B-9244

=
n

153 w5 B

2-AFIAXTHY Sy FEAV- 28 BEIREZOBREESHHER
RV 14 HEEEHER

HERES B-9244

B
2023 4 10 H 26 H-20244 3 H 19 [

MASHER Y Y —F o & — HESE AT
T412-0039 ] A S £ £ 1284

R e
BRI AR ESR R E K AT R LW E LN E
T100-8916  HURH TAUHXER 2B 1-2-2

AR R
AR ERY VS —F ¥ —
T 151-0065  HURUEREAT XK ILINT 36-7



B-9244

1. GLPEm®=

HMBREE  : B-9244
HERKRE . 2-AFA~FH Ty FEHWE 28 BMRIER D &G EMERER

KON 14 H R E4E R
AREBRIZLL T O GLP ##85F L TCEBELZH DT,
o T EWE S R ARRE Ei+ 2GR I 2 K% (GERR 0331

# 8. Wk 23-03-29 WUFEE 6 5. BREREFEN 110331010 % : “Fhk 23 4 3 /]
31 H)

IR EEH
HARAR Y VY —F s — HBGER




1 G B R T e 2
2 T e 3
R T T 7

3.1 T B 5 e 7
3.2 B B B 7
3.3 B B e, 7
3.4 TR B g D B o e 7
3.4.1 GLP oo 7
3.4.2 FMEBRBR AT A R T A e 7
3.4.3 BN DAEAE e 7

3.5 T R R e 7
3.6 T A R T et 8
3.7 T T B e 8
3.8 T B B T8 e 8
3.9 T 0 8
300 BB E R 8
3.11 BRI OEHEMEICHEEZRIZ L BN D BREEER 9
3.12 B B R T e 9
3,13 RBREEFE OB S 10
A B 11
5. BB R O T 12
5.1 BB e OB 12
5.1.1 BRI ET e 12
5.1.2 A 12

5.2 PR R OV BRI DR 12
5.2.1 R D I 12
522 BRI D R e 13
5.2.2.1 L T T8 13
5.2.2.2 A T e 13
52.2.3 B TE Rl 13
5.2.2.4 L T 13
5.2.2.5 B T 0D 3 AT e 13

5.3 B R M OREORIRELH ., 14
5.4 AR BR BN M O S0 1T o, 15
5.5 B B AR 15
5.6 falh, R OB K DRI e 16



B-9244

5.7 BN DRI e 16
5.8 Beh R, BEHE, BERELOEEHME ZN 0 O®RNEE ... 16
5.9 B T E 17
5.10 B G B R O R R e, 17
5.11 BEH B DBETEARIL .o, 17
6. R O T 17
6.1 R R R DB R 18
6.2 FEAE e — R EELEE . HERERA. AL O AREBEORE ... 18
6.2.1 AR e R BB 2R 18
6.2.2 BB AT 18
6.2.3 B T T 18
6.2.4 IR B e 19
6.3 R B T e 19
6.4 B B T e 19
6.5 B R T e 19
6.5.1 s i 19
6.5.2 BERFR A DT D DERIL e 20
6.5.3 I R A e 21
6.5.4 B SR R 21
6.5.5 M R 22
6.6 TP B R T 22
6.6.1 B R 22
6.6.2 R B B T T e 22
6.6.3 o AR R T 23

7. T HABBUCHER L7 B a—F U AT A e 23
R T 23
0. R BRI 24
9.1 BETT BN e 24
9.2 B R B 24
9.3 FEAR e — R REELE . HRERA, BAL O ARKEBEORE ... 24
9.4 R B e 25
9.5 BB B 25
9.6 B R I T e 25
9.6.1 TR R T 25
9.6.2 LI R T e 25
9.6.3 B ] R B e 26
9.6.4 R e = RO 26
9.7 TP B R T 27



B-9244

9.7.1 2
9.7.2 H
9.7.3 973 B A

10. BE .
L1, SRR,
12. BEH.............
RITERH

Attachment 1
Attachment 2
Attachment 3
Attachment 4

X

Figure 1-1~1-4
Figure 2-1~2-4

=z
Table 1-1~1-6

Table 2-1~2-18
Table 2-19, 20
Table 2-21, 22
Table 2-23, 24

Table 3-1~3-4
Table 4-1~4-4

Table 5-1~5-21

Table 6-1~6-4
Table 7-1~7-4
Table 8-1~8-6
Table 9-1~9-7

Table 10-1~10-4
Table 11-1~11-16

&

Appendix 1-1~1-16
Appendix 2-1~2-60
Appendix 2-61~2-66
Appendix 2-67~2-72

...................................................................................... 27
...................................................................................... 27
AP AT o 28
........................................................................................ 29
........................................................................................ 30
........................................................................................ 30
Bk E (Rl L OV EMEREY) 31
BRI . (BRI L EMERBR) 33
Results of dose analysis.......ccceevveriiiiiiiiniinniinnne. 34
Historical control data...........cooooiviiiiiiiiiiinnt, 36

Body weight ... 38

Food consumption .........cooeviiiiiiiiiiiiiiiiiiiiiiieene, 42
Clinical ST1ZNS.. ittt 46
Detailed clinical SigNS.......ovevvviiiiiiiiiiiiiieeiennnes 52
Manipulative teSt ..ooiiiiiiiiiiiiiiii e 70

Grip strength ... 72

MOtOT ACTIVITY eveninieiiiet et 74

Body weight ... 76

Food consumption .........cooeiiiiiiiiiiiiiiiiiiiiiieeene, 80
UrinalysiS ..ouninieiiiiei e 84
Hematology ..ovoviiiiiiie e 105
Coagulation .....oovviiiiiiiiie e 109

Blood chemistry ....co.vviviiiiiiiiiiiie e 113

Organ weight ......oooiiiiiii e 119

Gross pathological findings ...........coceviiiinnnnnn. 126
Histopathological findings............cocvvviiiniiinnnnn... 130
Clinical signs, individual data....................c.oooai. 146
Detailed clinical signs, individual data................. 162
Manipulative test, individual data........................ 222

Grip strength, individual data ..............c..cooiint. 228



B-9244

Appendix 2-73~2-78
Appendix 3-1~3-12
Appendix 4-1~4-12
Appendix 5-1~5-25
Appendix 6-1~6-12
Appendix 7-1~7-12
Appendix 8-1~8-12
Appendix 9-1~9-18
Appendix 10-1~10-60

EEMERAES ...

Motor activity, individual data............................. 234
Body weight, individual data ...............o.oooinini, 240
Food consumption, individual data....................... 252
Urinalysis, individual data.......................l, 264
Hematology, individual data ................coocooiiniini. 289
Coagulation, individual data.............ccoooviiiniani. 301
Blood chemistry, individual data.......................... 313
Organ weight, individual data.................c.conini. 325
Gross and histopathological findings,
individual data...........oocoiiii 343
................................................................................ 403



B-9244

3. HEBRERESE
3.1 HERES
B-9244

3.2 AEBRKRE
2-AFnFH 0 Ty FEMW 28 B FRER A &G EERER & O 14 B HEE
kR

3.3 HERE®
2-ATFNAXTH ATy MZ28 HIIKEROEREG LIEROEEE BT 5, T,
—HOEIZHONTIT 14 HEORIEBE 2500, 2o it 2 M4 5,

3.4 HECET 51FH

3.4.1 GLP

o THHALEME SRR E T 2RI T 5 5% (GEA% 0331
F 8B, Wk 23-03-29 WHE 6 5. RIRMEHEE 110331010 5 @ Fpk 23 4 3 A
31 H)

3.4.2 SERBEHAFSA Y
o [HHALFYEZEITIRLIRBO HFIEICHOWT]  (FEE% 033145 7 5. FEk 23
03-29 BLFE 5 B, BARARE 110331009 5 : FERk 2343 H 31 H)

3.4.3 FMDEH

o [EMWOEHELOVERICET 5k
(REFn 48 4F 10 H 1 AIEHESE 105 &)

o TEBREV O K OVRE I QNS 58 O B9 5 AL
(R 18 4 4 A 28 HERIEAH &% 88 &)

o TEWEBROBEERFEMIZMTIZHTA RT A ]
(AARZF#, Pk 1846 H 1 H)

AR I KR ZE B (TACUC) DK Z 321 THiti L 72 UKFEE % G230293)
F 7o, ABRMIFX X The Association for Assessment and Accreditation of Laboratory
Animal Care (AAALAC) International DFEFELZ 3 1F T\ 5%,

3.5 HEREZEA

JE A 7 A e 3K R = B G 5 A B AR L R B R e R =
T100-8916 R AHS TAVHXER2SE 1-2-2
qEE=—'1H10 1R



B-9244

3.6 HEZIAE
ARV —F 7 —
T151-0065 HURHRBLA XK ILIHT 36-7

3.7 A ER e %
MREHR YV —F & —  HERHZE AT
T412-0039 Frld REER G T F £ 1284

3.8 HEEAEHE
I N
B HR U F—F s s — BT BRseH

3.9 AERELE
whyHErHEEfs [l
EMZESTEEEN S |

B R AR A AT N N
Joi PR AR A AT | [ ]
5ot (BRI ) 49?) EHLH
N
3.10 HERBTE
PR BH 45 H : 20234 10 A 26 H
W E N F A : 20234 9 H29H *
B4 A i A : 20234 10 H 30 H

KPR (G5 A)
: 20234 11 4 10 A

EERTH : 20234 12H 7H
H A
F : 20234 12 H 8 H
[EIKi-¥iss : 20234 12 H 22 H

FERE T H RBEMMREMAEKTH)
: 20244 2H 20H
BRI T H © 20244 3 H 19H

D BB EITRBRBAMGETIC AT LS, AFRIIURVEEHBEEEICLVER S,

BREAHEICIZ2023 4 11 A7 HIcERA ST,

=



B-9244

3.11 HEBHREOEEMHICEEFZREILELLEEDODNIREER

1) JRERMRRERA
DX EREED 1 ] (BE S 1006) K OWMED 1000 mg/kg BED 1 fil (B =
4108) O ER/ME (D) PWEMMIEAR L 26 o, LinL, B LR
DIRBIEIC O W TR B RN A RE CTh o722 &b, 2D OB
BRAG R OFHMIC B Z KT T H O TIEHR W EHBT L,

3.12 BHRRE

HERE I EFA GRERGImELFEEL ST | OHCE, EF—¥, SEEE Uk
BHMEEORAZEGT) ROEA WBROERGERHZ2ET) IRAESERY Y ¥ —
Frrx— BRSO GEMEERERICRGET D, 2k, 2 OWEIZRBRK T %
10 4ERI LT 5, BRI THROIY BUIC SN TIE, EANEIE ERDEKRLEESHE
BB LSRR RSN Y VP —F v ¥ —MTH#HEL., TOLBEEIE
T 5, 127U, BERESOERERREHIOWTIE, RBE TRICERT S,



B-9244

3.13 HREIEZOVE4S

MREHERS VY —F o F—

BT 27

10



B-9244

4. EH

2-AF )~ FH % Sprague-Dawley 7 » F[Crl:CD(SD), # 5-BHsHF 6 Efin] 12 1
H 1A, 28 HRMEHEOKEG LzKEoEE L 14 A OREYIRIZ L 5 BE M %2 B 5
L7, MERED » MCBUR (20— i) MUSBHRICEME L7 2- A F u~FH % 100,
300 TN 1000 mg/kg O FHE (5% S mL/kg) TS L7z, 4 BEMES5%ISHRT
DEREE U CHERES SIC 4, [IEZRICHIRT 2 BEHERE (A IREE X OVa & 1E) &
L CHERESR 5 PEZ2 iz, BMEREMEE L LT, AR —RIREEOBIZ, FEil7e—
FORREBLEE, ERERE. B R O AREB RO RIE, (AE - EBEENE., BERE R
A, MR, BEE SRR L NIERE ) ROV E R (REEE. FIMR
FOYR MR FMRAE) 21T7-o72, o REZUTICRT,

FETITRO LT, —MOIREE, FEM A — MR BI L. WA, 180 KOV H J8EE)
BOWE, AE, SR, EFHRE, BERRELTHRIZBNTDS 2- A FL~F
P UICEET AL A DR h o T,

JRIAS Clk, JRIEE S O /NI bR O #2531 D 300 mg/kg LA EDFEIZ A B 4L
e, BIRICB T2 —#HOZIZEET LI 6D TH o7,

MEAEFRAETIE, DAV T LARORY X7 EOREMMARED 1000 mg/kg FEIZ A
LTz,

LA TIE, 2-A F T Y U CRE T 5 AT A B R & ORI 2~ b vz, B
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BOFER, RME LROMAHIT2urZ a7 ) o OEBTHDH I ENMERIN, —HE
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PERF AR AR K 28D 1000 mg/kg (2, o2u 727 U > OZERMBLHED 100 mg/kg PL ED
ETORIZ 02uZ v 7 U OFEMIC L DIRMEE T2 mET 222310 300 mg/kg
P EoRcH LN, HECB TS a2uZ a7 ) OFRICKENT S —HEHO B~ %
BT PO FER WD 2B XL L, WEHEMERE (NOAEL) [3MHE & &1
300 mg/kg EHIWrL7=, HIZ, 2-ATF A H iz LB biEra#tEob o Thd 2
ERITREINT,
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Pefih 2588 F 5,
R A7 SR D BB 2 mL A RAEREEE L CRAE LT,
7 A% fh O ALER A% ORI S CRBRE CTHEIE LT,
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ik G X e !
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a— MEFOEFE AW, BEAGRBEOEEICH WA BERIT., wERYE 20
IRNCHBRIR E R C B Sy %2 1 HYELS T O®EANT 7 AIZoiE L, R LR UL
- TERAF LT,
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5.2.2 R ER 7% D 3R &
5.2.2.1 B A E

FEBEIL N7 7 PN TITo 72, mHERIK (200 mg/mL #K) O FHRIC 20 ZE 72 H R
WMEHAAY) UF IR (WEERICHERK 147 2R U R) L, BEEM
2T 200 mg/mLiKE L7z, T ROMEHERK (60 X 20 mg/mL #) 1% 200 mg/mL
W B R L CRAR L7, BRI G HIC 1 BRES T OB E T T AJRIZ/rE L
77

5222 SREEE
BERTHSZ—FE L TR L., F8% 8 HUINICMEE L,
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5.2.24 TEM

HASHR YV —F s —icknT, 2-2F74~% 3y (ry b ES D
D1 & 200 mg/mL K (BEAR : 22— 9l) 3867 2 THE (1°C~10°C) 8 H fH
RF%., LICEIR 24 FRRGFHREOLEEDHERINL TS (RBRES A-3515,
Attachment 2)

5.2.2.5 RER B D 7T
BEH 1T HEDY 4 BOEGIZHW D KREOKBRIE DO 5 2k Aasth R U h—F
v =T, WA ua~ 777 (GC) EICEVIToTz, BREICHTLEE (Y
) 1X 99.0%~100.0% (FZEHDH : 100% +20%) THY . FRHWHNTH - 7=
(Attachment 3) .
IHEOMEZ LT ITRT,
1) St gwmE
2-AF )L~ FH
2) FEME
WERWE O — 2 EEYE L L THWEE,

Eax i D2 AFINFH

A= — -

2y hES : -

R AF A comE PRSP @ 1°C~10°C, ERMEIXFAHEEANTH
o72) L L KB

TR AT BT D HEBGEEET BB RGFEKR OO o=

3) 1EEMTZ D OB N OV ERILE
WEBRIE DOAEE D 1 T2 5 10 mL (1 A/ )
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4) B RO O 5
SIMTRNC . SRR D =3 TR L, WETLTO L SR L, #I7EFHH
BRH& iR L7z,

. _ /*‘/)’t?ﬁ%ﬁ w:"/)’t?ﬁ%ﬁ
(mg/mL) B 0 R B AR | CRERIESRRE | RKE ERAE S
(mL) (mL) (mL) (mL)
20 1 50 1 20 1000
60 1 100 1 30 3000
200 1 100 1 100 10000
Y 4 NG
5) GC v A5 A
GC : 6890N (Agilent Technologies, Inc.)
F—hrA =2 H : 7683 (Agilent Technologies, Inc.)
T H AL PR AL : MSD Chem Station (Agilent Technologies, Inc.)
6) HIESM
7T A : DB-1 (0.32 mm I.D.x 30 m, JB)% 0.25 pm,
Agilent Technologies Inc.)
Xy VT HA : He
it —F D AVAF N Tr—FE— R
k=1 : 1.5 mL/min
EF—F (EAKKX) X7V b
A7 U > M : 201
EA B R E : 105°C
T H &5 : Flame ionization detector (FID)
B AR : 160°C
Ho it & : 40 mL/min
Air it & : 360 mL/min
AATT v T H A E (Np)
10 mL/min
F—T R : 50°C (Hold 3 min) — 120°C (30°C/min, Hold 0 min)
HEAE ;1 puL
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VB e BEA AR L RBREE R OEN O R E 5 % J(E 2
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C EH LA OCRIERHICR T 28 0K E LT

202 g~229 g (K4 214 g) MET 147 g~177 g(*F¥ 162 g)
ThHY ., FHYOEREITFEHME + 20% LN TH - 7z,

D R SERAN L. EEEEMICBE LT,

;R 23°C £ 3°C (FERMEIZFEFBENTH-72) |
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T
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o fABEIOSHHMEE (—a T 4 T— R TRF7 4 IS, ko o

)

KRB OGHrEHEE (—RVEEARAREG ST 72— fitilen v 1)
KBRS L2 K E Ol & (B 48], it L7 v 7 Bkalath)

B4 O 8 A
/NEY I BAR

;Y& 5

=TT ~)L

D AMRFIZ1~999 F TOFENLH SN FEEES L,

R AZE L TIhzBEEEpoERRE L,

CORE TR IE, RREREE, ME. RE - [RIERE K OEEN O fE 7K

WEBTED & AHTOHTEE H T (R1ZHR),

D M T®, SEEFr VIR EE (B Lo

L=V oo RRET BERK &G &,
P, BES, FEE AR T ER WL L, £
7o, =Y 7NV ORIITRARE S, A OHFEER SO
R D

RERE., REHHE. RERZERVEEHR & Zh o DRINER

RBRATA RTAIZEVWROBEESZ2EIRL, EHIEIZ 28 BHE (4/#) &L

72 WEHRIEII K ERSFERBR T RUIZIThbA TS 1 H 1E (7 H/E8) & Lz,
FEMMIIE o2 mETo0iIc@EI EELONS 14 B (28M) &L, Z
@Fﬁﬂlﬁl'fg é v&f:o
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5.9 B5AHE

5 HEE, FomBEOROLLSICE L T RN RmERO#&ZREE Lz,
BEARBIZSmLkg & L, ZVXR T AE Y T &2 A0 THRBRIE 2 B NI RETRE D
5 L7z (08:00~15:00 D) o BT RBEIZIZBA (=2 —0h) ZREERICHES LT,
By =L oG R (FOREAL 0 0.1 mL) IXEDEOKE A2 LEICEE L,

510 ¥BEERUVHEER

5 #1% 100, 300 %X 1000 mg/kg @ 3 &L U, BARKIEEZ N2 4 BEAERL & L
Too BIEREZ AR IREE & M ERF ISR T 72, | BEY 720 oW & E8E CIIMMES 5
V. BIERE CIIMERES SPCE Lz, BEREREZ £ 11TRT,

= 1. BER
LB B 55 B OE | BRERE v x iz [EI-I
i (mg/kg) | (mg/mL) | (mL/kg) By | BwES | BYE | BnES
o 1k 5 1001~1005 5 1006~1010
Wt e 0 0 3 e 5 1101~1105 5 1106~1110
= i3 5 2001~2005 -
&7 e 100 20 > i 5 |2101~2105 -
= i3 5 3001~3005 -
hOH R 300 60 5 i 5 3101~3105 B B
e I 5 4001~4005 5 4006~4010
i JH LI 1000 200 3 e 5 | 4101~4105 5 4106~4110

5.11 BRE5=DRTEIEM

7 v b 14 BRERE O RS PR (SR Y Vb —F 1 o & — RB&E 5 N-3150,
$e 5.8 30, 100, 300 XX 1000 mg/kg) 2B W T, HED 1000 mg/kg B THLIEF#HR =
VAT o — L EO) VIEEOHEM., A/G LoD IR E RO BN, Mo
1000 mg/kg #f T AE R RABHFE DI A D= —REBSEE~OR BT AL
R Dro 77,

INLORERNS, YRBOBEHELZ 1000 mg/kg [ZEE L, LLF, ALK 3 TH
KM OMEH &% 300 X TN 100 mg/kg ([Z3%7E L7,

6. BRERUVZGE
PERTAIAF I >V TR & FE L7
RERAORFICE L TEUTO@®Y & Lz,

5 1 H (Day 1 of dosing) B HBRAA A
BehH 11 (Week 1 of dosing) EG 10 EE5TH
M1 1 H (Day 1 of recovery) cEEEG R (R&EGOFER)

F1E 118 (Week 1 of recovery) cEE 12 HEETH
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6.1 —RIREBOEHRE

BEIZOWNT, AL L., KA R, KRB, BE 1TE L OPRY O 2E
mEO—RIREEBILE LT,

BT, EWMPII LA 3EL, BERT, B5EZROEE 1~3 FE#%ZOM (7272
L, THEAKRKBIZESRTEBREBEZO 20, 72, 372 SR EE £ 0O Ei A
G 1S3 RS OBIEEAK L) o BIESEHRIE LB 1R (R 1727,

Fio, FHEEIR A OB AT Bl 21T o 72,

6.2 HMT—RNEERE. HERE. BEHARUVEXEDEDATE

EEFEMICON T, EEME P ECEERRS, 1A 1R (&5 1~4 BREE%
DR SOTHEEGHE b & FAROR ) FEMZ — ok ElR 4, &5 48 (T &5 25
H. M &5 26 H) MOEIE2H ([E1E 13 B) (CEERE. B LKOHRBED S
E & 2 L7z,

FEMN 7 — R K O R A IC DWW TIEERE S 2 WIE A a7k L2 SikE%
Mnie, £, BEICK Y BEICRE SN D BREDHENE 2 k< RAERIZE, B8
BEIH L TREEREDERZHIR (774 MMb) $5720i2, r—Y I~ Lxn
FORL, HiZ, Bzl — VA LTI ¥ MIERE LI2IREE TTT - 72,

6.2.1 MG —AKEBEE

1) r—YNEE
BB R BREITE)

2) FIHo-oTo@E
F=UnbOBMY LT E, HE - KEORE, R - ROy, IREKZEH .,
AR A PAGHCIRRE . ARG MR, B AR AR IRAERE (VTR . YL B, BEALAR, WiME, S PE) |
N RU S ZICHT ARG, N R v TR0 F

3) =TT 4= RNBLE
TEERAE, KR, BEITE). WREATE)., BT, BE. FfEv. L H BV EE,
Peten (PE#Ed. BER¥O

6.2.2 HRERE
FEM e —ORBERBLE ISRV T BER OSSR ROR, BRSO, R R, MK
S, ZErh IR OB, 5 HBH IIE 2 A L T2

6.2.3 & NAIE

FEBERMAT ICK5 VT L CPU #— (MODEL-RX-5, 7 A a—T =7V » Z kL
F) &M TR R OB O D) 2 J5E L7,
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6.2.4 BREHEATE

BAOWPEICHNT, EREMHBE R EEHE P — (NS-AS01, XS tt==a—m W
AT UR) ZRHOCCHBEB &L NE L, WERMIZ 1 KM E L, 10 MR LW
0~60 77 O I EE 2 5T LT,

6.3 AKERE

EEWYIZONT, WEHIMAIRES 1 RO 7 BICBlE L, BAEEE 7 ARSI 1A
OHEE CREGRNCHIE Lz, BHESIMPIEEE 1, 75014 BICHE L, BIEEF
R ICiT o 7=,

FHEHRR B IR SR E ERR M OZD, ALK 16 KR S E-%OKE
ZHE LT,

Fo, BB ORERNE (BS5 1 B2 5485 28 B) K OVEE IR & oo (A& &
& (RE1H»HEIE 14 8) ZE B L,

6.4 EEEEAIE

B —=VIZOWTEE 1T KOT B, DB 7 AN CE 1B, (B4R e 7
K14 B, BT ELEREEOZEND 1 A4SV OFEEZHH L, O RIEITF
Al (G IR ERD 12iT7-o72, &5 1 BIXRIA L0 1 HELZ, THL4MNE
6 IX 7 HMOREERENS 1 AY7Z0 OFEHELRD -,

6.5 ERIRIRE
6.5.1 RIEE
UToEhmzmaxtg s L,
Beh5 438 (527 KLO28 H)  ERHOLAEGFETY
[ 238 (BIE 11 LOV12 H)  : BIERO24AFEY
BR#E Ty b LE =@ EEBICIE L (5 4 BRE CITES%RICNE) .
Mofs - BHBAKT C4RERZ, RO CTHHER - AHEAK T TZO®%O 20 RO F
REBRBRL, £21C#L-HBEZRE L, B, HAKICEHAOREZ AW,
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x2 RIREER

1) 4 BRI

COWNTORE

MEHEH
pH
AV
VRNV
T a— A
T8 1fn.

| P el

teHE

=X
RIS

vueey )=

RE (4 FFHE) &

B E %

VT 4 AT 4
~IIVT A AT A
VT 4 AT 4
~IIVT A AT A
~IIVT A AT A
VT 4 AT 4
~IVT A AT A
VT 4 AT 4
Al R A8 2

LA

AEE (B

v J A
v J A
v J A
v J A
v J A
v J A
v J A
v J A

SG A B »
SG HRERAK »
SG A »
SG AR ERMK »
SG A ERAK »
SG AR »
SG AR ERMK »
SG A B »

mL)

2) 20 FEJRIZO W T OB

BEHE

RE (20 FERHE) &

HEIE

wEWE (FAL: mL)

(CEREyEe

a) : JRH B HrdkiE

7 Y =77 500 (Siemens Healthcare Diagnostics Inc.)

EARMORELE 20MROREZEFFLTCIEDOREZEH LT,

6.5.2

TR (R GOER) KORIEEE O

FRERRED - ORI

REEHI RIS, PRt 2 VDT T OFE 31

o THBAM L LTl 28R L7c, $RILIZETOREEFIREID ) 51T -7,

X3 BERBREDEOHORM

-
—

L 5 1 A it [E R R A A s T fii
Mo ATAE D —/ (9 16~21 KE[H) HR
JiR I A4 TNF /A
B 1 {5 A5 1§ K& Ik
[) V27
TUE ] 7 EDTA-2K &ZﬁifgéFﬁfk ~AY TR YL mL
£ 1. 2 1 mL 0.9 mL 4 mL 3 mL
BD Vacutainer /]"/‘TZ/\"\/?II—W\ /\/ :/317 I\II/\/\O /\/ :/317 I\II
71 7 52 (Becton, SMD509SC- 7 v | U F U 7 A, F =tk
w Dickinson and (BAAT 4B | 2mLELH (T 6 mLEemAH (7
Company) B2 4h) E RS FL) NE RS AL
B gl i 4% ifn. JfE i 1%
3000 rpm,
N = 3000 rpm, p N 3000 rpm,
. Oy BT |, oy | 91600 xg, 10 43 |,
BORKE | #1600 xe 0B | oo g | 1) 1000 <8
S CHEIC 1 [H] 7
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6.5.3 & FRE

BONTMIEIZONWTRAICHMLZEBZRAE L., 2. BERICE DR ITH
Z. BFEFFNZ SOV T May-Griinwald-Giemsa Y2752 K D MRS HFIEA Z/ER L 7=
B, BERBMLER T — R IXHA LN T2, BERITFER L 2o Tz,

x4 MRFRERE

B TE H W 7E 7 15 Hi {7
R EEL (RBC) 7a—H% A4 A MY —EY 104(E4)/pL
~E/ v rEE (HGB) VT UANNET v E ALY g/dL
~< 27Uy ME (HCT) RBC KX MCV /55 H @ %
SRR MEREFE (MCV) Ta—HA4 rARY—IED fL
WHRMER~F 7 v v & (MCH) RBC X, ) HGB 6 HH @ pg
SR ERA~E 7 0 B (MCHC) HGB M UPHCT 6 EH g/dL
TRIMERZF FE 53 A i (RDW) FMERAME 2 N7 T A DOEHE(REL %
MCV B EH 2
MR ILBRA (Retic) ZE=YA b A RY ik 10°(E9)/L
/% (PLT) Zua—H%A KA MY —iED 104(E4)/uL
HimEk# (WBC) 7a—%A4 A MU=k 102(E2)/uL
ERIR S Ta—H%A AR =D 102(E2)/uL
fili A 8 B 2R

a) . A MK FMmAIEE 7 K (7 2120i (Siemens Healthcare Diagnostics Inc.)

o U oREk (LYMP) | 92k (NEUT) | 4822k (EOS) | 2k (BASO) . HLEK (MONO)
B OVRAIGE Bk (LUC) , AIMERE 03 & AMERB D D& B OFEEEFH Lz,

6.5.4 BREREER
Son-mgEiconwcEsSICREBLI-BERAZHBE L,

x5 HRERKREER

mATER W EFH % HAL
=00 Nh = = G N Coagulometric test® s
EMEALE 7 ba v R 2F B (APTT) Coagulometric test® s
74710 7% & (FIB) Coagulometric test? mg/dL
filt R A2 B2

a) : MREEE A By Hr¥EiE  ACL TOP 300 CTS (Instrumentation Laboratory Corporation)
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6.5.5 mZEILFHE
Son-imgEiconwCcReICHRFOHEALZHBEL -,

k6. MBILFREERE

1A H I E H % HAL
TANTX T I b7 A UV-rate iV IU/L
7 x5 —% (AST)
TI5=2vT7 ) N7 AT 2T UV-rate £ 1U/L
—1t (ALT)
AT b Ra s —+F (LDH) UV-rate {5 9 IU/L
TNHYAAZ 72— (ALP) Bessey-Lowry £ ¥ IU/L
Y-TNEINETUVARXTFH Ly-F AV HIN3-ANVERF-4-=bunT7 =V FEa  IU/L
—+¥ (y-GTP)
¥al 275 wv—/ (T-CHO) CEH-COD-POD £ » mg/dL
rUZUET AR (TG) LPL-GK-GPO-POD % @ mg/dL
U igE (PL) PLD-ChOD-POD % @ mg/dL
wreysarey (T-BIL) =V PR e S e AT L) mg/dL
AR (T-BA) 30-t Rr¥ v 25 A4 KFe FasF—+ (30- pmol/L
HSD) i
Za—2z (GLU) Ja—AFe KaFft—8ikd mg/dL
JRFEEH (BUN) Urease-LEDH ik @ mg/dL
7 L7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD % @ mg/dL
F FU DA (Na) A F v BmPCEMRE Y mmol/L
wJ¢A(m A F L BIREMRIE Y mmol/L
HisE (Cl) A F v BmPCEMRE mmol/L
wzv/@?A (Ca) OCPC £ mg/dL
Mgy > (P) PNP-XOD-POD % mg/dL
fwx o yE (TP) Biuret % @ g/dL
773 (ALB) BCG ¥ g/dL
A/G It (A/G) KB RITBERORTIVT I U BEH
16 171 22 B 2
a) : WERALFE A B T2 E  TBA-120FR (¥ ) U AT 4 WLV AT KA AR

6.6 RIEFERE
6.6.1 Bl 4=

T (&G OER) XEMER O EFHBREFC, fiH 2D K S a4
fFEVMIZ DOWT, BRIRIRE D72 O O M % IZEREVIRD & O FIMIT K 0 25 S
HEROCETONMERE 2Bl L,

6.6.2 FEEEATE
ETOFBEHRBMICONT, LTI RTHREOERER (MIER) 2HlET L L
BT, Mt EE EFREEOEREICH T MG EREZRH Lz, *2 4 Lm0
WZOWTIE AL —FEICHIE L,
M, TEMAR, AR (BR/MEZGTe) | FIE*. MR, M. bk, A, MERR
B CBE TR+ TRR) . AFHE. B, REE . REE RR*. AR, RE (BEE
WA ETe) . IRELE F
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6.6.3 REABERE

BTOEMIZONWTLUTICRT2ME LV VIRER 10% AV~ Y U CHEE LT,
72720, IRER B OVRAPRRIZ U VERRRTET 3% 7 VA AT LT B K« 2.5%%K /L~ KT
[ E L7-% ., KR K& O ERIE Davidson 2L CHEE L7, U U EEFEME 10%7K
=V R TRIF LT, BlfE AT 7 0 iz L, @Ugsa~y b v - =
Yrgif (HE) fEARZERL 72,

ZDHH | AR RRRE & E A EREOMRIC oW TER L2, B L OFlR (o 2)
WZOWTIE B E R G ORENEDN 2D P X MEHEFH OB L8R L7,
WPESRE D 9 B* 2 A LI EIC O OT A Z8m U, X mf 286 L s,

FERIGPEIR A O BB T DOV CIL 5 B TRl L7z (A M L Not remarkable, #%
% Minimal, £ Mild, % Moderate, @& Severe) .

F 7o, BIERRANE B O NE A FE T 5 BB T, Ko B R & OV H SR
DORFEF (BWE S 1001, 1002, 4001, 4002) (22N T/XT 7 ¢ o U 7= MR D
SR ZERL flauZ a7 U Uik s Wiz e e st L C8m Lz,

Mg CRMM. /b, #&) . iEfl, F8E (BaE8. Madp, M) | B wpsks, fLapie,
ARER, ~N—&—R, TEME, FRIR, ER/ME* BB, B, Mg, ATV~
oREE BRI Y N XA i (E) L DR, BIRENR, KE. M (R
EXxal) &, BE, B, F8EW. E0. BG B, . BB, BT
MR, H AR NS, PERE. R, BERE. RSEL. RSB LK. AUSAMR. RFE (BERE R
ade) IRE, FE (SEAOHE) D AR (REE) | Mg, KIRE*,
Mad B ah, RERE i, RKERIUSEF*. BE* (R . WHRAY R F AL
fllz, MESH, SR R OMERGRAAL (B A2 A L BEA) Z2RF LT,

7. T—A98BRIZERALEEOYELA—42 R T LA
e MITOX-BOZO > 25 A (Version 10.4.1.1. =3 E&S > 2T LAEH WIS H)
« PATHOSS5 ¥ 27 & (Pathology Operating Systems Ltd.)

8. fRETEEMT
fEHTIZ 1% SAS Release 9.1.3 (SAS Institute Inc.) ZfFEH L7=, IZ2O2WTLL T DA

THRIEZIT> T2,

) SETFT—% (=727 4=V FRBIEOERNIER, FEEERAICR T 55
Mg, 27, BREEE, KEKEHNE, SR, RE, LEFHRAE, BEE
A, ML RE N OGRS HE)

<EHEHMF K TREOT — 5 >
F I, BREOEHE LR E A2 RO, Bartlett REIZ LV S0 EMEOKREZ 1T -
7= (HFEKH0.01) , ZTOREER. FoEWMENRD 67254513 Dunnett fR E 2 X
O RS RERE E B BRI E K TE O EBE DO EICOW T E EEE 21TV (A E KU
0.05 %X Tr0.01, Mifll) | SFEECENFED b AL o o8 G 1X Steel DREIZ LD
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AR ot FREE & BRI B S BED LA DFEITHONWT L EEB 21T > 72 (FEKYE
0.05 X T*0.01, &) .
<[EEHIE T HETROT — 2 >

FPBEHOVHMEEEERELZRD, FREICL Y E0BMEOREEZIT-o - (F
EKYE 0.05, B . ZORER., FEoBENSED b TCEE T Student D t FRE
(2 &0 AR R & R E R O T CEBE O I oW TR ATV (B EK
#£0.05 LT 0.01, WD | FEABENE D bR T25E X Aspin-Welch D t
BB L0 BEARHREE L PR RE O CEE DO ZEIZ OV THF B &2 1T - T2

(AR KM0.05 XY 0.01, W) .

2) AaTrfbTr —% (GEf7e —CRELX CEERED X a7 (LT —#)

<EHHMFOT—%>

AR R BE & BRI B B 545 E L D T Steel DREIC L W BB E21T - 72 (B
BEKHE0.05 TV 0.01, M)
<[FEEHMFOT—% >

B GT FREE & BRI E R 58 & O M T Wilcoxon DJENMNFI#EEIZ LV XL 217
o7z (AEAKYE0.05 LO*0.01, iwHl)

9. HERHER
9.1 RETEY
P G- W1 K Vel 1 B 200 U CHERE W T L O BEIC B E T WHIE X A DR o T,
9.2 —f& K RE
& & Table 1-1~1-6 }2 T8 Appendix 1-1~1-16 127",
1) 5

BERE S HIZ2-ATFNAAFTH N KD —RIREDODRF XA LN o T,
2) B98I
MEREE BT 2-AFNAFH AN LD REORFIZA LN D 5T,

9.3 T —REBEE. REERE. BEARVBREBEDEIE

i % Table 2-1~2-24 & Y Appendix 2-1~2-78 {27~ 7,

1) 58
5 4 EOABESHEORTEIZE VT, 20~30 70 & T 0~60 43 D H 5 IE @) & DK
D H3HED 1000 mg/kg FEIZ, 40~50 77 D H FEEE) & O HMN23MED 1000 mg/kg FEIZ
Aoz, L, Wb EERBIME LT 58 (Attachment 4) ([ZILE D Z & 5o
D, AEBRAYZSE) &I L 7,

2)  [El4E HIH
MERE S BT 2- A FAAFH LB RITA DR T2,
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9.4 ZNE

% f& % Fig 1-1~1-4, Table 3-1~3-4 }2 % Appendix 3-1~3-12 {Z/R77,
1) &5

MERE L BIZ2-ATFAANFH VK DERE~OEBEIIA N> T,
2) (=15 4

HERE & HIZ 2-A FAANFH LD ERE~OEBIIA LN o T,

9.5 HEEE

% f& % Fig 2-1~2-4, Table 4-1~4-4 }2 8 Appendix 4-1~4-12 |Z/R77,
1) 5

MERE L BT 2-ATFAANFH L DBEHE~OEEIIHL NS T,
2) (=115 4

HERE L HIZ 2-ATFAANFH UL D2BEHE~OEBIIA N 5T,

9.6 R IRE
9.6.1 Ri&&E
i % Table 5-1~5-21 & O Appendix 5-1~5-25 (27~ 7,
1) &5 48
FERORIEE £ 7TITRT,

RT.2-AFIAFTHVICEHET IRBREOKRE (5 48)

[l M i3
B 5 (mg/kg) 0 100 300 1000 0 100 300 1000
GUEVE S 5 5 5 5 5 5 5 5
ANEEAN% o)
- 5 4 2 0 5 5 5 5
+/- 0 1 2 3 0 0 0 0
1+ 0 0 1 2 0 0 0 0

a) : RPOMITHEIT L2 R T B O E =T,

PRICHE R O/NHIE BRI (+1 LA ) O HED 300 mg/kg UL EOFEIZ A B
776
METIL 2- A FAANFH AL DFTRIT A DD o T2,
2) g 2@
MERE L HIZ 2- A F AT H UK DETRIEA DR T2,

9.6.2 mAEFHEE
H%fE % Table 6-1~6-4 & TY Appendix 6-1~6-12 {Z/R T,
1) F5 IR T R
WERE L BIZ2-AF AT H L DPTRIIA LN T,
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2)

0] 7 H A& T R

HERE L HIZ 2-AF AT Y N XL RITA LR T,

B, R OAE R DNHED 1000 mg/kg BEICA SN, HEHIMKT
RFICIEA LN o B L THY , BHET HRBEMHSETHE AL o T
Zedh, WA EE L CHI LT,

9.6.3 HRERBRE

1)

2)

HAE % Table 7-1~7-4 & Y Appendix 7-1~7-12 {Z/R T,

P 5 W TR R T IR

MERE & HIZ 2- A F ATV NS DFTRIT AN - T2,

2B PT OFBERIEENHED 100 mg/kg BEIZ A HALTZA, & E OB MR 220
TEMOHEBRME & OBRE ML &l L7,

] 76 HT R T IR

HERE & HIZ 2-A FAANFH N LD RIT AL N1,

9.6.4 m#FIEFEHRE
% #& % Table 8-1~8-6 2 1* Appendix 8-1~8-12 (27,
1) EWIHK T K

FEROMEEEZ £ 8IZRT,

KRB 2-AFIAFTHUICHET FMRCLFREOMRIE RESHMBETF)

% I3 LA

B 52 (mg/kg) 0 100 300 1000 0 100 300 1000
[UEZE 5 5 5 5 5 5 5 5
Ca (mg/dL) 10.9 10.9 10.8 11.5% 10.1 102 10.3 10.3
TP (g/dL) 6.2 6.3 6.2 6.7** 6.1 5.9 6.1 6.3

KB OEITFHEZ =T,
* 1 p<0.05, **:p<0.01 (BEAMREELORICAEEEDY)

2)

TN T LR H T E O IED 1000 mg/kg BEIZ A DL,

HETIE, 2-AF AT H K DFTRITA NP> T,

B, NI ZUETA R, 7 a—AROEFEOR BRI DBHED 1000 mg/kg
2. DU U LOEZFEREMAMD 1000 mg/kg BEICH DT, TREROMIK
BIE LT ol (Attachment4) (UL E D Z & D, ABRALEN EHlr L=, £/,
ALP OB BRI KON Y U LOFERBEMAMED 100 mg/kg BEIZ I B A=A,
AL OREMENRRNT & D HBRME & OREMEIL 22 &l L7,

e 16 1) [T & T e

MEE L HIZ 2- A FNAAFH L DT RIIA N2 o T2,

E. AIG LEOHEERB BHED 1000 mg/kg BEIZ, MaLATo— L kRN v
HE'E DA B 72 B NS ALT K OVRFEZEFOAH E 20 23 1000 mg/kg & 1S
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KON, BEBHEE TRICIIAON RPN T2ZETH Y BES 5 5 Bk
FHREMS B LN ToZ &b BIERYRZEE) &l L7,

9.7 REZRE
9.7.1 wEEE
% #& % Table 9-1~9-7 } O* Appendix 9-1~9-18 (2~
1) #&EWIRK T
FEROBIEE L 91TRT,

RI2-AFIAXTHUICHETIREEEORE (REHUMKTE)

Ll i3 i3

¥ 5 & (mg/kg) 0 100 300 1000 0 100 300 1000

EUR/ES 5 5 5 5 5 5 5 5

FBW (g) 368 357 369 359 217 230 222 227

B ik faxt(g)  2.69 2.84 3.02 3.44%x 1.68 1.87 1.71 1.76
X (%)  0.73 0.80  0.82 0.95%%* 0.78 0.81 0.77 0.77

JF ik #axt(g) 1043 10.20 11.28 14.26%* 6.21 6.44 6.53 7.09%
FIXF(%) 2.82 2.86  3.06 3.97%% 2.86 2.80 2.94  3.12%

FZHROMITEYEE T,
FBW : HI R EE D i f& R E
* 1 p<0.05, **:p<0.01 (HAXMNBEEHELOMICAEZEDHY)

2-AFNAFH AL DT AP ENR (BEDH) R ORI A BT,

5 Mk o et EE R R OV B O I HED 1000 mg/kg BEIC
bivlz,

JiT gk s et B M OVFE e EE B 0 BN ASMERE D 1000 mg/kg BEIT
BB,

fiZ, HED 1000 mg/kg #E CTHIE LR OMIEEO G ERBAD DA BLILTZHN, #
HEEOLDODELTHY , 2-AF AT H U OEETITR W W LT,

2)  [EIE IR T R
HERE & HIZ 2-A FAANFH N LD R AL -T2,
73X, HED 1000 mg/kg BF CHMERR R K& OVl O #axt B & O f & 72l QNS T HR AR
K O Ot EE B O A B RN B B 722, #axt X EEO DO LT
BHY . 2-AFINAFH ORIV EHW LT,

9.7.2 B R
i f& % Table 10-1~10-4 & O} Appendix 10-1~10-60 (2757,
1) WM& TR
MERE & HIZ 2-AF AT H K DFTRITA LN o T,
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2) [RME R TR

MEREE BIC 2-AF ATV KD RITAH DN 2T,

9.7.3 REHBERE
i % Table 11-1~11-16 & Y Appendix 10-1~10-60 (2777,

1) G HIFR T

2-AF ) F Y NZBET D p RSB ORI 2 b v Te, £ OB iE 2 % 10 (2

ZNERS

RA10.2-AFUAFH VICHET LREABAIROKE (RSHRKRTE)

Pk i i3
58 (mg/kg) 0 100 300 1000 0 100 300 1000
EUEZE:S 5 5 5 5 5 5 5 5
B Tk
TR DR A A 0 1 2 3 0 / / 0
B 0 1 1 2 0 / / 0
B 0 0 1 1 0 / / 0
HTE. JRAAE R 0 3 5 5 0 / / 0
L 0 3 1 0 0 / / 0
R 0 0 4 5 0 / / 0
BRI T 0 0 0 2 0 / / 0
L 0 0 0 2 0 / / 0
o2u 7 a7 BN 0 / / 2 / / / /
HY 0 / / 2 / / / /
JF Mg
/0N BE 0 T T A K 0 0 0 0 / / 0
B 0 0 0 1 0 / / 0
R 0 0 0 4 0 / / 0

KT OBMETYREAT 2R Lz R,
a) : MED BRI R O S R B 45 2 Bl DWW THREFMM L P 2 i LT8R Lz,

[ BT

GIL

JHF ik

2) [RME IR T RE

P AR R R OV R A A b B o0 Bl -3 1335 B IC & S
LI T DM, D 300 mg/kg LA EORETHAERM
BEORED, 100 mg/kg LA EORETRAE L OM T
O B R OVFR B D H BB D3 22 © 4 72 MR A 7 JEDR MR P A
DIHED 1000 mg/kg BRI A DIV, RHE O 61
T oa2u 7w 7Y CGMEINET o o Tz,

R S I R B e s BE ool MR IR R IR R S 1 o
1000 mg/kg FEIZ A B iLT=,

2-AF N AFH ANCBHET DT AR IRICA LI, TOREEEZR 11 ITRT,
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RN 2-AFIAXHVICHET HREMBBAROKRE (MEHAMKRTE)

Jiez Tt i3

B 5 & (mg/kg) 0 1000 0 1000

EUEZE:S 5 5 5 5

Mk

A RS 0 5 0 0
B 0 2 0 0
B 0 3 0 0

HERLPR A 0 1 0 0
B 0 1 0 0

KPP OBMWITLHEIT R AR LT lE =7,

[ BimRET

B ik DA PR AMAE O R oD Y FEAL K OV A BECRL R P 4 28

® 1000 mg/kg BEIZ A B AL,
ZOMOPFT RIT Y RHELE IO T v N TARBENICAONDLIELLTHY . £
7o, AEOHEMIE HMEORY NNl b, 2-AF b~ FH 2Bl L7221
Tl 7 &I L 72,

10. E=

2-AFFH N KD EREACD TR L BRI A 5Tz,

JHF Bt C 0 BB B 0 28 M gk o 1000 mg/kg 1T, /N HE oD PR R IR BE K 28 I o
1000 mg/kg |2 & B 7=,

HE CIXECDORUTOER AN, TR, RME EEZOMHFE (R
AL FREADKERLY, 02u 787V VOERBIZEIL2ELTHDL Z LR INT)
DHED 100 mg/kg DL LB, FARME DS HED 300 mg/kg UL EOREIC, BigEED
N & EERCIR AR HED 1000 mg/kg BEICH BTz, £io. RILETICRME EH
KEEZOND/NME LEMBEAARLI, RMEREZFICEI EEEX LN, o2u
a7 ) AT E EBICHET v FOFIRTER I NG X X7 ETHY, Fix D
I E L REGT 52 & TRIBRORME LRICERL D, BRI Do, RME S
ENLOBERBEEZONDIBEIRMENALND Z ERMLNATND D, LN
T, ARBRCTHOLNTZBEBROBEIIVTNOHET v MR 2u/ m 7 U v OERE
WERTIEATHY B h~OIAFEIZ RN s BETERVWEE LN,

A MR PRI N T T L RO Z 37 B oMM D 1000 mg/kg
FECHA BT, WT R OEEGIE S T 58 (Attachment 4) Z EEID | 2- A FL~F
U ORBEREDLNTZN, WTNLBRMAZ{TH Y, BE T 2 HEEMEEENELD
HOHNIRNZ ENLBEFHERZRO WA & LT,

14 HREIOBEEIZ LD 2- A F~FH 202 L 50T BN O B A R K OV R b
MAENHEICIRTFE L CHR BN, RME EROMF#E (a2u 727V v oFHfHE) kO
FFIE D ZELITIE L LT\ Z v h . AREBITIT AT D28k &l L 7=,
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1. #55k

FREE U CHFIRO BB HERED 1000 mg/kg (2, /NEE AL FF R QAR K 23
KD 1000 mg/kg (2, a2u 707 U » OFERDHED 100 mg/kg LA EDOETOREZ, a2u
7rua 7Y U OERBICEDIRMESEZRET HEDHED 300 mg/kg LA EOBEIZAH L
Nz, BB T2 2u /a7 ) OERBICERT S —EOBE~DEEITIE F ~D4t
NN L2 B2 DL, BEMAEE (NOAEL) [3MKEE £ 300 mg/kg &I L
oo BT, 2-AFNAFTH T EDEMIERTEDO LD TH D Z EBRI T,

12. ZEXH

1) Frazier KS, et al. Proliferative and Nonproliferative Lesions of the Rat and Mouse
Urinary System. Toxcol Pathol 2012; 40: 14S-86S.

2) Uwagawa S, et al. Exfoliated Cells in the Urine Reflect Transient and Sustained
Elevation of Cell Proliferation in Rat a2u-Globulin Nephropathy. J Toxcol Pathol
1999; 12: 59-64.
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B-9244
Attachment 1 (1/2)

A3515-IR-1/2
HERRESE

2- A FAFHUOBEERUVREMRER
ARE 5 : A-3515
W 2 2Fn~xdy (ny FEE IR |
RTE M BB (FAHE - 1°C~10°C) | X, BRE
AR % D BRRESER Y VY —F ¥ —  HERSFRERT
HiER © 2023410 H 18 B (FrpiAER)

20234 12 H 20 B (LZEMRR)
HEHEH D ORARIL AR N VRITE

HEEE (REMWE)  REERRTHEONIFRARIA N bR RERR
- THOLNTANRZ MVERETHDZ L,

prp s o R CHB LN IRAIRIN AT PV BRI
THRONEZAXT MLV ERIETH -T2,
TR A7 TR AR — DI RT,

HE |
GLP D THBALEME SR DR B & 2 2 A B % 1 B

THRME] CERE234E3 A 31 A A 03314 8 &,
YRk 23-03-29 ®UIREE 6 B, WAAMSRKE 110331010 &)

T oo

ARREEA
BASHER VY —F v & — HBEBEHEHT
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Attachment 1 (2/2)

A3515-IR-2/2

HERRIEE
2-AFNAFHUORFMERUVRE SR

RERE B . A-3515

et (JIER 20234 10 H 18 H)

B T T

; .
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i
7 SO SO SO
e e R e Ty —
4000 3000 2000 1500 1000
1/em
M

ARB (WEH 20234 124 20H)

100

[ (‘"\/ K AENAY
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Attachment 2
A3515-DF
AERRIEE
WERERD 2-A FIAAZTHUOORESAER
KB E B A-3515
WRWE 2225 0~x%%y (ry b EE D
VERAN a—
o HE VAR
HEX S E 2-AF X
(EYe IS BT A Cmg GFAHE . 1°C~10°C) 8 HE, #
D%, |IE (FBHH : 1°C~30°C) T 24 FFHRTE,
| E Fe T BEME LT, BER (ARERONERE O EEHHE
(100) 2T AREHZOVEREOLHEOEIS] M
100.0% + 10.0%LAN,
RS
N HEERZE (ng/mL)
BRI No- AR G
1 1.01 1.01
2 0.998 1.02
1 mg/mL ¥#& 3 1.02 1.03
W1 1.01 1.02
BEER (%) (100) 101.0
1 202 206
2 200 206
200 mg/mL & 3 201 205
DA SETER 201 206
BRiTE (%) (100) 102.5

* I8 HMI+EIE 24 R RIFH

i

GLP

YR H
KRRt RAS VY —F o &—

i
DB 22 2 4R 5 AR & SE it 9 % AR bt A (2 B

LM (ERK234E3H 318 : A 03315 8 5.
% 23-03-29 FE 6 B, BRBEMGREE 110331010 5)

2023 &= || g 6 P

e 2
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B-9244
Attachment 3 (1/2)

RESULT OF ANALYSIS

Study number: B-9244
Item: Concentration
Stage: Day 1 of dosing
Date of analysis: 8 November 2023
Test sample
Test article: 2-Methylhexane (Lot number: -
Form: Solution
Vehicle: Corn oil
Date of preparation: 8 November 2023
Analyte: 2-Methylhexane
Acceptance criteria
Concentration: Proportion to nominal concentration should be within
100% =+ 20% (evaluated by the mean value).
Results:
Nominal Determined concentration Proportion to the nominal
concentration No. (mg/mL) concentration
(mg/mL) Each value Mean (%)
1 19.9
20 2 19.7 19.8 99.0
3 19.8
1 59.5
60 2 59.8 59.7 99.5
3 59.9
1 199
200 2 204 200 100.0
3 198
Judgment: Passed
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B-9244
Attachment 3 (2/2)

RESULT OF ANALYSIS
Study number: B-9244
Item: Concentration
Stage: Week 4 of dosing
Date of analysis: 4 December 2023
Test sample
Test article: 2-Methylhexane (Lot number: ||l
Form: Solution
Vehicle: Corn oil
Date of preparation: 4 December 2023
Analyte: 2-Methylhexane
Acceptance criteria
Concentration: Proportion to nominal concentration should be within
100% =+ 20% (evaluated by the mean value).
Results:
Nominal Determined concentration Proportion to the nominal
concentration No. (mg/ml.) concentration
(mg/mL) Each value Mean (%)
1 20.0
20 2 20.1 20.0 100.0
3 19.9
1 60.3
60 2 599 60.0 100.0
3 599
1 200
200 2 200 200 100.0
3 200
Judgment: Passed
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B-9244

Attachment 4 (1/2)
Historical Control Data
(BoZo Research Center Inc.)
Period: From April 2018 to March 2023
Species: Rats
Strain: Crl:CD(SD)
Age (week): 6-10
Route of administration: Oral
Fasting: Overnight before necropsy
Food: CR-LPF (pelleted diet)
Motor Activity
No. of .
Parameters Sex Mean S.D. —-2SD. | +2SD. Min Max
sample
0 to 60 minutes Male 17 948 373 203 1693 371 1657
20 to 30 minutes Male 17 159 124 0 407 2 365
40 to 50 minutes Female 17 130 119 0 368 0 309
Blood Chemistry
No. of .
Parameters Sex Mean S.D. —28D. | £2SD. Min Max
sample
TG (mg/dL) Male 519 52 21 10 94 13 141
GLU (mg/dL) Male 599 124 23 78 170 75 243
K (mmol/L) Female 446 3.6 0.3 3.1 4.1 2.8 44
Cl (mmol/L) Male 519 105 2 102 109 101 110
Ca (mg/dL) Male 519 10.7 0.3 10.0 11.3 9.6 11.8
TP (¢/dL) Male 599 6.0 0.2 56 6.5 48 6.9

36



B-9244

Attachment 4 (2/2)
Historical Control Data
(BoZo Research Center Inc.)
Period: From April 2018 to March 2023
Species: Rats
Strain: Crl:CD(SD)
Age (week): 11-15
Route of administration: Oral
Fasting: Overnight before necropsy
Food: CR-LPF (pelleted diet)
Hematology
No. of .
Parameters Sex Mean S.D. —28SD. | +2SD. Min Max
sample
EOS (10E2/uL) Male 136 1.3 0.6 0.1 2.5 04 5.9
Blood Chemistry
No. of .
Parameters Sex Mean S.D. —2SD. | +2SD. Min Max
sample
ALT (JU/L) Female 136 32 7 17 47 17 66
T-CHO (mg/dL) Female 136 78 15 49 108 47 111
PL (mg/dL) Female 104 145 23 98 191 88 209
BUN (mg/dL) | Female | 136 19 3 12 25 9 30
A/G Male 75 1.2 0.1 1.0 14 1.0 14
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Figure 1 -1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Body weight
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Figure 1 -2

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Body weight Period : Recovery Day 1-15
Sex : Male
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Figure 1-3

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
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Figure 1 -4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
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Figure 2 - 1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Food consumption
Sex : Male

Period : Acclimation Day -1-1, Administration Day 1-29
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Figure 2 - 2

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Food consumption
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Figure 2 -3

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Food consumption
Sex : Female

Period : Acclimation Day -1-1, Administration Day 1-29
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Figure 2 - 4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Food consumption Period : Recovery Day 1-15
Sex : Female
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Table 1-1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Clinical sign Period : Administration Day 1-29

Sex : Male Species : Rat
Test article Day 1 2 3 4 5 6
Dose Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Test article Day 7 8 9 10 11 12 13
Dose Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Test article Day 13 14 15 16 17 18 19
Dose Clinical signs Time 2 3 1 2 1 2 3 1 2 1 2 1 2 3 1 2
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Test article Day 20 21 22 23 24 25
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 1 2 1 2 3
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Administration)1 : Pre, 2 : IM, 3 : 1-3h
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Table 1-2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29

Sex : Male Species : Rat
Test article Day 26 27 28 29
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 4
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy
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Table 1-3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Clinical sign Period : Recovery Day 1-15
Sex : Male Species : Rat
Test article Day 2 10 11 12 13 14 15
Dose Clinical signs Time 1 1 1 1 1 1 2
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Recovery)1 : Morning, 2 : Necropsy
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Table 1-4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Clinical sign Period : Administration Day 1-29

Sex : Female Species : Rat
Test article Day 1 2 3 4 5 6
Dose Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Test article Day 7 8 9 10 11 12 13
Dose Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Test article Day 13 14 15 16 17 18 19
Dose Clinical signs Time 2 3 1 2 1 2 3 1 2 1 2 1 2 3 1 2
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Test article Day 20 21 22 23 24 25
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 1 2 1 2 1 2 3
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Administration)1 : Pre, 2 : IM, 3 : 1-3h
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Table 1-5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29

Sex : Female Species : Rat
Test article Day 26 27 28 29
Dose Clinical signs Time 1 2 3 1 2 3 1 2 3 4
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 0 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy
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Table 1-6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Clinical sign Period : Recovery Day 1-15
Sex : Female Species : Rat
Test article Day 2 10 11 12 13 14 15
Dose Clinical signs Time 1 1 1 1 1 1 2
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Recovery)1 : Morning, 2 : Necropsy



[4S

B-9244

Table 2-1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs home cage observation (Week 1 of dosing)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10
Posture
Normal 10 5 5 10 10 5 5 10
Convulsion
None 10 5 5 10 10 5 5 10
Abnormal behavior
None 10 5 5 10 10 5 5 10

No significant difference in any treated groups from

control group.
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B-9244

Table 2-2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs home cage observation (Week 2 of dosing)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10
Posture
Normal 10 5 5 10 10 5 5 10
Convulsion
None 10 5 5 10 10 5 5 10
Abnormal behavior
None 10 5 5 10 10 5 5 10

No significant difference in any treated groups from

control group.
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B-9244

Table 2-3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs home cage observation (Week 3 of dosing)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10
Posture
Normal 10 5 5 10 10 5 5 10
Convulsion
None 10 5 5 10 10 5 5 10
Abnormal behavior
None 10 5 5 10 10 5 5 10

No significant difference in any treated groups from

control group.
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B-9244

Table 2-4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs home cage observation (Week 4 of dosing)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10
Posture
Normal 10 5 5 10 10 5 5 10
Convulsion
None 10 5 5 10 10 5 5 10
Abnormal behavior
None 10 5 5 10 10 5 5 10

No significant difference in any treated groups from

control group.
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Table 2-5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : home cage observation (Week 1 of recovery)

B-9244

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 5 5 5 5
Posture
Normal 5 5 5 5
Convulsion
None 5 5 5 5
Abnormal behavior
None 5 5 5 5

No significant difference between treated group and control group.
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Table 2-6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : home cage observation (Week 2 of recovery)

B-9244

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 5 5 5 5
Posture
Normal 5 5 5 5
Convulsion
None 5 5 5 5
Abnormal behavior
None 5 5 5 5

No significant difference between treated group and control group.
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B-9244

Table 2-7 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : in-the-hand observation (Week 1 of dosing)
Sex Male Female
Dose (mg/kg) o 0 300 1000 o 00 00 1000
Parameter No. of animals _—_ié _______ é _______ ; ______ ;é ______ ;8 _______ ; _______ ; ______ ;é___

Ease of removal from cage

Easy 10 5 5 10 10 5 5 10
Fur condition

Normal 10 5 5 10 10 5 5 10
Skin

Normal 10 5 5 10 10 5 5 10
Secretions-Eye, Nose

Absent 10 5 5 10 10 5 5 10
Exophthalmos

Absent 10 5 5 10 10 5 5 10
Palpebral closure

Normal 10 5 5 10 10 5 5 10
Mucosal membranes

Normal 10 5 5 10 10 5 5 10
Lacrimation

Absent 10 5 5 10 10 5 5 10
Piloerection

Absent 10 5 5 10 10 5 5 10
Pupil size

Normal 10 5 5 10 10 5 5 10
Salivation

None 10 5 5 10 10 5 5 10
Abnormal respiration

Absent 10 5 5 10 10 5 5 10
Vocalization

None 10 5 5 10 10 5 5 10
Reactivity to handling

Easy 10 5 5 10 10 5 5 10

No significant difference in any treated groups from control group.
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B-9244

Table 2-8 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : in-the-hand observation (Week 2 of dosing)
Sex Male Female
Dose (mg/kg) 0 00 300 1000 o 0 300 1000
Parameter No. of animals _—_ié _______ é _______ ; ______ ;é ______ ;8 _______ ; _______ ; ______ ;é___

Ease of removal from cage

Easy 10 5 5 10 10 5 5 10
Fur condition

Normal 10 5 5 10 10 5 5 10
Skin

Normal 10 5 5 10 10 5 5 10
Secretions-Eye, Nose

Absent 10 5 5 10 10 5 5 10
Exophthalmos

Absent 10 5 5 10 10 5 5 10
Palpebral closure

Normal 10 5 5 10 10 5 5 10
Mucosal membranes

Normal 10 5 5 10 10 5 5 10
Lacrimation

Absent 10 5 5 10 10 5 5 10
Piloerection

Absent 10 5 5 10 10 5 5 10
Pupil size

Normal 10 5 5 10 10 5 5 10
Salivation

None 10 5 5 10 10 5 5 10
Abnormal respiration

Absent 10 5 5 10 10 5 5 10
Vocalization

None 10 5 5 10 10 5 5 10
Reactivity to handling

Easy 10 5 5 10 10 5 5 10

No significant difference in any treated groups from control group.
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B-9244

Table 2-9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : in-the-hand observation (Week 3 of dosing)
Sex Male Female
Dose (mg/kg) 0 00 300 1000 o 0 300 1000
Parameter No. of animals _—_ié _______ é _______ ; ______ ;é ______ ;8 _______ ; _______ ; ______ ;é___

Ease of removal from cage

Easy 10 5 5 10 10 5 5 10
Fur condition

Normal 10 5 5 10 10 5 5 10
Skin

Normal 10 5 5 10 10 5 5 10
Secretions-Eye, Nose

Absent 10 5 5 10 10 5 5 10
Exophthalmos

Absent 10 5 5 10 10 5 5 10
Palpebral closure

Normal 10 5 5 10 10 5 5 10
Mucosal membranes

Normal 10 5 5 10 10 5 5 10
Lacrimation

Absent 10 5 5 10 10 5 5 10
Piloerection

Absent 10 5 5 10 10 5 5 10
Pupil size

Normal 10 5 5 10 10 5 5 10
Salivation

None 10 5 5 10 10 5 5 10
Abnormal respiration

Absent 10 5 5 10 10 5 5 10
Vocalization

None 10 5 5 10 10 5 5 10
Reactivity to handling

Easy 10 5 5 10 10 5 5 10

No significant difference in any treated groups from control group.
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B-9244

Table 2-10 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : in-the-hand observation (Week 4 of dosing)
Sex Male Female
Dose (mg/kg) 0 00 300 1000 o 0 300 1000
Parameter No. of animals _—_ié _______ é _______ ; ______ ;é ______ ;8 _______ ; _______ ; ______ ;é___

Ease of removal from cage

Easy 10 5 5 10 10 5 5 10
Fur condition

Normal 10 5 5 10 10 5 5 10
Skin

Normal 10 5 5 10 10 5 5 10
Secretions-Eye, Nose

Absent 10 5 5 10 10 5 5 10
Exophthalmos

Absent 10 5 5 10 10 5 5 10
Palpebral closure

Normal 10 5 5 10 10 5 5 10
Mucosal membranes

Normal 10 5 5 10 10 5 5 10
Lacrimation

Absent 10 5 5 10 10 5 5 10
Piloerection

Absent 10 5 5 10 10 5 5 10
Pupil size

Normal 10 5 5 10 10 5 5 10
Salivation

None 10 5 5 10 10 5 5 10
Abnormal respiration

Absent 10 5 5 10 10 5 5 10
Vocalization

None 10 5 5 10 10 5 5 10
Reactivity to handling

Easy 10 5 5 10 10 5 5 10

No significant difference in any treated groups from control group.
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B-9244

Table 2-11 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : in-the-hand observation (Week 1 of recovery)
Sex Male Female
Dose (mg/kg) o 1000 o 1000
Parameter No. of animals _—__g _______ ; _______ ; _______ é___

Ease of removal from cage

Easy 5 5 5 5
Fur condition

Normal 5 5 5 5
Skin

Normal 5 5 5 5
Secretions-Eye, Nose

Absent 5 5 5 5
Exophthalmos

Absent 5 5 5 5
Palpebral closure

Normal 5 5 5 5
Mucosal membranes

Normal 5 5 5 5
Lacrimation

Absent 5 5 5 5
Piloerection

Absent 5 5 5 5
Pupil size

Normal 5 5 5 5
Salivation

None 5 5 5 5
Abnormal respiration

Absent 5 5 5 5
Vocalization

None 5 5 5 5
Reactivity to handling

Easy 5 5 5 5

No significant difference between treated group and control group.



€9

B-9244

Table 2-12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : in-the-hand observation (Week 2 of recovery)
Sex Male Female
Dose (mg/kg) o 1000 o 1000
Parameter No. of animals _—__g _______ ; _______ ; _______ é___

Ease of removal from cage

Easy 5 5 5 5
Fur condition

Normal 5 5 5 5
Skin

Normal 5 5 5 5
Secretions-Eye, Nose

Absent 5 5 5 5
Exophthalmos

Absent 5 5 5 5
Palpebral closure

Normal 5 5 5 5
Mucosal membranes

Normal 5 5 5 5
Lacrimation

Absent 5 5 5 5
Piloerection

Absent 5 5 5 5
Pupil size

Normal 5 5 5 5
Salivation

None 5 5 5 5
Abnormal respiration

Absent 5 5 5 5
Vocalization

None 5 5 5 5
Reactivity to handling

Easy 5 5 5 5

No significant difference between treated group and control group.
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Table 2-13 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : open field observation (Week 1 of dosing)

B-9244

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 10 5 5 10 10 5 5 10
Arousal

Normal 10 5 5 10 10 5 5 10
Convulsion

None 10 5 5 10 10 5 5 10
Abnormal behavior

None 10 5 5 10 10 5 5 10
Stereotypy

None 10 5 5 10 10 5 5 10
Gait

Normal 10 5 5 10 10 5 5 10
Posture

Normal 10 5 5 10 10 5 5 10
Grooming

None 10 5 5 10 10 5 5 10
Rearing count (Mean+S.D.) 5+ 3 5+ 3 4+ 1 5+ 2 5+ 6+ 2 5+ 2 + 2
Defecation count (Mean+S.D.) 0+ O 0+ O 1+ 1 0+ 1 0+ O 0+ O 0+ O 0+ O
Urination

None 10 5 5 8 10 5 5 10

Small amount 0 0 0 2 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-14 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : open field observation (Week 2 of dosing)

B-9244

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 10 5 5 10 10 5 5 10
Arousal

Normal 10 5 5 10 10 5 5 10
Convulsion

None 10 5 5 10 10 5 5 10
Abnormal behavior

None 10 5 5 10 10 5 5 10
Stereotypy

None 10 5 5 10 10 5 5 10
Gait

Normal 10 5 5 10 10 5 5 10
Posture

Normal 10 5 5 10 10 5 5 10
Grooming

None 10 5 5 10 10 5 5 10
Rearing count (Mean+S.D.) 3+ 3 3+ 2 3+ 2 5+ 2 7+ 1 5+ 1 6+ 1 + 2
Defecation count (Mean+S.D.) 0+ 1 0+ O 0+ O 0+ 1 0+ O 0+ O 0+ O 0+ O
Urination

None 10 4 5 9 10 5 5 10

Small amount 0 1 0 1 0 0 0 0

No significant difference in any treated groups from control group.



99

B-9244

Table 2-15 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : open field observation (Week 3 of dosing)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 10 5 5 10 10 5 5 10
Arousal

Normal 10 5 5 10 10 5 5 10
Convulsion

None 10 5 5 10 10 5 5 10
Abnormal behavior

None 10 5 5 10 10 5 5 10
Stereotypy

None 10 5 5 10 10 5 5 10
Gait

Normal 10 5 5 10 10 5 5 10
Posture

Normal 10 5 5 10 10 5 5 10
Grooming

None 10 5 5 10 10 5 5 10
Rearing count (Mean+S.D.) 3+ 2 4+ 2 4+ 2 3+ 2 6+ 2 6+ 1 6+ 1 5+ 3
Defecation count (Mean+S.D.) 0+ O 0+ O 0+ O 0+ O 0+ O 0+ O 0+ O 0+ O
Urination

None 9 5 5 9 10 5 5 10

Small amount 1 0 0 1 0 0 0 0

No significant difference in any treated groups from control group.
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B-9244

Table 2-16 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : open field observation (Week 4 of dosing)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 10 5 5 10 10 5 5 10
Arousal

Normal 10 5 5 10 10 5 5 10
Convulsion

None 10 5 5 10 10 5 5 10
Abnormal behavior

None 10 5 5 10 10 5 5 10
Stereotypy

None 10 5 5 10 10 5 5 10
Gait

Normal 10 5 5 10 10 5 5 10
Posture

Normal 10 5 5 10 10 5 5 10
Grooming

None 10 5 5 10 10 5 5 10
Rearing count (Mean+S.D.) 4+ 2 3+ 2 4+ 2 6+ 3 6+ 2 6+ 1 6+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ O 0+ O 0+ O 0+ O 0+ O 0+ O 0+ O 0+ O
Urination

None 10 5 5 9 10 5 5 10

Small amount 0 0 0 1 0 0 0 0

No significant difference in any treated groups from control group.
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B-9244

Table 2-17 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Detailed clinical signs : open field observation (Week 1 of recovery)
Sex Male Female
Dose (mg/kg) 0 1000 0 1000

Parameter No. of animals 5 5 5 5
Arousal

Normal 5 5 5 5
Convulsion

None 5 5 5 5
Abnormal behavior

None 5 5 5 5
Stereotypy

None 5 5 5 5
Gait

Normal 5 5 5 5
Posture

Normal 5 5 5 5
Grooming

None 5 5 5 5
Rearing count (Mean+S.D.) 2+ 2 3+ 2 6+ 5+ 3
Defecation count (Mean+S.D.) 0+ O 0+ O 0+ O 0+ O
Urination

None 5 4 5 5

Small amount 0 1 0 0

No significant difference between treated group and control group.
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Table 2-18 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Detailed clinical signs : open field observation (Week 2 of recovery)

B-9244

Sex Male Female
Dose (mg/kg) 0 1000 0 1000

Parameter No. of animals 5 5 5 5
Arousal

Normal 5 5 5 5
Convulsion

None 5 5 5 5
Abnormal behavior

None 5 5 5 5
Stereotypy

None 5 5 5 5
Gait

Normal 5 5 5 5
Posture

Normal 5 5 5 5
Grooming

None 5 5 5 5
Rearing count (Mean+S.D.) + 3+ 5+ 2 + 3
Defecation count (Mean+S.D.) 0+ O 0+ O 0+ O 0+ O
Urination

None 5 5 5 5

No significant difference between

treated group and control group.
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Table 2-19 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Manipulative test (Week 4 of dosing)

B-9244

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 10 5 5 10 10 5 5 10
Auditory response
Normal 10 5 5 10 10 5 5 10
Approach response
Normal 10 5 5 10 10 5 5 10
Touch response
Normal 10 5 5 10 10 5 5 10
Tail pinch response
Normal 10 5 5 10 10 5 5 10
Pupillary reflex
Pass, both 10 5 5 10 10 5 5 10
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0O 0+ 0 0+ 0 0+ 0 + 0 0+ + 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 65+12 72423 71423 72423 53+14 53+14 50425 62+22

No significant difference in any treated groups from control group.
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Table 2-20 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Manipulative test (Week 2 of recovery)

B-9244

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 5 5 5 5
Auditory response
Normal 5 5 5 5
Approach response
Normal 5 5 5 5
Touch response
Normal 5 5 5 5
Tail pinch response
Normal 5 5 5 5
Pupillary reflex
Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0O 0+ 0 0+ 0 0+ 0O
Landing foot splay (mm: Mean+S.D.) 71+16 72+19 69+12 52+19

No significant difference between treated group and control group.
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Table 2-21 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Grip strength (Week 4 of dosing)

L

Sex Dose Fore limb Hind limb
mg/kg El g

0 No. 10 10

Mean 1202 554

S.D. 199 91

Male 100 No. 5 5
Mean 1124 480

S.D. 163 99

300 No. 5 5

Mean 1112 560

S.D. 155 115

1000 No. 10 10

Mean 1157 573

S.D. 159 93

0 No. 10 10

Mean 1067 498

S.D. 91 92

Female 100 No. 5 5
Mean 1118 498

S.D. 95 73

300 No. 5 5

Mean 1156 495

S.D. 162 114

1000 No. 10 10

Mean 1141 490

S.D. 71 75

No significant difference in any treated groups from control group.
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B-9244
Table 2-22 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Grip strength (Week 2 of recovery)

Sex Dose Fore limb Hind limb
mg/kg El g

Male 0 No. 5 5
Mean 1117 653

S.D. 187 134

1000 No. 5 5

Mean 1278 614

S.D. 139 80

Female 0 No. 5 5
Mean 941 572

S.D. 142 107

1000 No. 5 5

Mean 1141 575

S.D. 165 111

No significant difference between treated group and control group.
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B-9244
Table 2-23 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Motor activity (Week 4 of dosing)

Interval (minutes)

Sex DOSE s e e e e e e —— -
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60
0 No. 10 10 10 10 10 10 10
Mean 395 333 315 185 131 116 1476
S.D. 37 57 84 128 119 113 376
Male 100 No. 5 5 5 5 5 5 5
Mean 433 360 219 126 94 76 1308
S.D. 29 41 106 158 122 920 414
300 No. 5 5 5 5 5 5 5
Mean 445 381 249 115 17 11 1218
S.D. 25 21 147 139 20 4 289
1000 No. 10 10 10 10 10 10 10
Mean 421 257 142D2** 60 48 28 957D2*
S.D. 53 99 121 92 85 58 385
0 No. 10 10 10 10 10 10 10
Mean 244 179 169 87 84 91 855
S.D. 96 100 105 82 89 105 335
Female 100 No. 5 5 5 5 5 5 5
Mean 190 107 120 70 88 89 664
S.D. 103 105 123 148 78 103 239
300 No. 5 5 5 5 5 5 5
Mean 247 214 130 75 78 86 831
S.D. 106 76 123 99 69 104 361
1000 No. 10 10 10 10 10 10 10
Mean 244 189 196 126 235D2** 173 1163
S.D. 143 121 146 129 118 140 369

Unit : Count
Significantly different from control : * P<0.05, ** P<0.01
D2:Dunnett Test Two-Side



B-9244
Table 2-24 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Motor activity (Week 2 of recovery)

Interval (minutes)

SL

Sex D=
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60

Male 0 No. 5 5 5 5 5 5 5

Mean 328 281 195 151 184 64 1202

S.D. 54 46 72 78 229 86 444

1000 No. 5 5 5 5 5 5 5

Mean 309 221 130 64 33 13 771

S.D. 77 69 84 87 59 13 164

Female 0 No. 5 5 5 5 5 5 5

Mean 340 225 259 107 60 18 1009

S.D. 53 79 175 97 99 35 429

1000 No. 5 5 5 5 5 5 5

Mean 311 149 158 205 170 19 1012

S.D. 43 93 169 125 105 18 332

Unit : Count
No significant difference between treated group and control group.
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Table 3 -1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 14 21 28 gain
2-Methylhexane n 10 10 10 10 10 10
0 mg/kg Mean 214 267 322 365 399 185
S.D. 8 11 19 25 30 27
2-Methylhexane n 5 5 5 5 5 5
100 mg/kg Mean 214 265 317 347 376 162
S.D. 9 8 11 11 16 9
2-Methylhexane n 5 5 5 5 5 5
300 mg/kg Mean 215 266 319 358 388 173
S.D. 9 14 15 16 16 11
2-Methylhexane n 10 10 10 10 10 10
1000 mg/kg Mean 214 266 319 352 383 170
S.D. 8 10 10 15 18 18

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 3 -2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Recovery Day 1-15
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 14 gain
2-Methylhexane n 5 5 5 5
0 mg/kg Mean 416 441 462 47
S.D. 31 33 32 7
2-Methylhexane n 5 5 5 5
1000 mg/kg Mean 386 407 430 44
S.D. 14 14 14 6

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 3-3

with a Recovery Period for 14 Days

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 1 14 21 28 gain
2-Methylhexane n 10 10 10 10 10 10
0 mg/kg Mean 160 179 198 215 229 70
S.D. 9 12 13 13 12 7
2-Methylhexane n 5 5 5 5 5 5
100 mg/kg Mean 166 188 210 228 247 81
S.D. 7 12 12 9 12 7
2-Methylhexane n 5 5 5 5 5 5
300 mg/kg Mean 161 181 201 220 235 74
S.D. 11 9 17 17 20 17
2-Methylhexane n 10 10 10 10 10 10
1000 mg/kg Mean 162 180 202 219 230 68
S.D. 9 11 14 18 15 9

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 3 -4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Recovery Day 1-15
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 1 14 gain
2-Methylhexane n 5 5 5 5
0 mg/kg Mean 228 242 247 18
S.D. 11 11 12 7
2-Methylhexane n 5 5 5 5
1000 mg/kg Mean 223 230 237 14
S.D. 23 21 22 6

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 4 - 1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Food consumption Period : Acclimation Day -1-1, Administration Day 1-29
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 1 7 14 21 28
2-Methylhexane n 5 5 5 5 5
0 mg/kg Mean 22 24 26 26 25
S.D. 2 1 2 2 2
2-Methylhexane n 3 3 3 3 3
100 mg/kg Mean 24 24 25 23 22
S.D. 1 0 1 0 2
2-Methylhexane n 3 3 3 3 3
300 mg/kg Mean 23 24 26 26 24
S.D. 1 1 1 1 1
2-Methylhexane n 5 5 5 5 5
1000 mg/kg Mean 23 25 27 26 26
S.D. 1 1 1 1 1

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 4 -2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Food consumption Period : Recovery Day 1-15
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 7 14
2-Methylhexane n 3 3
0 mg/kg Mean 30 30
S.D. 2 1
2-Methylhexane n 3 3
1000 mg/kg Mean 29 29
S.D. 2 1

Not significantly different from 2-Methylhexane 0 mg/kg



Table 4 -3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Food consumption Period : Acclimation Day -1-1, Administration Day 1-29
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 1 7 14 21 28
2-Methylhexane n 5 5 5 5 5
0 mg/kg Mean 15 15 15 16 16
S.D. 1 1 1 1 1
2-Methylhexane n 3 3 3 3 3
100 mg/kg Mean 17 16 16 17 17
S.D. 2 2 1 1 2
2-Methylhexane n 3 3 3 3 3
300 mg/kg Mean 15 15 16 16 16
S.D. 2 1 1 1 2
2-Methylhexane n 5 5 5 5 5
1000 mg/kg Mean 16 15 16 17 17
S.D. 2 2 2 1 1

4]

Not significantly different from 2-Methylhexane 0 mg/kg



€8

Table 4 - 4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Food consumption Period : Recovery Day 1-15
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 7 14
2-Methylhexane n 3 3
0 mg/kg Mean 19 18
S.D. 1 1
2-Methylhexane n 3 3
1000 mg/kg Mean 18 18
S.D. 2 1

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 5- 1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing

Sex : Male Species : Rat

pH
Test article
Dose 5.0 5.5 6.0 6.5 7.0 75 8.0 8.5 >=9.0
2-Methylhexane n 0
0 mg’kg
2-Methylhexane n 0
100 mg/kg
2-Methylhexane n 0
300 mg/kg
2-Methylhexane n 0
1000 mg/kg
Protein Ketones

Test article
Dose - +- 1+ 2+ 3+ - +- 1+ 2+ 3+
2-Methylhexane n 0 0
0 mg/kg
2-Methylhexane n 0 0
100 mg/kg
2-Methylhexane n 0 0
300 mg/kg
2-Methylhexane n 0 0

1000 mg/kg
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Table 5 - 2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing

Sex : Male Species : Rat

Glucose Occult blood
Test article
Dose - 1+ 2+ 3+ 4+ - +- 1+ 2+ 3+
2-Methylhexane n 0 4 0 0
0 mg’kg
2-Methylhexane n 0 4 0 0
100 mg/kg
2-Methylhexane n 1 5 0 0
300 mg/kg
2-Methylhexane n 0 5 0 0
1000 mg/kg
Urobilinogen Bilirubin

Test article
Dose +/- 1+ 2+ 3+ - 1+ 2+ 3+
2-Methylhexane n 0 0 0
0 mg/kg
2-Methylhexane n 0 0 0
100 mg/kg
2-Methylhexane n 0 0 0
300 mg/kg
2-Methylhexane n 0 0 0

1000 mg/kg
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Table 5-3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing

Sex : Male Species : Rat

Specific
gravity
Test article
Dose 1.000 1.005 1.010 1.015 1.020 1.025 >=1.030 <=1.005
2-Methylhexane n 0 0 0 2
0 mg/kg
2-Methylhexane n 0 0 0 0
100 mg/kg
2-Methylhexane n 0 0 1 0
300 mg/kg
2-Methylhexane n 0 0 0 1
1000 mg/kg
Color RBC

Test article
Dose LY Y DY Other RB - +- 1+ 2+ 3+
2-Methylhexane n 0 5 0 0 0
0 mg/kg
2-Methylhexane n 0 5 0 0 0
100 mg/kg
2-Methylhexane n 0 5 0 0 0
300 mg/kg
2-Methylhexane n 0 5 0 0 0

1000 mg/kg
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Table 5-4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing

Sex : Male Species : Rat

WBC Squamous
epithelial cells
Test article
Dose - +- 1+ 2+ 3+ +- 1+ 2+ 3+
2-Methylhexane n 5 0 0 0
0 mg’kg
2-Methylhexane n 5 0 0 0
100 mg/kg
2-Methylhexane n 5 0 0 0
300 mg/kg
2-Methylhexane n 5 0 0 0
1000 mg/kg
Small round Cast
epithelial cells

Test article
Dose - +- 1+ 2+ 3+ +- 1+ 2+ 3+
2-Methylhexane n 5 0 0 0
0 mg/kg
2-Methylhexane n 4 0 0 0
100 mg/kg
2-Methylhexane n 2 1 0 0
300 mg/kg
2-Methylhexane n 0 2 0 0

1000 mg/kg
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Table 5-5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing

Sex : Male Species : Rat

Crystal Crystal
phosphate salts calcium oxalate

Test article
Dose - +- 1+ 2+ 3+ +- 1+ 2+ 3+
2-Methylhexane n 3 0 0
0 mg’kg
2-Methylhexane n 5 0 0
100 mg/kg
2-Methylhexane n 4 0 0
300 mg/kg
2-Methylhexane n 4 0 0

1000 mg/kg
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Table 5 -6

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Urinalysis
Sex : Male

Stage : Week 4 of dosing

Species : Rat

Study No. : B-9244

Urine volume

Test article mL
Dose
2-Methylhexane n 5
0 mg/kg Mean 6.7
S.D. 1.6
2-Methylhexane n 5
100 mg/kg Mean 71
S.D. 22
2-Methylhexane n 5
300 mg/kg Mean 8.8
S.D. 7.5
2-Methylhexane n 5
1000 mg/kg Mean 8.5
S.D. 3.7

Not significantly different from 2-Methylhexane 0 mg/kg
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Table5-7

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Urinalysis
Sex : Male

Stage : Week 2 of recovery

Species : Rat

Study No. : B-9244

Test article
Dose

pH

5.0

55 6.0

6.5

7.0

75 8.0

8.5

>=9.0

2-Methylhexane
0 mg’kg

2-Methylhexane
1000 mg/kg

Test article
Dose

Protein

Ketones

+/- 1+

2+

1+

2-Methylhexane
0 mg/kg

2-Methylhexane
1000 mg/kg

Test article
Dose

Glucose

Occult blood

3+

1+

3+

2-Methylhexane
0 mg/kg

2-Methylhexane
1000 mg/kg

Test article
Dose

Urobilinogen

Bilirubin

+/-

3+

3+

2-Methylhexane
0 mg/kg

2-Methylhexane
1000 mg’kg
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Table 5-8 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 2 of recovery

Sex : Male Species : Rat

Specific
gravity
Test article
Dose 1.000 1.005 1.010 1.015 1.020 1.025 >=1.030 <=1.005
2-Methylhexane n 0 0 2 3 0
0 mg/kg
2-Methylhexane n 0 0 0 2 0
1000 mg/kg
Color RBC
Test article
Dose LY Y DY Other RB - +- 1+ 2+ 3+
2-Methylhexane n 0 5 0 0 0 0
0 mg/kg
2-Methylhexane n 0 5 0 0 0 0
1000 mg/kg
WBC Squamous
epithelial cells
Test article
Dose - +- 1+ 2+ 3+ - +- 1+ 2+ 3+
2-Methylhexane n 5 0 0 0 0 0
0 mg/kg
2-Methylhexane n 5 0 0 0 0 0
1000 mg/kg
Small round Cast
epithelial cells

Test article
Dose - +- 1+ 2+ 3+ - +- 1+ 2+ 3+
2-Methylhexane n 5 0 0 0 0 0
0 mg/kg
2-Methylhexane n 5 0 0 0 0 0

1000 mg/kg
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Table 5-9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 2 of recovery

Sex : Male Species : Rat

Crystal Crystal
phosphate salts calcium oxalate

Test article
Dose - +- 1+ 2+ 3+ +- 1+ 2+ 3+
2-Methylhexane n 2 3 0 0 0 0 0
0 mg’kg
2-Methylhexane n 4 1 0 0 0 0 0

1000 mg/kg
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Table 5 - 10

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Urinalysis
Sex : Male

Stage : Week 2 of recovery

Species : Rat

Study No. : B-9244

Urine volume

Test article mL

Dose

2-Methylhexane n 5

0 mg/kg Mean 1.4
S.D. 3.5

2-Methylhexane n 5

1000 mg/kg Mean 11.2
S.D. 45

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 5-11

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Female Species : Rat
pH
Test article
Dose 5.0 5.5 6.0 6.5 7.0 75 8.0 8.5 >=9.0
2-Methylhexane n 0
0 mg’kg
2-Methylhexane n 0
100 mg/kg
2-Methylhexane n 0
300 mg/kg
2-Methylhexane n 0
1000 mg/kg
Protein Ketones
Test article
Dose - +- 1+ 2+ 3+ - +- 1+ 2+ 3+
2-Methylhexane n 0 0
0 mg/kg
2-Methylhexane n 1 0
100 mg/kg
2-Methylhexane n 2 0
300 mg/kg
2-Methylhexane n 1 0

1000 mg/kg




S6

Table 5 - 12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing

Sex : Female Species : Rat

Glucose Occult blood
Test article
Dose - 1+ 2+ 3+ 4+ - +- 1+ 2+ 3+
2-Methylhexane n 0 5 0 0
0 mg’kg
2-Methylhexane n 2 5 0 0
100 mg/kg
2-Methylhexane n 0 5 0 0
300 mg/kg
2-Methylhexane n 0 5 0 0
1000 mg/kg
Urobilinogen Bilirubin

Test article
Dose +/- 1+ 2+ 3+ - 1+ 2+ 3+
2-Methylhexane n 0 0 0
0 mg/kg
2-Methylhexane n 0 0 0
100 mg/kg
2-Methylhexane n 0 0 0
300 mg/kg
2-Methylhexane n 0 0 0

1000 mg/kg
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Table 5- 13 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing

Sex : Female Species : Rat

Specific
gravity
Test article
Dose 1.000 1.005 1.010 1.015 1.020 1.025 >=1.030 <=1.005
2-Methylhexane n 0 0 0 2
0 mg/kg
2-Methylhexane n 0 0 0 2
100 mg/kg
2-Methylhexane n 0 0 2 1
300 mg/kg
2-Methylhexane n 0 0 0 1
1000 mg/kg
Color RBC

Test article
Dose LY Y DY Other RB - +- 1+ 2+ 3+
2-Methylhexane n 0 5 0 0 0
0 mg/kg
2-Methylhexane n 0 5 0 0 0
100 mg/kg
2-Methylhexane n 0 5 0 0 0
300 mg/kg
2-Methylhexane n 0 5 0 0 0

1000 mg/kg
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Table 5- 14 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing

Sex : Female Species : Rat

WBC Squamous
epithelial cells
Test article
Dose - +- 1+ 2+ 3+ +- 1+ 2+ 3+
2-Methylhexane n 5 0 0 0
0 mg’kg
2-Methylhexane n 5 0 0 0
100 mg/kg
2-Methylhexane n 5 0 0 0
300 mg/kg
2-Methylhexane n 5 0 0 0
1000 mg/kg
Small round Cast
epithelial cells

Test article
Dose - +- 1+ 2+ 3+ +- 1+ 2+ 3+
2-Methylhexane n 5 0 0 0
0 mg/kg
2-Methylhexane n 5 0 0 0
100 mg/kg
2-Methylhexane n 5 0 0 0
300 mg/kg
2-Methylhexane n 5 0 0 0

1000 mg/kg
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Table 5- 15

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Stage : Week 4 of dosing

Species : Rat

Study No. : B-9244

Test article
Dose

Crystal
phosphate salts

Crystal
calcium oxalate

1+

2+

3+

+/-

1+

2+

3+

2-Methylhexane
0 mg’kg

2-Methylhexane
100 mg/kg

2-Methylhexane
300 mg/kg

2-Methylhexane
1000 mg/kg

Urinalysis
Sex : Female
- +/-
n 5
n 4
n 5
n 5
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Table 5 - 16

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Urinalysis

Sex : Female

Stage : Week 4 of dosing

Species : Rat

Study No. : B-9244

Urine volume

Test article mL
Dose
2-Methylhexane n 5
0 mg/kg Mean 4.7
S.D. 3.2
2-Methylhexane n 5
100 mg/kg Mean 4.5
S.D. 22
2-Methylhexane n 5
300 mg/kg Mean 4.4
S.D. 0.7
2-Methylhexane n 5
1000 mg/kg Mean 5.5
S.D. 3.3

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 5-17

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Urinalysis
Sex : Female

Stage : Week 2 of recovery

Species : Rat

Study No. : B-9244

Test article
Dose

pH

5.0

55 6.0

6.5

7.0

75 8.0

8.5

>=9.0

2-Methylhexane
0 mg’kg

2-Methylhexane
1000 mg/kg

Test article
Dose

Protein

Ketones

+/- 1+

2+

1+

2-Methylhexane
0 mg/kg

2-Methylhexane
1000 mg/kg

Test article
Dose

Glucose

Occult blood

3+

1+

3+

2-Methylhexane
0 mg/kg

2-Methylhexane
1000 mg/kg

Test article
Dose

Urobilinogen

Bilirubin

+/-

3+

3+

2-Methylhexane
0 mg/kg

2-Methylhexane
1000 mg’kg
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Table 5- 18 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 2 of recovery

Sex : Female Species : Rat

Specific
gravity
Test article
Dose 1.000 1.005 1.010 1.015 1.020 1.025 >=1.030 <=1.005
2-Methylhexane n 0 0 3 2 0
0 mg/kg
2-Methylhexane n 0 0 3 1 0
1000 mg/kg
Color RBC
Test article
Dose LY Y DY Other RB - +- 1+ 2+ 3+
2-Methylhexane n 0 5 0 0 0 0
0 mg/kg
2-Methylhexane n 0 5 0 0 0 0
1000 mg/kg
WBC Squamous
epithelial cells
Test article
Dose - +- 1+ 2+ 3+ - +- 1+ 2+ 3+
2-Methylhexane n 5 0 0 0 0 0
0 mg/kg
2-Methylhexane n 5 0 0 0 0 0
1000 mg/kg
Small round Cast
epithelial cells

Test article
Dose - +- 1+ 2+ 3+ - +- 1+ 2+ 3+
2-Methylhexane n 5 0 0 0 0 0
0 mg/kg
2-Methylhexane n 5 0 0 0 0 0

1000 mg/kg
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Table 5- 19 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244

with a Recovery Period for 14 Days

Urinalysis Stage : Week 2 of recovery

Sex : Female Species : Rat

Crystal Crystal
phosphate salts calcium oxalate

Test article
Dose - +- 1+ 2+ 3+ +- 1+ 2+ 3+
2-Methylhexane n 3 2 0 0 0 0 0
0 mg’kg
2-Methylhexane n 4 1 0 0 0 0 0

1000 mg/kg
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Table 5 - 20

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Urinalysis

Sex : Female

Stage : Week 2 of recovery

Species : Rat

Study No. : B-9244

Urine volume

Test article mL

Dose

2-Methylhexane n 5

0 mg/kg Mean 8.5
S.D. 4.4

2-Methylhexane n 5

1000 mg/kg Mean 7.6
S.D. 1.8

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 5 - 21 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Urinalysis

Species : Rat

Study No. : B-9244

Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+:>300 mg/dL

Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL

Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+:>1000 mg/dL

Occult blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobilinogen) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL

Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL

Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color, RB:Reddish brown
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Squamous epithelial cells) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Small round epithelial cells) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Crystal phosphate salts) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Crystal calcium oxialate) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
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Table 6 - 1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Study No. : B-9244

Hematology Stage : End of dosing
Sex : Male Species : Rat
WBC RBC HGB HCT MCVv MCH MCHC RDW PLT Retic

Test article 10%/uL 10%/uL gldL % fL pg gldL % 10*/uL 10%L
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 98.8 807 15.6 46.1 57.1 19.4 33.9 11.7 121.4 206.6

S.D. 28.5 35 0.7 24 1.2 0.6 0.6 0.3 6.4 28.8
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 97.3 803 16.0 46.6 58.1 19.9 343 11.8 110.1 189.4

S.D. 18.8 36 0.5 1.6 1.3 0.5 0.4 0.3 10.8 114
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 96.1 791 15.4 455 575 19.4 33.8 1.7 113.8 188.7

S.D. 19.8 20 0.4 14 1.3 0.4 0.3 0.2 15.0 19.9
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 115.4 785 15.7 46.3 59.1 20.1 34.0 11.7 120.7 194.0

S.D. 16.0 42 04 14 21 0.6 0.3 0.4 85 26.3

NEUT LYMP MONO EOS BASO LuUC

Test article 10%/uL 10%/uL 10%/uL 10%/uL 10%/uL 10%/uL
Dose
2-Methylhexane n 5 5 5 5 5 5
0 mg/kg Mean 18.1 76.9 2.0 0.7 0.2 0.9

S.D. 6.4 222 0.8 0.3 0.1 0.6
2-Methylhexane n 5 5 5 5 5 5
100 mg/kg Mean 17.9 75.8 1.9 0.9 0.1 0.6

S.D. 29 16.8 0.5 0.3 0.0 0.2
2-Methylhexane n 5 5 5 5 5 5
300 mg/kg Mean 17.6 747 1.7 0.9 0.1 0.9

S.D. 46 14.0 0.9 0.3 0.1 0.4
2-Methylhexane n 5 5 5 5 5 5
1000 mg/kg Mean 24.0 87.3 21 0.8 0.2 1.1

S.D. 8.2 10.8 0.7 0.3 0.1 0.3

Not significantly different from 2-Methylhexane 0 mg/kg



Table 6 - 2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

901

Hematology Stage : End of recovery
Sex : Male Species : Rat
WBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic

Test article 10%/uL 10%/uL gldL % fL pg gldL % 10*/uL 10%L
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 88.2 806 15.4 45.2 56.1 19.2 34.2 1.7 103.6 208.4

S.D. 7.3 24 0.3 0.7 1.3 0.5 0.5 0.2 7.5 25.0
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 93.6 812 15.3 445 54.9 18.8 343 1.7 112.7 189.7

S.D. 27.9 24 0.5 1.2 1.9 0.8 0.4 0.4 15.6 26.9

NEUT LYMP MONO EOS BASO Luc

Test article 10%/uL 10%/uL 10%/uL 10%/uL 10%/uL 10%/uL
Dose
2-Methylhexane n 5 5 5 5 5 5
0 mg/kg Mean 17.4 67.2 1.6 1.2 0.1 0.7

S.D. 58 10.6 0.7 0.3 0.0 0.2
2-Methylhexane n 5 5 5 5 5 5
1000 mg/kg Mean 14.5 75.0 22 0.8 0.1 0.9

S.D. 6.3 21.0 1.3 0.2 0.1 0.6

T2 =

Significantly different from 2-Methylhexane 0 mg/kg :* P<0.05
T2 : Student t-test (two-side)
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Table 6 -3

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Study No. : B-9244

Hematology Stage : End of dosing
Sex : Female Species : Rat
WBC RBC HGB HCT MCVv MCH MCHC RDW PLT Retic

Test article 10%/uL 10%/uL gldL % fL pg gldL % 10*/uL 10%L
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 62.9 752 14.8 425 56.5 19.7 349 11.0 119.2 159.3

S.D. 9.7 27 0.5 1.5 1.1 0.4 0.7 0.5 10.3 16.7
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 70.2 761 14.9 425 56.0 19.6 34.9 11.0 112.9 150.7

S.D. 15.0 31 0.5 1.3 1.9 0.7 0.4 0.1 12.2 27.2
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 54.0 737 14.6 417 56.6 19.7 34.9 11.1 118.1 158.3

S.D. 9.6 31 0.4 1.3 1.5 0.5 0.2 0.3 13.0 259
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 59.6 736 14.7 414 56.3 20.0 35.6 11.0 115.6 138.6

S.D. 17.0 24 04 14 1.0 0.3 0.5 0.2 10.0 28.3

NEUT LYMP MONO EOS BASO LuUC

Test article 10%/uL 10%/uL 10%/uL 10%/uL 10%/uL 10%/uL
Dose
2-Methylhexane n 5 5 5 5 5 5
0 mg/kg Mean 11.3 48.6 1.4 1.0 0.1 0.6

S.D. 3.8 6.7 0.4 0.3 0.1 0.3
2-Methylhexane n 5 5 5 5 5 5
100 mg/kg Mean 8.2 59.0 1.5 0.8 0.1 0.5

S.D. 3.3 143 0.5 0.3 0.1 0.1
2-Methylhexane n 5 5 5 5 5 5
300 mg/kg Mean 8.1 441 0.7 0.7 0.1 0.3

S.D. 3.0 9.1 0.2 0.2 0.1 0.1
2-Methylhexane n 5 5 5 5 5 5
1000 mg/kg Mean 11.6 45.1 1.3 1.0 0.1 0.5

S.D. 8.9 12.7 0.6 0.4 0.0 0.3

Not significantly different from 2-Methylhexane 0 mg/kg



Table 6 - 4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

801

Hematology Stage : End of recovery
Sex : Female Species : Rat
WBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic

Test article 10%/uL 10%/uL gldL % fL pg gldL % 10*/uL 10%L
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 78.1 765 14.7 41.7 54.5 19.3 35.3 11.3 105.8 179.1

S.D. 235 25 0.2 0.4 19 0.5 0.7 0.3 57 38.9
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 60.2 775 14.8 41.9 54.1 19.1 35.4 11.2 115.5 159.2

S.D. 28.9 33 0.3 0.9 1.8 0.7 0.7 0.5 15.7 44.8

NEUT LYMP MONO EOS BASO Luc

Test article 10%/uL 10%/uL 10%/uL 10%/uL 10%/uL 10%/uL
Dose
2-Methylhexane n 5 5 5 5 5 5
0 mg/kg Mean 8.8 65.5 1.8 1.0 0.1 0.8

S.D. 4.0 222 0.4 0.4 0.1 0.4
2-Methylhexane n 5 5 5 5 5 5
1000 mg/kg Mean 6.6 50.4 1.8 0.9 0.1 0.5

S.D. 1.1 26.1 1.2 0.3 0.1 0.5

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 7 -1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of dosing

Study No. : B-9244

Sex : Male Species : Rat
PT APTT FIB
Test article s s mg/dL
Dose
2-Methylhexane n 5 5 5
0 mg/kg Mean 10.5 171 381
S.D. 1.1 1.2 18
2-Methylhexane n 5 5 5
100 mg/kg Mean 11.4 16.9 374
S.D. 1.8 1.3 33
2-Methylhexane n 5 5 5
300 mg/kg Mean 10.5 16.8 383
S.D. 1.0 1.2 26
2-Methylhexane n 5 5 5
1000 mg/kg Mean 10.9 17.2 405
S.D. 1.0 14 31

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 7 - 2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Coagulation tests

Stage : End of recovery

Study No. : B-9244

Sex : Male Species : Rat
PT APTT FIB

Test article s s mg/dL
Dose
2-Methylhexane n 5 5 5
0 mg/kg Mean 11.9 17.8 395

S.D. 4.0 2.1 21
2-Methylhexane n 5 5 5
1000 mg/kg Mean 10.6 16.9 403

S.D. 0.6 1.3 25

Not significantly different from 2-Methylhexane 0 mg/kg
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Table7 -3

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of dosing

Study No. : B-9244

Sex : Female Species : Rat
PT APTT FIB
Test article s s mg/dL
Dose
2-Methylhexane n 5 5 5
0 mg/kg Mean 8.5 13.8 290
S.D. 0.3 14 15
2-Methylhexane n 5 5 5
100 mg/kg Mean 9.0 13.8 297
S.D. 0.1 2.0 21
DT =
2-Methylhexane n 5 5 5
300 mg/kg Mean 8.7 15.1 290
S.D. 0.3 1.2 22
2-Methylhexane n 5 5 5
1000 mg/kg Mean 8.8 14.3 308
S.D. 0.4 0.9 16

Significantly different from 2-Methylhexane 0 mg/kg : * P<0.05

DT : Dunnett test (two-side)
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Table7 -4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of recovery

Study No. : B-9244

Sex : Female Species : Rat
PT APTT FIB

Test article s s mg/dL
Dose
2-Methylhexane n 5 5 5
0 mg/kg Mean 9.2 13.8 269

S.D. 0.5 22 37
2-Methylhexane n 5 5 5
1000 mg/kg Mean 8.9 14.2 274

S.D. 0.4 1.9 16

Not significantly different from 2-Methylhexane 0 mg/kg
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Table 8 - 1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Blood chemistry

Stage : End of dosing

Study No. : B-9244

Sex : Male Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Test article UL U/L UL U/L UL mg/dL mg/dL mg/dL mg/dL mg/dL
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 56 35 44 553 0 67 77 113 0.1 132
S.D. 2 7 3 153 0 12 30 19 0.0 22
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 64 34 50 694 0 66 57 108 0.1 123
S.D. 10 4 20 147 0 7 20 9 0.0 19
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 59 31 39 658 0 65 58 102 0.0 119
S.D. 7 8 6 87 0 11 13 9 0.1 12
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 64 37 54 569 0 79 24 115 0.1 96
S.D. 13 8 13 45 0 16 13 15 0.0 8
DT *x DT #x*
BUN CRNN Na K Cl Ca P TP ALB AIG
Test article mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 16 0.25 145 37 105 10.9 7.9 6.2 34 1.2
S.D. 6 0.03 1 04 1 0.3 0.8 0.2 0.2 0.1
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 13 0.25 145 3.6 105 10.9 76 6.3 35 1.3
S.D. 3 0.03 1 0.2 1 0.3 0.6 0.2 0.1 0.0
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 16 0.28 145 37 105 10.8 76 6.2 34 1.2
S.D. 3 0.04 1 0.1 1 0.3 0.2 0.1 0.1 0.1
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 15 0.25 145 3.5 103 11.5 74 6.7 3.5 1.1
S.D. 3 0.02 1 0.1 1 0.3 0.4 0.1 0.1 0.1
DT = DT * DT #x

Significantly different from 2-Methylhexane 0 mg/kg : * P<0.05, ** P<0.01

DT : Dunnett test (two-side)
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Table 8 - 2

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Blood chemistry

Stage : End of dosing

Study No. : B-9244

Sex : Male Species : Rat
T-BA
Test article pmol/L
Dose
2-Methylhexane n 5
0 mg/kg Mean 30.2
S.D. 14.8
2-Methylhexane n 5
100 mg/kg Mean 35.1
S.D. 13.6
2-Methylhexane n 5
300 mg/kg Mean 20.4
S.D. 16.7
2-Methylhexane n 5
1000 mg/kg Mean 47.4
S.D. 321

Not significantly different from 2-Methylhexane 0 mg/kg



Table 8-3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Sl

Blood chemistry Stage : End of recovery
Sex : Male Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Test article UL U/L UL U/L UL mg/dL mg/dL mg/dL mg/dL mg/dL
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 60 36 41 534 0 68 71 117 0.1 151
S.D. 4 1 5 123 0 12 45 25 0.0 14
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 58 33 39 496 0 80 70 132 0.1 143
S.D. 3 5 9 93 0 14 31 22 0.0 14
BUN CRNN Na K Cl Ca P TP ALB AIG
Test article mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 20 0.26 145 3.9 105 10.6 71 6.2 3.3 1.1
S.D. 3 0.04 1 0.2 1 0.4 0.2 0.2 0.1 0
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 21 0.25 145 37 107 10.9 75 6.5 3.3 1.0
S.D. 2 0.02 1 0.2 1 0.1 0.4 0.3 0.2 0.1
T2 *
T-BA
Test article umol/L
Dose
2-Methylhexane n 5
0 mg/kg Mean 21.4
S.D. 13.3
2-Methylhexane n 5
1000 mg/kg Mean 18.5
S.D. 55

Significantly different from 2-Methylhexane 0 mg/kg : * P<0.05
T2 : Student t-test (two-side)
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Table 8 - 4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Blood chemistry

Stage : End of dosing

Study No. : B-9244

Sex : Female Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Test article UL U/L UL U/L UL mg/dL mg/dL mg/dL mg/dL mg/dL
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 66 32 45 557 0 60 14 115 0.1 110
S.D. 9 8 6 115 0 11 5 24 0.0 9
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 66 33 40 360 0 61 15 112 0.1 110
S.D. 6 6 5 51 0 7 4 11 0.0 12
DT =
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 65 34 42 469 0 64 12 117 0.1 115
S.D. 5 10 4 145 0 10 2 16 0.0 4
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 60 27 38 415 0 70 11 123 0.1 111
S.D. 5 4 3 107 1 19 3 26 0.0 13
BUN CRNN Na K Cl Ca P TP ALB AIG
Test article mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 15 0.30 143 3.2 107 10.1 55 6.1 3.5 1.4
S.D. 3 0.03 2 0.1 2 0.2 0.6 0.3 0.2 0.1
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 12 0.28 142 3.5 106 10.2 5.7 59 34 1.3
S.D. 3 0.02 1 0.1 2 0.2 0.7 0.2 0.1 0.1
DT =
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 14 0.31 143 3.3 107 10.3 6.1 6.1 3.6 1.4
S.D. 2 0.02 2 0.2 1 0.2 0.3 0.1 0.1
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 14 0.30 142 3.5 107 10.3 5.6 6.3 3.5 1.3
S.D. 1 0.01 1 0.2 2 0.3 0.6 0.2 0.1 0.1
DT #x*

Significantly different from 2-Methylhexane 0 mg/kg : * P<0.05, ** P<0.01

DT : Dunnett test (two-side)
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Table 8 -5

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Blood chemistry

Stage : End of dosing

Study No. : B-9244

Sex : Female Species : Rat
T-BA
Test article pmol/L
Dose
2-Methylhexane n 5
0 mg/kg Mean 23.6
S.D. 4.4
2-Methylhexane n 5
100 mg/kg Mean 29.2
S.D. 14.3
2-Methylhexane n 5
300 mg/kg Mean 30.3
S.D. 10.4
2-Methylhexane n 5
1000 mg/kg Mean 14.5
S.D. 3.6

Not significantly different from 2-Methylhexane 0 mg/kg



Table 8-6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

811

Blood chemistry Stage : End of recovery
Sex : Female Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU
Test article UL U/L UL U/L UL mg/dL mg/dL mg/dL mg/dL mg/dL
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 59 32 39 322 0 65 51 136 0.1 121
S.D. 7 4 6 105 0 5 42 15 0.0 18
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 56 23 38 242 0 83 45 165 0.1 128
S.D. 6 5 7 34 0 13 42 21 0.0 11
T2 * T2 * T2 *
BUN CRNN Na K Cl Ca P TP ALB AIG
Test article mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Dose
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 22 0.34 144 3.5 108 10.4 5.1 6.5 3.7 1.4
S.D. 3 0.04 1 0.1 1 0.1 0.7 0.3 0.2 0.1
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 16 0.32 144 34 108 10.5 4.9 6.8 3.9 1.3
S.D. 3 0.02 1 0.2 1 0.2 0.8 0.2 0.3 0.1
T2 *
T-BA
Test article umol/L
Dose
2-Methylhexane n 5
0 mg/kg Mean 317
S.D. 11.9
2-Methylhexane n 5
1000 mg/kg Mean 27.4
S.D. 11.6

Significantly different from 2-Methylhexane 0 mg/kg : * P<0.05
T2 : Student t-test (two-side)
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Table 9 -1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Organ weight Stage : End of dosing
Sex : Male Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL

Test article AB RE AB RE AB RE AB RE
Dose g g % mg % mg % mg %
2-Methylhexane n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 368 2.03 0.55 10.5 0.0029 19.5 0.0053 664 0.181

S.D. 26 0.06 0.03 0.8 0.0004 27 0.0008 63 0.017
2-Methylhexane n 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 357 1.97 0.55 10.2 0.0029 19.3 0.0055 604 0.169

S.D. 15 0.10 0.01 1.7 0.0005 5.2 0.0016 65 0.020
2-Methylhexane n 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 369 2.02 0.55 11.4 0.0031 18.3 0.0050 653 0.177

S.D. 17 0.09 0.03 0.9 0.0003 4.5 0.0010 15 0.012
2-Methylhexane n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 359 2.05 0.57 10.8 0.0030 227 0.0063 590 0.165

S.D. 26 0.09 0.04 1.3 0.0002 53 0.0011 10 0.011

Thymus Heart Lung Liver Spleen

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg % g % g % g % g %
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 492 0.134 1.25 0.34 1.33 0.36 10.43 2.82 0.58 0.16

S.D. 73 0.018 0.11 0.03 0.12 0.02 1.19 0.16 0.10 0.02
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 443 0.124 1.17 0.33 1.29 0.36 10.20 2.86 0.60 0.17

S.D. 65 0.014 0.05 0.01 0.08 0.01 0.90 0.17 0.10 0.02
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 476 0.128 1.26 0.34 1.35 0.37 11.28 3.06 0.59 0.16

S.D. 118 0.026 0.09 0.02 0.09 0.02 0.48 0.08 0.07 0.02
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 455 0.125 1.23 0.34 1.30 0.36 14.26 3.97 0.65 0.18

S.D. 178 0.043 0.08 0.00 0.11 0.02 1.86 0.34 0.12 0.03

DT #x DT *x

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from 2-Methylhexane 0 mg/kg : ** P<0.01
DT : Dunnett test (two-side)
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Table 9 -2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Organ weight Stage : End of dosing
Sex : Male Species : Rat
Kidney-RL Adrenal gland Testis-RL Prostate Epididymis-RL
-RL
Test article AB RE AB RE AB RE AB RE AB RE
Dose g % mg % g % g % mg %
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 2.69 0.73 58 0.016 3.22 0.88 0.86 0.24 928 0.253
S.D. 0.17 0.05 7 0.002 0.24 0.10 0.11 0.03 56 0.028
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 2.84 0.80 55 0.016 3.03 0.85 0.80 0.22 915 0.256
S.D. 0.29 0.06 7 0.002 0.20 0.09 0.13 0.03 53 0.009
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 3.02 0.82 66 0.018 3.20 0.87 0.95 0.26 934 0.254
S.D. 0.32 0.10 7 0.002 0.18 0.08 0.16 0.05 37 0.019
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 3.44 0.95 55 0.015 3.08 0.86 0.80 0.23 845 0.236
S.D. 0.49 0.10 8 0.003 0.17 0.07 0.09 0.04 28 0.012
DT #x DT DT =

Seminal vesicle

Test article AB RE
Dose g %
2-Methylhexane n 5 5
0 mg/kg Mean 1.18 0.32
S.D. 0.10 0.04
2-Methylhexane n 5 5
100 mg/kg Mean 1.19 0.33
S.D. 0.18 0.05
2-Methylhexane n 5 5
300 mg/kg Mean 1.19 0.32
S.D. 0.07 0.02
2-Methylhexane n 5 5
1000 mg/kg Mean 1.04 0.29
S.D. 0.09 0.04

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from 2-Methylhexane 0 mg/kg : * P<0.05, ** P<0.01
DT : Dunnett test (two-side)
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Table9-3

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Organ weight

Stage : End of recovery

Study No. : B-9244

Sex : Male Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL

Test article AB RE AB RE AB RE AB RE
Dose g g % mg % mg % mg %
2-Methylhexane n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 443 217 0.49 1.7 0.0027 23.8 0.0054 808 0.182

S.D. 33 0.12 0.02 0.0003 25 0.0005 88 0.010
2-Methylhexane n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 409 2.07 0.51 123 0.0030 23.9 0.0059 695 0.170

S.D. 14 0.07 0.02 1.0 0.0002 3.0 0.0009 61 0.010

T2 = T2 =
Thymus Heart Lung Liver Spleen

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg % g % g % g % g %
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 421 0.095 1.45 0.33 1.62 0.34 12.56 2.83 0.77 0.17

S.D. 49 0.008 0.10 0.02 0.05 0.03 1.53 0.14 0.06 0.01
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 449 0.110 1.35 0.33 1.41 0.34 13.10 3.20 0.76 0.18

S.D. 109 0.026 0.13 0.02 0.06 0.01 0.87 0.19 0.13 0.03

T2 * T2 #x
Kidney-RL Adrenal gland Testis-RL Prostate Epididymis-RL
-RL

Test article AB RE AB RE AB RE AB RE AB RE
Dose g % mg % g % g % mg %
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 3.40 0.77 60 0.014 3.41 0.77 1.10 0.25 1139 0.258

S.D. 0.49 0.10 6 0.001 0.35 0.10 0.23 0.04 86 0.022
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 3.24 0.79 62 0.015 3.26 0.80 1.03 0.25 1070 0.262

S.D. 0.30 0.07 7 0.001 0.37 0.08 0.15 0.03 90 0.018

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

Significantly different from 2-Methylhexane 0 mg/kg :* P<0.05, ** P<0.01
T2 : Student t-test (two-side)
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Table 9 - 4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Organ weight

Stage : End of recovery

Study No. : B-9244

Sex : Male Species : Rat
Seminal vesicle

Test article AB RE
Dose g %
2-Methylhexane n 5 5
0 mg/kg Mean 1.47 0.33

S.D. 0.14 0.03
2-Methylhexane n 5 5
1000 mg/kg Mean 1.31 0.32

S.D. 0.10 0.02

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from 2-Methylhexane 0 mg/kg
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Table9-5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Organ weight Stage : End of dosing
Sex : Female Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL

Test article AB RE AB RE AB RE AB RE
Dose g g % mg % mg % mg %
2-Methylhexane n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 217 1.92 0.89 13.1 0.0060 171 0.0079 413 0.190

S.D. 17 0.12 0.09 2.1 0.0010 3.7 0.0015 31 0.010
2-Methylhexane n 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 230 1.91 0.83 125 0.0054 15.6 0.0067 418 0.182

S.D. 12 0.05 0.05 1.0 0.0004 3.2 0.0015 25 0.010
2-Methylhexane n 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 222 1.93 0.88 13.6 0.0062 14.6 0.0066 440 0.199

S.D. 21 0.09 0.12 0.5 0.0006 3.2 0.0019 24 0.022
2-Methylhexane n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 227 1.91 0.84 13.1 0.0058 15.8 0.0069 423 0.186

S.D. 5 0.07 0.04 1.8 0.0009 1.9 0.0008 43 0.015

Thymus Heart Lung Liver Spleen

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg % g % g % g % g %
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 438 0.204 0.79 0.37 1.02 0.47 6.21 2.86 0.41 0.19

S.D. 57 0.039 0.06 0.03 0.04 0.03 0.66 0.19 0.05 0.01
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 415 0.181 0.87 0.38 1.04 0.45 6.44 2.80 0.45 0.19

S.D. 88 0.040 0.05 0.01 0.02 0.02 0.32 0.06 0.07 0.04
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 368 0.166 0.78 0.35 1.03 0.47 6.53 2.94 0.43 0.19

S.D. 31 0.018 0.04 0.02 0.05 0.03 0.55 0.14 0.05 0.02
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 415 0.183 0.81 0.36 1.05 0.46 7.09 3.12 0.45 0.20

S.D. 38 0.018 0.07 0.03 0.07 0.03 0.38 0.12 0.09 0.04

DT * DT *

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from 2-Methylhexane 0 mg/kg : * P<0.05
DT : Dunnett test (two-side)
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Table9-6

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Organ weight

Stage : End of dosing

Study No. : B-9244

Sex : Female Species : Rat
Kidney-RL Adrenal gland Ovary-RL Uterus
-RL

Test article AB RE AB RE AB RE AB RE
Dose g % mg % mg % mg %
2-Methylhexane n 5 5 5 5 5 5 5 5
0 mg/kg Mean 1.68 0.78 60 0.028 87.6 0.0403 481 0.2234

S.D. 0.21 0.05 10 0.003 8.2 0.0012 129 0.0675
2-Methylhexane n 5 5 5 5 5 5 5 5
100 mg/kg Mean 1.87 0.81 60 0.026 83.4 0.0364 492 0.2132

S.D. 0.26 0.07 11 0.004 75 0.0049 117 0.0478
2-Methylhexane n 5 5 5 5 5 5 5 5
300 mg/kg Mean 1.71 0.77 63 0.029 84.9 0.0383 523 0.2379

S.D. 0.14 0.04 7 0.006 9.8 0.0045 97 0.0548
2-Methylhexane n 5 5 5 5 5 5 5 5
1000 mg/kg Mean 1.76 0.77 67 0.029 93.2 0.0410 466 0.2046

S.D. 0.14 0.04 6 0.003 13.6 0.0063 140 0.0595

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from 2-Methylhexane 0 mg/kg



¢Cl

Table 9 -7

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Organ weight

Stage : End of recovery

Study No. : B-9244

Sex : Female Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL

Test article AB RE AB RE AB RE AB RE
Dose g g % mg % mg % mg %
2-Methylhexane n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 238 1.94 0.82 145 0.0061 16.1 0.0068 430 0.181

S.D. 10 0.08 0.04 26 0.0008 1.9 0.0009 46 0.015
2-Methylhexane n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 226 1.95 0.87 115 0.0051 15.8 0.0071 390 0.173

S.D. 22 0.06 0.08 24 0.0010 1.6 0.0012 36 0.016

Thymus Heart Lung Liver Spleen

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg % g % g % g % g %
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 342 0.144 0.89 0.37 1.10 0.46 6.22 261 0.46 0.20

S.D. 64 0.026 0.07 0.02 0.09 0.04 0.49 0.12 0.05 0.02
2-Methylhexane n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 315 0.139 0.81 0.36 1.04 0.46 6.24 276 0.43 0.19

S.D. 46 0.013 0.08 0.03 0.09 0.03 0.84 0.17 0.05 0.02

Kidney-RL Adrenal gland Ovary-RL Uterus
-RL

Test article AB RE AB RE AB RE AB RE
Dose g % mg % mg % mg %
2-Methylhexane n 5 5 5 5 5 5 5 5
0 mg/kg Mean 1.71 0.72 58 0.024 721 0.0303 519 0.2181

S.D. 0.12 0.02 6 0.002 10.3 0.0045 110 0.0444
2-Methylhexane n 5 5 5 5 5 5 5 5
1000 mg/kg Mean 1.63 0.72 58 0.026 80.9 0.0360 517 0.2255

S.D. 0.23 0.04 8 0.004 9.2 0.0047 205 0.0758

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from 2-Methylhexane 0 mg/kg
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Table 10-1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Gross pathological findings (End of dosing period)

Organs Sex: M M M M

Dose (mg/kg) : 0 100 300 1000

Findings Number : 5 5 5 5
All tissues

Not remarkable 5 5 5 5

M : Male

126



B-9244

Table 10-2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Gross pathological findings (End of dosing period)

Organs Sex: F F F F

Dose (mg/kg) : 0 100 300 1000

Findings Number : 5 5 5 5
All tissues

Not remarkable 5 5 5 5

F : Female

127



B-9244

Table 10-3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Gross pathological findings (End of recovery period)

Organs Sex: M M
Dose (mg/kg) : 0 1000
Findings Number : 5 5

All tissues
Not remarkable 5

M : Male

128



B-9244

Table 10-4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Gross pathological findings (End of recovery period)

Organs Sex: F F
Dose (mg/kg) : 0 1000
Findings Number : 5 5

All tissues
Not remarkable 5 5

F : Female
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Table 11-1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of dosing period)

B-9244

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 5 5 5 5
Adrenal
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Aorta, thoracic
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Bone, femur
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Bone, sternum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Bone marrow, femur
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Bone marrow, sternum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Brain (cerebrum, cerebellum, pons)
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Coagulating gland
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Epididymis
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Esophagus
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Eye
Number examined 5 0 0 5
Not remarkable 4 0 0 5
Retinal fold 1 0 0 0
minimal 1 0 0 0
Heart
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, cecum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, colon
Number examined 5 0 0 5
Not remarkable 5 0 0 5
M : Male
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Table 11-2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of dosing period)

B-9244

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 5 5 5 5
Intestine, duodenum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine,ileum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, jejunum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, rectum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Kidney
Number examined 5 5 5 5
Not remarkable 5 2 0 0
Cyst 0 1 1 1
minimal 0 1 1 1
Regeneration, tubule 0 1 2 3
minimal 0 1 1 2
mild 0 0 1 1
Hyaline droplet, tubular cell 0 3 5 5
minimal 0 3 1 0
mild 0 0 4 5
Cast,granular 0 0 0 2
minimal 0 0 0 2
Kidney (IHC, alpha-2u globrin)
Number examined 2 0 0 2
Not remarkable 2 0 0 0
Alpha-2u globrin positive droplet 0 0 0 2
present 0 0 0 2
Liver
Number examined 5 5 5 5
Not remarkable 5 5 5 0
Hypertrophy, hepatocyte, centrilobular 0 0 0 5
minimal 0 0 0 1
mild 0 0 0 4
Lung (bronchus)
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Lymph node,mesenteric
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Lymph node, submandibular
Number examined 5 0 0 5
Not remarkable 5 0 0 5
M : Male
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Table 11-3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of dosing period)

B-9244

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 5 5 5 5
Mammary gland, inguinal
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Medulla oblongata
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Muscle, quadriceps femoris
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Optic nerve
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Pancreas
Number examined 5 0 0 5
Not remarkable 5 0 0 4
Atrophy,acinar, focal 0 0 0 1
minimal 0 0 0 1
Parathyroid
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Peyer's patch,ileal
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Pituitary
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Prostate
Number examined 5 0 0 5
Not remarkable 4 0 0 5
Infiltrate, inflammatory cell 1 0 0 0
minimal 1 0 0 0
Salivary gland, sublingual
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Salivary gland, submandibular
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Sciatic nerve
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Seminal vesicle
Number examined 5 0 0 5
Not remarkable 5 0 0 5
M : Male
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Table 11-4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of dosing period)

B-9244

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000

Findings Number : 5 5 5 5
Skin, inguinal

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Spinal cord(cervical, thoracic, lumbar)

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Spleen

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Stomach

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Testis

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Thymus

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Thyroid

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Tongue

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Trachea

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Urinary bladder

Number examined 5 0 0 5

Not remarkable 5 0 0 5
M : Male
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Table 11-5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of dosing period)

B-9244

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000

Findings Number : 5 5 5 5
Adrenal

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Aorta, thoracic

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Bone, femur

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Bone, sternum

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Bone marrow, femur

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Bone marrow, sternum

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Brain (cerebrum, cerebellum, pons)

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Esophagus

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Eye

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Heart

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Intestine, cecum

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Intestine, colon

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Intestine, duodenum

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Intestine,ileum

Number examined 5 0 0 5

Not remarkable 5 0 0 5

F : Female
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Table 11-6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of dosing period)

B-9244

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 5 5 5 5
Intestine, jejunum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, rectum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Kidney
Number examined 5 0 0 5
Not remarkable 5 0 0 4
Cyst 0 0 0 1
minimal 0 0 0 1
Liver
Number examined 5 0 0 5
Not remarkable 2 0 0 2
Vacuolation, hepatocyte, periportal 3 0 0 3
minimal 3 0 0 3
Lung (bronchus)
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Lymph node,mesenteric
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Lymph node, submandibular
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Mammary gland, inguinal
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Medulla oblongata
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Muscle, quadriceps femoris
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Optic nerve
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Ovary
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Pancreas
Number examined 5 0 0 5
Not remarkable 5 0 0 5

F : Female
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Table 11-7 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of dosing period)

B-9244

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000

Findings Number : 5 5 5 5
Parathyroid

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Peyer's patch,ileal

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Pituitary

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Salivary gland, sublingual

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Salivary gland, submandibular

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Sciatic nerve

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Skin, inguinal

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Spinal cord(cervical, thoracic, lumbar)

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Spleen

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Stomach

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Thymus

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Thyroid

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Tongue

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Trachea

Number examined 5 0 0 5

Not remarkable 5 0 0 5

F : Female
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B-9244

Table 11-8 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of dosing period)

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 5 5 5 5

Urinary bladder

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Uterus (cervix, horn)

Number examined 5 0 0 5

Not remarkable 5 0 0 5
Vagina

Number examined 5 0 0 5

Not remarkable 5 0 0 5

F : Female
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B-9244

Table 11-9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of recovery period)

Organs Sex: M M
Dose (mg/kg) : 0 1000
Findings Number : 5 5
Adrenal
Number examined 5 5
Not remarkable 5 5
Aorta, thoracic
Number examined 5 5
Not remarkable 5 5
Bone, femur
Number examined 5 5
Not remarkable 5 5
Bone, sternum
Number examined 5 5
Not remarkable 5 5
Bone marrow, femur
Number examined 5 5
Not remarkable 5 5
Bone marrow, sternum
Number examined 5 5
Not remarkable 5 5
Brain (cerebrum, cerebellum, pons)
Number examined 5 5
Not remarkable 5 5
Coagulating gland
Number examined 5 5
Not remarkable 5 5
Epididymis
Number examined 5 5
Not remarkable 5 5
Esophagus
Number examined 5 5
Not remarkable 5 5
Eye
Number examined 5 5
Not remarkable 5 5
Heart
Number examined 5 5
Not remarkable 5 3
Infiltrate, inflammatory cell,myocar 0 2
minimal 0 2
Intestine, cecum
Number examined 5 5
Not remarkable 5 5
Intestine, colon
Number examined 5 5
Not remarkable 5 5
M : Male
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B-9244

Table 11-10 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of recovery period)

Organs Sex: M M
Dose (mg/kg) : 0 1000
Findings Number : 5 5

Intestine, duodenum

Number examined 5 5
Not remarkable 5 5
Intestine,ileum
Number examined 5 5
Not remarkable 5 5
Intestine, jejunum
Number examined 5 5
Not remarkable 5 5
Intestine, rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 4 0
Cyst 0 1
minimal 0 1
Regeneration, tubule 0 5
minimal 0 2
mild 0 3
Hyaline droplet, tubular cell 1 0
minimal 1 0
Cast,granular 0 1
minimal 0 1
Liver
Number examined 5 5
Not remarkable 5 5
Lung (bronchus)
Number examined 5 5
Not remarkable 5 5
Lymph node,mesenteric
Number examined 5 5
Not remarkable 5 5
Lymph node, submandibular
Number examined 5 5
Not remarkable 5 5
Mammary gland, inguinal
Number examined 5 5
Not remarkable 5 5
Medulla oblongata
Number examined 5 5
Not remarkable 5 5
Muscle, quadriceps femoris
Number examined 5 5
Not remarkable 5 5
M : Male
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B-9244

Table 11-11 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of recovery period)

Organs Sex: M M
Dose (mg/kg) : 0 1000
Findings Number : 5 5

Optic nerve

Number examined 5 5

Not remarkable 5 5
Pancreas

Number examined 5 5

Not remarkable 5 5
Parathyroid

Number examined 4 5

Not remarkable 4 5

No sample 1 0
Peyer's patch,ileal

Number examined 5 5

Not remarkable 5 5
Pituitary

Number examined 5 5

Not remarkable 5 5
Prostate

Number examined 5 5

Not remarkable 4 5

Infiltrate,inflammatory cell 1 0

minimal 1 0

Salivary gland, sublingual

Number examined 5 5

Not remarkable 5
Salivary gland, submandibular

Number examined 5 5

Not remarkable 5 5
Sciatic nerve

Number examined 5 5

Not remarkable 5 5
Seminal vesicle

Number examined 5 5

Not remarkable 5 5
Skin, inguinal

Number examined 5 5

Not remarkable 5 5
Spinal cord(cervical, thoracic, lumbar)

Number examined 5 5

Not remarkable 5 5
Spleen

Number examined 5 5

Not remarkable 5 5
M : Male
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B-9244

Table 11-12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of recovery period)

Organs Sex: M M
Dose (mg/kg) : 0 1000

Findings Number : 5 5
Stomach

Number examined 5 5

Not remarkable 5 5
Testis

Number examined 5 5

Not remarkable 5 5
Thymus

Number examined 5 5

Not remarkable 5 5
Thyroid

Number examined 5 5

Not remarkable 5 5
Tongue

Number examined 5 5

Not remarkable 5 5
Trachea

Number examined 5 5

Not remarkable 5 5
Urinary bladder

Number examined 5 5

Not remarkable 5 5
M : Male
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B-9244

Table 11-13 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of recovery period)

Organs Sex: F F
Dose (mg/kg) : 0 1000

Findings Number : 5 5
Adrenal

Number examined 5 5

Not remarkable 5 5
Aorta, thoracic

Number examined 5 5

Not remarkable 5 5
Bone, femur

Number examined 5 5

Not remarkable 5 5
Bone, sternum

Number examined 5 5

Not remarkable 5 5
Bone marrow, femur

Number examined 5 5

Not remarkable 5 5
Bone marrow, sternum

Number examined 5 5

Not remarkable 5 5
Brain (cerebrum, cerebellum, pons)

Number examined 5 5

Not remarkable 5 5
Esophagus

Number examined 5 5

Not remarkable 5 5
Eye

Number examined 5 5

Not remarkable 5 5
Heart

Number examined 5 5

Not remarkable 5 5
Intestine, cecum

Number examined 5 5

Not remarkable 5 5
Intestine, colon

Number examined 5 5

Not remarkable 5 5
Intestine, duodenum

Number examined 5 5

Not remarkable 5 5
Intestine,ileum

Number examined 5 5

Not remarkable 5 5

F : Female
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B-9244

Table 11-14 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of recovery period)

Organs Sex: F F
Dose (mg/kg) : 0 1000
Findings Number : 5 5

Intestine, jejunum

Number examined 5 5

Not remarkable 5 5
Intestine, rectum

Number examined 5 5

Not remarkable 5 5
Kidney

Number examined 5 5

Not remarkable 5 5
Liver

Number examined 5 5

Not remarkable 5 5
Lung (bronchus)

Number examined 5 5

Not remarkable 5 5
Lymph node,mesenteric

Number examined 5 5

Not remarkable 5 5
Lymph node, submandibular

Number examined 5 5

Not remarkable 5 5
Mammary gland, inguinal

Number examined 5 5

Not remarkable 5 5
Medulla oblongata

Number examined 5 5

Not remarkable 5 5
Muscle, quadriceps femoris

Number examined 5 5

Not remarkable 5 5
Optic nerve

Number examined 5 5

Not remarkable 5 5
Ovary

Number examined 5 5

Not remarkable 4 5

Cyst 1 0

minimal 1 0

Pancreas

Number examined 5 5

Not remarkable 5
Parathyroid

Number examined 5 4

Not remarkable 5 4

F : Female
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B-9244

Table 11-15 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of recovery period)

Organs Sex: F F
Dose (mg/kg) : 0 1000
Findings Number : 5 5

Parathyroid (continued)

No sample 0 1
Peyer's patch,ileal

Number examined 5 5

Not remarkable 5 5
Pituitary

Number examined 5 5

Not remarkable 5 5
Salivary gland, sublingual

Number examined 5 5

Not remarkable 5 5
Salivary gland, submandibular

Number examined 5 5

Not remarkable 5 5
Sciatic nerve

Number examined 5 5

Not remarkable 5 5
Skin, inguinal

Number examined 5 5

Not remarkable 5 5
Spinal cord(cervical, thoracic, lumbar)

Number examined 5 5

Not remarkable 5 5
Spleen

Number examined 5 5

Not remarkable 5 5
Stomach

Number examined 5 5

Not remarkable 5 5
Thymus

Number examined 5 5

Not remarkable 5 5
Thyroid

Number examined 5 5

Not remarkable 5 5
Tongue

Number examined 5 5

Not remarkable 5 5
Trachea

Number examined 5 5

Not remarkable 5 5

F : Female
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B-9244

Table 11-16 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Histopathological findings (End of recovery period)

Organs Sex: F F
Dose (mg/kg) : 0 1000
Findings Number : 5 5

Urinary bladder

Number examined 5 5

Not remarkable 5 5
Uterus (cervix, horn)

Number examined 5 5

Not remarkable 5 5
Vagina

Number examined 5 5

Not remarkable 5 5

F : Female
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Appendix 1 -1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

I

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
1001 No abnormality - - - - - - - - - - - - - - N R
1002 No abnormality - - - - - - - - - - - N N - N R
1003 No abnormality - - - - - - - - - B - - - - N N
1004 No abnormality - - - - - - - - - - - B B B B N
1005 No abnormality - - - - - - - - - - - - - - N R
1006 No abnormality - - - - - - - - - - N N N N N R
1007 No abnormality - - - - - - - - - - N N - N N R
1008 No abnormality - - - - - - - - - - N N N N N R
1009 No abnormality - - - - - - - - - - - B B - - -
1010 No abnormality - - - - - - - - - - - - - - N R
Day 7 8 9 10 11 12 13
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
1001 No abnormality - - - - - - - - - - - - - N - - - N
1002 No abnormality - - - - - - - - - - - - - N - - - -
1003 No abnormality - - - - - - - - - - - - - - N R - N
1004 No abnormality - - - - - - - - - B - - N - - N B z
1005 No abnormality - - - - - - - - - - - B B N N - - _
1006 No abnormality - - - - - - - - - - - - - N - N - -
1007 No abnormality - - - - - - - - - - - - - N N R - B
1008 No abnormality - - - - - - - - - - - - - - - R - N
1009 No abnormality - - - - - - - - - - - B B N N _ - _
1010 No abnormality - - - - - - - - - - - - - N N - - -
Day 14 15 16 17 18 19 20
Animal No. Clinical signs Time 1 2 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
1001 No abnormality - - - - - - - - - - - B B - _ _ _
1002 No abnormality - - - - - - - - - - B - - - - R -
1003 No abnormality - - - - - - - - - - - - - - - R -
1004 No abnormality - - - - - - - - - - N - N N N R -
1005 No abnormality - - - - - - - _ - - - _ N N N N -
1006 No abnormality - - - - - - - - - - - B B - - - -
1007 No abnormality - - - - - - - - - - - - - - - R N
1008 No abnormality - - - - - - - - - - - N N N N R B
1009 No abnormality - - - - - - - - - B - N N - - N B
1010 No abnormality - - - - - - - - - - - B _ _ _ _ -

Administration)1 : Pre, 2 : IM, 3 : 1-3h
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Appendix 1 -2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
Day 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 3
1001 No abnormality - - - - - - - - - - - - - - N R
1002 No abnormality - - - - - - - - - B - N _ N N R
1003 No abnormality - - - - - - - - - B N - - N N N
1004 No abnormality - - - - - - - - - - - B B B _ _
1005 No abnormality - - - - - - - - - - - - - - N R
1006 No abnormality - - - - - - - - - - N N N N N R
1007 No abnormality - - - - - - - - - - N N - - N R
1008 No abnormality - - - - - - - N N - N N N N N R
1009 No abnormality - - - - - - - - - - - B B B - -
1010 No abnormality - - - - - - - - - - - - - - N R
Day 27 28 29
Animal No. Clinical signs Time 1 2 3 1 2 3 4
1001 No abnormality - - - - - - -
1002 No abnormality - - - - - - -
1003 No abnormality - - - - - - -
1004 No abnormality - - - - - N N
1005 No abnormality - - - - - B -
1006 No abnormality - - - - - - -
1007 No abnormality - - - - - - B
1008 No abnormality - - - - - - -
1009 No abnormality - - - - B B _
1010 No abnormality - - - - - - -

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy
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Appendix 1 -3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Recovery Day 1-15
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Animal No. Clinical signs Time 1 1 1 1 1 1 1 1 1 1 1 1 1 1 2
1006 No abnormality - - - - - - - - - - - - - N N
1007 No abnormality - - - - - - - - - - - N N N N
1008 No abnormality - - - - - - - - - B - - - N N
1009 No abnormality - - - - - - - - N - - B B B -
1010 No abnormality - - - - - - - - - - - - - N N

Recovery)1 : Morning, 2 : Necropsy
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Appendix 1 -4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 100 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
2001 No abnormality - - - - - - - - - - - - N N N R
2002 No abnormality - - - - - - - - - B - - _ N N R
2003 No abnormality - - - - - - - - - B B B - N N N
2004 No abnormality - - - - - - - - - - - B - B _ _
2005 No abnormality - - - - - - - - - - - - N N N R
Day 7 8 9 10 11 12 13
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
2001 No abnormality - - - - - - - - - - - B B B - - - -
2002 No abnormality - - - - - - - - - - - - - - - - - N
2003 No abnormality - - - - - - - - - - - - N N N R B N
2004 No abnormality - - - - - - - - - B B B - N N R B -
2005 No abnormality - - - - - - - - N - - B B N N _ - _
Day 14 15 16 17 18 19 20
Animal No. Clinical signs Time 1 2 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
2001 No abnormality - - - - - - - - - B B - - - N N z
2002 No abnormality - - - - - - - - - - - - B - - _ -
2003 No abnormality - - - - - - - - - - - - N N N R z
2004 No abnormality - - - - - - - - - - N N N N N R -
2005 No abnormality - - - - - - - - - - - - _ _ _ R B
Day 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 3
2001 No abnormality - - - - - - - - N R N N N N N -
2002 No abnormality - - - - - - - - - - B B - - _ -
2003 No abnormality - - - - - - - - - - - B _ - _ _
2004 No abnormality - - - - - - - - - - - - N N N N
2005 No abnormality - - - - - - - - - - - - N N N N
Day 27 28 29
Animal No. Clinical signs Time 1 2 3 1 2 3 4
2001 No abnormality - - - - - - -
2002 No abnormality - - - - - - -
2003 No abnormality - - - - _ N N
2004 No abnormality - - - - - B _
2005 No abnormality - - - - - - N

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy
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Appendix 1-5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 300 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
3001 No abnormality - - - - - - - - - - - - N N N R
3002 No abnormality - - - - - - - - - B - - _ N N R
3003 No abnormality - - - - - - - - - B B B - N N N
3004 No abnormality - - - - - - - - - - - B - B _ _
3005 No abnormality - - - - - - - - - - - - N N N R
Day 7 8 9 10 11 12 13
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
3001 No abnormality - - - - - - - - - - - B B B - - - -
3002 No abnormality - - - - - - - - - - - - - - - - - N
3003 No abnormality - - - - - - - - - - - - N N N R B N
3004 No abnormality - - - - - - - - - B B B - N N R B -
3005 No abnormality - - - - - - - - N - - B B N N _ - _
Day 14 15 16 17 18 19 20
Animal No. Clinical signs Time 1 2 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
3001 No abnormality - - - - - - - - - B B - - - N N z
3002 No abnormality - - - - - - - - - - - - B - - _ -
3003 No abnormality - - - - - - - - - - - - N N N R z
3004 No abnormality - - - - - - - - - - N N N N N R -
3005 No abnormality - - - - - - - - - - - - _ _ _ R B
Day 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 3
3001 No abnormality - - - - - - - - N R N N N N N -
3002 No abnormality - - - - - - - - - - B B - - _ -
3003 No abnormality - - - - - - - - - - - B _ - _ _
3004 No abnormality - - - - - - - - - - - - N N N N
3005 No abnormality - - - - - - - - - - - - N N N N
Day 27 28 29
Animal No. Clinical signs Time 1 2 3 1 2 3 4
3001 No abnormality - - - - - - -
3002 No abnormality - - - - - - -
3003 No abnormality - - - - _ N N
3004 No abnormality - - - - - B _
3005 No abnormality - - - - - - N

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy



Appendix 1 -6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

IS1

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
4001 No abnormality - - - - - - - - - - - - - - N R
4002 No abnormality - - - - - - - - - B - N _ N N R
4003 No abnormality - - - - - - - - - B N - - N N N
4004 No abnormality - - - - - - - - - - - B - B _ _
4005 No abnormality - - - - - - - - - - - - - - N R
4006 No abnormality - - - - - - - - - - N N N N N R
4007 No abnormality - - - - - - - - - - N N - - N R
4008 No abnormality - - - - - - - - - - N N N N N R
4009 No abnormality - - - - - - - - - - - B B B - -
4010 No abnormality - - - - - - - - - - - - - - N R
Day 7 8 9 10 11 12 13
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
4001 No abnormality - - - - - - - - - - - - - N - - - -
4002 No abnormality - - - - - - - - - - - - - N - - - N
4003 No abnormality - - - - - - - - - - - - B _ - R - N
4004 No abnormality - - - - - - - - - B B - N - N N B -
4005 No abnormality - - - - - - - - - - - - B N N _ - -
4006 No abnormality - - - - - - - - - - - - - N - - - -
4007 No abnormality - - - - - - - - - - - - - N N R - B
4008 No abnormality - - - - - - - - - - - - - _ _ R - B
4009 No abnormality - - - - - - - - - - - B B N N _ _ _
4010 No abnormality - - - - - - - - - - - - - N N - - -
Day 14 15 16 17 18 19 20
Animal No. Clinical signs Time 1 2 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
4001 No abnormality - - - - - - - - - - - B B - _ _ -
4002 No abnormality - - - - - - - - - - - B - - - R -
4003 No abnormality - - - - - - - - - - - - - - - R -
4004 No abnormality - - - - - - - - - - - N N N N R -
4005 No abnormality - - - - - - - _ - - - - N N N N -
4006 No abnormality - - - - - - - - - - - - B - - - -
4007 No abnormality - - - - - - - - - - - - - - - R -
4008 No abnormality - - - - - - - - - - - N N N N R B
4009 No abnormality - - - - - - - - - B - N N - - N B
4010 No abnormality - - - - - - - - - - - B B _ _ _ _

Administration)1 : Pre, 2 : IM, 3 : 1-3h
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Appendix 1-7 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Day 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 3
4001 No abnormality - - - - - - - - - - - - - - N R
4002 No abnormality - - - - - - - - - B - N N N N R
4003 No abnormality - - - - - - - - - B - N - - N N
4004 No abnormality - - - - - - - - - - - B B B _ -
4005 No abnormality - - - - - - - - - - - - - - N R
4006 No abnormality - - - - - - - - - - N N N N N N
4007 No abnormality - - - - - - - - - B - N - _ N R
4008 No abnormality - - - - - - - N N - - N N N N R
4009 No abnormality - - - - - - - - - - - B B B - -
4010 No abnormality - - - - - - - - - - - - - - N R
Day 27 28 29
Animal No. Clinical signs Time 1 2 3 1 2 3 4
4001 No abnormality - - - - - - -
4002 No abnormality - - - - - - -
4003 No abnormality - - - - - - -
4004 No abnormality - - - - - N N
4005 No abnormality - - - - - B -
4006 No abnormality - - - - - - -
4007 No abnormality - - - - - B B
4008 No abnormality - - - - - - -
4009 No abnormality - - - - B B _
4010 No abnormality - - - - - - B

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy
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Appendix 1 -8 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Recovery Day 1-15
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Animal No. Clinical signs Time 1 1 1 1 1 1 1 1 1 1 1 1 1 1 2
4006 No abnormality - - - - - - - - - - - - - N N
4007 No abnormality - - - - - - - - - B - N _ N N
4008 No abnormality - - - - - - - - - B N - - N N
4009 No abnormality - - - - - - - - - - - B B B -
4010 No abnormality - - - - - - - - - - - - - N N

Recovery)1 : Morning, 2 : Necropsy



Appendix 1-9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

123!

Clinical sign Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
1101 No abnormality - - - - - - - - - - - - - N N R
1102 No abnormality - - - - - - - - - - - - N - N R
1103 No abnormality - - - - - - - - - B B B - - - N
1104 No abnormality - - - - - - - - N - - B B B B N
1105 No abnormality - - - - - - - - - - - - - N N R
1106 No abnormality - - - - - - - - - - - - N N N R
1107 No abnormality - - - - - - - - - - - - - N N R
1108 No abnormality - - - - - - - - - - N N N N N R
1109 No abnormality - - - - - - - - - - - B B - - -
1110 No abnormality - - - - - - - - - - - - - N N R
Day 7 8 9 10 11 12 13
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
1101 No abnormality - - - - - - - - - - - - - N - - - N
1102 No abnormality - - - - - - - - - - - - - N - - - -
1103 No abnormality - - - - - - - - - - - - - - N R - N
1104 No abnormality - - - - - - - - - B - - N - - N B z
1105 No abnormality - - - - - - - - - - - B B N N - - _
1106 No abnormality - - - - - - - - - - - - - N - N - -
1107 No abnormality - - - - - - - - - - - - - N N R - B
1108 No abnormality - - - - - - - - - - - - - - - R - N
1109 No abnormality - - - - - - - - - - - B B N N _ - _
1110 No abnormality - - - - - - - - - - - - - N N - - -
Day 14 15 16 17 18 19 20
Animal No. Clinical signs Time 1 2 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
1101 No abnormality - - - - - - - - - - - B B - _ _ _
1102 No abnormality - - - - - - - - - - B - - - - R -
1103 No abnormality - - - - - - - - - - - - - - - R -
1104 No abnormality - - - - - - - - - - N - N N N R -
1105 No abnormality - - - - - - - _ - - - _ N N N N -
1106 No abnormality - - - - - - - - - - - B B - - - -
1107 No abnormality - - - - - - - - - - - - - - - R N
1108 No abnormality - - - - - - - - - - - N N N N R B
1109 No abnormality - - - - - - - - - B - N N - - N B
1110 No abnormality - - - - - - - - - - - B B _ _ _ _

Administration)1 : Pre, 2 : IM, 3 : 1-3h



SSl

Appendix 1 - 10 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
Day 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 3
1101 No abnormality - - - - - - - - - - - - - - N R
1102 No abnormality - - - - - - - - - B - N _ N N R
1103 No abnormality - - - - - - - - - B N - - N N N
1104 No abnormality - - - - - - - - - - - B B B _ _
1105 No abnormality - - - - - - - - - - - - - - N R
1106 No abnormality - - - - - - - - - - N N N N N R
1107 No abnormality - - - - - - - - - - N N - - N R
1108 No abnormality - - - - - - - N N - N N N N N R
1109 No abnormality - - - - - - - - - - - B B B - -
1110 No abnormality - - - - - - - - - - - B B - B -
Day 27 28 29
Animal No. Clinical signs Time 1 2 3 1 2 3 4
1101 No abnormality - - - - - - -
1102 No abnormality - - - - - - -
1103 No abnormality - - - - - - -
1104 No abnormality - - - - N N N
1105 No abnormality - - - - - - -
1106 No abnormality - - - - - - -
1107 No abnormality - - - - - - B
1108 No abnormality - - - - - - -
1109 No abnormality - - - - B B _
1110 No abnormality - - - - - - B

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy
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Appendix 1 - 11

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Clinical sign Period : Recovery Day 1-15
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
Day 1 2 3 4 10 11 12 13 14 15
Animal No. Clinical signs Time 1 1 1 1 1 1 1 1 1 2
1106 No abnormality - - - - - - - - - -
1107 No abnormality - - - - - - B B - B
1108 No abnormality - - - - - - N N - N
1109 No abnormality - - - - - - B - - -
1110 No abnormality

Recovery)1 : Morning, 2 : Necropsy
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Appendix 1 - 12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 100 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
2101 No abnormality - - - - - - - - - - - - N B - -
2102 No abnormality - - - - - - - - - B - B _ N N -
2103 No abnormality - - - - - - - - - B - N - N N R
2104 No abnormality - - - - - - - - N - - B - N _ _
2105 No abnormality - - - - - - - - - - - - N B - -
Day 7 8 9 10 11 12 13
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
2101 No abnormality - - - - - - - - - B - B B N - - - N
2102 No abnormality - - - - - - - - - - - - N - - N z B
2103 No abnormality - - - - - - - - - - - - N N N - B N
2104 No abnormality - - - - - - - - - B B N - - N R B -
2105 No abnormality - - - - - - - - N - - B B N _ - _ _
Day 14 15 16 17 18 19 20
Animal No. Clinical signs Time 1 2 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
2101 No abnormality - - - - - - - - - B - - - - - N B
2102 No abnormality - - - - - - - - - - - B B - _ - -
2103 No abnormality - - - - - - - - - - - - - - - R N
2104 No abnormality - - - - - - - - - - - N N N N R -
2105 No abnormality - - - - - - - - - - - - _ - - R B
Day 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 3
2101 No abnormality - - - - - - - - - - N N N N N R
2102 No abnormality - - - - - - - - - B - - - - N N
2103 No abnormality - - - - - - - - - - - B B - _ _
2104 No abnormality - - - - - - - - - - - - B - - -
2105 No abnormality - - - - - - - - - - - N N N N R
Day 27 28 29
Animal No. Clinical signs Time 1 2 3 1 2 3 4
2101 No abnormality - - - - - - -
2102 No abnormality - - - - - - -
2103 No abnormality - - - - _ _ N
2104 No abnormality - - - - B B _
2105 No abnormality - - - - - - -

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy
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Appendix 1-13 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 300 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
3101 No abnormality - - - - - - - - - - - - N B - -
3102 No abnormality - - - - - - - - - B - B _ N N -
3103 No abnormality - - - - - - - - - B - N - N N R
3104 No abnormality - - - - - - - - N - - B - N _ _
3105 No abnormality - - - - - - - - - - - - N B - -
Day 7 8 9 10 11 12 13
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
3101 No abnormality - - - - - - - - - B - B B N - - - N
3102 No abnormality - - - - - - - - - - - - N - - N z B
3103 No abnormality - - - - - - - - - - - - N N N - B N
3104 No abnormality - - - - - - - - - B B N - - N R B -
3105 No abnormality - - - - - - - - N - - B B N _ - _ _
Day 14 15 16 17 18 19 20
Animal No. Clinical signs Time 1 2 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
3101 No abnormality - - - - - - - - - B - - - - - N B
3102 No abnormality - - - - - - - - - - - B B - _ - -
3103 No abnormality - - - - - - - - - - - - - - - R N
3104 No abnormality - - - - - - - - - - - N N N N R -
3105 No abnormality - - - - - - - - - - - - _ - - R B
Day 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 3
3101 No abnormality - - - - - - - - - - N N N N N R
3102 No abnormality - - - - - - - - - B - - - - N N
3103 No abnormality - - - - - - - - - - - B B - _ _
3104 No abnormality - - - - - - - - - - - - B - - -
3105 No abnormality - - - - - - - - - - - N N N N R
Day 27 28 29
Animal No. Clinical signs Time 1 2 3 1 2 3 4
3101 No abnormality - - - - - - -
3102 No abnormality - - - - - - -
3103 No abnormality - - - - _ _ N
3104 No abnormality - - - - N N -
3105 No abnormality - - - - - - N

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy



Appendix 1 - 14 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

6S1

Clinical sign Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 3 1 2 1 2 3
4101 No abnormality - - - - - - - - - - - - - N N R
4102 No abnormality - - - - - - - - - B - - _ N N R
4103 No abnormality - - - - - - - - - B B B - N N N
4104 No abnormality - - - - - - - - - - - B B B _ _
4105 No abnormality - - - - - - - - - - - - - N N R
4106 No abnormality - - - - - - - - - - - - N N N R
4107 No abnormality - - - - - - - - - - - - - - N R
4108 No abnormality - - - - - - - - N - N N N N N R
4109 No abnormality - - - - - - - - - - - B B B - -
4110 No abnormality - - - - - - - - - - - - - N N R
Day 7 8 9 10 11 12 13
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
4101 No abnormality - - - - - - - - - - - - - N - - - N
4102 No abnormality - - - - - - - - - - - - - N - - - -
4103 No abnormality - - - - - - - - - - - - - - N R - N
4104 No abnormality - - - - - - - - - B - - N - - N B z
4105 No abnormality - - - - - - - - - - - B B N N - - _
4106 No abnormality - - - - - - - - - - - - - N - N - -
4107 No abnormality - - - - - - - - - - - - - N N R - B
4108 No abnormality - - - - - - - - - - - - - - - R - N
4109 No abnormality - - - - - - - - - - - B B N N _ - _
4110 No abnormality - - - - - - - - - - - - - N N - - -
Day 14 15 16 17 18 19 20
Animal No. Clinical signs Time 1 2 1 2 3 1 2 1 2 1 2 3 1 2 1 2 3
4101 No abnormality - - - - - - - - - - - B B - _ _ _
4102 No abnormality - - - - - - - - - - B - - - - R -
4103 No abnormality - - - - - - - - - - - - - - - R -
4104 No abnormality - - - - - - - - - - N - N N N R -
4105 No abnormality - - - - - - - _ - - - _ N N N N -
4106 No abnormality - - - - - - - - - - - B B - - - -
4107 No abnormality - - - - - - - - - - - - - - - R N
4108 No abnormality - - - - - - - - - - - N N N N R B
4109 No abnormality - - - - - - - - - B - N N - - N B
4110 No abnormality - - - - - - - - - - - B B _ _ _ _

Administration)1 : Pre, 2 : IM, 3 : 1-3h
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Appendix 1 - 15 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Clinical sign Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Day 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 3 1 2 3 1 2 1 2 1 2 3 1 2 3
4101 No abnormality - - - - - - - - - - - - - - N R
4102 No abnormality - - - - - - - - - B - N _ N N R
4103 No abnormality - - - - - - - - - B N - - N N N
4104 No abnormality - - - - - - - - - - - B B B _ _
4105 No abnormality - - - - - - - - - - - - - - N R
4106 No abnormality - - - - - - - - - - N N N N N R
4107 No abnormality - - - - - - - - - - N N - - N R
4108 No abnormality - - - - - - - N N - N N N N N R
4109 No abnormality - - - - - - - - - - - B B B - -
4110 No abnormality - - - - - - - - - - - B B - B -
Day 27 28 29
Animal No. Clinical signs Time 1 2 3 1 2 3 4
4101 No abnormality - - - - - - -
4102 No abnormality - - - - - - -
4103 No abnormality - - - - - - -
4104 No abnormality - - - - N N N
4105 No abnormality - - - - - - -
4106 No abnormality - - - - - - -
4107 No abnormality - - - - - - B
4108 No abnormality - - - - - - -
4109 No abnormality - - - - B B _
4110 No abnormality - - - - - - B

Administration)1 : Pre, 2 : IM, 3 : 1-3h, 4 : Necropsy
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Appendix 1 - 16

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Clinical sign Period : Recovery Day 1-15
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Day 1 2 4 10 11 12 13 14 15
Animal No. Clinical signs Time 1 1 1 1 1 1 1 1 2
4106 No abnormality - - - - - - - - -
4107 No abnormality - - - - - B B - B
4108 No abnormality - - - - - N N - N
4109 No abnormality - - - - - B - - -
4110 No abnormality

Recovery)1 : Morning, 2 : Necropsy
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Appendix 2-1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 1 of dosing)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture a) N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 1 of dosing)
Dose (mg/kg) : 100
Male Female
2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 1 of dosing)
Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 1 of dosing)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture a) N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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B-9244

Appendix 2-5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 2 of dosing)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture a) N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 2 of dosing)
Dose (mg/kg) : 100
Male Female
2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



891

B-9244

Appendix 2-7 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 2 of dosing)
Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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B-9244

Appendix 2-8 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 2 of dosing)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture a) N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 3 of dosing)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture a) N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-10 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 3 of dosing)
Dose (mg/kg) : 100
Male Female
2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-11 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 3 of dosing)
Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 3 of dosing)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture a) N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-13 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 4 of dosing)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture a) N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



SLI

B-9244

Appendix 2-14 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 4 of dosing)
Dose (mg/kg) : 100
Male Female
2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-15 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 4 of dosing)
Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-16 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 4 of dosing)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Posture a) N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-17 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 1 of recovery)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-18 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 1 of recovery)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-19 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 2 of recovery)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-20 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : home cage observation (Week 2 of recovery)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-21 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs in-the-hand observation (Week 1 of dosing)

(4!

Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1

1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Absent, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-22 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 1 of dosing)
Dose (mg/kg) : 100
Male Female

2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-23 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 1 of dosing)
Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

[l Ne e NeNe e N-lNe)
O OO O 0000000 OoO oo
O O O O 0000000 OoO oo
O O O O 0000000 OoO oo
O OO O 0000000 OoO oo
O 0O 000000000 OoOo o
O 0000000000 OoOOoO OO
O OO O O0O0OO0O 0000 OoO oo
O OO OO0 O0O 0000 OoO oo
O OO OO0 000000 OoO o o

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-24 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs in-the-hand observation (Week 1 of dosing)

¢8I

Dose (mg/kg) 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1

1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Absent, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-25 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs in-the-hand observation (Week 2 of dosing)

981

Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1

1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Absent, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-26 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 2 of dosing)
Dose (mg/kg) : 100
Male Female

2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-27 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 2 of dosing)
Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

[l Ne e NeNe e N-lNe)
O OO O 0000000 OoO oo
O O O O 0000000 OoO oo
O O O O 0000000 OoO oo
O OO O 0000000 OoO oo
O 0O 000000000 OoOo o
O 0000000000 OoOOoO OO
O OO O O0O0OO0O 0000 OoO oo
O OO OO0 O0O 0000 OoO oo
O OO OO0 000000 OoO o o

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-28 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs in-the-hand observation (Week 2 of dosing)

681

Dose (mg/kg) 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1

1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Absent, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-29 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs in-the-hand observation (Week 3 of dosing)

061

Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1

1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Absent, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-30 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 3 of dosing)
Dose (mg/kg) : 100
Male Female

2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0o 0o 0o o0 o0 0o 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-31 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 3 of dosing)
Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

[l Ne e NeNe e N-lNe)
O OO O 0000000 OoO oo
O O O O 0000000 OoO oo
O O O O 0000000 OoO oo
O OO O 0000000 OoO oo
O 0O 000000000 OoOo o
O 0000000000 OoOOoO OO
O OO O O0O0OO0O 0000 OoO oo
O OO OO0 O0O 0000 OoO oo
O OO OO0 000000 OoO o o

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-32 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs in-the-hand observation (Week 3 of dosing)

€6l

Dose (mg/kg) 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1

1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Absent, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult



B-9244
Appendix 2-33 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs in-the-hand observation (Week 4 of dosing)

vol

Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1

1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Absent, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-34 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 4 of dosing)
Dose (mg/kg) : 100
Male Female

2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-35 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 4 of dosing)
Dose (mg/kg) : 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

[l Ne e NeNe e N-lNe)
O OO O 0000000 OoO oo
O O O O 0000000 OoO oo
O O O O 0000000 OoO oo
O OO O 0000000 OoO oo
O 0O 000000000 OoOo o
O 0000000000 OoOOoO OO
O OO O O0O0OO0O 0000 OoO oo
O OO OO0 O0O 0000 OoO oo
O OO OO0 000000 OoO o o

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-36 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs in-the-hand observation (Week 4 of dosing)

L6l

Dose (mg/kg) 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1

1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Absent, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-37 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 1 of recovery)
Dose (mg/kg) : 0O
Male Female

1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-38 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 1 of recovery)
Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0o 0o 0o o0 o0 0o 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-39 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 2 of recovery)
Dose (mg/kg) : 0O
Male Female

1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0o 0o 0o o0 o0 0o 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-40 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : in-the-hand observation (Week 2 of recovery)
Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed

g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Absent, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-41 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : open field observation (Week 1 of dosing)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 7 4 0 6 6 10 6 3 5 1 3 4 5 6 3 5 10 7 8 2
Defecation count 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

Q000w
oco=Zdooo
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Appendix 2-42

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation (Week 1 of dosing)

B-9244

Dose (mg/kg) : 100
Male Female

2 2 2 2 2 2 2 2 2 2

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 5 3 8 6 1 3 6 5 7 7
Defecation count 0 0 1 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

No/minimal location,

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts
None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness,

Markedly

(more than four)
sive amount

2:

Markedly alert



¥0¢

Appendix 2-43

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation (Week 1 of dosing)

B-9244

Dose (mg/kg) : 300
Male Female

3 3 3 3 3 3 3 3 3 3

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 2 5 4 5 3 2 4 7 3 7
Defecation count 0 2 0 0 1 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

No/minimal location,

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts
None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness,

Markedly

(more than four)
sive amount

2:

Markedly alert
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Appendix 2-44 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : open field observation (Week 1 of dosing)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 4 4 4 8 4 2 8 5 7 2 3 6 11 6 7 6 6 7 8 5
Defecation count 0 0 0 0 0 0 1 0 2 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

Q000w
oco=Zdooo
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Appendix 2-45 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : open field observation (Week 2 of dosing)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 6 5 0 6 1 3 6 1 0 2 6 6 7 10 8 6 6 5 8 7
Defecation count 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

Q000w
oco=Zdooo
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Appendix 2-46

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation (Week 2 of dosing)

B-9244

Dose (mg/kg) : 100
Male Female

2 2 2 2 2 2 2 2 2 2

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 0 6 1 4 3 3 7 5 6 5
Defecation count 0 0 1 0 0 0 0 0 0 0
Urination h) 0 0 0 1 0 0 0 0 0 0

0: Normal, 1: Slight, 2: Moderate, 3:

None, 1: Occasional bouts (up to four), 2: Numerous bouts
None, 1: Small amount, 2: Moderate amount, 3: Large/exces

a)

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location,

f) N: Normal, F: Flattened, H: Hunched

g) 0:

h) 0:

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness,

Markedly

(more than four)
sive amount

2:

Markedly alert



80¢

Appendix 2-47

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation (Week 2 of dosing)

B-9244

Dose (mg/kg) : 300
Male Female

3 3 3 3 3 3 3 3 3 3

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 0 2 4 6 2 5 7 4 5 7
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

No/minimal location,

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts
None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness,

Markedly

(more than four)
sive amount

2:

Markedly alert
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Appendix 2-48 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : open field observation (Week 2 of dosing)
Dose (mg/kg) : 1000
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 8 4 5 8 5 2 3 8 4 2 5 5 10 7 8 5 7 7 9 4
Defecation count 0 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

Q000w
oco=Zdooo
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Appendix 2-49 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : open field observation (Week 3 of dosing)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 4 6 1 7 1 1 1 4 2 2 5 4 3 9 8 7 5 5 7 5
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

Q000w
oco=Zdooo
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Appendix 2-50

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation (Week 3 of dosing)

B-9244

Dose (mg/kg) : 100
Male Female

2 2 2 2 2 2 2 2 2 2

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 5 6 4 2 1 5 6 7 6 4
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe
None, 1: Minor, 2: Moderate, 3: Severe
None, 1: Minor, 2: Moderate, 3: Severe
0: Normal, 1: Slight, 2: Moderate, 3:

bouts (up to four), 2: Numerous bouts

a)

b) 0:

c) 0:

d) 0:

e) U: No/minimal location,

f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional

h) 0:

None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness,

Markedly

(more than four)
sive amount

2:

Markedly alert
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Appendix 2-51

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation (Week 3 of dosing)

B-9244

Dose (mg/kg) : 300
Male Female

3 3 3 3 3 3 3 3 3 3

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 0 5 5 3 5 6 5 5 7 8
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

No/minimal location,

None, 1: Occasional

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

bouts (up to four), 2: Numerous bouts

None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness,

Markedly

(more than four)
sive amount

2:

Markedly alert
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Appendix 2-52

Individual detailed clinical signs

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
open field observation (Week 3 of dosing)

B-9244

Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 7 2 2 6 3 3 5 0 1 4 7 4 7 3 8 2 6 5 8 1
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

No/minimal location, O:

Q000w
oco=Zdooo

None, 1: Small amount, 2:

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

Normal, 1: Slight, 2: Moderate, 3: Markedly
Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts

(up to four), 2: Numerous bouts (more than four)

Moderate amount, 3: Large/excessive amount
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Appendix 2-53 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual detailed clinical signs : open field observation (Week 4 of dosing)
Dose (mg/kg) : 0O
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 5 5 1 6 3 5 6 5 2 3 5 5 9 8 6 8 5 5 3 6
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

Q000w
oco=Zdooo



SIC

Appendix 2-54

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation (Week 4 of dosing)

B-9244

Dose (mg/kg) : 100
Male Female

2 2 2 2 2 2 2 2 2 2

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 4 4 3 0 5 6 7 7 5 6
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

0: Normal, 1: Slight, 2: Moderate, 3:

None, 1: Occasional bouts (up to four), 2: Numerous bouts
None, 1: Small amount, 2: Moderate amount, 3: Large/exces

a)

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location,

f) N: Normal, F: Flattened, H: Hunched

g) 0:

h) 0:

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness,

Markedly

(more than four)
sive amount

2:

Markedly alert
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Appendix 2-55

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation (Week 4 of dosing)

B-9244

Dose (mg/kg) : 300
Male Female

3 3 3 3 3 3 3 3 3 3

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 1 2 3 4 5

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 3 2 8 4 4 7 5 6 4 7
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

No/minimal location,

None, 1: Occasional

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

bouts (up to four), 2: Numerous bouts

None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness,

Markedly

(more than four)
sive amount

2:

Markedly alert



L1T

Appendix 2-56

Individual detailed clinical signs

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
open field observation (Week 4 of dosing)

B-9244

Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 8 4 8 8 7 5 6 7 0 8 4 2 7 7 7 3 3 7 7 6
Defecation count 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

No/minimal location, O:

Q000w
oco=Zdooo

None, 1: Small amount, 2:

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

Normal, 1: Slight, 2: Moderate, 3: Markedly
Normal, F: Flattened, H: Hunched

None, 1: Occasional bouts

(up to four), 2: Numerous bouts (more than four)

Moderate amount, 3: Large/excessive amount
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Appendix 2-57

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs
Dose (mg/kg) : 0O

open field observation

(Week 1 of recovery)

B-9244

Male Female

1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 1 3 4 2 0 6 6 6 6 4
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

No/minimal location,

None, 1: Occasional

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

bouts (up to four), 2: Numerous bouts

None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness, 2: Markedly alert

Markedly

(more than four)
sive amount
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Appendix 2-58

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation

(Week 1 of recovery)

B-9244

Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 3 5 5 1 2 1 9 6 8 3
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 1 0 0 0 0 0 0

No/minimal location,

None, 1: Occasional

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

bouts (up to four), 2: Numerous bouts

None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness, 2: Markedly alert

Markedly

(more than four)
sive amount
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Appendix 2-59

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs
Dose (mg/kg) : 0O

open field observation

(Week 2 of recovery)

B-9244

Male Female

1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 3 5 1 5 1 4 7 3 8 3
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

No/minimal location,

None, 1: Occasional

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

bouts (up to four), 2: Numerous bouts

None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness, 2: Markedly alert

Markedly

(more than four)
sive amount
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Appendix 2-60

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual detailed clinical signs

open field observation

(Week 2 of recovery)

B-9244

Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing count 3 3 5 2 2 2 9 7 6 6
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

No/minimal location,

None, 1: Occasional

Q000w
oco=Zdooo

-2: Unconscious/semi-conscious, -1: Reduced awareness, 0: No
None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

None, 1: Minor, 2: Moderate, 3: Severe

0: Normal, 1: Slight, 2: Moderate, 3:
Normal, F: Flattened, H: Hunched

bouts (up to four), 2: Numerous bouts

None, 1: Small amount, 2: Moderate amount, 3: Large/exces

rmal, 1: Increased alertness, 2: Markedly alert

Markedly

(more than four)
sive amount
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Appendix 2-61

B-9244
2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual manipulative test (Week 4 of dosing)

Dose (mg/kg) : 0O
Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Auditory response a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Approach response b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Touch response c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupillary reflex e) P P P P P P P P P P P P P P P P P P P P

Aerial righting reflex
(Total score) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Landing foot splay (mm) 74 88 58 71 76 53 56 50 63 61 55 47 33 49 47 59 37 63 59 80

-2: None, -1: Weak,

0: Normal, 1: Exaggerate

a)

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
d)
e)

-2: None, -1: Weak,

0: Normal, 1: Exaggerate

P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-62 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual manipulative test (Week

4 of dosing)

B-9244

Dose (mg/kg) 100
Male Female
2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0

1 2 3 4 5 1 2 3 4 5
Auditory response a) 0 0 0 0 0 0 0 0 0 0
Approach response b) 0 0 0 0 0 0 0 0 0 0
Touch response c) 0 0 0 0 0 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0 0 0 0 0 0
Pupillary reflex e) P P P P P P P P P P
Aerial righting reflex
(Total score) 0 0 0 0 0 0 0 0 0 0
Landing foot splay (mm) 41 71 73 106 67 64 69 35 48 49
a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate
b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate
e)

P: Pass, both, F: Failed, neither,

L:

Left pupil responds,

R: Right pupil responds
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Appendix 2-63 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days

Individual manipulative test (Week

4 of dosing)

B-9244

Dose (mg/kg) 300
Male Female
3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0

1 2 3 4 5 1 2 3 4 5
Auditory response a) 0 0 0 0 0 0 0 0 0 0
Approach response b) 0 0 0 0 0 0 0 0 0 0
Touch response c) 0 0 0 0 0 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0 0 0 0 0 0
Pupillary reflex e) P P P P P P P P P P
Aerial righting reflex
(Total score) 0 0 0 0 0 0 0 0 0 0
Landing foot splay (mm) 100 89 53 68 47 55 57 86 23 31
a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate
b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate
e)

P: Pass, both, F: Failed, neither,

L:

Left pupil responds,

R: Right pupil responds
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Appendix 2-64

B-9244
2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual manipulative test (Week 4 of dosing)

Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1
1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9 0
Auditory response a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Approach response b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Touch response c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupillary reflex e) P P P P P P P P P P P P P P P P P P P P

Aerial righting reflex
(Total score) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Landing foot splay (mm) 68 33 61 53 68 92 94 106 52 91 48 53 97 52 96 37 41 84 54 60

-2: None, -1: Weak,

0: Normal, 1: Exaggerate

a)

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
d)
e)

-2: None, -1: Weak,

0: Normal, 1: Exaggerate

P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-65

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual manipulative test (Week 2 of recovery)

B-9244

Dose (mg/kg) : 0O
Male Female

1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Auditory response a) 0 0 0 0 0 0 0 0 0 0
Approach response b) 0 0 0 0 0 0 0 0 0 0
Touch response c) 0 0 0 0 0 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0 0 0 0 0 0
Pupillary reflex e) P P P P P P P P P P

Aerial righting reflex
(Total score) 0 0 0 0 0 0 0 0 0 0
Landing foot splay (mm) 60 83 59 62 93 75 49 76 68 77

-2: None, -1: Weak, 0: Normal, 1: Exaggerate
-1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

-2: None, -1: Weak, 0: Normal, 1: Exaggerate

a)
b)
¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
d)
e)

P: Pass, both, F:

Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-66

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual manipulative test (Week 2 of recovery)

B-9244

Dose (mg/kg) : 1000
Male Female

4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 1 1 1 1 1
Parameter number 0 0 0 0 1 0 0 0 0 1
6 7 8 9 0 6 7 8 9 0
Auditory response a) 0 0 0 0 0 0 0 0 0 0
Approach response b) 0 0 0 0 0 0 0 0 0 0
Touch response c) 0 0 0 0 0 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0 0 0 0 0 0
Pupillary reflex e) P P P P P P P P P P

Aerial righting reflex
(Total score) 0 0 0 0 0 0 0 0 0 0
Landing foot splay (mm) 80 90 54 50 88 40 37 70 76 38

-2: None, -1: Weak, 0: Normal, 1: Exaggerate
-1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

-2: None, -1: Weak, 0: Normal, 1: Exaggerate

a)
b)
¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
d)
e)

P: Pass, both, F:

Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-67 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual grip strength (Week 4 of dosing)
Dose (mg/kg) : 0O

8¢CC

Sex Animal Fore limb Hind limb
number g g
1001 1410 535
1002 1196 562
1003 786 611
1004 1299 510
Male 1005 1175 668
1006 1402 701
1007 1068 387
1008 1335 505
1009 1333 570
1010 1012 490
Mean 1202 554
S.D 199 91
1101 1149 493
1102 1129 530
1103 952 475
1104 1094 404
Female 1105 1157 655
1106 1041 514
1107 883 359
1108 1034 409
1109 1086 611
1110 1145 528
Mean 1067 498
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B-9244
Appendix 2-68 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual grip strength (Week 4 of dosing)
Dose (mg/kg) : 100

Sex Animal Fore limb Hind limb
number g g
2001 908 442
2002 1104 562
Male 2003 1310 564
2004 1257 505
2005 1039 328
Mean 1124 480
S.D 163 99
2101 1264 558
2102 1015 544
Female 2103 1081 389
2104 1153 544
2105 1079 455
Mean 1118 498
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B-9244
Appendix 2-69 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual grip strength (Week 4 of dosing)
Dose (mg/kg) : 300

Sex Animal Fore limb Hind limb
number g g
3001 1094 685
3002 986 493
Male 3003 1250 669
3004 941 417
3005 1289 534
Mean 1112 560
S.D 155 115
3101 1055 415
3102 1250 589
Female 3103 1379 643
3104 1131 441
3105 967 387
Mean 1156 495
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Appendix 2-70 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual grip strength (Week 4 of dosing)
Dose (mg/kg) : 1000

1€¢

Sex Animal Fore limb Hind limb
number g g
4001 1064 598
4002 999 501
4003 1210 537
4004 1210 631
Male 4005 878 464
4006 1272 711
4007 1159 655
4008 1448 551
4009 1244 654
4010 1086 424
Mean 1157 573
S.D 159 93
4101 1064 478
4102 1207 624
4103 1165 427
4104 1074 405
Female 4105 1180 521
4106 1209 614
4107 1113 437
4108 1241 468
4109 1129 465
4110 1028 461
Mean 1141 490
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Appendix 2-71 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual grip strength (Week 2 of recovery)
Dose (mg/kg) : 0O

[4%4

Sex Animal Fore limb Hind limb
number g g9
1006 1334 842
1007 971 566
Male 1008 1304 497
1009 944 641
1010 1033 718
Mean 1117 653
S.D 187 134
1106 1036 580
1107 1021 652
Female 1108 780 649
1109 1074 588
1110 795 390
Mean 941 572
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Appendix 2-72 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual grip strength (Week 2 of recovery)
Dose (mg/kg) : 1000

€ec

Sex Animal Fore limb Hind limb
number g g
4006 1213 715
4007 1409 546
Male 4008 1067 528
4009 1369 673
4010 1331 606
Mean 1278 614
S.D 139 80
4106 1285 727
4107 1124 566
Female 4108 896 416
4109 1303 604
4110 1095 562
Mean 1141 575
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B-9244
Appendix 2-73 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual motor activity (Week 4 of dosing)
Dose (mg/kg) : 0O

Interval (minutes)

Sex ANimal s oot oo oo oo
number 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
1001 406 308 215 18 0 7 954
1002 421 394 443 374 369 342 2343
1003 357 311 223 257 47 87 1282
1004 423 387 368 365 142 23 1708

Male 1005 379 320 234 196 211 164 1504
1006 335 241 403 261 248 181 1669
1007 420 307 260 56 154 234 1431
1008 401 275 357 174 99 14 1320
1009 357 372 265 63 35 97 1189
1010 452 419 383 88 8 11 1361
Mean 395 333 315 185 131 116 1476
S.D 37 57 84 128 119 113 376
1101 249 161 310 37 62 242 1061
1102 180 174 131 54 87 17 643
1103 42 227 257 25 2 1 554
1104 208 9 143 74 32 39 505

Female 1105 263 257 103 196 198 25 1042
1106 370 299 261 69 23 271 1293
1107 329 152 26 2 235 158 902
1108 354 290 195 223 188 151 1401
1109 229 201 3 8 15 8 464
1110 214 24 262 182 2 0 684
Mean 244 179 169 87 84 91 855
S.D 96 100 105 82 89 105 335

Unit : Count
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B-9244
Appendix 2-74 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual motor activity (Week 4 of dosing)
Dose (mg/kg) : 100

Interval (minutes)

Sex ANimal s oot oo oo oo
number 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
2001 416 320 344 275 282 221 1858
2002 463 415 162 28 4 27 1099

Male 2003 434 381 208 0 0 104 1127
2004 458 364 300 320 153 17 1612
2005 395 318 81 8 33 10 845
Mean 433 360 219 126 94 76 1308
S.D 29 41 106 158 122 90 414
2101 264 8 76 336 161 10 855
2102 54 0 22 6 131 62 275

Female 2103 259 251 227 6 5 11 759
2104 269 155 1 3 141 261 830
2105 104 120 274 1 0 103 602
Mean 190 107 120 70 88 89 664
S.D 103 105 123 148 78 103 239
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B-9244
Appendix 2-75 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual motor activity (Week 4 of dosing)
Dose (mg/kg) : 300

Interval (minutes)

Sex ANimal s oot oo oo oo
number 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
3001 468 401 412 147 6 17 1451
3002 459 377 50 2 0 9 897

Male 3003 410 405 365 344 47 11 1582
3004 427 362 167 38 26 7 1027
3005 460 361 253 45 5 10 1134
Mean 445 381 249 115 17 11 1218
S.D 25 21 147 139 20 4 289
3101 313 214 3 0 117 0 647
3102 298 262 5 2 94 224 885

Female 3103 66 86 255 35 10 8 460
3104 321 2717 245 235 164 171 1413
3105 239 233 141 101 7 27 748
Mean 247 214 130 75 78 86 831
S.D 106 76 123 99 69 104 361
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B-9244
Appendix 2-76 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual motor activity (Week 4 of dosing)
Dose (mg/kg) : 1000

Interval (minutes)

Sex ANimal s oot oo oo oo
number 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
4001 412 283 31 24 0 16 766
4002 418 332 242 32 16 16 1056
4003 432 385 243 306 218 191 1775
4004 392 329 261 98 200 29 1309

Male 4005 446 121 5 2 0 0 574
4006 482 241 83 2 17 3 828
4007 503 240 24 14 9 6 796
4008 320 63 9 10 11 4 417
4009 372 322 301 71 12 2 1080
4010 433 258 225 39 1 10 966
Mean 421 257 142 60 48 28 957
S.D 53 99 121 92 85 58 385
4101 429 364 275 86 341 176 1671
4102 367 45 1 149 342 359 1263
4103 299 292 33 0 330 244 1198
4104 105 129 275 411 127 1 1048

Female 4105 104 230 331 49 6 4 724
4106 117 6 4 13 348 124 612
4107 360 199 333 178 115 375 1560
4108 234 202 85 0 218 295 1034
4109 40 92 342 131 256 45 906
4110 386 333 278 242 271 104 1614
Mean 244 189 196 126 235 173 1163
S.D 143 121 146 129 118 140 369

Unit : Count
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Appendix 2-77 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual motor activity (Week 2 of recovery)
Dose (mg/kg) : 0O

Interval (minutes)

Sex ANimal s oot oo oo oo
number 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
1006 271 267 260 159 59 10 1026
1007 320 287 246 201 243 207 1504

Male 1008 389 302 220 197 559 84 1751
1009 280 214 86 14 3 6 603
1010 378 337 161 184 54 14 1128
Mean 328 281 195 151 184 64 1202
S.D 54 46 72 78 229 86 444
1106 384 335 306 218 60 1310
1107 287 2717 258 107 2 0 931

Female 1108 407 160 503 189 231 80 1570
1109 298 201 214 0 2 715
1110 325 151 16 23 4 520
Mean 340 225 259 107 60 18 1009
S.D 53 79 175 97 99 35 429
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B-9244
Appendix 2-78 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats with a Recovery Period for 14 Days
Individual motor activity (Week 2 of recovery)
Dose (mg/kg) : 1000

Interval (minutes)

Sex ANimal s oot oo oo oo
number 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
4006 367 318 221 0 0 3 909
4007 315 259 180 2 18 25 799

Male 4008 238 194 73 0 1 0 506
4009 227 199 162 166 138 7 899
4010 400 137 14 154 10 28 743
Mean 309 221 130 64 33 13 771
S.D 77 69 84 87 59 13 164
4106 244 226 2 314 257 42 1085
4107 320 243 365 190 290 22 1430

Female 4108 364 83 1 290 28 2 768
4109 311 25 122 0 139 0 597
4110 314 168 302 233 136 29 1182
Mean 311 149 158 205 170 19 1012
S.D 43 93 169 125 105 18 332
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Appendix 3 - 1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 21 28 gain
1001 218 272 334 376 416 198
1002 228 276 330 375 410 182
1003 204 250 291 321 346 142
1004 208 257 311 347 384 176
1005 206 261 309 351 382 176
1006 220 279 334 384 405 185
1007 217 282 355 408 456 239
1008 208 256 307 350 384 176
1009 212 268 336 380 427 215
1010 223 268 312 353 384 161
n 10 10 10 10 10 10
Mean 214 267 322 365 399 185
S.D. 8 11 19 25 30 27
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Appendix 3 - 2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Body weight Period : Recovery Day 1-15
Sex : Male Dose : 2-Methylhexane 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 7 14 gain
1006 408 428 458 50
1007 461 492 513 52
1008 387 412 439 52
1009 433 454 468 35
1010 389 418 433 44
n 5 5 5 5
Mean 416 441 462 47
S.D. 31 33 32 7
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Appendix 3 - 3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Body weight Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 100 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 21 28 gain

2001 220 266 317 355 389 169

2002 217 270 325 354 382 165

2003 206 261 312 338 370 164

2004 225 275 328 355 390 165

2005 204 255 301 333 351 147

n 5 5 5 5 5 5
Mean 214 265 317 347 376 162
S.D. 9 8 11 11 16 9
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Appendix 3 - 4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 300 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 21 28 gain
3001 229 286 341 374 400 171
3002 208 260 307 343 376 168
3003 209 250 305 344 375 166
3004 218 273 325 376 410 192
3005 212 260 315 355 381 169
n 5 5 5 5 5 5
Mean 215 266 319 358 388 173
S.D. 9 14 15 16 16 11
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Appendix 3 - 5

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 21 28 gain
4001 202 251 303 348 386 184
4002 227 279 332 365 389 162
4003 211 265 317 343 369 158
4004 221 277 335 379 418 197
4005 215 266 306 324 353 138
4006 208 259 316 350 380 172
4007 208 254 315 352 385 177
4008 218 272 323 364 401 183
4009 220 275 324 344 367 147
4010 206 262 317 352 385 179
n 10 10 10 10 10 10
Mean 214 266 319 352 383 170
S.D. 8 10 10 15 18 18
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Appendix 3 - 6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Body weight Period : Recovery Day 1-15
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 7 14 gain
4006 379 406 434 55
4007 388 411 429 41
4008 404 420 444 40
4009 367 384 407 40
4010 392 412 436 44
n 5 5 5 5
Mean 386 407 430 44
S.D. 14 14 14 6
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Appendix 3 - 7

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 21 28 gain
1101 154 161 196 210 225 71
1102 157 168 195 216 228 71
1103 151 174 187 199 219 68
1104 155 173 181 201 218 63
1105 177 198 222 242 257 80
1106 163 183 197 207 220 57
1107 167 198 208 230 241 74
1108 168 177 203 217 233 65
1109 156 186 211 218 233 77
1110 150 169 183 206 219 69
n 10 10 10 10 10 10
Mean 160 179 198 215 229 70
S.D. 9 12 13 13 12 7
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Appendix 3 - 8 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Body weight Period : Recovery Day 1-15
Sex : Female Dose : 2-Methylhexane 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 7 14 gain
1106 213 230 235 22
1107 243 256 258 15
1108 234 244 254 20
1109 228 247 254 26
1110 224 233 233 9
n 5 5 5 5
Mean 228 242 247 18
S.D. 11 11 12 7
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Appendix 3 - 9

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 100 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 21 28 gain
2101 169 196 220 241 252 83
2102 162 186 205 228 249 87
2103 168 188 203 227 250 82
2104 174 200 224 229 256 82
2105 157 169 197 216 226 69
n 5 5 5 5 5 5
Mean 166 188 210 228 247 81
S.D. 7 12 12 9 12 7
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Appendix 3 - 10

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 300 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 21 28 gain
3101 160 184 198 228 244 84
3102 177 195 227 241 253 76
3103 161 182 203 223 245 84
3104 148 171 196 206 229 81
3105 157 174 181 200 202 45
n 5 5 5 5 5 5
Mean 161 181 201 220 235 74
S.D. 11 9 17 17 20 17
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Appendix 3 - 11

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Body weight Period : Administration Day 1-29
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 21 28 gain
4101 171 189 208 224 228 57
4102 164 184 205 227 244 80
4103 172 192 217 240 244 72
4104 172 187 213 229 242 70
4105 155 177 201 225 231 76
4106 153 171 188 207 224 71
4107 159 173 193 202 217 58
4108 171 196 225 244 250 79
4109 154 163 189 206 219 65
4110 147 168 180 185 202 55
n 10 10 10 10 10 10
Mean 162 180 202 219 230 68
S.D. 9 11 14 18 15 9




54

Appendix 3 - 12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Body weight Period : Recovery Day 1-15
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 7 14 gain
4106 224 227 233 9
4107 215 232 237 22
4108 259 264 273 14
4109 222 215 228 6
4110 196 213 214 18
n 5 5 5 5
Mean 223 230 237 14
S.D. 23 21 22 6
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Appendix 4 - 1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Food consumption

Period : Acclimation Day -1-1, Administration Day 1-29

Study No. : B-9244

Sex : Male Dose : 2-Methylhexane 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 14 21 28
1001 24 25 27 26 25
1002
1003 20 23 23 22 21
1004
1005 23 25 27 27 27
1006
1007 22 25 27 27 25
1008
1009 23 24 26 26 25
1010
n 5 5 5 5 5
Mean 22 24 26 26 25
S.D. 2 1 2 2 2
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Appendix 4 - 2

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Food consumption

Period : Recovery Day 1-15

Study No. : B-9244

Sex : Male Dose : 2-Methylhexane 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14
1006 32 31
1007 30 30
1008
1009 29 30
1010
n 3 3
Mean 30 30
S.D. 2 1
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Appendix 4 - 3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Food consumption Period : Acclimation Day -1-1, Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 14 21 28

2001 25 24 25 23 22

2002

2003 23 24 25 23 23

2004

2005 23 24 24 23 20

n 3 3 3 3 3
Mean 24 24 25 23 22
S.D. 1 0 1 0 2
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Appendix 4 - 4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Food consumption Period : Acclimation Day -1-1, Administration Day 1-29
Sex : Male Dose : 2-Methylhexane 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 14 21 28

3001 23 23 27 26 25

3002

3003 24 24 25 26 25

3004

3005 23 24 26 25 23

n 3 3 3 3 3
Mean 23 24 26 26 24
S.D. 1 1 1 1 1
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Appendix 4 - 5

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Food consumption

Period : Acclimation Day -1-1, Administration Day 1-29

Study No. : B-9244

Sex : Male Dose : 2-Methylhexane 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 14 21 28
4001 23 24 26 26 26
4002
4003 24 26 28 27 27
4004
4005 24 25 26 25 25
4006
4007 24 25 27 27 27
4008
4009 21 26 27 27 25
4010
n 5 5 5 5 5
Mean 23 25 27 26 26
S.D. 1 1 1 1 1
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Appendix 4 - 6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Food consumption Period : Recovery Day 1-15
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14

4006 27 30

4007 30 29

4008

4009 29 29

4010

n 3 3
Mean 29 29
S.D. 2 1
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Appendix 4 - 7

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Food consumption

Period : Acclimation Day -1-1, Administration Day 1-29

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 14 21 28
1101 15 14 15 15 15
1102
1103 14 14 14 15 15
1104
1105 16 16 16 16 17
1106
1107 15 16 16 17 17
1108
1109 13 15 15 17 17
1110
n 5 5 5 5 5
Mean 15 15 15 16 16
S.D. 1 1 1 1 1
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Appendix 4 - 8

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Food consumption

Period : Recovery Day 1-15

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14
1106 18 18
1107 18 18
1108
1109 20 19
1110
n 3 3
Mean 19 18
S.D. 1 1
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Appendix 4 -9

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Food consumption

Period : Acclimation Day -1-1, Administration Day 1-29

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 14 21 28
2101 17 16 17 18 18
2102
2103 18 17 17 18 19
2104
2105 15 14 15 16 15
n 3 3 3 3 3
Mean 17 16 16 17 17
S.D. 2 2 1 1 2
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Appendix 4 - 10

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Food consumption

Period : Acclimation Day -1-1, Administration Day 1-29

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 14 21 28
3101 17 16 16 17 16
3102
3103 14 15 16 16 17
3104
3105 15 15 15 16 14
n 3 3 3 3 3
Mean 15 15 16 16 16
S.D. 2 1 1 1 2
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Appendix 4 - 11

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Food consumption

Period : Acclimation Day -1-1, Administration Day 1-29

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 1 14 21 28
4101 18 17 18 18 18
4102
4103 17 16 18 18 17
4104
4105 15 15 16 17 16
4106
4107 15 16 16 17 17
4108
4109 13 13 14 15 15
4110
n 5 5 5 5 5
Mean 16 15 16 17 17
S.D. 2 2 2 1 1
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Appendix 4 - 12

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Food consumption

Period : Recovery Day 1-15

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14
4106 18 19
4107 20 18
4108
4109 17 17
4110
n 3 3
Mean 18 18
S.D. 2 1
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Appendix 5 - 1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
1001 75 1+ 1+ - - +- 1.020 Y -
1002 8.0 2+ 1+ - - +- 1.025 Y -
1003 >=9.0 1+ 1+ - - +/- 1.020 Y -
1004 6.5 +/- 1+ - - +/- 1.015 Y -
1005 >=9.0 2+ 1+ - +/- +/- 1.015 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
1001 +/- - - - -
1002 +- - - +/- -
1003 +- - - +- -
1004 +/- - - - -
1005 +- - - - -
n 5 5 5 5 5
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Appendix 5 - 2

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Urinalysis

Sex : Male

Stage : Week 4 of dosing
Dose : 2-Methylhexane 0 mg/kg

Species : Rat

Study No. : B-9244

Urine volume

Animal No. mL
1001 9.4
1002 6.4
1003 6.7
1004 4.9
1005 6.3

n 5
Mean 6.7
S.D. 1.6
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Appendix 5 - 3

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Male Dose : 2-Methylhexane 100 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC wBC
gravity
Animal No.
2001 8.5 1+ 1+ - - +- 1.020 Y -
2002 75 2+ 2+ - - +- >=1.030 Y -
2003 85 3+ 2+ - +/- +- 1.025 Y -
2004 6.5 2+ 2+ - - +/- >=1.030 Y -
2005 8.0 2+ 1+ - - +/- 1.025 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
2001 +/- - - - -
2002 +- - - - +/-
2003 +- - - - -
2004 +/- - - - -
2005 +- +/- - - -
n 5 5 5 5 5
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Appendix 5 - 4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Urinalysis Stage : Week 4 of dosing
Sex : Male Dose : 2-Methylhexane 100 mg/kg Species : Rat
Urine volume
Animal No. mL

2001 9.4

2002 55

2003 54

2004 54

2005 9.6

n 5
Mean 71
S.D. 22
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Appendix 5 - 5

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Male Dose : 2-Methylhexane 300 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
3001 8.5 1+ +/- - - +- 1.020 Y -
3002 >=9.0 2+ 2+ 1+ - +- >=1.030 Y -
3003 >=9.0 1+ 1+ - - +/- 1.010 Y -
3004 6.0 1+ 1+ - - +/- >=1.030 Y -
3005 6.5 3+ 1+ - - +/- >=1.030 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
3001 +/- 1+ - - -
3002 +- +/- - +/- -
3003 +- - - - -
3004 +/- - - - -
3005 +- +/- - - -
n 5 5 5 5 5
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Appendix 5 - 6

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Urinalysis

Sex : Male

Stage : Week 4 of dosing
Dose : 2-Methylhexane 300 mg/kg

Species : Rat

Study No. : B-9244

Urine volume

Animal No. mL
3001 221
3002 73
3003 4.2
3004 4.1
3005 6.5

n 5
Mean 8.8
S.D. 7.5
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Appendix 5 - 7

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
4001 6.5 2+ 1+ - - +- >=1.030 Y -
4002 6.5 2+ 1+ - - +- >=1.030 Y -
4003 7.0 +/- +- - - +- 1.015 Y -
4004 7.0 2+ 1+ - - +/- >=1.030 Y -
4005 5.5 2+ 1+ - - +/- >=1.030 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
4001 +/- +/- - - -
4002 +- 1+ - - -
4003 +- +/- - - -
4004 +/- 1+ - +/- -
4005 +- +/- - - -
n 5 5 5 5 5
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Appendix 5 - 8

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Urinalysis

Sex : Male

Stage : Week 4 of dosing
Dose : 2-Methylhexane 1000 mg/kg

Species : Rat

Study No. : B-9244

Urine volume

Animal No. mL
4001 6.5
4002 13.9
4003 10.4
4004 71
4005 4.6

n 5
Mean 8.5
S.D. 3.7




Appendix 5 - 9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Urinalysis Stage : Week 2 of recovery
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
1006 8.5 1+ 1+ - - +- 1.015 Y -
1007 8.5 +/- +/- - - +- 1.015 Y -
1008 8.5 - 1+ - - +/- 1.010 Y -
1009 8.5 2+ 1+ - - +/- 1.015 Y -
1010 8.5 1+ 1+ - - +/- 1.010 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
1006 +/- - - - -
1007 +- - - +/- -
1008 +- - - - -
1009 +/- - - +/- -
1010 +- - - +- -
n 5 5 5 5 5

LT
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Appendix 5 - 10

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Urinalysis
Sex : Male

Stage : Week 2 of recovery
Dose : 2-Methylhexane 0 mg/kg

Species : Rat

Study No. : B-9244

Urine volume

Animal No. mL
1006 9.9
1007 17.3
1008 9.4
1009 121
1010 8.5

n 5
Mean 1.4
S.D. 35
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Appendix 5 - 11

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 2 of recovery
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
4006 8.5 +/- 1+ - - +- 1.015 Y -
4007 8.5 1+ 1+ - - +- 1.020 Y -
4008 7.5 1+ 1+ - - +- >=1.030 Y -
4009 8.5 1+ 1+ - - +/- 1.015 Y -
4010 8.0 1+ 2+ - - +/- >=1.030 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
4006 +/- - - - -
4007 +- - - - -
4008 +- - - - -
4009 +/- - - +/- -
4010 +- - - - -
n 5 5 5 5 5
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Appendix 5 - 12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Urinalysis Stage : Week 2 of recovery
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Urine volume
Animal No. mL
4006 18.4
4007 121
4008 9.2
4009 9.6
4010 6.5
n 5
Mean 11.2
S.D. 4.5
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Appendix 5 - 13

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
1101 7.0 2+ 1+ - - +- >=1.030 Y -
1102 7.0 +/- +/- - - +- 1.025 Y -
1103 85 +/- - - - +- 1.015 Y -
1104 8.0 1+ - - - +/- 1.025 Y -
1105 >=9.0 +/- +/- - - +/- 1.015 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
1101 +/- - - - -
1102 +- - - - -
1103 +- - - - -
1104 +/- - - - -
1105 +- - - - -
n 5 5 5 5 5
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Appendix 5 - 14 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

Study No. : B-9244
with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
Urine volume
Animal No. mL
1101 29
1102 26
1103 43
1104 35
1105 10.3
n 5
Mean 4.7
S.D. 3.2
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Appendix 5 - 15

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Female Dose : 2-Methylhexane 100 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
2101 6.5 1+ +/- 1+ - +- >=1.030 Y -
2102 >=9.0 2+ 1+ 1+ - +- 1.015 Y -
2103 85 - - - - +/- 1.015 Y -
2104 6.0 2+ 1+ - - +/- >=1.030 Y -
2105 6.0 +/- +/- - - +/- 1.025 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
2101 +/- - - - -
2102 +- - - +/- -
2103 +- - - - -
2104 +/- - - - -
2105 +- - - - -
n 5 5 5 5 5
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Appendix 5 - 16 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing
Sex : Female Dose : 2-Methylhexane 100 mg/kg Species : Rat
Urine volume
Animal No. mL
2101 54
2102 4.0
2103 7.9
2104 3.3
2105 2.1
n 5
Mean 4.5
S.D. 22
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Appendix 5 - 17

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Female Dose : 2-Methylhexane 300 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
3101 >=9.0 +/- - - - +- 1.010 Y -
3102 8.0 - - - - +- 1.010 Y -
3103 6.5 +/- +- - - +- 1.020 Y -
3104 7.0 +/- +/- - - +/- 1.015 Y -
3105 8.5 - - - - +/- 1.020 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
3101 +/- - - - -
3102 +- - - - -
3103 +- - - - -
3104 +/- - - - -
3105 +- - - - -
n 5 5 5 5 5




Appendix 5 - 18 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

I8¢

Urinalysis Stage : Week 4 of dosing
Sex : Female Dose : 2-Methylhexane 300 mg/kg Species : Rat
Urine volume
Animal No. mL
3101 5.3
3102 35
3103 4.8
3104 4.0
3105 4.4
n 5
Mean 4.4
S.D. 0.7
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Appendix 5 - 19

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 4 of dosing
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
4101 7.0 - - - - +/- <=1.005 Y -
4102 8.5 +/- - - - +- 1.015 Y -
4103 8.0 +/- +- - - +- 1.025 Y -
4104 6.0 1+ 1+ - - +/- >=1.030 Y -
4105 75 +/- +/- - - +/- 1.020 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
4101 +/- - - - -
4102 +- - - - -
4103 +- - - - -
4104 +/- - - - -
4105 +- - - - -
n 5 5 5 5 5
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Appendix 5 - 20 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Urinalysis Stage : Week 4 of dosing
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Urine volume
Animal No. mL
4101 35
4102 11.0
4103 6.4
4104 27
4105 4.1
n 5
Mean 5.5
S.D. 33
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Appendix 5 - 21

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 2 of recovery
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
1106 8.5 - - - - +/- 1.010 Y -
1107 8.5 - - - - +/- 1.015 Y -
1108 85 - - - - +- 1.010 Y -
1109 8.5 - - - - +/- 1.010 Y -
1110 8.5 - +/- - - +/- 1.015 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
1106 +/- - - - -
1107 +- - - +/- -
1108 +- - - - -
1109 +/- - - - -
1110 +- - - +- -
n 5 5 5 5 5
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Appendix 5 - 22 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Urinalysis Stage : Week 2 of recovery
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
Urine volume
Animal No. mL
1106 10.5
1107 14.1
1108 3.4
1109 9.7
1110 4.6
n 5
Mean 8.5
S.D. 4.4
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Appendix 5 - 23

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Study No. : B-9244

Urinalysis Stage : Week 2 of recovery
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
pH Protein Ketones Glucose Occult blood  Urobilinogen Bilirubin Specific Color RBC WBC
gravity
Animal No.
4106 8.5 - - - - +/- 1.010 Y -
4107 8.5 - - - - +/- 1.015 Y -
4108 85 - - - - +- 1.010 Y -
4109 8.0 1+ +/- - - +/- 1.025 Y -
4110 8.5 - - - - +/- 1.010 Y -
n 5 5 5 5 5 5 5 5 5
Squamous Small round Cast Crystal Crystal
epithelial cells  epithelial cells phosphate salts  calcium oxalate
Animal No.
4106 +/- - - - -
4107 +- - - - -
4108 +- - - - -
4109 +- - - +/- -
4110 +- - - - -
n 5 5 5 5 5
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Appendix 5 - 24 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Urinalysis Stage : Week 2 of recovery
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Urine volume
Animal No. mL
4106 8.9
4107 7.8
4108 45
4109 8.2
4110 8.4
n 5
Mean 7.6
S.D. 1.8
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Appendix 5 - 25 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Urinalysis

Species : Rat

Study No. : B-9244

Protein) -:Negative, +/-:15, 1+:30, 2+:100, 3+2>300 mg/dL

Ketones) -:Negative, +/-:5, 1+:15, 2+:40, 3+:80 mg/dL

Glucose) -:Negative, 1+:100, 2+:250, 3+:500, 4+>1000 mg/dL

Occult blood) -:Negative, +/-:0.015, 1+:0.062, 2+:0.135, 3+:0.405 mg/dL
Urobilinogen) +/-:0.1-1.0, 1+:2.0, 2+:4.0, 3+:>8.0 Ehrlich U/dL

Bilirubin) -:Negative, 1+:0.8, 2+:1.6, 3+:3.2 mg/dL

Color) LY:Light yellow, Y:Yellow, DY:Dark yellow, Other:Other color, RB:Reddish brown
RBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

WBC) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Squamous epithelial cells) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Small round epithelial cells) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Cast) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe

Crystal phosphate salts) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
Crystal calcium oxialate) -:Negative, +/-:Slight, 1+:Mild, 2+:Moderate, 3+:Severe
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Appendix 6 - 1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Hematology Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

1001 115.8 828 16.4 48.3 58.3 19.9 34.0 11.8 118.6 222.6 19.3
1002 110.6 749 14.7 42.3 56.4 19.6 34.7 11.7 120.5 215.2 15.4
1003 57.6 811 16.2 475 58.5 19.9 341 11.8 118.3 167.5 9.9
1004 82.2 807 15.3 45.1 55.9 18.9 33.8 12.0 132.6 239.9 18.6
1005 128.0 840 15.6 47.2 56.2 18.6 33.1 111 1171 187.7 275

n 5 5 5 5 5 5 5 5 5 5 5
Mean 98.8 807 15.6 46.1 57.1 19.4 33.9 11.7 1214 206.6 18.1
S.D. 28.5 35 0.7 24 1.2 0.6 0.6 0.3 6.4 28.8 6.4

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

1001 90.1 29 1.3 0.3 1.9
1002 911 2.4 0.5 0.2 1.0
1003 455 1.1 0.6 0.1 0.3
1004 61.4 1.2 0.5 0.1 0.5
1005 96.2 2.6 0.7 0.2 0.8

n 5 5 5 5 5
Mean 76.9 2.0 0.7 0.2 0.9
S.D. 22.2 0.8 0.3 0.1 0.6
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Appendix 6 - 2

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Hematology Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 100 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

2001 106.3 763 15.2 44.4 58.2 19.9 341 124 124.8 207.4 19.6
2002 1241 786 16.2 47.2 60.1 20.7 34.4 11.8 104.7 193.9 21.4
2003 77.2 789 15.8 455 57.7 20.1 34.8 11.8 118.3 180.4 17.9
2004 96.1 821 16.1 47.5 57.9 19.6 33.8 11.7 101.1 183.1 13.8
2005 82.8 857 16.6 48.4 56.5 19.4 34.3 11.5 101.8 182.2 16.9

n 5 5 5 5 5 5 5 5 5 5 5
Mean 97.3 803 16.0 46.6 58.1 19.9 343 11.8 110.1 189.4 17.9
S.D. 18.8 36 0.5 1.6 1.3 0.5 0.4 0.3 10.8 11.4 29

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

2001 82.0 24 14 0.2 0.8
2002 98.6 25 0.7 0.1 0.8
2003 56.0 1.5 1.1 0.1 0.6
2004 79.5 1.4 0.7 0.1 0.5
2005 63.0 1.6 0.6 0.1 0.5

n 5 5 5 5 5
Mean 75.8 1.9 0.9 0.1 0.6
S.D. 16.8 0.5 0.3 0.0 0.2
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Appendix 6 - 3

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Hematology Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 300 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

3001 124.7 808 15.4 453 56.0 191 341 11.7 131.1 168.5 243
3002 100.0 811 15.7 46.5 57.4 19.3 33.7 11.9 106.6 168.8 19.6
3003 70.3 789 15.3 459 58.1 19.4 33.4 11.4 125.3 191.3 12.2
3004 88.1 762 14.7 43.3 56.7 19.2 33.9 11.6 112.3 200.9 171
3005 97.2 785 15.8 46.7 59.5 20.2 33.9 11.9 93.5 213.8 15.0

n 5 5 5 5 5 5 5 5 5 5 5
Mean 96.1 791 15.4 455 57.5 19.4 33.8 11.7 113.8 188.7 17.6
S.D. 19.8 20 0.4 14 1.3 0.4 0.3 0.2 15.0 19.9 4.6

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

3001 93.9 3.2 14 0.2 1.6
3002 771 1.6 0.9 0.1 0.7
3003 56.1 0.9 0.5 0.1 0.7
3004 67.7 1.6 0.8 0.2 0.6
3005 78.9 14 0.7 0.1 1.0

n 5 5 5 5 5
Mean 74.7 1.7 0.9 0.1 0.9
S.D. 14.0 0.9 0.3 0.1 0.4
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Appendix 6 - 4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Hematology Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

4001 113.4 751 15.5 45.8 60.9 20.6 33.9 11.9 109.8 227.7 18.1
4002 111.9 848 16.5 48.8 57.6 19.4 33.7 11.3 1241 194.9 29.1
4003 141.5 791 15.6 455 57.5 19.7 343 115 123.8 163.0 33.6
4004 97.4 741 15.4 45.7 61.8 20.9 33.8 11.8 114.5 210.4 13.3
4005 113.0 792 15.7 45.6 57.6 19.8 34.4 12.2 131.2 174.0 26.0

n 5 5 5 5 5 5 5 5 5 5 5
Mean 115.4 785 15.7 46.3 59.1 20.1 34.0 11.7 120.7 194.0 24.0
S.D. 16.0 42 0.4 14 2.1 0.6 0.3 0.4 8.5 26.3 8.2

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

4001 92.0 1.6 0.5 0.1 1.2
4002 77.3 3.2 0.6 0.2 15
4003 104.0 2.1 0.9 0.3 0.8
4004 81.1 1.5 0.7 0.2 0.7
4005 82.1 2.2 1.2 0.2 1.3

n 5 5 5 5 5
Mean 87.3 21 0.8 0.2 1.1
S.D. 10.8 0.7 0.3 0.1 0.3




Appendix 6 - 5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Hematology Stage : End of recovery
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

1006 97.3 793 15.1 44.0 55.5 191 34.4 1.7 111.3 179.0 18.5
1007 775 771 15.4 451 58.4 19.9 341 11.6 100.3 185.7 17.2
1008 87.8 830 15.3 458 55.2 18.5 33.4 115 106.5 225.6 15.7
1009 86.5 816 15.5 45.5 55.8 19.0 341 11.7 92.2 236.1 259
1010 91.9 818 15.8 45.4 55.5 19.3 34.9 12.0 107.5 215.8 9.7

n 5 5 5 5 5 5 5 5 5 5 5
Mean 88.2 806 15.4 452 56.1 19.2 34.2 11.7 103.6 208.4 17.4
S.D. 7.3 24 0.3 0.7 1.3 0.5 0.5 0.2 7.5 25.0 5.8

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

1006 74.8 21 0.9 0.1 1.0
1007 55.9 2.4 1.5 0.1 0.4
1008 68.8 1.3 1.3 0.1 0.6
1009 57.0 1.3 15 0.1 0.7
1010 79.7 0.8 0.9 0.2 0.8

n 5 5 5 5 5
Mean 67.2 1.6 1.2 0.1 0.7
S.D. 10.6 0.7 0.3 0.0 0.2
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Appendix 6 - 6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Hematology Stage : End of recovery
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

4006 70.5 827 15.4 44.6 53.9 18.6 34.5 11.5 106.4 168.8 13.3
4007 76.3 829 15.9 46.4 56.0 19.2 34.2 11.4 130.6 217.6 9.8
4008 123.8 802 15.5 445 55.5 19.3 348 11.9 99.3 188.0 18.0
4009 73.0 828 14.5 43.1 52.1 17.5 33.6 12.3 128.3 158.3 8.1
4010 124.3 775 15.2 441 56.9 19.6 34.4 11.5 98.9 215.8 235

n 5 5 5 5 5 5 5 5 5 5 5
Mean 93.6 812 15.3 44.5 54.9 18.8 343 11.7 112.7 189.7 14.5
S.D. 27.9 24 0.5 1.2 1.9 0.8 0.4 0.4 15.6 26.9 6.3

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

4006 54.5 1.8 0.6 0.0 0.3
4007 62.6 21 0.8 0.1 0.9
4008 100.7 2.0 1.1 0.3 1.7
4009 62.8 0.9 0.8 0.0 0.4
4010 94.3 4.4 0.8 0.2 1.1

n 5 5 5 5 5
Mean 75.0 2.2 0.8 0.1 0.9
S.D. 21.0 1.3 0.2 0.1 0.6
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Appendix 6 - 7 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Hematology Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

1101 59.9 733 14.9 41.4 56.5 20.3 36.0 11.8 135.0 160.5 8.1
1102 72.5 799 15.5 44.4 55.6 19.4 34.8 11.0 112.7 161.5 141
1103 72.5 748 14.9 42.7 57.1 19.8 34.7 10.9 112.5 166.0 129
1104 59.7 746 14.8 43.3 58.1 19.9 34.2 10.8 111.5 176.7 14.8
1105 49.7 733 14.1 40.6 55.4 19.3 34.8 10.4 124.3 131.8 6.4

n 5 5 5 5 5 5 5 5 5 5 5
Mean 62.9 752 14.8 42.5 56.5 19.7 34.9 11.0 119.2 159.3 11.3
S.D. 9.7 27 0.5 15 1.1 0.4 0.7 0.5 10.3 16.7 3.8

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

1101 48.6 1.4 14 0.1 0.3
1102 545 1.6 1.3 0.2 0.8
1103 56.0 1.7 0.9 0.0 1.0
1104 425 1.3 0.7 0.1 0.3
1105 41.3 0.8 0.7 0.0 0.5

n 5 5 5 5 5
Mean 48.6 1.4 1.0 0.1 0.6
S.D. 6.7 0.4 0.3 0.1 0.3
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Appendix 6 - 8 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Hematology Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 100 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL
2101 M7 733 14.2 41.2 56.2 19.4 344 11.0 126.1 165.5 72
2102 64.5 804 15.3 44.2 55.0 19.0 346 111 115.8 163.7 6.1
2103 77.0 730 14.9 425 58.2 20.5 352 11.0 93.7 180.4 14.0
2104 48.6 776 14.6 414 53.4 18.8 352 111 109.8 118.5 74
2105 89.0 760 15.3 43.4 57.2 20.2 35.3 10.8 119.1 125.2 6.1
n 5 5 5 5 5 5 5 5 5 5 5
Mean 70.2 761 14.9 425 56.0 19.6 349 11.0 112.9 150.7 8.2
S.D. 15.0 31 0.5 1.3 1.9 0.7 0.4 0.1 12.2 27.2 3.3
LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL
2101 62.4 1.0 0.4 0.0 0.6
2102 54.6 1.8 1.3 0.1 0.6
2103 60.4 1.3 0.7 0.1 0.5
2104 39.1 1.1 0.6 0.1 0.4
2105 78.7 23 0.9 0.2 0.6
n 5 5 5 5 5
Mean 59.0 1.5 0.8 0.1 0.5
S.D. 14.3 0.5 0.3 0.1 0.1
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Appendix 6 - 9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Hematology Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 300 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL
3101 60.3 729 14.8 42.7 58.6 20.3 347 11.4 117.3 166.0 75
3102 51.7 710 14.3 40.7 57.3 20.1 35.1 111 126.7 171.9 6.8
3103 41.0 714 14.0 39.9 55.9 19.6 35.1 11.2 105.2 157.4 4.8
3104 51.0 747 14.7 42.2 56.5 19.7 34.8 111 135.2 181.6 13.0
3105 66.0 786 15.0 43.0 54.7 19.0 34.8 10.5 106.0 114.7 8.2
n 5 5 5 5 5 5 5 5 5 5 5
Mean 54.0 737 14.6 41.7 56.6 19.7 349 111 118.1 158.3 8.1
S.D. 9.6 31 0.4 1.3 1.5 0.5 0.2 0.3 13.0 25.9 3.0
LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL
3101 50.6 0.9 0.8 0.0 0.4
3102 43.4 0.5 0.6 0.1 0.3
3103 347 0.5 0.5 0.1 0.4
3104 36.1 0.7 0.9 0.0 0.2
3105 55.9 0.9 0.5 0.1 0.3
n 5 5 5 5 5
Mean 441 0.7 0.7 0.1 0.3
S.D. 9.1 0.2 0.2 0.1 0.1
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Appendix 6 - 10

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Hematology Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

4101 724 764 15.2 43.2 56.5 19.9 35.3 11.0 107.5 143.0 7.6
4102 34.8 749 14.8 42.2 56.3 19.7 35.0 10.9 109.3 184.4 6.9
4103 7.7 700 14.2 39.5 56.4 20.3 36.0 10.7 111.9 122.6 275
4104 60.4 740 14.6 40.5 54.7 19.8 36.2 11.3 116.8 132.8 7.2
4105 52.6 725 14.8 41.6 57.4 20.4 35.5 10.9 132.3 110.4 8.6

n 5 5 5 5 5 5 5 5 5 5 5
Mean 59.6 736 14.7 414 56.3 20.0 35.6 11.0 115.6 138.6 11.6
S.D. 17.0 24 0.4 14 1.0 0.3 0.5 0.2 10.0 28.3 8.9

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

4101 60.9 1.7 1.1 0.1 0.9
4102 26.5 0.5 0.6 0.0 0.3
4103 46.8 2.0 0.7 0.1 0.7
4104 50.2 1.3 1.2 0.1 0.5
4105 41.1 1.1 1.5 0.1 0.3

n 5 5 5 5 5
Mean 451 1.3 1.0 0.1 0.5
S.D. 12.7 0.6 0.4 0.0 0.3




Appendix 6 - 11 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Hematology Stage : End of recovery
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

1106 66.6 756 14.8 411 54.3 19.6 36.0 10.8 97.7 159.0 9.8
1107 111.0 782 14.8 41.5 53.0 19.0 35.8 11.3 107.8 129.3 5.9
1108 92.6 780 14.9 42.0 53.8 19.1 35.4 11.7 104.3 2239 15.4
1109 51.5 726 14.5 42.0 57.8 20.0 34.6 11.5 113.5 1711 6.0
1110 68.9 782 14.6 421 53.8 18.6 34.6 11.1 105.5 2124 71

n 5 5 5 5 5 5 5 5 5 5 5
Mean 78.1 765 14.7 41.7 54.5 19.3 35.3 11.3 105.8 1791 8.8
S.D. 23.5 25 0.2 0.4 1.9 0.5 0.7 0.3 5.7 38.9 4.0

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

1106 53.6 1.8 0.7 0.0 0.6
1107 100.1 25 0.8 0.2 1.4
1108 731 2.0 1.3 0.2 0.5
1109 42.6 1.5 0.7 0.0 0.7
1110 58.1 14 1.6 0.1 0.6

n 5 5 5 5 5
Mean 65.5 1.8 1.0 0.1 0.8
S.D. 22.2 0.4 0.4 0.1 0.4
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Appendix 6 - 12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Hematology Stage : End of recovery
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
wBC RBC HGB HCT MCV MCH MCHC RDW PLT Retic NEUT
Animal No. 104/l 10*/uL g/dL % L pg g/dL % 10%/uL 10%/L 10%/uL

4106 105.6 823 15.4 43.1 52.4 18.7 35.7 10.8 135.4 150.5 7.8
4107 70.0 794 14.5 41.3 52.0 18.2 35.0 11.2 129.6 133.8 71
4108 35.2 762 14.7 4.7 54.8 19.3 353 11.3 105.0 188.6 5.1
4109 38.3 756 14.7 423 56.0 19.4 34.7 12.0 102.6 2181 57
4110 51.8 741 14.9 40.9 55.1 20.0 36.4 10.9 104.7 104.8 7.2

n 5 5 5 5 5 5 5 5 5 5 5
Mean 60.2 775 14.8 41.9 54.1 19.1 35.4 11.2 115.5 1569.2 6.6
S.D. 28.9 33 0.3 0.9 1.8 0.7 0.7 0.5 15.7 44.8 1.1

LYMP MONO EOS BASO LUC
Animal No. 10%/pL 10%/pL 10%/pL 10%/pL 10%/pL

4106 91.3 3.7 1.3 0.2 1.3
4107 60.0 1.3 1.0 0.2 0.5
4108 27.7 1.6 0.5 0.0 0.2
4109 31.2 0.5 0.6 0.0 0.2
4110 41.6 1.7 1.0 0.1 0.3

n 5 5 5 5 5
Mean 50.4 1.8 0.9 0.1 0.5
S.D. 26.1 1.2 0.3 0.1 0.5
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Appendix 7 - 1

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Coagulation tests

Stage : End of dosing

Study No. : B-9244

Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

1001 9.6 15.6 391
1002 9.3 16.9 362
1003 11.4 17.3 364
1004 10.4 16.7 384
1005 11.8 19.0 403

n 5 5 5
Mean 10.5 171 381
S.D. 1.1 1.2 18
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Appendix 7 - 2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Coagulation tests Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 100 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

2001 9.9 17.3 329

2002 1.7 18.3 358

2003 10.6 15.2 391

2004 10.6 15.9 417

2005 14.4 18.0 373

n 5 5 5
Mean 114 16.9 374
S.D. 1.8 1.3 33
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Appendix 7 - 3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Coagulation tests Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 300 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

3001 10.7 16.8 367

3002 1.7 18.4 397

3003 9.1 15.1 381

3004 10.1 17.0 350

3005 10.9 16.9 418

n 5 5 5
Mean 10.5 16.8 383
S.D. 1.0 1.2 26




¥0€

Appendix 7 - 4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of dosing

Study No. : B-9244

Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

4001 10.5 16.6 434
4002 115 18.7 440
4003 10.7 17.4 378
4004 9.6 15.2 403
4005 121 18.3 371

n 5 5 5
Mean 10.9 17.2 405
S.D. 1.0 1.4 31
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Appendix 7 - 5

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of recovery

Study No. : B-9244

Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

1006 18.9 214 415
1007 10.1 15.7 376
1008 9.9 17.3 370
1009 9.5 17.7 399
1010 11.2 171 414

n 5 5 5
Mean 11.9 17.8 395
S.D. 4.0 21 21
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Appendix 7 - 6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Coagulation tests Stage : End of recovery
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

4006 10.5 15.7 432

4007 114 18.9 425

4008 10.9 17.3 401

4009 9.9 16.0 375

4010 10.4 16.7 383

n 5 5 5
Mean 10.6 16.9 403
S.D. 0.6 1.3 25
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Appendix 7 - 7

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of dosing

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

1101 8.5 12.8 290
1102 85 12.3 307
1103 8.1 13.7 284
1104 9.0 14.7 302
1105 8.3 15.7 268

n 5 5 5
Mean 85 13.8 290
S.D. 0.3 1.4 15
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Appendix 7 - 8

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Coagulation tests

Stage : End of dosing

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 100 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

2101 8.9 16.4 323
2102 9.0 13.7 285
2103 8.9 13.0 296
2104 9.1 14.9 269
2105 9.2 11.2 311

n 5 5 5
Mean 9.0 13.8 297
S.D. 0.1 2.0 21
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Appendix 7 - 9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days
Coagulation tests Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 300 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

3101 8.6 14.9 268

3102 8.6 16.6 320

3103 8.9 13.2 299

3104 8.9 15.3 293

3105 8.3 15.4 268

n 5 5 5
Mean 8.7 15.1 290
S.D. 0.3 1.2 22
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Appendix 7 - 10

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of dosing

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

4101 8.4 14.9 307
4102 9.3 13.9 308
4103 8.8 141 317
4104 9.0 15.5 326
4105 8.5 13.3 284

n 5 5 5
Mean 8.8 14.3 308
S.D. 0.4 0.9 16
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Appendix 7 - 11

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of recovery

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

1106 8.6 15.0 229
1107 9.2 14.9 251
1108 9.7 13.0 322
1109 9.6 15.6 254
1110 8.8 10.3 291

n 5 5 5
Mean 9.2 13.8 269
S.D. 0.5 2.2 37
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Appendix 7 - 12

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Coagulation tests

Stage : End of recovery

Study No. : B-9244

Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
PT APTT FIB
Animal No. s S mg/dL

4106 8.9 14.9 269
4107 8.9 12.5 283
4108 83 11.9 275
4109 8.8 15.6 294
4110 94 16.0 250

n 5 5 5
Mean 8.9 14.2 274
S.D. 04 1.9 16
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Appendix 8 - 1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Blood chemistry Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

1001 55 39 40 807 0 82 83 134 0.1 163 20
1002 55 27 46 534 0 66 76 111 0.1 121 16
1003 57 29 46 491 0 49 36 83 0.1 108 9
1004 60 34 46 394 0 73 73 118 0.1 123 11
1005 55 44 41 540 0 67 119 119 0.1 147 22

n 5 5 5 5 5 5 5 5 5 5 5
Mean 56 35 44 553 0 67 77 113 0.1 132 16
S.D. 2 7 3 153 0 12 30 19 0.0 22 6

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

1001 0.30 144 43 105 10.9 9.0 6.4 3.6 1.3 54.2
1002 0.24 146 3.3 104 111 71 6.2 3.3 1.1 26.0
1003 0.21 146 35 106 10.5 7.2 5.8 33 1.3 15.8
1004 0.25 144 35 104 11.0 8.0 6.2 34 1.2 21.8
1005 0.26 144 4.0 105 11.2 8.2 6.3 3.6 1.3 33.4

n 5 5 5 5 5 5 5 5 5 5
Mean 0.25 145 3.7 105 10.9 7.9 6.2 3.4 1.2 30.2
S.D. 0.03 1 0.4 1 0.3 0.8 0.2 0.2 0.1 14.8




Appendix 8 - 2 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Blood chemistry Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 100 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

2001 79 38 84 605 0 74 72 120 0.1 157 13
2002 64 35 43 649 0 57 41 101 0.1 115 17
2003 66 38 48 922 0 65 75 108 0.1 118 14
2004 55 28 32 747 0 63 31 97 0.1 113 13
2005 56 31 41 548 0 70 64 114 0.1 114 10

n 5 5 5 5 5 5 5 5 5 5 5
Mean 64 34 50 694 0 66 57 108 0.1 123 13
S.D. 10 4 20 147 0 7 20 9 0.0 19 3

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

2001 0.24 144 4.0 105 10.7 6.9 6.0 34 1.3 49.8
2002 0.28 145 35 104 10.6 8.0 6.6 3.7 1.3 26.0
2003 0.27 145 3.6 105 111 8.3 6.2 35 1.3 491
2004 0.20 144 34 104 11.3 7.9 6.3 34 1.2 30.4
2005 0.24 146 34 105 10.7 7.0 6.3 35 1.3 20.1

n 5 5 5 5 5 5 5 5 5 5
Mean 0.25 145 3.6 105 10.9 7.6 6.3 35 1.3 35.1
S.D. 0.03 1 0.2 1 0.3 0.6 0.2 0.1 0.0 13.6
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Appendix 8 - 3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Blood chemistry Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 300 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

3001 71 43 48 651 0 62 63 104 0.1 117 19
3002 54 27 34 680 0 54 54 90 0.0 127 17
3003 54 31 36 580 0 84 40 115 0.1 134 14
3004 57 33 42 586 0 62 76 103 0.0 117 19
3005 58 21 34 793 0 62 58 98 0.0 102 13

n 5 5 5 5 5 5 5 5 5 5 5
Mean 59 31 39 658 0 65 58 102 0.0 119 16
S.D. 7 8 6 87 0 11 13 9 0.1 12 3

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

3001 0.31 145 3.6 104 111 7.6 6.3 35 1.3 451
3002 0.27 146 3.8 104 10.5 7.6 6.1 35 1.3 15.3
3003 0.31 145 3.6 105 10.5 75 6.2 33 1.1 71
3004 0.29 144 3.9 104 10.7 75 6.0 34 1.3 29.2
3005 0.22 147 3.6 106 11.1 7.9 6.2 3.3 1.1 5.5

n 5 5 5 5 5 5 5 5 5 5
Mean 0.28 145 3.7 105 10.8 7.6 6.2 3.4 1.2 20.4
S.D. 0.04 1 0.1 1 0.3 0.2 0.1 0.1 0.1 16.7
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Appendix 8 - 4 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Blood chemistry Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

4001 53 31 47 574 0 99 35 132 0.1 97 14
4002 58 39 59 572 0 67 35 105 0.0 105 20
4003 82 47 74 601 0 76 10 118 0.1 101 14
4004 54 26 47 493 0 90 30 126 0.1 94 12
4005 72 40 43 606 0 62 11 95 0.1 85 14

n 5 5 5 5 5 5 5 5 5 5 5
Mean 64 37 54 569 0 79 24 115 0.1 96 15
S.D. 13 8 13 45 0 16 13 15 0.0 8 3

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

4001 0.24 146 34 104 11.3 7.8 6.5 35 1.2 434
4002 0.27 146 35 103 11.3 7.6 6.8 35 1.1 19.2
4003 0.26 145 35 104 114 6.8 6.8 3.6 1.1 101.7
4004 0.22 145 36 103 11.6 7.2 6.8 35 1.1 437
4005 0.24 145 35 103 11.9 7.7 6.6 3.6 1.2 28.9

n 5 5 5 5 5 5 5 5 5 5
Mean 0.25 145 35 103 11.5 7.4 6.7 35 1.1 47.4
S.D. 0.02 1 0.1 1 0.3 0.4 0.1 0.1 0.1 32.1
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Appendix 8 - 5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Blood chemistry Stage : End of recovery
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

1006 63 36 49 348 0 57 51 95 0.1 150 23
1007 61 35 39 664 0 78 147 150 0.1 175 17
1008 60 36 41 483 0 83 68 136 0.1 138 20
1009 54 34 35 611 0 55 58 101 0.1 150 16
1010 63 37 43 563 0 65 30 101 0.1 142 22

n 5 5 5 5 5 5 5 5 5 5 5
Mean 60 36 41 534 0 68 71 117 0.1 151 20
S.D. 4 1 5 123 0 12 45 25 0.0 14 3

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

1006 0.30 145 42 105 9.9 7.2 6.1 3.2 1.1 15.4
1007 0.22 144 3.8 106 10.7 6.8 6.1 33 1.2 7.7
1008 0.31 145 3.6 106 10.8 7.0 6.5 3.4 1.1 29.9
1009 0.22 146 37 103 11.0 7.0 6.2 3.2 1.1 40.2
1010 0.24 146 4.0 106 10.4 74 6.2 3.2 1.1 13.9

n 5 5 5 5 5 5 5 5 5 5
Mean 0.26 145 3.9 105 10.6 71 6.2 3.3 1.1 21.4
S.D. 0.04 1 0.2 1 0.4 0.2 0.2 0.1 0.0 13.3




Appendix 8 - 6 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Blood chemistry Stage : End of recovery
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

4006 61 31 45 653 0 79 52 123 0.1 136 18
4007 58 41 49 465 0 104 51 159 0.1 163 20
4008 55 32 42 446 0 78 124 151 0.1 132 22
4009 62 34 32 415 0 72 63 113 0.0 152 24
4010 56 27 29 500 0 66 60 114 0.1 130 19

n 5 5 5 5 5 5 5 5 5 5 5
Mean 58 33 39 496 0 80 70 132 0.1 143 21
S.D. 3 5 9 93 0 14 31 22 0.0 14 2

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

4006 0.28 144 37 108 11.0 7.3 6.2 3.3 1.1 26.2
4007 0.24 144 3.8 107 11.0 7.3 6.9 35 1.0 17.6
4008 0.24 144 3.8 105 11.0 8.1 6.7 35 1.1 18.6
4009 0.28 147 3.9 107 10.9 75 6.3 3.2 1.0 10.7
4010 0.23 145 3.5 107 10.8 7.2 6.3 3.1 1.0 19.3

n 5 5 5 5 5 5 5 5 5 5
Mean 0.25 145 3.7 107 10.9 75 6.5 33 1.0 18.5
S.D. 0.02 1 0.2 1 0.1 0.4 0.3 0.2 0.1 5.5
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Appendix 8 - 7 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Blood chemistry Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

1101 74 35 50 597 0 45 82 0.1 117 17
1102 70 43 38 404 0 57 13 112 0.1 112 18
1103 73 26 54 706 0 77 20 148 0.1 94 10
1104 60 30 43 588 1 61 13 114 0.1 110 12
1105 53 24 42 489 0 61 18 120 0.1 117 16

n 5 5 5 5 5 5 5 5 5 5 5
Mean 66 32 45 557 0 60 14 115 0.1 110 15
S.D. 9 8 6 115 0 11 5 24 0.0 9 3

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

1101 0.34 142 3.3 104 9.7 5.1 5.6 3.2 1.3 17.8
1102 0.33 141 3.2 106 10.1 54 6.1 3.6 1.4 20.5
1103 0.26 144 3.2 108 10.3 5.1 6.2 3.6 14 25.1
1104 0.28 145 3.1 110 10.2 53 6.2 3.6 14 28.4
1105 0.30 145 3.2 107 10.2 6.5 6.3 3.6 1.3 26.3

n 5 5 5 5 5 5 5 5 5 5
Mean 0.30 143 3.2 107 10.1 55 6.1 35 1.4 23.6
S.D. 0.03 2 0.1 2 0.2 0.6 0.3 0.2 0.1 44




Appendix 8 - 8 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Blood chemistry Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 100 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

2101 65 36 40 370 0 65 8 118 0.0 104 16
2102 66 31 36 299 0 65 19 120 0.1 123 13
2103 69 33 47 436 0 62 14 110 0.1 109 11
2104 73 40 42 335 0 65 18 120 0.1 120 10
2105 56 25 35 358 0 48 14 93 0.1 94 10

n 5 5 5 5 5 5 5 5 5 5 5
Mean 66 33 40 360 0 61 15 112 0.1 110 12
S.D. 6 6 5 51 0 7 4 11 0.0 12 3

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

2101 0.31 141 34 104 10.2 6.2 6.0 3.3 1.2 20.0
2102 0.26 143 3.7 107 9.9 53 5.8 35 15 29.2
2103 0.29 142 35 107 10.2 56 6.0 33 1.2 235
2104 0.25 141 35 104 10.0 4.8 57 33 14 53.9
2105 0.27 143 3.3 107 10.5 6.4 6.2 3.6 14 19.6

n 5 5 5 5 5 5 5 5 5 5
Mean 0.28 142 35 106 10.2 57 5.9 3.4 1.3 29.2
S.D. 0.02 1 0.1 2 0.2 0.7 0.2 0.1 0.1 14.3
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Appendix 8 - 9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Blood chemistry Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 300 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. UL UL /L UL U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

3101 60 33 46 453 0 60 11 109 0.1 117 16
3102 59 20 38 402 0 71 10 129 0.1 110 14
3103 70 47 48 361 0 53 12 103 0.1 112 16
3104 68 34 40 721 0 57 10 104 0.1 118 11
3105 66 36 39 407 0 78 16 139 0.1 118 15

n 5 5 5 5 5 5 5 5 5 5 5
Mean 65 34 42 469 0 64 12 117 0.1 115 14
S.D. 5 10 4 145 0 10 2 16 0.0 4 2

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL pmol/L

3101 0.31 144 3.1 105 10.3 4.9 6.0 3.7 1.6 422
3102 0.33 141 33 106 10.1 53 6.1 35 1.3 19.9
3103 0.30 143 3.6 107 10.3 5.8 6.0 35 14 21.7
3104 0.29 144 3.2 107 10.3 6.4 59 35 15 40.4
3105 0.30 145 34 108 10.6 7.9 6.6 3.8 1.4 274

n 5 5 5 5 5 5 5 5 5 5
Mean 0.31 143 3.3 107 10.3 6.1 6.1 3.6 14 30.3
S.D. 0.02 2 0.2 1 0.2 1.2 0.3 0.1 0.1 10.4




Appendix 8 - 10 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Blood chemistry Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. /L UL UL /L U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

4101 61 25 40 306 0 99 10 166 0.1 104 13
4102 62 26 37 503 1 78 13 124 0.1 134 14
4103 56 24 37 410 1 57 9 111 0.1 101 14
4104 68 34 41 541 0 68 8 121 0.1 108 16
4105 55 25 33 315 0 50 16 95 0.1 106 13

n 5 5 5 5 5 5 5 5 5 5 5
Mean 60 27 38 415 0 70 11 123 0.1 111 14
S.D. 5 4 3 107 1 19 3 26 0.0 13 1

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL umol/L

4101 0.30 142 35 106 10.5 52 6.6 3.7 1.3 14.6
4102 0.28 143 3.3 109 9.9 4.8 6.2 3.4 1.2 9.7
4103 0.30 143 3.6 107 10.6 57 6.3 3.6 1.3 16.6
4104 0.31 142 35 106 10.2 6.2 6.3 34 1.2 18.9
4105 0.29 142 3.8 105 10.1 5.9 6.0 34 1.3 12.6

n 5 5 5 5 5 5 5 5 5 5
Mean 0.30 142 35 107 10.3 5.6 6.3 35 1.3 14.5
S.D. 0.01 1 0.2 2 0.3 0.6 0.2 0.1 0.1 3.6

(443
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Appendix 8 - 11 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Study No. : B-9244

Blood chemistry Stage : End of recovery
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. /L UL UL /L U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

1106 59 30 46 246 0 61 17 123 0.1 115 22
1107 51 39 40 271 0 72 100 160 0.2 128 28
1108 53 29 43 246 0 58 94 139 0.1 149 20
1109 67 30 35 493 0 67 18 134 0.1 111 21
1110 63 32 30 355 0 66 24 125 0.1 103 20

n 5 5 5 5 5 5 5 5 5 5 5
Mean 59 32 39 322 0 65 51 136 0.1 121 22
S.D. 7 4 6 105 0 5 42 15 0.0 18 3

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL umol/L

1106 0.40 142 3.4 109 10.3 3.8 6.4 3.7 14 43.9
1107 0.33 144 35 106 104 54 6.6 3.8 14 43.8
1108 0.31 143 3.6 108 10.6 5.0 6.9 4.0 14 18.8
1109 0.37 145 35 109 104 54 6.5 3.8 14 30.2
1110 0.30 144 3.6 107 10.4 5.7 6.2 34 1.2 21.8

n 5 5 5 5 5 5 5 5 5 5
Mean 0.34 144 35 108 104 5.1 6.5 3.7 14 31.7
S.D. 0.04 1 0.1 1 0.1 0.7 0.3 0.2 0.1 11.9
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Appendix 8 - 12 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Blood chemistry Stage : End of recovery
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
AST ALT LDH ALP r-GTP T-CHO TG PL T-BIL GLU BUN
Animal No. /L UL UL /L U/L mg/dL mg/dL mg/dL mg/dL mg/dL mg/dL

4106 59 25 44 255 0 93 19 170 0.1 123 20
4107 61 27 46 271 0 70 63 144 0.1 120 13
4108 48 21 36 189 0 95 112 194 0.1 131 15
4109 51 15 30 267 0 90 22 172 0.1 146 13
4110 59 27 35 226 0 69 11 143 0.1 122 17

n 5 5 5 5 5 5 5 5 5 5 5
Mean 56 23 38 242 0 83 45 165 0.1 128 16
S.D. 6 5 7 34 0 13 42 21 0.0 11 3

CRNN Na K Cl Ca P TP ALB AG T-BA
Animal No. mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL umol/L

4106 0.33 143 3.4 106 10.5 53 6.7 3.9 14 26.0
4107 0.30 145 3.2 108 104 4.8 6.5 3.6 1.2 416
4108 0.32 146 3.2 107 10.8 3.6 71 4.3 1.5 335
4109 0.31 144 3.6 109 10.3 5.6 6.8 3.8 1.3 10.2
4110 0.35 143 3.6 108 10.5 5.1 6.8 3.9 1.3 25.8

n 5 5 5 5 5 5 5 5 5 5
Mean 0.32 144 3.4 108 10.5 4.9 6.8 3.9 1.3 27.4
S.D. 0.02 1 0.2 1 0.2 0.8 0.2 0.3 0.1 11.6
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Appendix 9 - 1 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Organ weight Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
1001 393 2.02 0.51 9.4 0.0024 18.8 0.0048 753 0.192
1002 390 2.10 0.54 11.2 0.0029 23.0 0.0059 647 0.166
1003 329 1.95 0.59 11.3 0.0034 20.6 0.0063 645 0.196
1004 366 2.09 0.57 10.1 0.0028 15.5 0.0042 694 0.190
1005 364 2.00 0.55 10.6 0.0029 19.7 0.0054 583 0.160
n 5 5 5 5 5 5 5 5 5
Mean 368 2.03 0.55 10.5 0.0029 19.5 0.0053 664 0.181
S.D. 26 0.06 0.03 0.8 0.0004 27 0.0008 63 0.017
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
1001 513 0.131 1.17 0.30 1.35 0.34 11.57 2.94 0.61 0.16
1002 590 0.151 1.43 0.37 1.45 0.37 11.13 2.85 0.69 0.18
1003 493 0.150 1.14 0.35 1.15 0.35 8.57 2.60 0.51 0.16
1004 478 0.131 1.25 0.34 1.42 0.39 9.97 272 0.65 0.18
1005 388 0.107 1.28 0.35 1.28 0.35 10.93 3.00 0.44 0.12
n 5 5 5 5 5 5 5 5 5 5
Mean 492 0.134 1.25 0.34 1.33 0.36 10.43 2.82 0.58 0.16
S.D. 73 0.018 0.11 0.03 0.12 0.02 1.19 0.16 0.10 0.02
Kidney-RL Adrenal gland Testis-RL Prostate Epididymis-RL
-RL
AB RE AB RE AB RE AB RE AB RE
Animal No. g % mg % g % g % mg %
1001 2.69 0.68 56 0.014 3.05 0.78 0.81 0.21 912 0.232
1002 2.94 0.75 58 0.015 3.50 0.90 1.02 0.26 977 0.251
1003 257 0.78 60 0.018 3.39 1.03 0.90 0.27 995 0.302
1004 2.50 0.68 50 0.014 3.27 0.89 0.88 0.24 871 0.238
1005 2.73 0.75 68 0.019 2.91 0.80 0.71 0.20 884 0.243
n 5 5 5 5 5 5 5 5 5 5
Mean 2.69 0.73 58 0.016 3.22 0.88 0.86 0.24 928 0.253
S.D. 0.17 0.05 7 0.002 0.24 0.10 0.11 0.03 56 0.028

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 2

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days
Organ weight

Sex : Male

Stage : End of dosing
Dose : 2-Methylhexane 0 mg/kg

Species : Rat

Study No. : B-9244

Seminal vesicle

AB RE

Animal No. g %
1001 1.21 0.31
1002 1.20 0.31
1003 1.27 0.39
1004 1.00 0.27
1005 1.22 0.34
n 5 5
Mean 1.18 0.32
S.D. 0.10 0.04

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



Appendix 9 - 3 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

LTE

Organ weight Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 100 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
2001 371 2.05 0.55 8.5 0.0023 15.9 0.0043 544 0.147
2002 361 1.99 0.55 11.0 0.0030 232 0.0064 536 0.148
2003 352 1.94 0.55 9.1 0.0026 13.0 0.0037 631 0.179
2004 367 2.04 0.56 12.7 0.0035 19.0 0.0052 693 0.189
2005 334 1.81 0.54 9.6 0.0029 25.6 0.0077 614 0.184
n 5 5 5 5 5 5 5 5 5
Mean 357 1.97 0.55 10.2 0.0029 19.3 0.0055 604 0.169
S.D. 15 0.10 0.01 1.7 0.0005 5.2 0.0016 65 0.020
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
2001 538 0.145 1.26 0.34 1.34 0.36 11.15 3.01 0.59 0.16
2002 443 0.123 1.17 0.32 1.29 0.36 10.22 2.83 0.61 0.17
2003 410 0.116 1.17 0.33 1.26 0.36 9.15 2.60 0.57 0.16
2004 461 0.126 1.16 0.32 1.39 0.38 11.04 3.01 0.74 0.20
2005 364 0.109 1.1 0.33 1.19 0.36 9.45 2.83 0.47 0.14
n 5 5 5 5 5 5 5 5 5 5
Mean 443 0.124 1.17 0.33 1.29 0.36 10.20 2.86 0.60 0.17
S.D. 65 0.014 0.05 0.01 0.08 0.01 0.90 0.17 0.10 0.02
Kidney-RL Adrenal gland Testis-RL Prostate Epididymis-RL
-RL
AB RE AB RE AB RE AB RE AB RE
Animal No. g % mg % g % g % mg %
2001 2.86 0.77 45 0.012 2.79 0.75 0.74 0.20 953 0.257
2002 2.98 0.83 58 0.016 2.94 0.81 0.87 0.24 885 0.245
2003 2.63 0.75 52 0.015 2.92 0.83 0.74 0.21 882 0.251
2004 3.24 0.88 65 0.018 3.22 0.88 1.00 0.27 988 0.269
2005 2.51 0.75 57 0.017 3.26 0.98 0.66 0.20 867 0.260
n 5 5 5 5 5 5 5 5 5 5
Mean 2.84 0.80 55 0.016 3.03 0.85 0.80 0.22 915 0.256
S.D. 0.29 0.06 7 0.002 0.20 0.09 0.13 0.03 53 0.009

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 4

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Organ weight
Sex : Male

Stage : End of dosing
Dose : 2-Methylhexane 100 mg/kg

Species : Rat

Study No. : B-9244

Seminal vesicle

AB RE

Animal No. g %
2001 1.1 0.30
2002 1.16 0.32
2003 1.37 0.39
2004 1.37 0.37
2005 0.94 0.28
n 5 5
Mean 1.19 0.33
S.D. 0.18 0.05

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



Appendix 9 - 5 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

6C¢

Organ weight Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 300 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
3001 385 1.97 0.51 111 0.0029 16.5 0.0043 637 0.165
3002 350 2.10 0.60 12.9 0.0037 13.5 0.0039 659 0.188
3003 360 2.01 0.56 10.8 0.0030 19.3 0.0054 664 0.184
3004 389 213 0.55 11.3 0.0029 254 0.0065 637 0.164
3005 361 1.90 0.53 10.7 0.0030 16.8 0.0047 667 0.185
n 5 5 5 5 5 5 5 5 5
Mean 369 2.02 0.55 11.4 0.0031 18.3 0.0050 653 0.177
S.D. 17 0.09 0.03 0.9 0.0003 4.5 0.0010 15 0.012
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
3001 582 0.151 1.42 0.37 1.32 0.34 11.33 2.94 0.54 0.14
3002 335 0.096 1.23 0.35 1.35 0.39 10.79 3.08 0.58 0.17
3003 447 0.124 1.18 0.33 1.28 0.36 10.89 3.03 0.53 0.15
3004 612 0.157 1.24 0.32 1.49 0.38 12.00 3.08 0.70 0.18
3005 402 0.111 1.21 0.34 1.29 0.36 11.39 3.16 0.59 0.16
n 5 5 5 5 5 5 5 5 5 5
Mean 476 0.128 1.26 0.34 1.35 0.37 11.28 3.06 0.59 0.16
S.D. 118 0.026 0.09 0.02 0.09 0.02 0.48 0.08 0.07 0.02
Kidney-RL Adrenal gland Testis-RL Prostate Epididymis-RL
-RL
AB RE AB RE AB RE AB RE AB RE
Animal No. g % mg % g % g % mg %
3001 2.95 0.77 74 0.019 2.96 0.77 1.00 0.26 881 0.229
3002 3.29 0.94 69 0.020 3.22 0.92 1.09 0.31 947 0.271
3003 2.54 0.71 68 0.019 3.44 0.96 0.70 0.19 927 0.258
3004 3.00 0.77 56 0.014 3.10 0.80 0.91 0.23 933 0.240
3005 3.32 0.92 62 0.017 3.27 0.91 1.07 0.30 984 0.273
n 5 5 5 5 5 5 5 5 5 5
Mean 3.02 0.82 66 0.018 3.20 0.87 0.95 0.26 934 0.254
S.D. 0.32 0.10 7 0.002 0.18 0.08 0.16 0.05 37 0.019

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 6

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Organ weight
Sex : Male

Stage : End of dosing
Dose : 2-Methylhexane 300 mg/kg

Species : Rat

Study No. : B-9244

Seminal vesicle

AB RE
Animal No. g %

3001 1.15 0.30
3002 1.24 0.35
3003 1.10 0.31
3004 1.26 0.32
3005 1.19 0.33

n 5 5
Mean 1.19 0.32
S.D. 0.07 0.02

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



Appendix 9 - 7 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

£33

Organ weight Stage : End of dosing
Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
4001 361 1.98 0.55 12.2 0.0034 26.3 0.0073 606 0.168
4002 361 2.07 0.57 11.2 0.0031 20.5 0.0057 589 0.163
4003 347 2.18 0.63 9.9 0.0029 226 0.0065 589 0.170
4004 398 2.08 0.52 11.7 0.0029 29.0 0.0073 584 0.147
4005 328 1.94 0.59 9.1 0.0028 15.3 0.0047 581 0.177
n 5 5 5 5 5 5 5 5 5
Mean 359 2.05 0.57 10.8 0.0030 22.7 0.0063 590 0.165
S.D. 26 0.09 0.04 1.3 0.0002 5.3 0.0011 10 0.011
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
4001 647 0.179 1.23 0.34 1.22 0.34 13.67 3.79 0.60 0.17
4002 284 0.079 1.24 0.34 1.27 0.35 13.99 3.88 0.53 0.15
4003 362 0.104 1.19 0.34 1.33 0.38 15.37 443 0.75 0.22
4004 650 0.163 1.35 0.34 1.48 0.37 16.60 4.17 0.81 0.20
4005 334 0.102 1.13 0.34 1.20 0.37 11.67 3.56 0.58 0.18
n 5 5 5 5 5 5 5 5 5 5
Mean 455 0.125 1.23 0.34 1.30 0.36 14.26 3.97 0.65 0.18
S.D. 178 0.043 0.08 0.00 0.11 0.02 1.86 0.34 0.12 0.03
Kidney-RL Adrenal gland Testis-RL Prostate Epididymis-RL
-RL
AB RE AB RE AB RE AB RE AB RE
Animal No. g % mg % g % g % mg %
4001 3.18 0.88 58 0.016 2.94 0.81 0.67 0.19 829 0.230
4002 4.05 1.12 56 0.016 3.31 0.92 0.83 0.23 880 0.244
4003 3.13 0.90 67 0.019 2.88 0.83 0.81 0.23 824 0.237
4004 3.88 0.97 52 0.013 3.14 0.79 0.80 0.20 871 0.219
4005 2.96 0.90 44 0.013 3.15 0.96 0.91 0.28 820 0.250
n 5 5 5 5 5 5 5 5 5 5
Mean 3.44 0.95 55 0.015 3.08 0.86 0.80 0.23 845 0.236
S.D. 0.49 0.10 8 0.003 0.17 0.07 0.09 0.04 28 0.012

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 8

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Organ weight
Sex : Male

Stage : End of dosing
Dose : 2-Methylhexane 1000 mg/kg

Species : Rat

Study No. : B-9244

Seminal vesicle

AB RE

Animal No. g %
4001 0.88 0.24
4002 1.06 0.29
4003 1.10 0.32
4004 1.08 0.27
4005 1.10 0.34
n 5 5
Mean 1.04 0.29
S.D. 0.09 0.04

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 9 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Organ weight

Stage : End of recovery

Study No. : B-9244

Sex : Male Dose : 2-Methylhexane 0 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
1006 435 212 0.49 12.6 0.0029 23.6 0.0054 796 0.183
1007 494 2.36 0.48 11.6 0.0023 246 0.0050 956 0.194
1008 418 2.20 0.53 11.5 0.0028 24.0 0.0057 795 0.190
1009 455 2.15 0.47 13.0 0.0029 26.8 0.0059 775 0.170
1010 413 2.03 0.49 9.9 0.0024 19.9 0.0048 720 0.174
n 5 5 5 5 5 5 5 5 5
Mean 443 217 0.49 11.7 0.0027 23.8 0.0054 808 0.182
S.D. 33 0.12 0.02 1.2 0.0003 25 0.0005 88 0.010
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
1006 418 0.096 1.37 0.31 1.54 0.35 11.73 2.70 0.79 0.18
1007 483 0.098 1.46 0.30 1.48 0.30 14.97 3.03 0.79 0.16
1008 440 0.105 1.562 0.36 1.50 0.36 11.81 2.83 0.67 0.16
1009 414 0.091 1.56 0.34 1.60 0.35 13.12 2.88 0.83 0.18
1010 348 0.084 1.32 0.32 1.47 0.36 11.15 2.70 0.75 0.18
n 5 5 5 5 5 5 5 5 5 5
Mean 421 0.095 1.45 0.33 1.52 0.34 12.56 2.83 0.77 0.17
S.D. 49 0.008 0.10 0.02 0.05 0.03 1.53 0.14 0.06 0.01
Kidney-RL Adrenal gland Testis-RL Prostate Epididymis-RL
-RL
AB RE AB RE AB RE AB RE AB RE
Animal No. g % mg % g % g % mg %
1006 3.59 0.83 62 0.014 3.25 0.75 1.03 0.24 177 0.271
1007 3.47 0.70 62 0.013 3.12 0.63 1.21 0.24 1103 0.223
1008 2.62 0.63 57 0.014 3.23 0.77 0.81 0.19 1052 0.252
1009 3.96 0.87 67 0.015 3.99 0.88 1.42 0.31 1270 0.279
1010 3.38 0.82 51 0.012 3.47 0.84 1.05 0.25 1091 0.264
n 5 5 5 5 5 5 5 5 5 5
Mean 3.40 0.77 60 0.014 3.41 0.77 1.10 0.25 1139 0.258
S.D. 0.49 0.10 6 0.001 0.35 0.10 0.23 0.04 86 0.022

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 10

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Organ weight
Sex : Male

Stage : End of recovery
Dose : 2-Methylhexane 0 mg/kg

Species : Rat

Study No. : B-9244

Seminal vesicle

AB RE

Animal No. g %
1006 1.35 0.31
1007 1.50 0.30
1008 1.32 0.32
1009 1.66 0.36
1010 1.51 0.37
n 5 5
Mean 1.47 0.33
S.D. 0.14 0.03

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 11 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days

Organ weight

Stage : End of recovery

Study No. : B-9244

Sex : Male Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
4006 412 2.02 0.49 11.0 0.0027 217 0.0053 662 0.161
4007 410 2.02 0.49 13.0 0.0032 26.6 0.0065 731 0.178
4008 425 2.18 0.51 133 0.0031 21.9 0.0052 749 0.176
4009 386 2.09 0.54 11.5 0.0030 276 0.0072 603 0.156
4010 412 2.04 0.50 12.9 0.0031 215 0.0052 729 0.177
n 5 5 5 5 5 5 5 5 5
Mean 409 2.07 0.51 123 0.0030 23.9 0.0059 695 0.170
S.D. 14 0.07 0.02 1.0 0.0002 3.0 0.0009 61 0.010
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
4006 395 0.096 1.23 0.30 1.37 0.33 11.95 2.90 0.84 0.20
4007 632 0.154 1.41 0.34 1.48 0.36 14.08 3.43 0.70 0.17
4008 454 0.107 1.55 0.36 1.39 0.33 13.77 3.24 0.92 0.22
4009 352 0.091 1.27 0.33 1.34 0.35 12.57 3.26 0.59 0.15
4010 413 0.100 1.31 0.32 1.45 0.35 13.11 3.18 0.76 0.18
n 5 5 5 5 5 5 5 5 5 5
Mean 449 0.110 1.35 0.33 1.41 0.34 13.10 3.20 0.76 0.18
S.D. 109 0.026 0.13 0.02 0.06 0.01 0.87 0.19 0.13 0.03
Kidney-RL Adrenal gland Testis-RL Prostate Epididymis-RL
-RL
AB RE AB RE AB RE AB RE AB RE
Animal No. g % mg % g % g % mg %
4006 2.80 0.68 54 0.013 2.83 0.69 1.26 0.31 952 0.231
4007 3.55 0.87 66 0.016 3.58 0.87 1.02 0.25 1101 0.269
4008 3.49 0.82 72 0.017 3.70 0.87 1.07 0.25 1182 0.278
4009 3.1 0.81 59 0.015 3.1 0.81 0.87 0.23 1009 0.261
4010 3.26 0.79 61 0.015 3.07 0.75 0.94 0.23 1107 0.269
n 5 5 5 5 5 5 5 5 5 5
Mean 3.24 0.79 62 0.015 3.26 0.80 1.03 0.25 1070 0.262
S.D. 0.30 0.07 7 0.001 0.37 0.08 0.15 0.03 90 0.018

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 12

2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Organ weight
Sex : Male

Stage : End of recovery
Dose : 2-Methylhexane 1000 mg/kg

Species : Rat

Study No. : B-9244

Seminal vesicle

AB RE

Animal No. g %
4006 1.45 0.35
4007 1.21 0.30
4008 1.29 0.30
4009 1.22 0.32
4010 1.36 0.33
n 5 5
Mean 1.31 0.32
S.D. 0.10 0.02

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 13 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Organ weight Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
1101 218 1.81 0.83 12.0 0.0055 14.7 0.0067 426 0.195
1102 217 1.78 0.82 9.9 0.0046 127 0.0059 432 0.199
1103 201 2.02 1.00 14.5 0.0072 18.1 0.0090 400 0.199
1104 206 1.99 0.97 13.7 0.0067 17.5 0.0085 364 0.177
1105 244 2.00 0.82 15.2 0.0062 224 0.0092 441 0.181
n 5 5 5 5 5 5 5 5 5
Mean 217 1.92 0.89 13.1 0.0060 171 0.0079 413 0.190
S.D. 17 0.12 0.09 21 0.0010 3.7 0.0015 31 0.010
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
1101 480 0.220 0.75 0.34 0.98 0.45 5.98 274 0.37 0.17
1102 422 0.194 0.73 0.34 1.05 0.48 5.60 2.58 0.42 0.19
1103 486 0.242 0.78 0.39 1.04 0.52 6.02 3.00 0.41 0.20
1104 458 0.222 0.83 0.40 0.98 0.48 6.10 2.96 0.38 0.18
1105 346 0.142 0.87 0.36 1.07 0.44 7.34 3.01 0.49 0.20
n 5 5 5 5 5 5 5 5 5 5
Mean 438 0.204 0.79 0.37 1.02 0.47 6.21 2.86 0.41 0.19
S.D. 57 0.039 0.06 0.03 0.04 0.03 0.66 0.19 0.05 0.01
Kidney-RL Adrenal gland Ovary-RL Uterus
-RL
AB RE AB RE AB RE AB RE
Animal No. g % mg % mg % mg %
1101 1.72 0.79 73 0.033 91.6 0.0420 377 0.1729
1102 1.51 0.70 56 0.026 86.5 0.0399 363 0.1673
1103 1.60 0.80 50 0.025 77.8 0.0387 482 0.2398
1104 1.55 0.75 53 0.026 83.0 0.0403 685 0.3325
1105 2.04 0.84 68 0.028 99.3 0.0407 499 0.2045
n 5 5 5 5 5 5 5 5
Mean 1.68 0.78 60 0.028 87.6 0.0403 481 0.2234
S.D. 0.21 0.05 10 0.003 8.2 0.0012 129 0.0675

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 14 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Organ weight Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 100 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
2101 237 1.90 0.80 11.2 0.0047 19.3 0.0081 399 0.168
2102 231 1.84 0.80 13.6 0.0059 121 0.0052 447 0.194
2103 233 1.91 0.82 12.7 0.0055 12.2 0.0052 410 0.176
2104 241 1.96 0.81 13.3 0.0055 171 0.0071 441 0.183
2105 210 1.94 0.92 11.6 0.0055 171 0.0081 392 0.187
n 5 5 5 5 5 5 5 5 5
Mean 230 1.91 0.83 12.5 0.0054 15.6 0.0067 418 0.182
S.D. 12 0.05 0.05 1.0 0.0004 3.2 0.0015 25 0.010
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
2101 292 0.123 0.90 0.38 1.07 0.45 6.45 272 0.36 0.15
2102 538 0.233 0.85 0.37 1.02 0.44 6.52 2.82 0.44 0.19
2103 398 0.171 0.93 0.40 1.04 0.45 6.70 2.88 0.49 0.21
2104 428 0.178 0.88 0.37 1.06 0.44 6.63 2.75 0.42 0.17
2105 421 0.200 0.80 0.38 1.03 0.49 5.90 2.81 0.53 0.25
n 5 5 5 5 5 5 5 5 5 5
Mean 415 0.181 0.87 0.38 1.04 0.45 6.44 2.80 0.45 0.19
S.D. 88 0.040 0.05 0.01 0.02 0.02 0.32 0.06 0.07 0.04
Kidney-RL Adrenal gland Ovary-RL Uterus
-RL
AB RE AB RE AB RE AB RE
Animal No. g % mg % mg % mg %
2101 1.91 0.81 59 0.025 79.4 0.0335 434 0.1831
2102 1.80 0.78 53 0.023 91.2 0.0395 567 0.2455
2103 1.86 0.80 57 0.024 83.6 0.0359 656 0.2815
2104 2.25 0.93 79 0.033 73.0 0.0303 436 0.1809
2105 1.53 0.73 53 0.025 89.7 0.0427 367 0.1748
n 5 5 5 5 5 5 5 5
Mean 1.87 0.81 60 0.026 83.4 0.0364 492 0.2132
S.D. 0.26 0.07 11 0.004 7.5 0.0049 117 0.0478

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 15 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Organ weight Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 300 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
3101 231 1.98 0.86 14.4 0.0062 16.3 0.0071 401 0.174
3102 247 1.80 0.73 13.2 0.0053 15.5 0.0063 467 0.189
3103 228 1.91 0.84 13.6 0.0060 11.0 0.0048 448 0.196
3104 214 1.94 0.91 13.3 0.0062 11.6 0.0054 437 0.204
3105 192 2.03 1.06 13.6 0.0071 18.4 0.0096 447 0.233
n 5 5 5 5 5 5 5 5 5
Mean 222 1.93 0.88 13.6 0.0062 14.6 0.0066 440 0.199
S.D. 21 0.09 0.12 0.5 0.0006 3.2 0.0019 24 0.022
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
3101 329 0.142 0.82 0.35 1.08 0.47 6.70 2.90 0.40 0.17
3102 412 0.167 0.83 0.34 1.09 0.44 7.35 2.98 0.47 0.19
3103 379 0.166 0.78 0.34 1.03 0.45 6.20 272 0.49 0.21
3104 350 0.164 0.73 0.34 0.98 0.46 6.48 3.03 0.38 0.18
3105 369 0.192 0.75 0.39 0.99 0.52 5.91 3.08 0.40 0.21
n 5 5 5 5 5 5 5 5 5 5
Mean 368 0.166 0.78 0.35 1.03 0.47 6.53 2.94 0.43 0.19
S.D. 31 0.018 0.04 0.02 0.05 0.03 0.55 0.14 0.05 0.02
Kidney-RL Adrenal gland Ovary-RL Uterus
-RL
AB RE AB RE AB RE AB RE
Animal No. g % mg % mg % mg %
3101 1.65 0.71 54 0.023 80.6 0.0349 502 0.2173
3102 1.88 0.76 62 0.025 93.5 0.0379 413 0.1672
3103 1.84 0.81 62 0.027 77.9 0.0342 665 0.2917
3104 1.64 0.77 66 0.031 97.2 0.0454 466 0.2178
3105 1.55 0.81 72 0.038 754 0.0393 567 0.2953
n 5 5 5 5 5 5 5 5
Mean 1.71 0.77 63 0.029 84.9 0.0383 523 0.2379
S.D. 0.14 0.04 7 0.006 9.8 0.0045 97 0.0548

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



Appendix 9 - 16 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

(11743

Organ weight Stage : End of dosing
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
4101 221 1.96 0.89 16.0 0.0072 14.4 0.0065 377 0.171
4102 229 1.95 0.85 134 0.0059 18.9 0.0083 420 0.183
4103 232 1.89 0.81 11.9 0.0051 15.1 0.0065 487 0.210
4104 231 1.96 0.85 12.4 0.0054 16.0 0.0069 439 0.190
4105 224 1.79 0.80 11.6 0.0052 14.5 0.0065 391 0.175
n 5 5 5 5 5 5 5 5 5
Mean 227 1.91 0.84 13.1 0.0058 15.8 0.0069 423 0.186
S.D. 5 0.07 0.04 1.8 0.0009 1.9 0.0008 43 0.015
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
4101 465 0.210 0.89 0.40 1.09 0.49 6.72 3.04 0.44 0.20
4102 436 0.190 0.88 0.38 1.07 0.47 7.53 3.29 0.47 0.21
4103 409 0.176 0.82 0.35 1.09 0.47 7.29 3.14 0.42 0.18
4104 401 0.174 0.76 0.33 1.06 0.46 7.26 3.14 0.60 0.26
4105 365 0.163 0.72 0.32 0.92 0.41 6.67 2.98 0.34 0.15
n 5 5 5 5 5 5 5 5 5 5
Mean 415 0.183 0.81 0.36 1.05 0.46 7.09 3.12 0.45 0.20
S.D. 38 0.018 0.07 0.03 0.07 0.03 0.38 0.12 0.09 0.04
Kidney-RL Adrenal gland Ovary-RL Uterus
-RL
AB RE AB RE AB RE AB RE
Animal No. g % mg % mg % mg %
4101 1.65 0.75 68 0.031 111.4 0.0504 431 0.1950
4102 1.84 0.80 73 0.032 90.4 0.0395 637 0.2782
4103 1.91 0.82 70 0.030 94.2 0.0406 586 0.2526
4104 1.80 0.78 68 0.029 96.5 0.0418 359 0.1554
4105 1.58 0.71 56 0.025 73.6 0.0329 318 0.1420
n 5 5 5 5 5 5 5 5
Mean 1.76 0.77 67 0.029 93.2 0.0410 466 0.2046
S.D. 0.14 0.04 6 0.003 13.6 0.0063 140 0.0595

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



Appendix 9 - 17 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

343

Organ weight Stage : End of recovery
Sex : Female Dose : 2-Methylhexane 0 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
1106 224 1.96 0.88 11.9 0.0053 18.2 0.0081 364 0.163
1107 252 2.01 0.80 18.3 0.0073 16.0 0.0063 454 0.180
1108 240 1.91 0.80 13.2 0.0055 13.8 0.0058 415 0.173
1109 241 2.00 0.83 15.9 0.0066 17.7 0.0073 487 0.202
1110 233 1.82 0.78 13.3 0.0057 14.7 0.0063 432 0.185
n 5 5 5 5 5 5 5 5 5
Mean 238 1.94 0.82 14.5 0.0061 16.1 0.0068 430 0.181
S.D. 10 0.08 0.04 2.6 0.0008 1.9 0.0009 46 0.015
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
1106 249 0.111 0.79 0.35 1.10 0.49 5.39 2.41 0.42 0.19
1107 303 0.120 0.95 0.38 1.08 0.43 6.64 2.63 0.44 0.17
1108 390 0.163 0.94 0.39 1.04 0.43 6.22 2.59 0.43 0.18
1109 393 0.163 0.91 0.38 1.24 0.51 6.54 2.71 0.55 0.23
1110 377 0.162 0.85 0.36 1.02 0.44 6.29 2.70 0.48 0.21
n 5 5 5 5 5 5 5 5 5 5
Mean 342 0.144 0.89 0.37 1.10 0.46 6.22 2.61 0.46 0.20
S.D. 64 0.026 0.07 0.02 0.09 0.04 0.49 0.12 0.05 0.02
Kidney-RL Adrenal gland Ovary-RL Uterus
-RL
AB RE AB RE AB RE AB RE
Animal No. g % mg % mg % mg %
1106 1.52 0.68 58 0.026 64.3 0.0287 401 0.1790
1107 1.83 0.73 58 0.023 61.1 0.0242 434 0.1722
1108 1.70 0.71 61 0.025 70.8 0.0295 631 0.2629
1109 1.79 0.74 64 0.027 86.3 0.0358 639 0.2651
1110 1.70 0.73 49 0.021 78.1 0.0335 492 0.2112
n 5 5 5 5 5 5 5 5
Mean 1.71 0.72 58 0.024 721 0.0303 519 0.2181
S.D. 0.12 0.02 6 0.002 10.3 0.0045 110 0.0444

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 9 - 18 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats Study No. : B-9244
with a Recovery Period for 14 Days

Organ weight Stage : End of recovery
Sex : Female Dose : 2-Methylhexane 1000 mg/kg Species : Rat
Body Brain Pituitary gland Thyroid gland Salivary gland
weight -RL -RL
AB RE AB RE AB RE AB RE
Animal No. g g % mg % mg % mg %
4106 224 1.90 0.85 10.2 0.0046 14.0 0.0063 383 0.171
4107 226 2.05 0.91 8.8 0.0039 17.0 0.0075 410 0.181
4108 262 1.94 0.74 13.5 0.0052 14.3 0.0055 426 0.163
4109 215 1.92 0.89 14.4 0.0067 16.0 0.0074 333 0.155
4110 203 1.92 0.95 10.6 0.0052 17.5 0.0086 398 0.196
n 5 5 5 5 5 5 5 5 5
Mean 226 1.95 0.87 11.5 0.0051 15.8 0.0071 390 0.173
S.D. 22 0.06 0.08 24 0.0010 1.6 0.0012 36 0.016
Thymus Heart Lung Liver Spleen
AB RE AB RE AB RE AB RE AB RE
Animal No. mg % g % g % g % g %
4106 316 0.141 0.71 0.32 1.05 0.47 6.16 275 0.39 0.17
4107 350 0.155 0.86 0.38 1.12 0.50 5.89 2.61 0.39 0.17
4108 358 0.137 0.88 0.34 1.12 0.43 7.50 2.86 0.51 0.19
4109 310 0.144 0.85 0.40 0.97 0.45 6.42 2.99 0.46 0.21
4110 241 0.119 0.75 0.37 0.92 0.45 5.22 2.57 0.39 0.19
n 5 5 5 5 5 5 5 5 5 5
Mean 315 0.139 0.81 0.36 1.04 0.46 6.24 2.76 0.43 0.19
S.D. 46 0.013 0.08 0.03 0.09 0.03 0.84 0.17 0.05 0.02
Kidney-RL Adrenal gland Ovary-RL Uterus
-RL
AB RE AB RE AB RE AB RE
Animal No. g % mg % mg % mg %
4106 1.56 0.70 59 0.026 79.8 0.0356 416 0.1857
4107 1.72 0.76 56 0.025 71.4 0.0316 438 0.1938
4108 1.96 0.75 56 0.021 85.7 0.0327 788 0.3008
4109 1.56 0.73 70 0.033 93.9 0.0437 665 0.3093
4110 1.34 0.66 48 0.024 73.6 0.0363 280 0.1379
n 5 5 5 5 5 5 5 5
Mean 1.63 0.72 58 0.026 80.9 0.0360 517 0.2255
S.D. 0.23 0.04 8 0.004 9.2 0.0047 205 0.0758

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 10-1(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1001 Male 0 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Kidney, Kidney (IHC,alpha-2u globrin), Lymph node,mesenteric
Lymph node, submandibular, Liver, Lung(bronchus), Mammary gland, inguinal

Medulla oblongata, Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas
Pituitary, Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-2(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1002 Male 0 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Kidney, Kidney (IHC,alpha-2u globrin), Lymph node,mesenteric
Lymph node, submandibular, Liver, Lung(bronchus), Mammary gland, inguinal

Medulla oblongata, Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas
Pituitary, Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-3(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1003 Male 0 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Eye Retinal fold: minimal, unilateral
Prostate Infiltrate, inflammatory cell: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum
Coagulating gland, Epididymis, Esophagus, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon
Intestine, rectum, Kidney, Lymph node,mesenteric, Lymph node, submandibular, Liver
Lung (bronchus) , Mammary gland, inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Peyer's patch,ileal, Salivary gland, submandibular, Salivary gland, sublingual
Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea, Thyroid

Urinary bladder

345



B-9244

Appendix 10-4(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1004 Male 0 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Kidney, Lymph node,mesenteric, Lymph node, submandibular, Liver
Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-5(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1005 Male 0 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Kidney, Lymph node,mesenteric, Lymph node, submandibular, Liver
Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-6(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2001 Male 100 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Liver
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Appendix 10-7(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2002 Male 100 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Cyst: minimal, unilateral

Hyaline droplet, tubular cell: minimal, bilateral

Following tissues : Not remarkable

Liver
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Appendix 10-8(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Individual gross and histopathological findings
Animal No. 2003 Male 100 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Hyaline droplet, tubular cell: minimal,

Following tissues : Not remarkable

Liver
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bilateral
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Appendix 10-9(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2004 Male 100 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Liver
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Appendix 10-10(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2005 Male 100 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Regeneration, tubule: minimal, bilateral

Hyaline droplet, tubular cell: minimal, bilateral

Following tissues : Not remarkable

Liver

352



B-9244

Appendix 10-11(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3001 Male 300 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Regeneration, tubule: mild, bilateral

Hyaline droplet, tubular cell: mild, bilateral

Following tissues : Not remarkable

Liver
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Appendix 10-12(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3002 Male 300 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Regeneration, tubule: minimal, bilateral

Hyaline droplet, tubular cell: mild, bilateral

Following tissues : Not remarkable

Liver
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Appendix 10-13(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3003 Male 300 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Cyst: minimal, unilateral

Hyaline droplet, tubular cell: mild, bilateral

Following tissues : Not remarkable

Liver
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Appendix 10-14(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats

with a Recovery Period for 14 Days
Individual gross and histopathological findings
Animal No. 3004 Male 300 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Hyaline droplet, tubular cell: minimal,

Following tissues : Not remarkable

Liver
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bilateral
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Appendix 10-15(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3005 Male 300 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Hyaline droplet, tubular cell: mild, bilateral

Following tissues : Not remarkable

Liver
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Appendix 10-16(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4001 Male 1000 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Kidney Hyaline droplet, tubular cell: mild, bilateral
Kidney (IHC,alpha-2u globrin) Alpha-2u globrin positive droplet

Liver Hypertrophy, hepatocyte, centrilobular: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular

Lung (bronchus) , Mammary gland, inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-17(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4002 Male 1000 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Cyst: minimal, unilateral

Regeneration, tubule: mild, bilateral
Hyaline droplet, tubular cell: mild, bilateral
Cast,granular: minimal, unilateral

Kidney (IHC,alpha-2u globrin) Alpha-2u globrin positive droplet

Liver Hypertrophy, hepatocyte, centrilobular: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular

Lung (bronchus) , Mammary gland, inguinal, Medulla oblongata

Muscle, quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-18(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4003 Male 1000 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Kidney Hyaline droplet, tubular cell: mild, bilateral
Liver Hypertrophy, hepatocyte, centrilobular: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular

Lung (bronchus) , Mammary gland, inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-19(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4004 Male 1000 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Regeneration, tubule: minimal, unilateral

Hyaline droplet, tubular cell: mild, bilateral
Cast,granular: minimal, unilateral

Liver Hypertrophy, hepatocyte, centrilobular: mild

Pancreas Atrophy,acinar, focal: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum
Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon
Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular

Lung (bronchus) , Mammary gland, inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pituitary, Prostate
Peyer's patch,ileal, Salivary gland, submandibular, Salivary gland, sublingual
Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea, Thyroid

Urinary bladder
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Appendix 10-20(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4005 Male 1000 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Regeneration, tubule: minimal, unilateral

Hyaline droplet, tubular cell: mild, bilateral

Liver Hypertrophy, hepatocyte, centrilobular: mild

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular

Lung (bronchus) , Mammary gland, inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-21(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1101 Female 0 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte, periportal: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-22(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1102 Female 0 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-23(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1103 Female 0 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte, periportal: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina

365



B-9244

Appendix 10-24(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1104 Female 0 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-25(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1105 Female 0 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte, periportal: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-26(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2101 Female 100 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-27(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2102 Female 100 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-28(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2103 Female 100 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-29(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2104 Female 100 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-30(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 2105 Female 100 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-31(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3101 Female 300 mg/kg Day 22 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-32(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3102 Female 300 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-33(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3103 Female 300 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-34(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3104 Female 300 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-35(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 3105 Female 300 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 10-36(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4101 Female 1000 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-37(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4102 Female 1000 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte, periportal: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-38(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4103 Female 1000 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Kidney Cyst: minimal, unilateral

Liver Vacuolation, hepatocyte, periportal: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Lymph node,mesenteric

Lymph node, submandibular, Lung (bronchus), Mammary gland, inguinal

Medulla oblongata, Muscle,quadriceps femoris, Optic nerve, Ovary, Parathyroid
Pancreas, Pituitary, Peyer's patch,ileal, Salivary gland, submandibular
Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Thymus, Tongue, Trachea, Thyroid

Urinary bladder, Uterus(cervix,horn), Vagina
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Appendix 10-39(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4104 Female 1000 mg/kg Day 29 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-40(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4105 Female 1000 mg/kg Day 29 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte, periportal: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Lung (bronchus)

Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-41(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1006 Male 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Parathyroid No sample

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum
Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon
Intestine, rectum, Kidney, Lymph node,mesenteric, Lymph node, submandibular, Liver
Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle, quadriceps femoris, Optic nerve, Pancreas, Pituitary, Prostate
Peyer's patch,ileal, Salivary gland, submandibular, Salivary gland, sublingual
Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea, Thyroid

Urinary bladder
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Appendix 10-42(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1007 Male 0 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Kidney, Lymph node,mesenteric, Lymph node, submandibular, Liver
Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-43(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1008 Male 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Infiltrate,inflammatory cell: minimal

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum
Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon
Intestine, rectum, Kidney, Lymph node,mesenteric, Lymph node, submandibular, Liver
Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Peyer's patch,ileal, Salivary gland, submandibular, Salivary gland, sublingual
Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea, Thyroid

Urinary bladder
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Appendix 10-44(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1009 Male 0 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Kidney, Lymph node,mesenteric, Lymph node, submandibular, Liver
Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-45(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1010 Male 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Hyaline droplet, tubular cell: minimal, bilateral

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular, Liver

Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-46(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4006 Male 1000 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable

Histopathology:

Heart Infiltrate, inflammatory cell,myocar: minimal
Kidney Regeneration, tubule: minimal, bilateral

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Intestine,duodenum

Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular, Liver

Lung (bronchus) , Mammary gland, inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder

388



B-9244

Appendix 10-47(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4007 Male 1000 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Regeneration, tubule: mild, bilateral

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular, Liver

Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-48(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4008 Male 1000 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable

Histopathology:

Heart Infiltrate, inflammatory cell,myocar: minimal
Kidney Regeneration, tubule: mild, bilateral

Cast,granular: minimal, unilateral

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Intestine,duodenum

Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular, Liver

Lung (bronchus) , Mammary gland, inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-49(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4009 Male 1000 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Regeneration, tubule: mild, bilateral

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow, sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine, jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular, Liver

Lung (bronchus) , Mammary gland,inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-50(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4010 Male 1000 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Cyst: minimal, unilateral

Regeneration, tubule: minimal, bilateral

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum

Coagulating gland, Epididymis, Esophagus, Eye, Heart, Intestine,duodenum
Intestine,jejunum, Intestine,ileum, Intestine,cecum, Intestine,colon

Intestine, rectum, Lymph node,mesenteric, Lymph node, submandibular, Liver

Lung (bronchus), Mammary gland, inguinal, Medulla oblongata

Muscle,quadriceps femoris, Optic nerve, Parathyroid, Pancreas, Pituitary
Prostate, Peyer's patch,ileal, Salivary gland, submandibular

Salivary gland, sublingual, Spinal cord(cervical, thoracic,lumbar), Skin,inguinal
Sciatic nerve, Spleen, Stomach, Seminal vesicle, Testis, Thymus, Tongue, Trachea
Thyroid, Urinary bladder
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Appendix 10-51(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1106 Female 0 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-52(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1107 Female 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Ovary Cyst: minimal, unilateral

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal

Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-53(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1108 Female 0 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-54(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1109 Female 0 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-55(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 1110 Female 0 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-56(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4106 Female 1000 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-57(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4107 Female 1000 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-58(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4108 Female 1000 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Parathyroid No sample

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone, femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Pancreas, Pituitary, Peyer's patch,ileal

Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-59(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4109 Female 1000 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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Appendix 10-60(1/1) 2-Methylhexane: A 28-Day Oral Gavage Toxicity Study in Rats
with a Recovery Period for 14 Days

Individual gross and histopathological findings
Animal No. 4110 Female 1000 mg/kg Day 43 End of recovery period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Adrenal, Aorta,thoracic, Bone,femur, Bone marrow, femur

Brain (cerebrum, cerebellum,pons), Bone,sternum, Bone marrow,sternum, Esophagus
Eye, Heart, Intestine,duodenum, Intestine,jejunum, Intestine,ileum
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node, submandibular, Liver, Lung(bronchus)
Mammary gland, inguinal, Medulla oblongata, Muscle,quadriceps femoris

Optic nerve, Ovary, Parathyroid, Pancreas, Pituitary, Peyer's patch,ileal
Salivary gland, submandibular, Salivary gland, sublingual

Spinal cord(cervical,thoracic,lumbar), Skin,inguinal, Sciatic nerve, Spleen
Stomach, Thymus, Tongue, Trachea, Thyroid, Urinary bladder, Uterus (cervix,horn)
Vagina
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