 11.97 0.587 0.258 0.208 0.109

02M10 9.15 0.500 0.339 0.252 0.123

Mean 11.25 0.600 0.331 0.238 0.128

S.D. 1.82 0.090 0.060 0.036 0.017

Linalool oxide 250 03MO01 15.68 0.807 0.345 0.278 0.123
03M02 7.10 0.638 0.279 0.216 0.131

03M03 9.35 0.601 0.312 0.240 0.125

03M04 8.66 0.356 0.358 0.246 0.122

03MO05 10.24 0.734 0.314 0.245 0.137

03M06 17.27 0.717 0.437 0.248 0.130

03M07 10.73 0.609 0.297 0.228 0.117

03M08 10.60 0.632 0.269 0.190 0.121

03M09 11.65 0.592 0.343 0.264 0.144

03M10 9.01 0.610 0.363 0.236 0.129

Mean 11.03 0.630 0.332 0.239 0.128

S.D. 3.16 0.119 0.049 0.024 0.008




Sex Testarticle Dose Animal  Mode of Brain Heart Lungs Liver Kidneys Spieen Thymus Pituitary _ Thyroids
(mg/kg/day) number death(day)

Appendix 11 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

(x107) (x10?)
Male Linalool oxide 800 04M01 0.410 0.294 0.296 3.190 0.796 0.142 0.052 2.31 6.78
04MO02 0.423 0.294 0.316 3.268 0.794 0.167 0.025 2.81 5.44
04M03 0.376 0.282 0.250 3.166 0.654 0.124 0.033 2.60 5.30
04M04 0.391 0.291 0.280 3.532 0.799 0.179 0.048 2.99 5.81
04M05 0.420 0.286 0.291 2,97 0.731 0.129 0.047 2.34 5.53
04M06 0.457 0.318 0.294 3.218 0.706 0.140 0.086 2.46 7.01
04M07 0.464 0.302 0.303 3.314 0.759 0.116 0.055 2.39 5.63
04M08 0.395 0.308 0.279 3.484 0.678 0.133 0.075 2.37 5.10
04M09 0.476 0.284 0.295 3.268 0.809 0.123 0.036 2.69 7.04
04M10 0.415 0.271 0.282 3.201 0.754 0.127 0.049 2.75 5.04
Mean 0.423 0.293 0.289 3.261 0.748 0.138 0.051 2.57 587

S.D. 0.033 0.014 0.018 0.160 0.054 0.020 0.018 0.23 0.78
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Appendix 11 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)
Sex Test article Dose Animal  Mode of Adrenals Testes Prostate Seminal Salivary
(mgl/kg/day) number death(day) vesicles glands
(x10°)
Male Linalool oxide 800 04M01 12.01 0.673 0.307 0.180 0.121
04M02 13.74 0.743 0.300 0.241 0.150
04M03 11.67 0.582 0.314 0.252 0.120
04M04 12.09 0.636 0.333 0.240 0.133
04M05 12.10 0.790 0.319 0.216 0.135
04M06 11.75 0.650 0.313 0.176 0.136
04M07 12.19 0.762 0.452 0.343 0.154
04M08 11.05 0.552 0.256 0.173 0.139
04M09 11.52 0.728 0.354 0.318 0.138
04M10 9.36 0.693 0.308 0.227 0.132
Mean 11.76 0.681 0.326 0.237 0.136
S.D. 1.09 0.078 0.051 0.057 0.011
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Appendix 11 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

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

Female Control 0 01F01 0.515 0.280 0.320 2.426 0.489 0.160 0.078 4.65 527
01F02 0.589 0.298 0.371 2.814 0.518 0.149 0.092 4.61 6.88

01F03 0.640 0.319 0.387 2.530 0.605 0.183 0.107 5.56 6.72

01F04 0.563 0.291 0.328 2.674 0.547 0.179 0.081 512 6.97

01F05 0.630 0.291 0.375 2.591 0.631 0.154 0.094 4.07 6.74

01F06 0.619 0.301 0.373 2.526 0.590 0.154 0.078 5.56 . 591

01F07 0.672 0.331 0.363 2.633 0.645 0.159 0.088 5.49 5.10

01F08 0.624 0.273 0.365 2.317 0.576 0.160 0.089 5.05 6.77

01F09 0.642 0.331 0.383 2.624 0.688 0.180 0.095 6.12 6.09

01F10 0.745 0.293 0.373 2.696 0.604 0.204 0.081 5.46 6.36

Mean 0.624 0.301 0.364 2.583 0.589 0.168 0.088 5.17 6.28

S.D. 0.062 0.020 0.022 0.141 0.060 0.017 0.009 0.60 0.67

Linalool oxide 80 02F01 0.686 0.293 0.355 2.659 0.634 0.137 0.068 6.20 8.21
02F02 0.582 0.349 0.364 2.727 0.519 0.140 0.061 5.44 5.79

02F03 0.643 0.310 0.369 2.496 0.633 0.166 0.086 5.31 7.73

02F04 0.542 0.298 0.329 2.692 0.562 0.143 0.082 4.55 4.47

02F05 0.677 0.343 0.418 2.669 0.677 0.215 0.126 5.61 5.91

02F06 0.612 0.285 0.336 2.944 0.588 0.171 0.062 7.78 7.40

02F07 0.630 0.365 0.375 3.037 0.635 0.191 0.081 5.02 7.36

02F08 0.584 0.280 0.310 2.595 0.535 0.145 0.068 5.57 7.71

02F09 0.698 0.321 0.383 2.828 0.692 0.212 0.078 4.84 6.09

02F10 0.690 0.289 0.378 2.659 0.650 0.187 0.105 8.34 8.95

Mean 0.634 0.313 0.362 2.731 0.613 0.171 0.082 5.87 6.96

S.D. 0.054 0.030 0.031 0.163 0.059 0.030 0.020 1.25 1.35

Linalool oxide 250 03F01 0.689 0.279 0.351 2.691 0.581 0.164 0.115 4.86 4.89
03F02 0.620 0.334 0.395 2.685 0.646 0.200 0.095 6.46 6.65

03F03 0.590 0.316 0.378 2.760 0.614 0.178 0.068 5.56 5.80

03F04 0.640 0.274 0.328 2.666 0.565 0.149 0.055 5.55 9.18

03F05 0.686 0.345 0.378 2.909 0.581 0.198 0.067 6.24 7.45

03F06 0.783 0.334 0.410 2.667 0.682 0.194 0.096 5.20 7.04

03F07 0.709 0.337 0.386 2.983 0.718 0.228 0.075 6.62 8.86

03F08 0.764 0.348 0.386 3.001 0.653 0.198 0.085 7.81 7.24

03F09 0.602 0.334 0.362 2.465 0.656 0.199 0.142 5.84 9.92

03F10 0.603 0.328 0.371 2,912 0.696 0.190 0.092 5.29 6.35

Mean 0.669 0.323 0.375 2.774 0.639 0.190 0.089 5.94 7.34

S.D. 0.069 0.026 0.023 0.172 0.052 0.022 0.026 0.87 1.57
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Appendix 11 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Adrenals Ovaries Uterus Salivary
(mg/kg/day) number death(day) glands
(x107) (x10°)

Female Control 0 01F01 15.11 35.82 0.139 0.135
01F02 18.42 38.77 0.163 0.174

01F03 20.18 37.94 0.160 0.182

01F04 15.32 33.12 0.166 0.146

01F05 18.17 37.48 0.150 0.125

01F06 20.04 33.07 0.129 0.172

01F07 20.70 41.12 0.184 0.119

01F08 17.33 31.84 0.137 0.134

01F09 30.35 43.99 0.180 0.156

01F10 20.71 45.96 0.379 0.158

Mean 19.63 37.91 0.179 0.150

S.D. 4.29 4.72 0.073 0.022

Linalool oxide 80 02F01 22.10 41.88 0.197 0.114
02F02 18.69 37.98 0.137 0.154

02F03 20.67 34.17 0.164 0.136

02F04 18.44 28.62 0.223 0.132

02F05 23.25 44.14 0.280 0.139

02F06 23.78 23.11 0.139 0.136

02F07 23.91 43.99 0.196 0.166

02F08 16.90 36.58 0.120 0.122

02F09 18.97 41.18 0.345 0.178

02F10 24.55 42.45 0.179 0.146

Mean 21.13 37.41 0.198 0.142

S.D. 2.75 7.00 0.070 0.019

Linalool oxide 250 03F01 25.58 35.84 0.202 0.129
03F02 19.64 34.73 0.182 0.165

03F03 30.18 30.55 0.262 0.111

03F04 18.05 34.27 0.135 0.132

03F05 23.47 32.23 0.216 0.149

03F06 24.67 48.34 0.407 0.145

03F07 23.05 42.08 0.191 0.150

03F08 27.40 54.37 0.189 0.151

03F09 17.56 41.21 0.122 0.121

03F10 24.67 56.48 0.128 0.153

Mean 23.43 41.01 0.203 0.141

S.D. 4.04 9.25 0.084 0.017
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Appendix 11 Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

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

Female Linalool oxide 800 04F01 0.670 0.284 0.387 2.990 0.591 0.202 0.105 4.57 6.87
04F02 0.730 0.324 0.353 3.590 0.714 0.181 0.079 5.88 6.93
04F03 0.612 0.298 0.384 3.141 0.636 0.165 0.081 5.93 6.77
04F04 0.759 0.342 0.427 3.292 0.674 0.201 0.119 5.72 7.79
04F05 0.644 0.341 0.340 3.682 0.675 0.188 0.078 6.85 7.04
04F06 0.666 0.333 0.346 3.391 0.597 0.190 0.073 5.24 5.65
04F07 0.704 0.360 0.391 3.563 0.782 0.170 0.076 6.36 9.67
04F08 0.698 0.346 0.384 3.580 0.740 0.201 0.090 5.12 7.85
04F09 0.673 0.365 0.454 3.416 0.778 0.163 0.100 5.97 9.78
04F10 0.679 0.349 0.392 3.961 0.775 0.157 0.091 7.14 6.32
Mean 0.684 0.334 0.386 3.461 0.696 0.182 0.089 5.88 7.47
S.D. 0.042 0.026 0.035 0.279 0.073 0.017 0.015 0.78 1.35
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Appendix 11  Organ to body weight ratio (g/100g B.W.) - Individual values (Continued)

Sex Test article Dose Animal  Mode of Adrenals Ovaries Uterus Salivary
(mg/kg/day) number death(day) glands
(x107) (x107)

Female Linalool oxide 800 04F01 22.73 34.31 0.287 0.134
04F02 30.23 37.93 0.364 0.165
04F03 20.52 37.11 0.158 0.155
04F04 32.92 33.92 0.239 0.151
04F05 34.74 26.17 0.214 0.157
04F06 21.37 29.93 0.145 0.131
04F07 25.37 38.06 0.226 0.144
04F08 23.99 39.51 0.171 0.152
04F09 24.43 49.10 0.193 0.165
04F10 23.60 34.08 0.185 0.189
Mean 25.99 36.01 0.218 0.154
S.D. 4.91 6.12 0.066 0.017




Appendix 12 Histopathological findings - individual values

Sex : Male Test article : Control Animal number : 01M01
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Mononuclear infiltrate/fibrosis, myocardium/(2)
Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normali

Bone marrow Normal

Thymus Normal

Pituitary Cyst, pars nervosa
Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleumn Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal .

Liver Fatty change, microvesicular, periportal/(1)
Kidney Accumulation, hyaline droplets/(1)
Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normat

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Male Test article : Control Animal humber : 01M02
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal
Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(1)
Kidney Accumulation, hyaline droplets/(1)
Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal
Musculature Normal
Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal {2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Control Animal number : 01M03
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Mononuclear infiltrate/fibrosis, myocardium/(1)
Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normai

Nasal cavity Normal

Trachea Normal
Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Normal

Kidney Accumulation, hyaline droplets/(1)
Urinary bladder Normal

Testis Normal

Prostate Inflammationi(2)
Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal
Musculature Normal
Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Control Animal number : 01M04
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal

Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal

Spleen Accessory spleen
Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal
Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal
Lung/bronchial Normal

Tongue Normal

Salivary gland Normal
Esophagus Normal

Stomach Cyst, glandular/(1)
Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Normal

Kidney Accumulation, hyaline droplets/(2)
Urinary bladder Normal

Testis Normal

Prostate Normal
Epididymis Normal

Seminal vesicle Normal

WMammary gland Normal

Femur Normal

Sternum Normal
Musculature Normal
Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Male Test article : Control Animal number : 01M05
Fate : Terminal sacrifice Dose{mg/kg/day) : 0
Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normat

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)
Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(2)
Kidney Accumulation, hyaline droplets/{1)
Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male

Fate : Terminal sacrifice

Test article : Control Animal number : 01M06
Dose{mg/kg/day) : 0

Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Cyst, pars intermedia
Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportai/(2)
Kidney Accumulation, hyaline droplets/(1)

Urinary bladder
Testis

Prostate
Epididymis
Seminal vesicle
Mammary gland
Femur

Sternum
Musculature
Skin/subcutis
Zymbal's gland
Eye

Harderian gland
Brain

Spinal cord
Sciatic nerve

Normal
Normal
Infiltrate, lymphocytic/(2)
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Male Test article : Control Animal number : 01M07
Fate : Terminal sacrifice Dose(mg/kg/day) : 0

Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Cyst, pars nervosa, multiple
Thyroid Normai

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)
Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(2)
Kidney Accumulation, hyaline droplets/(1)
Urinary bladder Normal

Testis Normal

Prostate Infiltrate, lymphocytici(1)
Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - [ndividual values (Continued)

Sex : Male

Fate : Terminal sacrifice

Test article : Control
Dose(mg/kg/day) : 0

Animal number : 01M08

Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)
Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Ectopic tissue, parotid gland
Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Infiltration, mononuclear/(1)
Kidney Accumulation, hyaline droplets/(1)

Urinary bladder
Testis

Prostate
Epididymis
Seminal vesicle
Mammary gland
Femur

Sternum
Musculature
Skin/subcutis
Zymbal's gland
Eye

Harderian gland
Brain

Spinal cord
Sciatic nerve

Cyst/(2)
Tubule basophilia/(1)
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values {Continued)

Sex : Male Test article : Control Animal number : 01M02
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular iymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Alveolar macrophage aggregation/(1)
Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Diverticulum

Cecum Normal

Coton Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(2)
Kidney Accumulation, hyaline droplets/(1)
Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male

Fate : Terminal sacrifice

Test article : Control
Dose(mg/kg/day) : 0

Animal number : 01M10

Organ Histopathological findings

Heart Mononuclear infiltrate/fibrosis, myocardium/(2)
Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

Heum Normal

Cecum Normal

Colon Lymphocyte rich lymph vessels/(1)
Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(1)
Kidney Accumulation, hyaline droplets/(1)

Urinary bladder
Testis

Prostate
Epididymis
Seminal vesicle
Mammary gland
Femur

Sternum
Musculature
Skin/subcutis
Zymbal's gland
Eye

Harderian gland
Brain

Spinal cord
Sciatic nerve

Normal
Normal
infiltrate, lymphocytic/(2)
Normal
Normal
Normal
Normal
Normal
Normal
Normat
Normal
Normal
Normal
Normal
Normal
Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal {2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 02M01
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Cyst, congenital

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Normal

Kidney Accumulation, hyaline droplets/(3)

Cast, granular/(2)
Tubule basophilia/(2)
Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 02M02
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Accumulation, hyaline droplets/(2)

Cast, granular/(1)
Dilatation, pelvis/(2)
Pyelitis/(2)

Tubule basophilia/(1)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (§) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 02M03
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Normal

Kidney Accumulation, hyaline droplets/(2)

Tubule basophilia/(1)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 02M04
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(2)

Kidney Accumulation, hyaline droplets/(3)

Cast, granular/(2)
Tubule basophilia/(2)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 02M05
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Cyst, congenital

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Fatty change, macrovesicular, periportal/(2)

Kidney Accumulation, hyaline droplets/(2)

Cast, hyaline, pelvis/(2)
Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values {Continued) -

Sex : Male Test article : Linalool oxide Animal number : 02M06
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Cyst, congenital

Parathyroid Normal

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(2)

Kidney Accumulation, hyaline droplets/(2)

Cast, granular/(1)
Tubule basophilia/(1)
Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linaloo! oxide Animal number : 02M07
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, macrovesicular, periportal/(2)

Kidney Accumulation, hyaline droplets/(3)

Cast, granular/(2)
Tubule basophilia/{2)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 02M08
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Normal

Kidney Accumulation, hyaline droplets/(2)

Tubule basophilia/(1)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 02M09
Fate : Terminal sacrifice Dose(mg/kg/day) : 80
Organ Histopathological findings
Thyroid Normal
Parathyroid Normal
Adrenal Normal
Liver Fatty change, microvesicular, periportal/(1)
Kidney Accumulation, hyaline droplets/(2)
Tubule basophitia/(1)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 02M10
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(2)

Kidney Accumulation, hyaline droplets/(2)

Cast, granular/(1)
Dilatation, pelvis/(2)
Tubule basophilia/{1)
Numbers in parenthesis indicate the grades of lesion : (1) Minimal {2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values {Continued)

Sex : Male Test article : Linalool oxide Animal number : 03M01
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Accumulation, hyaline droplets/(3)

Cast, granular/(2)
Tubule basophilia/(2)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 03M02
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Accumulation, hyaline droplets/(2)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual vatues (Continued)

Sex : Male Test article : Linalool oxide Animal number : 03M03
Fate : Terminal sacrifice Dose(mglkg/day) : 250

Organ Histopathological findings

Thyroid Cyst, congenital

Parathyroid Not examined

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Normal

Kidney Accumulation, hyaline droplets/(2)

Tubule basophilia/(1)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linaloo! oxide Animal number : 03M04
Fate : Terminal sacrifice Dose(mglkg/day) : 250
Organ Histopathological findings
Thyroid Normal
Parathyroid Syncytial giant cell
Adrenal Normal
Liver Fatty change, microvesicular, periportal/(2)
Infiltration, mononuclear/(1)
Kidney Accumuiation, hyaline droplets/(2)

Cast, granular/(1)
Tubule basophitia/(1)
Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Male Test article : Linalool oxide Animal number : 03M05
Fate : Terminal sacrifice Dose(mg/kgiday) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Normal

Kidney Accumulation, hyaline droplets/(2)

Cast, granular/(1)
Tubule basophilia/(1)
Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool! oxide Animal number : 03M06
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Syncytial giant cell

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Tension lipidosis/(2)

Kidney Accumulation, hyaline droplets/(2)

Microabscess, renal papilla/(2)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 03M07
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Cyst, congenital

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Normal

Kidney Accumulation, hyaline droplets/(1)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 03M08
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Liver Normatl

Kidney Accumulation, hyaline droplets/(2)

Tubule basophilia/(1)
Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 03M09
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(2)

Kidney Accumulation, hyaline droplets/(3)

Cast, granular/(2)
Tubule basophilia/(2)

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 03M10
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Ectopic thymic tissue

Parathyroid Normal

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(1)

Kidney Accumulation, hyaline droplets/(3)

Cast, granular/(2)
Tubuie basophilia/(2)
Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe




Appendix 12 Histopathological findings - Individual values {Continued)

Sex : Male Test article : Linalool oxide Animal number : 04M01

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Erosion, glandular/(2)

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(2)
Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Accumulation, hyaline droplets/(3)

Urinary bladder
Testis

Prostate
Epididymis
Seminal vesicle
Mammary gland
Femur

Sternum
Musculature
Skin/subcutis
Zymbal's gland
Eye

Harderian gland
Brain

Spinal cord
Sciatic nerve

Cast, granular/(3)
Tubule basophilia/(2)
Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 04M02

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normatl

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Autophagic vacuoles, acinar cell/(1)
Infiltrate, mononuclear cell/(1)

Liver Fatty change, microvesicular, periportal/(2)
Hypertrophy, hepatocellular, centrilobular/{2)

Kidney Accumulation, hyaline droplets/(3)

Cast, granular/(2)
Tubule basophilia/(2)

Urinary bladder Normal
Testis Normal
Prostate Normal
Epididymis Normal
Seminal vesicle Normat
Mammary gland Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5} Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Male Test article : Linaloo! oxide Animal number : 04M03

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Norma!

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normat

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(1)
Hypertrophy, hepatocellular, centrilobular/{2)

Kidney Accumulation, hyaline droplets/(1)
Dilatation, tubule/(1)

Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normat

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued}

Sex : Male Test article : Linalool oxide Animal number : 04M04
Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)
Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Hypertrophy, hepatocellular, centrilobular/(2)
Kidney Accumulation, hyaline droplets/(3)

Cast, granular/(1)
Tubule basophilia/(2)

Urinary bladder Normal
Testis Normal
Prostate Normal
Epididymis Normal
Seminal vesicle Normal
Mammary gland Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of tesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 04M05

Fate : Terminal sacrifice Dose(ma/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normai

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Hyperplasia, follicular cell, focal/(1)

Parathyroid Normal

Adrenal Vacuolization, cytoplasmic, cortex/(2)

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(1)
Hypertrophy, hepatocellular, centrilobuiar/(2)

Kidney Accumulation, hyaline droplets/(2)

Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 04M06

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular tymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Cyst, congenital
Ectopic thymic tissue

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Accumulation, hyaline droplets/(2)

Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linaloo! oxide Animal number : 04M07

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normali

Mandibular tymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normat

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Accumulation, hyaline droplets/(2)
Tubule basophilia/(1)

Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Male Test article : Linalool oxide Animal number : 04M08

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Cyst, congenital

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Erosion, glandular/(2)

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Cofon Normal

Rectum Normal

Pancreas Fibrosis, pancreatic islet/(1)

Liver Fatty change, microvesicular, periportal/(2)
Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Accumulation, hyaline droplets/(2)
Tubule basophilia/(1)

Urinary bladder Normal

Testis Normal

Prostate Normal

Epididymis Normal

Seminal vesicle Normal

Mammary gland Normal

Femur Normal

Sternum Normal

Musculature Normat

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 04M09
Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular tymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normat

Liver Hypertrophy, hepatocellular, centrilobular/(2)
Kidney Accumulation, hyaline droplets/(3)

Urinary bladder
Testis

Prostate
Epididymis
Seminal vesicie
Mammary gland
Femur

Sternum
Musculature
Skin/subcutis
Zymbal's gland
Eye

Harderian gland
Brain

Spinal cord
Sciatic nerve

Cast, granular/(2)
Tubule basophilia/(2)
Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individuai values (Continued)

Sex : Male Test article : Linalool oxide Animal number : 04M10

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normat

Salivary gland Normal

Esophagus Normal

Stomach Normali

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(2)
Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Accumulation, hyaline droplets/(2)

Urinary bladder
Testis

Prostate
Epididymis
Seminal vesicle
Mammary gland
Femur

Sternum
Musculature
Skin/subcutis
Zymbal's gland
Eye

Harderian gland
Brain

Spinal cord
Sciatic nerve

Tubule basophilia/(1)
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate {(4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Contro! Animal number : 01F01
Fate ;: Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal
Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal
Spleen Normal
Bone marrow Normal
Thymus Normal
Pituitary Normal
Thyroid Normal
Parathyroid Normal
Adrenal Normal
Nasal cavity Normal
Trachea Normal
Lung/bronchial Normal
Tongue Normal
Salivary gland Normal
Esophagus Normal
Stomach Normal
Duodenum Normal
Jejunum Normal
lleum Normal
Cecum Normal
Colon Normal
Rectum Normal
Pancreas Normal
Liver Normal
Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Normal
Vagina Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Control Animal number : 01F02

Fate : Terminal sacrifice Dose(mg/kg/day) : 0

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Cyst, congenital
Inflammation, acute/(1)

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchiat Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Infiltration, mononuclear/(1)
Tension lipidosis/(2)

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normai

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Control Animal number : 01F03
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal
Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal
Spleen Normal
Bone marrow Normal
Thymus Normal
Pituitary Normal
Thyroid Normal
Parathyroid Normal
Adrenal Normal
Nasal cavity Normal
Trachea Normal
Lung/bronchial Normal
Tongue Normal
Salivary gland Normal
Esophagus Normal
Stomach Normal
Duodenum Normal
Jejunum Normal
lleum Normal
Cecum Normal
Colon Normal
Rectum Normal
Pancreas Normal
Liver Normal
Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Normal
Vagina Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individua! values (Continued)

Sex : Female Test article : Control Animal number : 01F04
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal
Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal
Spieen Normal
Bone marrow Normal
Thymus Normal
Pituitary Normal
Thyroid Normal
Parathyroid Normal
Adrenal Normali
Nasal cavity Normal
Trachea Normal
Lung/bronchiatl Normal
Tongue Normal
Salivary gland Normal
Esophagus Normal
Stomach Normal
Duodenum Normal
Jejunum Normal
lleum Normal
Cecum Normal
Colon Normal
Rectum Normal
Pancreas Normal
Liver Normal
Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Normal
Vagina Normal
Femur Normal
Sternum Normal
NMusculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Female Test article : Control Animal number : 01F05
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal
Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal
Spleen Normal
Bone marrow Normal
Thymus Normal
Pituitary Normal
Thyroid Normal
Parathyroid Normal
Adrenal Normal
Nasal cavity Normal
Trachea Normal
Lung/bronchial Normal
Tongue Normal
Salivary gland Normal
Esophagus Normal
Stomach Normal
Duodenum Normal
Jejunum Normal
lleum Normal
Cecum Normal
Colon Normal
Rectum Normal
Pancreas Normal
Liver . Fatty change, macrovesicular, periportal/(1)
Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Normal
Vagina Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Control Animal number : 01F06
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal
Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal
Spleen Normal
Bone marrow Normal
Thymus Normal
Pituitary Normal
Thyroid Normal
Parathyroid Normal
Adrenal Normal
Nasal cavity Normal
Trachea Normal
Lung/bronchial Normal
Tongue Normal
Salivary gland Normal
Esophagus Normal
Stomach Normal
Duodenum Normal
Jejunum Normal
lleum Normal
Cecum Normal
Colon Normal
Rectum Normal
Pancreas Normal
Liver Normal
Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Normal
Vagina Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normali
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values {(Continued) -

Sex : Female Test article : Control Animal number : 01F07
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibutar lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal
Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Infiltration, mononuclear/(1)
Kidney Mineralization, cortico-medullary junction/(1)
Urinary bladder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normal

Sternum Normal
Musculature Normal
Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Control Animal number : 01F08
Fate : Terminal sacrifice Dose{mgl/kg/day) : 0
Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Ectopic thymic tissue
Parathyroid Syncytial giant cell
Adrenal Normal

Nasal cavity Normal

Trachea Normal
Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

fleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Autophagic vacuoles, acinar cell/(1)
Liver Normal

Kidney Normal

Urinary biadder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normal

Sternum Normal
Musculature Normal
Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Control Animal number : 01F09
Fate : Terminal sacrifice Dose(mg/kg/day) : 0
Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normai

Thyroid Ectopic thymic tissue
Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(1)

Infiltration, mononuctear/(1)
Necrosis, focal/(2)
Tension lipidosis/(2)

Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Normai
Vagina Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Control Animal number : 01F10
Fate : Terminal sacrifice Dose(mgl/kg/day) : 0
Organ Histopathological findings
Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normatl

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normali

Trachea Normal
Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Normai

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Cyst, paraovarian/{2)
Oviduct Normal

Uterus Dilatation, luminal/(2)
Vagina Normal

Femur Normal

Sternum Normal
Musculature Normal
Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight {3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 02F01
Fate : Terminal sacrifice Dose(mg/kg/day) : 80
Organ Histopathological findings
" Thyroid Normal
Parathyroid Normal
Adrenal Normal
Liver Tension lipidosis/(2)
Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Female Test article : Linalool oxide Animal number : 02F02
Fate : Terminal sacrifice Dose(mgl/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 02F03
Fate : Terminal sacrifice Dose{mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, macrovesicular, periportal/(2)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3} Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values {Continued) -

Sex : Female Test article : Linalool oxide Animal number : 02F04
Fate : Terminal sacrifice Dose(mgl/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 02F05
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Syncytial giant cell

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(2)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Femaie Test article : Linalool oxide Animal number : 02F06
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(1)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Female Test article : Linalool oxide Animal number : 02F07
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linaloot oxide Animal number : 02F08
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normali

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 02F09
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Necrosis, focal/(1)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Stight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Female Test article : Linalool oxide Animal number : 02F10
Fate : Terminal sacrifice Dose(mg/kg/day) : 80

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Female Test article : Linalool oxide Animal number : 03F01
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(2)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate {4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 03F02
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Cyst, congenital

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 03F03
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normatl

Adrenal Normal

Liver Fatty change, macrovesicular, periportal/(2)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate {4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 03F04
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

QOrgan Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, microvesicular, periportal/(1)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 03F05
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate {(4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Female Test article : Linalool oxide Animal number : 03F06
Fate : Terminal sacrifice Dose{mg/kg/day) : 250

Organ Histopathological findings

Thyroid Cyst, congenital

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 03F07
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Normal

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 03F08
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Tension lipidosis/(2)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 03F09
Fate : Terminal sacrifice Dose(mg/kg/day) : 250

Organ Histopathological findings

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Liver Fatty change, macrovesicular, periportal/(2)

Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 03F10
Fate : Terminal sacrifice Dose(mg/kg/day) : 250
Organ Histopathological findings
Thyroid Normal
Parathyroid Normal
Adrenal Normal
Liver Fatty change, microvesicular, periportal/(1)
Infiltration, mononuclear/(1)
Kidney Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate {4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female
Fate : Terminal sacrifice

Test article : Linalool oxide Animal number : 04F01

Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normat

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(2)
Hypertrophy, hepatocellular, centrilobular/(2)
Tension lipidosis/(1)

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Dilatation, luminal/(2)

Vagina Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal {2) Slight (3) Moderate (4) Marked (5) Severe

12-71



Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female
Fate : Terminal sacrifice

Test article : Linaloo} oxide
Dose(mg/kg/day) : 800

Animal number : 04F02

Organ Histopathological findings
Heart Normal
Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal
Spleen Normal
Bone marrow Normal
Thymus Normal
Pituitary Normal
Thyroid Normat
Parathyroid Normal
Adrenal Normal
Nasal cavity Normali
Trachea Normal
Lung/bronchiai Normal
Tongue Normal
Salivary gland Normal
Esophagus Normal
Stomach Normal
Duodenum Normal
Jejunum Normal
lleum Normal
Cecum Normal
Colon Normal
Rectum Normal
Pancreas Normal
Liver Fatty change, microvesicular, periportal/(1)
Hypertrophy, hepatocellular, centrilobular/(2)
Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Ditatation, luminal/(2)
Vagina Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe



Appendix 12 Histopathological findings - individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 04F03

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Accessory adrenocortical tissue

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

fleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(2)
Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normal

Sternum Normal

Musculature Normali

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values {Continued) -

Sex : Female Test article : Linalool oxide Animal number : 04F04

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(1)
Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 04F05
Fate : Terminal sacrifice Dose(mg/kg/day) : 800
Organ Histopathological findings
Heart Normal
Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal
Spleen Normal
Bone marrow Normal
Thymus Normal
Pituitary Normal
Thyrold Normal
Parathyroid Normat
Adrenal Normal
Nasal cavity Normal
Trachea Normal
Lung/bronchial Normai
Tongue Normal
Salivary gland Normal
Esophagus Normal
Stomach Normal
Duodenum Normal
Jejunum Normal
fleum Normal
Cecum Normal
Colon Normal
Rectum Normal
Pancreas Normal
Liver Hypertrophy, hepatocellular, centrilobular/(2)
Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Normal
Vagina Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 04F06

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(1)
Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normai

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued) -

Sex : Female Test article : Linalool oxide Animal number : 04F07

Fate : Terminal sacrifice Dose(mag/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normal

Parathyroid Cyst, congenital

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, microvesicular, periportal/(1)
Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normal

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 04F08

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathological findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Normal

Thyroid Normai

Parathyroid Normal

Adrenal Normal

Nasal cavity Normal

Trachea Normal

Lung/bronchial Normal

Tongue Normal

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Infiltrate, mononuclear cell/(1)

Liver Hypertrophy, hepatocellular, centrilobular/(2)
Infiltration, mononuclear/(1)

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Cyst, corpus luteum/(2)

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normal

Sternum Normal

Musculature Normai

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 04F08
Fate ; Terminal sacrifice Dose{mg/kg/day) : 800
Organ Histopathological findings
Heart Normal
Aorta Normal
Mandibular lymph node Normal
Mesenteric lymph node Normal
Spleen Normal
Bone marrow Normal
Thymus Normal
Pituitary Normal
Thyroid Normal
Parathyroid Normal
Adrenal Normal
Nasal cavity Normal
Trachea Normal
Lung/bronchial Normal
Tongue Normal
Salivary gland Normal
Esophagus Normal
Stomach Normal
Duodenum Normal
Jejunum Normal
lleum Normal
Cecum Normal
Colon Normal
Rectum Normal
Pancreas Normal
Liver Hypertrophy, hepatocellular, centrilobular/(2)
Kidney Normal
Urinary bladder Normal
Mammary gland Normal
Ovary Normal
Oviduct Normal
Uterus Normal
Vagina Normal
Femur Normal
Sternum Normal
Musculature Normal
Skin/subcutis Normal
Zymbal's gland Normal
Eye Normal
Harderian gland Normal
Brain Normal
Spinal cord Normal
Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Slight (3) Moderate (4) Marked (5) Severe
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Appendix 12 Histopathological findings - Individual values (Continued)

Sex : Female Test article : Linalool oxide Animal number : 04F10

Fate : Terminal sacrifice Dose(mg/kg/day) : 800

Organ Histopathologicali findings

Heart Normal

Aorta Normal

Mandibular lymph node Normal

Mesenteric lymph node Normal

Spleen Normal

Bone marrow Normal

Thymus Normal

Pituitary Cyst, pars nervosa, multiple
Dilatation, Rathke's cleft

Thyroid Normal

Parathyroid Normal

Adrenal Normal

Nasatl cavity Inflammation, nasolacrymal duct/(2)

Trachea Normal

Lung/bronchial Normal

Tongue Normat

Salivary gland Normal

Esophagus Normal

Stomach Normal

Duodenum Normal

Jejunum Normal

lleum Normal

Cecum Normal

Colon Normal

Rectum Normal

Pancreas Normal

Liver Fatty change, macrovesicular, periportal/(2)
Hypertrophy, hepatocellular, centrilobular/(2)

Kidney Normal

Urinary bladder Normal

Mammary gland Normal

Ovary Normal

Oviduct Normal

Uterus Normal

Vagina Normal

Femur Normali

Sternum Normal

Musculature Normal

Skin/subcutis Normal

Zymbal's gland Normal

Eye Normal

Harderian gland Normal

Brain Normal

Spinal cord Normal

Sciatic nerve Normal

Numbers in parenthesis indicate the grades of lesion : (1) Minimal (2) Stight (3) Moderate (4) Marked (5) Severe
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Appendix 13 Immunohistochemical finding - Individual data -

Sex Test article Dose Animal Kidney/Accumulation of
(mg/kg/day) number alpha2u-globurin
Male Control 0 01M01 1+
01M02 1+
01M03 1+
01M04 2+
01M05 14+
01M06 1+
01M07 1+
01M08 1+
01M09 1+
01M10 1+
Linalool oxide 80 02M01 3+
02M02 2+
02M03 2+
02M04 3+
. 02M05 2+
02M06 2+
02M07 3+
02M08 2+
02M0S 2+
02M10 2+
Linalool oxide 250 03M01 3+
03M02 2+
03M03 2+
03M04 2+
03MO05 2+
03M06 2+
03M07 1+
03M08 2+
03mo9 3+
03M10 3+
Linalool oxide 800 04M01 3+
04M02 3+
04M03 1+
04M04 3+
04MO05S 2+
04M06 2+
04M07 2+
04M08 2+
04M09 3+
04M10 2+

Grades of positive droplets: -; negative, 1+; minimal, 2+; slight, 3+; moderate.
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