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1 25K

2,6-FT7 XLV IIINVRBED 0 (EERTIR, 1% A Fu L m— ZKEEHK), 100, 300 35 L
1000 mg/kg % 1 FEMERES 12 DB Crl:CD(SD) 7w NI, HElZxE L CIXaRhlal, 2B Fs &
O%SHi & Erteat 28 A, MEICH U CIEAECAT, ARRE K ORI, 72 b NS/ #f% 4 A
ETOHMBORE L, MESY~OER G X 508, MY O AT L OB AR O
AN RIFTEBIZOWTRE Lz, £z, 0GRHR) 35 KTV 1000 mg/kg 1I2OWT, HEEMIXA S
VL7 )ik LT 28 HM DG T4 14 A OBHEMEZ G L, MEEWIE4S 10 lE2RBIZak T, 5
VCi% 28 A O G TRICHKR L, 5STEIEE HIC 14 BEOEEMEIZ OV T BB L.

1.1 A& G-

100 3 L T8 300 mg/kg AETIE, —MCIRAE, FEMZ0IRRBBILE, Haemd, (RE, BRE, KR
1, MRFHRE, MR LFAIRE, SEEEBLOCTROSHREEBIC, ML LEBRYE
BHORBITRO benoTc

1000 mg/kg #f TlX, MEICOAHENRD iy, IR OREEINEICA B KE, FELH
BECIFIEREOAE 2w, MEFRE T, B TR MR A E 2K E, FEhD
BECARMEREUC A B 2K, SRR MRS L OV ERRIMER~T 7 0 BV BICH B2 & E
o b, U EOEITIZEIEMERTRO bz,

R PEALAR F AR A TIX, 1000 mg/kg FE O MEME (2 WY BRI % 512 B4~ 5 25 L1780 B 7
hoie.

L7 T, KRB FICBIT 5 2,6-F7 7 % Lo PHVR VRO AE 53 B4 5 4%
WHEE (NOEL) B X OMEREMRE (NOAEL) (391 b T 1000 mg/kg/day, T 300
mg/kg/day ThH D EH x b,

1.2 /EHEFE A w

TRBREE O AFERERA B L OF AR OBRA T, 1000 mg/kg BEE T, W OIHEHEIZ b5
W B 5\ BT 2 2 b Rino 7.

L7 o T, RKRBREM TICBI 5 2,6-F7 7 % L Dh VR OB EM O LR k3 2 #

& (NOEL) 3 L OVEEME (NOAEL) 72 6 ONZH AR O3 ATk 3 5 2 & (NOEL)
BLOEREMEE (NOAEL) (3 7740 1000 mg/kg/day &5 2 Hiv7-.

/
s
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26-FT 7 XLV AINKRUTBED 0 (BRI, 1% A F v e — ZKEEHK), 100, 300 35 LY
1000 mg/kg % 1 BEMERESS 12 PCD Crl:CD(SD) 7 » MZ, HEZxE U CIEARELRT, ZRBLHIM 3 X
OXRHit & Erteat 28 A, MEICH U CIEAECAT, ARRE L ORI, 72 b NS/ #f% 4 A
FCTOHRMBEOBRE L, MHESY)~ORKIER 5L 5528, MDY O LR X OH AR OR
AN RIFTEBIZOWTRE Lz, £z, 0GRHR) 35 KTV 1000 mg/kg 1I2OWT, HEEMIXA S
VLA etk LC 28 HMIOE LA T 14 AWM oE@YEAZRET L, MBWIEA 10 IL2 NIRRT, 5
VCi% 28 A O G TRICHR L, 5SEIEE HIC 14 BEOEEMEIZ OV T HREFL 7.

MERs L O E
1 BRI E

AR $2,6-F T E VLT HIVR R
g D : 2,6-Naphthalenedicarboxylic Acid
R 2 : 2,6-Naphthalic Acid
CAS &5 : 1141-38-4
BHWAREIE S (LFE)" : (4)-402
RS

0

¢ -oH

HO-C
0

= : C1,Hg04
HrE? £ 216.19
B bR E CHG ~ DPTNICOTOER, KW~ R

Fl s - EEE S >300°CY
VRRREE 5 KIZARR, T a— VHEIZER, NN-UAF LRV LT IR

A Y.

7y hE : J82SE

LA : 99.7% (GC), 99.6% (" Fif &) (Annex 1-1)
AFH 1 2014 4£ 10 H 20 H

ATHE : 1000 g (Ba:E R & It )
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zwiett georpy s oo - 2 . e o
L, BEMEZMHER L7 (Annex 1-2).

RAFGATE L ORI - PR E R EOMEE ; 2014 4210 H 20 H (AF)~201542 A
7 H (AR

PRATSR1F D (FEIEIPH 5.0 ~9.4°C), BT, AR
Bl s LA FE, AT BIOMREA TR EER L.
VNI KIS g mERELL, B OB BRI L.

PRARBRME OVE - BB TR, BEALIT T 272008, FERREEM L LTI LE

3.2 MK

4R D L(WV)Y% A F Lt L — Z KR (1%MC)

AR5 vk AT B E—R (A hr—X, SM-15, 7 v hEF 4015069, 15k
b TS H) ZREL, BRK (AAERGHEK, oy b E
5 GP280, GP290, HIETHRAZtE) Tl (wWv)%E 72D XD ITHRS
7.

TrAF AT L OMMRAFIIH « PR B IRAFE ORI 5 2014 4 12 A 16 H ~201542 ] 13 H

RAF ST D REBARICAIL, Mk (FERIEPE 5.1 ~9.6°C) TIRAFLT-.

it FH AR DR 15 B AR 7 HRAPITEE R L 7e)

3.3 \HIROFEI LU0

PR DG BRI A EREICT R L, A USRI O ) viEE
FHOWTER L TORBOBER L BIGEE 7. 8 Lol s K91
Rol-bI U PEHNWTA— LT T 2B LA, BEHAREY
R DFETHPEL, ZORBA— M T TRIIBLANTAY —F—
TR I, BAREZIMA THERICART v 7L, B—ITERS
Bl A Y 2 —LRICE LA,

AL CBREHOREIRIZ4~6 HORRTHEL, 6 HLANIZER L.

TrRAES TR KX ORI« SR B IRAFE O MR ; 2014 45 12 H 16 B (&—E « &M
AFAEL) ~2015 42 A 13 B (kb

PRAFERAMTE DR (RGP 5.1 ~9.6°C), MO, KU
AR o EBRWEIL Y U — S FRTHRER, RROBICIE~Y 27, FAE5E

2EML, WA, IR, B X OIS & o2 ke 72
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D IERROBGHT, BERNL T DI ERERETEY & LTI LT,

B GHR O — VI KO EMEDOfERS

P G- D It FERERR
B E o3 AT J7 1k
3.4 HBRR

- SR
A=
APEREH
WMEME=21) 7
Eh s B

NI

S NEYY) I fin
ARENUNEER S

S NIRFIAR B R
P55 Bl A b 1 fi

P 5 Bl A IR {4 B i A

10 35 LTV 100 mg/mL D2 FE DFHEHRIZ OV T, B—MEE L O
ff6e H GARAAZ 0 R & L CREA) +=IE 4 R OLEMZ R L.
BJ—PEHT OFERTIE, 10 38 X OV 100 mg/mL FARUEIL,  AH G UE (R
FEMENEIN 1.5%FB L N0.8%ThH Y, HEFEMED 5.0%LL FTh o7z
(Annex 2-1). ZEMESHTOFERTIE, 10 38 LT 100 mg/mL 7R 1T,
BTN ZINTI 94.9% B L VN97.1% TH Y, HIEELHED 100+£10.0%
UNTH % Z & D3l 472 (Annex 2-2).

DB OSBRI T 2 B G R OREZ, YRR L OO
(A9 2 S A& IR O TR I O W TRERR L 72, oM SR T,
10, 30 35 X O 100 mg/mL % 5 D& A L2 L )E T 93.3%,
90.7%33 L 1Y 95.2%, f#&[AIT 104.0%, 107.0%3 LT 107.0%TH D,
FRRPE AR 72213 E N NAIEIC 1.7%, 0.6%F L 10 0.8%, HKi&lElT
1.4%, 1.0%3 L0 0.6%TH Y, FIEFLLED 100£10%LL N IS LT 5.0%
LR THDZENMERINT (Annex 2-3 35 LN 2-4)

: Annex 2-5 |27

: 7 v b, Crl:CD(SD)

: SPF
C AARF ¥ — A - U R—FRA St
CEMWEREER LV T2 B AT L.

: 7y MIZOFEORBRCTEFEH WO TV 2B CTH Y, BIHRUE
WLEEL TS Z & &SN 2 mxt BT — % AFIf T &
HTENLZIDORMMERE LT,

: I 50 DT, 70 T

D MEREE 8 Mk

: 1 240 ~330g, ME 160~230¢

: MfE 295~330g, Mff 184~233 ¢

D MERE & b 10 W n

: HE 400 ~ 481 g, M 208 ~294 g CEXIMRTE Mt 438.1 g, M 244.9 g)
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DHE 6 RE, MESHE (RUBREE MEMESS ARE, VT T A NAE HE2RE, ME JE

ZECRE 4 7f)

D ERRBRRE WMERES 12 VT, BT T A NEE MERES S PT

CREMIRIIZ AR (BE 1 BH) 2B/%E 6 H E TOHIR.

B 3 1 ) & & oD 72 843 1T B T M.

kB Z 1 H 1 EIBIER L, REEAR, ME 6 B L ORI A

(CHE L7z, BB th o —feikigds L OREIZIE, WThoihiwic
HERFITFEO bR T,

D MEEMIZ DWW T, MR A YR A A T BERIEIC I VBT R E T

D9 HIIZAT - 72, MEOHER, WTHho@Eic b BEILEED b
mMmoTo.

BIE R s FE 0 U 7 — iR BB 23 00 L OMAERINE, S OITHEIC DV TR A W A o R
NE, TRTOEMZRHESTICHWE, a0 a—F 27 A (MITOX, =SS 27 45
RSt 2ER L, BT R (&E5GEATR) OEFREICE SV CEbEEAMHEIZ LY
BREDOWEPREN 12720 KO IR T 21T o7, B L8O REHPIL, KT 404~
474 g, MET223~285g TH Y, FHRE (I 436.6 g, M 250.5g) D £20%LUINTH -7, Bf
SIS ANN T, BGBRAG PSR DR L, IRMERRETIEEIAE o THLY o 7z,

3.7 Bk LU — Y ol

DR T RN ARSI 7 =L B TRENCHI Z AT, AR A

N

ToTz.
B TR T B M ICE ) E 52 AR L, ERER 21T - 7-.

N

s BE T ETTEERER No., #%51 No., MR, 7¥—Y No.BLOHE / R %

FIF L2 7 V& B — Y ORTEICE R L.

FEST 1T #2138 No., B No., PERI, #EWE, & (K BLU
i/ RHEEF L2 T VB — VORI R Lz, RRAAL

MEEN 1T ERC & [FRRDIEE A 50l LI 7272 7 WIS L, R AR
NEH 72 O NS AR A0 7V — 74 B8 L TR LTz, ik
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T LMD TNV L CTHE 0 HARA LIS 0 H
O T N—T 4 L.

: 309 =

: 22 +3°C (SEHIFEFH 20 ~ 24°C), 50 +20% (I 40 ~ 49%)
: 10 ~ 15 [B]/IF[

: NTHEHT 12 WERE (8:00 ~ 20:00)

3.8.2 B #M B L OEE Hik

r— Y OFEHA

770y MREREREEHEK S — Y (260Wx380Dx180H, mm)

T, SEREASTMEBNIC OV TN 17 HABIHE 4 HE TR
—VOEMR A/ NRZ MR A TEBRBMARE (FUA b7 L—
7, ARTF x—v A D A—RAG4E) ZEH L.

1 7= B2 0 OWAEWE - Bxs K OBIMEIR I 2 L9, BRI 1 IL, AZBCH W]

br— UL

5 [ AZ#a
JINRIEZ (LD AZHa

GHIZA

=&

HEhiaKEEOKEE -

D RIRERFZOAE L7z,

1 H 1 [EISEhE L7z,

D HFEREEEB IO I U RERMEER L | BE R CTREICENT 2

Rk
ENOTER

ENOWHE

3.8.3 ik}
FHYH - %R

2y hEE

TMERES 1T, igiT 1 EE L.

R URR IO G 14 BIZSEM L7, 72720, RREOLHEEIIC

WTIHIEIR 0 BB XN 14 HIZ, RREARRSIMEEIY L 2 Bl Z L1235k
B L7z, [BIER T REARRGIEZEIE 1 BICSE L7z,

c 2 [F1%EE L7,
S HENR 20 HAZFEE L.
D BETRFER L O E- 14 BIZE M L. 72720, RERSLHEENMIZ S

WCITIER 0 BB XN 14 HIZ, REARSIMEEY) L 2 Ml Z &5
i U7z, [eER TR GIXEIE 1 BICSEE L.
1 15 L 7=.

EREELY 1A 1 RFE L.

. [ERUEREE, CRF-1
: 141007, 141104
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3.8.4 fIEK

X
AR ITIE

1G9 E 5 DR

3.9 #EE OG-
39.1 BEBEORE

&G

e B

SR14252

AV = VR T MRS
D AR SAAET S A O CH BICER & .

72121, HIRET R OL 20 b e Z i S .

CRBRICER R LETERNOL LI MEFOREL A LA o v

FOFEHZOWT T LT, ik —e 7 4> - 77— RT7 v K7
BU N T AT 4 v THRAEM (O
ARMHWW%7M)%£U@H§L%%( IHTRRBR A

14G03-151, 14G03-164) 23TV, b7 —Z ZfEHLEEE b v >
MEIZAF Lz, o A L&A EIIRS AL S L T FERT O
PEAERRETIEEICHER L. S ofER, WIhoHEBIZLIFFREE
X DT D Lo Tz,

: AR-14-JP-005160-01,

o ALK E 7K
C HEGKEE D 2 WK 2 O CHBRICERE 7.
D RBRICEER L LIETRND H DTG E SOV T, 201447 H 1

His LTN2015 4 1 A 7 BICYURLAIE = & [FRMEE O iR (306

FER) DHREI AR U THERR L7z, 4987 A AR Akt Ok
Rt 3% : No. A261406, A265505) 25T\, 9T — 2 # AFL7-.

SINTIRE & TP S AL B W B VERFJE T O Wi I
WZHEHL L 72, T OFER, W oHEBIZH A Z i 2 5 HILEE

IR T,

0 (6FR), 100, 300 35 X TF 1000 mg/kg/day
DRI FE N L2 TRRBR (SR14252P) (3% 5-8 0, 8, 40, 200 1 X O 1000

mg/kg/day, MEHER: 3 DL/BE, 14 H BISCERE D 5)Y OfESL, 1000 mg/ke
HOMET, JRiEEGS L O~~ F 7 U > MEITIEREDSFE O itz O &
T, TOMOBAER BT EF G BET 22 TR bk
ol ko Z enn, KRBT, 14 AREGES L THHL
Mgt & L U7y - 72 1000 mg/kg/day &L L, LLFAKK 3
TR L 72 300 36 £ TV 100 mg/kg/day % Z L E & L OMEH &I
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3.9.2 FEBAREDOHERL

SR14252

B LT, ZDIENTEARD B % Rk FIE TR G35 HREEZ 3%
7.

BRI O & SEOBMFE ST T O®mY & Liz.

BEE  RE  REAE B (B E5)
AR (mg/kg) (mg/mL) (mL/kg) i3 i3 Akt
< FRBRAE >
I HR 0 0 10.0  12(10101~10112) 12 (50151~50162) M
KA & 100 10 10.0  12(10201~10212) 12 (50251~50262)  f&
W = 300 30 10.0  12(10301~10312) 12(50351~50362)
& 1000 100 10.0  12(10401~10412) 12 (50451~50462) %
<H7TI7A ME>
SR (BEG4& T BES IR 5] 0 0 10.0 5(50551~50555)° [
(B8 & T 1 451 0 0 10.0 5{5?}8?15?%?7’ 5(50556~50560)° [
10112)*
EHE (& TR A 1000 100 10.0 5(50651~50655)° 7
(EE#& T RERIRR BT - 1000 100 10,0 > (10401, 10404, 5 (50656~50660)° 7%

10406, 10411,
10412)°

KTEREEICIE, fORE L FEED HiECIE O E G LT-.
a: ERBREENOHRE 21 HOKREIZEKESWT, FHOKREOVEEMEICEMT S X 92, &if
D SPCOEE L.

b : FEAHEIEE
393 &5

BHEHTEBLOREGRE : T4 AR—FTNVEY U TEBLOT 4 AR=F T Pz

e Sl
b5
511 ]

[EIEiE 21
G

THRAIEICERICR ARG L.

1 H1E, ARG L.
:9:10~11 : 46
DMk AZHEC 14 HARTX D 28 HHE

Wt 5 AZELAT 14 H 3 X OSZRARNL £ TOREHIF, S bICZRKAL
BUIAEIRIM S L OVt 4 B (WHE 0 A 200% 0 A & L TR
£ TOHIM, ZRAMSLONIABIHIHFE T4 23 H £ TOHIH
BT T A4 MREIZOWTIE 28 HIHE

B EMIMK T 14 3
SRR OB G EE, B5 HICR BIEWRIE B OREIZESWTEE
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SR14252

L7-.
B G 51E, BERE, ®ERHEE IO O®RERD
PERVETA R4 I TERE LT,

3.10 Big2, WER L OMREEHA
WHBMEH 2% 51 B (Day 1), #4528 HO¥ H%[E1E 1 H (Recovery Day 1) LR L,
B L OV T 7 4 MEOHIM A 3% 5 28 HOFH (Day29) B L ONEIE 14 HOFEA
(Recovery Day 15) & L7=. FRBREEOMEBIMIL, KRNI B A4E0E 0 B, S0 T HAHE 0
HEHELE.
3.10.1 KAEFHG-#HME
3.10.1.1 —fiiR e 52

ik ;A

i 5 1 EPDEBRAET

B D B AR IR AT KO G% o 1 B 2 [\, BHEMM IR X

OV 0 1 A 2 [\, FHR BRI 1 EggE L.

Bk MEx OB OEIE, SMBL ITEVFIZOWTRIZE L.
3.10.1.2 FHM 7R REAI 2R

Bl =

Hp D BRGBHIART R B NG 7, 14, 21 B L UN28 A

EREBRAEOMEIC OV TIE, EFRICAT&E 35810042 H
EEAR I, FE7B8XCN14 H

BT D HOMUDEDTEAaT Y T HEAEE TR a7 b LB R
ZRiEk L7z,
BIZREEH B I OZEDOHIE

[1] PRAZ- L8, RPEUCIRRE, HRMk- R, WRITE) (Bs - felml), #2%
T8 (BW) 27— oo L.

2] WY LY S, BkW5 s, MltiEt:, L&, EoRE, KE,
IR -AREK IS K OKERR OAMEL, BEFLAE, TRIR, T, & Oy o
FIZONWT, F—UMNHE0 HIRICEE L.

[3] 4T, EBHMAME, REAMICT 206G, RETE (BRE -
BV, HEECIREE (BEIR - HE3E), WRATE) (S AN - TS
D), BEATE (BT I0 - BREREF), LBEEIZHOWT, =T

-19 -



SR14252

74— RN TEIZ LT
3.10.1.3 BEREfAR
% D KO 21 B OEREOFEHMFIITRIT D K 9 18k LIz O &R
SEIB RO T 74 M (B TRERIRRE]) OfEZe 5 ONC 3BT
OHED 5385 B OB OB # R L7458 5 6.

REHH c PG40 (%523 BH) BXOUEIE 2 (148 8 H).
FRBREEOMIIHE 4 A
B WEFE CHOEMUOEDTAaT Y T EMEEH W CAaT L LB E D

B LI ERSER 1 K B IE A Fidk L7z,
BEEEBLOEDOHIE
[1] MR 3 2 EADEBI AOS - e L TU T 2B L.
BLREAI, ARTERRE, BETCRIE, RN, EA AR, 22
HIE A B
2] #8741 : CPUF—Y (T A a—x=o V=7 U o ZA&) 280
TR LOEBIC DWW THE 3 EIEL, 1 g HALCiigk L7z,
[3] BXERE  BREHENEEE (A— = A v 7 ABILV
CompAct, =EMTEEMIEXStE) ZHWT, ERRICHIEkE, 1045
[EIRRE C 1 RERTIHIE L 7.
3.10.1.4 {REHIE

%% el
HIE B CHEB XY T T4 NEEOMEE, BS5 1, 4, 7, 14, 21 BLON28 HOD

Fe b, BIE 1, 7R L4 B ISHIBKRA.

FREBEE oML, B51, 4, 7, 14 HOELF, ko0, 7, 148X
20 HO#EHI, HE0FBLO4 HOEGRIL O WMo HE S HD
HiME. 72720, SBnBEANXATR 26 B GHlRA), REBEARRALHNIC
DOWTIE, #4521, 28, 35, 42, 49 HOEHRIB I OHEKRA 5
51 HOFER) (25 L7z,

IV EDIRES c R EIRFE (GX-2000, kARt =— - T N FA) 2T
WEL, 1g ATtk

(ENGEez s TRz B L.
<R LT 71 FREOME>
5 HIH
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3.10.1.5 B EHIE
il
HE B

HIETTIE

3.10.1.6 RIS
%

5
RIR 51k

SR14252

REHINE (g)= 528 HIRE (9)— &5 1 BIKE (g)
[RIE ]

REIINE (g)= [FfE 14 ARE (g)—EE 1 RIEE (g
<TFRBREE D>

PENRTAT G-I

REIINE (=#5 14 AAE (99— &5 1 AEE (g
SRR

REHINE (@) =11z 20 BIAE (g)— 4R 0 HIAE (g)
W E IR

REIINE (=MH 4 AKE (9—"H 0 AIKE (g

: A
D MERE S b AR OB K OEIRH 2BRE, RERE &R U HIC%E N L

7.
A EMRFE (GX-2000, kit =— T K7 A) 2T,
0.1 g BN TRESER L 7=,
Beh 1 BE-IIEE | HICHEYBEZE®R 7 —VBICREEL, T0%
THE B FREE R K OREEE 2 JIE L7z, 72720, RMEEIORIE X
BEIROA L LT-. ERBREEOMEIC oW TR, R 20 BB L OWHE
4 HIZFREERED A, IR0 AR LOWHE 0 AITFEEEO 2 JIE L7z,
WIRTRICE Y, BEERE (gratday) ZHH LT
FOEEE (g/rat) - FREHE (g/rat)
HIE A O B (day)

EBEEE (g/rat/day) =

s HEITHERERR A & R DO RBE S BT HOWT, MEIZY T T A FEEDOREIE K

TR

48 (5 26~27 ) BLOEE 2 @ (5118 9~10 H).
AT TT v MR —Y (KN-646, B-174, H B RYERT) %2

WTEIR L, B5EZNOLH3RMOFZIRT]~[9]1%, 70821 K
M OFER T[10], [111Z2FEM L. [9PLEICSWTIE, 1500 [ElHizE/4 T
50 DB IR AT o 72 BRI L 72 RIS TR R EE L 7=,
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FRATIR H 36 L O 515 -

(1] pH B ARTE
(2] M (Protein) R AR TE
(3] BE (Glucose) B AR TS
(4] 7k K (Ketone body) R AR TE
(5] vu vl s —7% . (Urobilinogen) AR TS
[6] v UL e (Bilirubin) B TE
[7] s (Occult blood) B AR A
[8]  faF (Color) PR BLZ
[9] JRIEHE (Urinary sediments ) Sternheimer Y& {1k
[10]  JRZ (Urine Volume) HENE
[11] Lk (Specific gravity) AT EHE

[1]~[7] SATART AT A, V=AU ANVRTT « BAT T ) AT 47 A
[9] EM%EE BH-2, BH2-MDO, # U L /8 AW T A SH
[11] REEEESFI2 Y aS, 72

3.10.1.7 MiRFHIRBRE
il

D ARES B (R OREIHRRER A N W 2B LIS > S B 5 0

AL E K U7z, ERBREE OMEIREREmR A & R —, 7 71 M
(ESEEX )

53] RS [ERBREEOERS X O T T4 NEEOME (%58 T RS G))
3528 AOE R, FRBIFOMEII 2% s B, 7 74 MEOKE
FBROME (A& TREARE]) 1ZEIE 14 AOBA] IC8m L.

IR 715 S AN DO—BEDOHAET (16 ~22 ) TF v h&~ b EH
—/F MU T LRRRE (EREN) L, BEERENRE 0 Ei L7z, B
HD S5 [1]~[10] {22V TIXEDTA2K (\X/ Y= 7 h Il EZ2E 1M
B, TR SH) THER LZ MR 1 mL & Ay, [11], [12] i
DWTIL3.8%7 =g b U w7 A THLER L7- M#I 2 mL % 3500 [a]
#5/47 C 10 sy R D v Bl L TR Do 2 vz, B oz miks
FOUMSBE IR THBEE L-. 2610 A MmERSE 285 5=z,
[ EREHIE AL ER L e 2v o 72,

MREEB B L ORESIE

[11  JRimEk#L (RBC) R 4

2] ~~ k27 Vv ME (HCT) TP S

3] ~FEZ bt il (HGB) SLS~E 7/ 1 Bk

[4]  FERIMEAR (MCV) RBC, HCTEL YS!

[5]1 “EHRIMER~F 27 1o & (MCH) RBC, HGBfHE X v HH

[6] SEERIMER~E 7 1 B RE (MCHC) HCT, HGBfE X v HH
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[7]
(8]
(9]
[10]

[11]
[12]

SR14252

M /ME (Platelet) B URR HE

H i EkE (WBC) Tu—%A FA M —ik
MR IMEKEL (Reticulocyte) Za—%A MA MY —ik
M 1.2k 53 ] (Differential count of WBC) 7u—H%A A MY —k

1 fF$ER (Neutrophil, 10°/uL)

b B~ W N

IFERER (Eosinophil, 10%/uL)
IFHEHEER (Basophil, 10%/uL)
HER (Monocyte, 10%/uL)

U > 738k (Lymphocyte, 10*/uL)

7'u hr e UREE (PT) e AR T T RF
IEMEALES Sy b u VR T T AF UEER] (APTT) =7 ¥ U BRE

[1]1~[10] HEhMER/FHTEERE XT-2000 1V, A A w7 A
[11], [12] MiEEE HB8HRIELERE KC4 T4, N =T 4 « "4 FT v
3.10.1.8 MR b FRIRR A

7k
3]

U EEWIRES

C MR & [ — D& RE S #
IR ERI L7z,
CAGNINEDO—BEOMET (16 ~22 FFE]) TT v F&20 L EH

—vF MU T LRREE (EREN) L, BEERENIR K i L7z, Bk
HD S5 [1], [5] oW TR 1 mL H72 D ~"Y o F h U oA
(~3U > B U T AENIAY ), 1000 AZ/mL, =A VA 77—~k
L&t K920 BAL CRUEREE, 3500 [E1H5/43 C 10 2 om0y B¢ 15
ST VTR Lz, fOIHB 22V T BRI 0 5R5R &
(BEX7 V=2 A, RIS ISR Z R L, 3500 [E1#5/4)
TI10 OO ZEECH LNIZMEEZH O THRE L. £/, Mg
D—Eh % FRIREERE I B4 5 R L8 > (TSH, T3 BX U T4) HIE
HAELTHRY e Lo flls o —7 4 RITK 150 pL 372577 E L T
FEIRAE (-80°C X E) L7=. L2 L, JWERAEICIHS W T FEAE—FIR
JRRASDRBENGTRD IR o T2 8, JEIXERE T, EAILFEE
L7, B T oM JOIEIE, —20°C AN CHREERAFEL, &)
BRK&E T H E CITHEE L.

BEHEA B I OBAESIE

[1]
(2]
(3]
[4]

(5]

AST
ALT

JSCC i
JSCC i

TINHVKRAT 74— (ALP)  JSCC ik

v-GTP

L-y-Z v H I V3B )VRFvd-=huT =) REE
%

7' )V a— A (Glucose) XY X —Eik
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(6]

[7]

(8]

[9]

[10]
[11]
[12]
[13]
[14]
[15]
[16]
[17]
[18]
[19]
[20]

= L A7 1 —/L (T-Cho)
cUZU&U R (TG)
wEeUEy (T-Bil)
HAHYT 2 (TBA)
JRF#EZEFH (UN)

J L7 F =2 (Crea)

7~ U UL (Na)
#1724 (K)

7 u—/L (Cl)

N7 A (Ca)

R Y > (IP)

HEH (TP)

A/G k. (A/G ratio)

7 V7 2 (Albumin)
FEH47H (Protein fraction)

1 773 (Albumin, %)

2 -7 r7 U (al-G, %)
3 -7 7YY (02-G, %)
4 B-Zua7 V2 (B-G %)
5 y-7ua7Vr (-G %)

SR14252

MR 5
Wl 7 ) & m— Bk
BEFRE
2 AV I/
7 L7 —Y-GLDH
MR 5
A 7 V®IEM (ISE) &
A 7 ®IEM (ISE) &
A A BN EM (ISE) {&
OCPC £
Fiske-Subba Row %
vy Ly ME

BEESE & R
WEEEEESE LD EH
tar—A7 17— MMEERUKENE

[11~[1

[18] ~

Bil%k

71 BEATEERE 7080 T,

ANNAT 7 /Jmy—X

[20] HEIESKERER AES320, —EA4 U /3R
3.10.1.9 JEHERfRA

3.10.1.9.1 #lk

]l

3]

U EEWIRES

: FRABREOERS L O T 74 MEOME (5T RG] 1385

28 HOH# A, ERBREEOMEIISM%E S A (WE 4 BOER), 77
A MREOHER JOME ([FHER TRESIME)) 1XRIE 14 B OE B IZHIBR
L7z, 72720, il 3atiRs 26 HIZ, ARRASARNAEIEAS B
“T#24 0 (551 HOFBH) ICEE L7,

DR EEBIERL, X R EX— L MY U ADEERNESICL D

FRIFE T C, IR A R > TR RBINR & 0 Rk, Hofis
RO ZRIE S, REHOWE - MMkERIRAICBIZE L. £72, LIF
DILE -« Sk 10% THEEE R L~ U RICHESE - RE LT, 723,
IREKEB L ON—F—JRIT &y Y U CEE - RIFL, BRBLW
R ERIZT 7 AR CHEE, 70% % ) —/VIRAF LTz, BfilZonT
TEER A TEABRIBEEE L. EAOHLEEICONTIL, Efik
HEE - RIELTZ.
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P JE 1) OD R R

itz

=4

3.10.1.9.2 B EHEHIE
Bk
HRF ]
W E J7 vk

e - MLk

FR EE DR

SR14252

c YT T A FEEOMEO BN OV THIBE B OFIMETICESG 2 BRE L, ¥

AP A LT, SRR T OIS L ORI B & TR L 7z
ST — 4 B R T R AORE I O B & L7

DB ORI, /NS JORE), A, TR, BolR, FURER, LRUIME,

RIS, Me, oCoit, R, B, FFEE, BN, SRR, AR, 228,
B (A =tz ade), B, &5, B, <&, M, B B,
REEE, ORGEE LI, RISZAR, RE%E (BEEIRGTe), SRE, 75 (AR X
OHER), [, IRERIBS LOAN—2—lR, L (MDA, AR, Kik
F (EHEEET, f), BREEY CoxE, TRY o8, B (WEE
i, ) I LB L.

el
s IR IRE

: B EMRFE (GR-200, &t =— -7 K7 A1) ZHWT,

UToSREORRZNE L. 0B, EAOHL&EIIEAGE THI

ELT.

DR, D, PR, N, OREE, REER LK, R9E (BEERE L) BLL ()

THEEAR, BRI (BER/MESET), Mgk, HoflR, B0, mUSZHR, IR,
&= Ll (mg)

BT E R & HIRR BACHNE L RED S EE A R L.

MaxfEE (g £721E mg)
FHxt BB (g/100 g F 7213 mg/100 g) = — x 100
HtE HRE (g)

3.10.1.9.3 JREFHAR AR

Bl

s ERBREEOMERERS LU T T A PREEOME (R GHE T RIS 1%, #

PRI E - P17 L 7ot RS L OV B O 288 F - Mfkic >\ T
FEARVERZ S L, 2N OWTER L7z, AT, HIREC 2
ROFEH 572 100 mg/kg BEOIE 1 5] (EYE S 10211) OF5HEE X
UNEE EIRICOWT O A L7, BERoORE R, &SRR E &
HORBIBD N2 b, (KHEB LOHHEORE
ITFEHE L 7o 7. RS T REFIRR GBI DUV TE, BG-HET IR i 451
DR CTHBRWER G OFBIIRD LN o122 LD, AL
i L7 o7z
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EEWIRES

3.10.2 SIS LT
3.10.2.1 VEJE A
Bil%k
i

Ttk

7

3.10.2.2 EhEfERA
%
BEH) - 51k

AL A B
AR FRSE D FERR I 15

SR14252

T T 4 ABEY L, N~ RV Ve oY Y AR A R

LCHim L.

: EREREE OME o> 45
B EBRMA RND ARSI E T

RBAFRNHNC DN TIEAHE 14 H £ C.

LRI kD BRI IR L, e T O A B

B LT,

PR O BRE CGRIFRTY, REIFH, RIFRMB LORIGHY) %4

H225 6 HOMMRE TV IRTHLOEER & L.
BE1HANLES 14 HETO 14 HENZOWTIIE IR, F1E5RI%E
B L ORI o HcE FH L.

: ERERTE O MERED 215
5 14 HAREBIMGH, REBIMGEHOE B ERRL 1 BHE L, AR

AHDOY NG, [FRBREEN OMERE 1 X2 ZRPHER SN D E T 14
A2 BRI & U Cifelal e S .

A —REOEWE S RENE — D& —xt & Lz,
CERNEIIRM ST LR, &5 WIEEIRA A TIEARP OR+

HERRICE VHE LT, WO b HZ R0 H & L. [
JEBAARN D AR RRRAL E COFTE R & FH R LT,
RANOHBICZRREREH L.

A2 2 ST B L

ZZJEZ (Copulation index, %) = %100
E)EEUEAE

AR OWERS & RO A R KLU IS F BN O SRR O A HEIZ LD

1T-7-.
WANORE I REEE L L.
= MR EN £

ZHh# (Fertility index, %) = %100
A RS BV

3.10.2.3 4yifhds X ONE B R ReE 22

Btk

R RNAL L Tz ME D 5]
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I IRBIEE D R HER S - MBI X 20 B R i S H 7=,
DWRREZ TR 21 H2vH 25 HE T, HHAD < &6 31 (9: 00,
13:00F L0017 :00) BIZELT-.
TR T DR 29 00 [IZREMNIRAZLOPIZED THEO TITHRZIAALTND DIHE
BENTHBACOBKTEL, ZOREZWBEOR (E%O0H) & L.
1L EOAFIRZHE LI OEZIEFHESL L.
WA O HEICHERZH L.
1B H PE MR
HiPEZR (Gestation index, %) = x100
TR S
AT AR R O B HY RO BESMHE 0 HE TOHMO B EFH K L.
HIRROHEH ;D FIRREEIZ A HED T E N OERIER X OIIE OMTIRE RS Z 5 L 7.
WA D REICEIREZHH Lz,
HIREL
AR (Implantation index, %) = %100
IR
HIPE IR DBl 52 B O HOTRTOHERICOWTERLZHERL, AFL2EEL-.
MR AEAE A BT I 23 L, T ORFH A HENE L L
7o WA S EEBICHARS TOVEFROANARET RHBLELRH L
7.
A% 0 B OATEIRE
HiZE3R (Birth index, %) = x100
IR
O ELE IR HHBLER (%) = OVREF IR/ HEEAERE) X100
HERRE R EFFOMOBE = ANFREF 2RO / HESYEK
HEROMLRORE - A% 0B L 04 B~ OWREW) OMEZ AL & AR OM DR ST
HIE L. SEC IR A S D72 WER 0 BOAFRZ RS L U CREEICU
TEHEHL-.
HEAAF R H
1% 0 HOELEIOMEL (Sex ratio, %) = x100
A A7 VB - i A A7 K
HE 4 HOWBERORN kX biFEICREN L.
HE 4 BICAERFR 2R oMk
iE =% (Nursing index, %) = x100
A R HH PEMERR
3.10.2.4 #/ER Ok es 2
1%k ;22
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A 21\ H
H ] A% OENLAEKR 4 A EHA) FTELE.
Bk AEFFE I OMER, —RIRRE A L.

FELC TS AL LM L, Whole body % 10%HH MEE T A L~
U R CREE R AT LT
BAEWAERRORESY A% 0BBL04 BOFARAGFEREZRADSEEICHEE L.
A% 0 HOAELFIRE
A% 0 B OAAFSR (Viability index, %) = x100
FHPE 3
1% 4 HOELFIRE

1% 4 HOEAFHE (Viability index, %) = %100
A% 0 A OAEIEIRE

3.10.2.5 FA R OKREANE
5 - Rp 44 CAEFRAGNZOWT, A% 0B IO BICEMLT.
WE ik s B EILRFE (GX-2000, Xz tto— -7 R 7A) ZHNT
fEABNZHEL, 0.1g F Ttk L7,
MERERR MG Y 72 0 DIFEXRE 2 R 7z
3.10.2.6 AR OHHR

IRFS - 15115 DR 4 BIZEBNZ W TER L.
W71k SR (ABERNEET) 2B L, XU oL E X =) U U AR

R G XV ZBEISE, B ORE ke AIRICBIZE LT,

3.11 MEHFRTIE

AL a—HF AT A (MITOX) & W CHEE L 7=,

FRlBR IR 218 ), BIRESE, KR, KEHNE, #BifE RE LIEFOHRE,
MRALFRA, #E O ERS LU ERE, RIEHME, IR, KRITE RS
FOERE, MEWRE, MERFOAFRBE X0 TN, HAZR, MRBIFB X0 FRR
IR HBERO AR OV TR KO RAZ R L, Bartlett OREEZITV, F50HL
PEAARNT L 7o, SE53 8 (p>0.05) OFE X — ol i& 3 B ATk TREFT L, REE0H (p<0.05) @
Y& 1% Kruskal-Wallis OFEE TIRHT L7z, — BLED BT O R, ABENRA LN LE
(p<0.1) i Dunnett DR E % W TR BREE & D Ll 24T - 7= Kruskal-Wallis 15 O fiEAT OFE 5,
AEAENHONTHE (p<0.1) 1 Steel DREEE FHVRHREE L O E1T o7, 7ok, IR
WA, FRRRLONCAER 0 BB XU 4 HOAEERIIJIRHFINT S 2T b (ZHF 2T
LIRS BEXOSAS v A7 A2 HWT LR & RRRORE % FhE L 7=
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ERBRFEIC I DA R AR ELEE, I e D IR IEB UG, TR A B < IRAR AR 0 R
\Z2WT, Kruskal-Wallis O EVE TN L, AEZNA LA (p<0.1) 13 Steel DREEE
Z TR & D A 1T o 72

PEE O BF OFBLR, LR, T, HER, £% 0 B OAFROMERE LU ER
IR Z RO ML OBELE 78 & ONTIRERARAR ZAOMRAIZ OV CiE,  Fisher O IEMEMESRRE L Z
2. 728, WERIIHE SAS VAT LEHWT B L FEEOMRE & F M LT,

VT T4 MR DR, ARESE, (KE, REHENE, BEE JRE LREOR
7, MR PR, R O E R XU EROREICOWT, BEEER X O (R
ZEEHL, FREICEDENMOMNT 21T o7, 0 (p>0.05) OFA X Student D t &
E, REIIH (p<0.05) DAL Welch DORRE % AV CTxtBREE & O A 1T - 72

YT T A MR DA RIEBIEE, R )T 2 I EBISOS, JREE R RRED
FARIZDUNT,  Wilcoxon DMENLFIEE 2 IV TxfREE & D 21T > 72

%t HREE & O HIHREIC OV TIE, 5% ARmE A= e L.

312 AV Ea—4 AT AOFIA
PUTFIZRT 7 — % OIS MITOX A4 L7z,

FoTA T —H s BEW O—OIREE, FEMZCIRIEBIES, BRRelmA (R R 2 KR
EEE, 877), (KE, BHE, MRFORE, Mik{bFOmE,

WEHER, WEMEEREORE, FAEROKRE
FTIA T4 R (ASEBNE), JRRE, MEMRE, AMERERE, HFK
e, EAFVRAL, ETE, HEWM ORI, HrER oIk, 45

BLH ¥ ZOWERI

ayta—F7a ba— X, TFNEOHE, AREZRE L. b, FrT714 v
ICR VAT — 2 ZET DB, RRUOFENIAE LISGEE, 4774 0 TEEE FEE L 7-.

4 Rl
4.1 PR G-
4.1.1 —iIREE
— IR AE D i % Table 1-1 ~1-8, Appendix 1-1 ~ 1-32 |Z7R7.
[ 531 ]
(1) e =B
SHREEA BV THORBREOEIMIC H RE TR O Lo T,
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(2) M - FAEREE

xR Z B VTN ORBREEOBIMIC b BE TR bR o7,
() W T T4 MEE GERELRE)

*ERRFESS 2L U8 1000 mg/kg BFEDEMICIT R ITFRD o Tz,
([ 11 ]

(1) #7714 NEE

KEHRFESS 2L O8 1000 mg/kg BFEDEMICIT R IIFRD bR o Tz,
() M Y771 MEE GEELEE)

KRR KOV 1000 mg/kg BEOBWIZIT R E TR e o7z,

4.1.2 FEHA7 IR REBLES
SRR IRREB 2 D ki & Table 2-1 ~ 4-5, Appendix 2-1 ~ 4-66 (277",
(45 5- 111
(1) #E - F=alBriE
WO BIZ b R E & G50 & M IRBEOICH B AR 2D bk o 7z,
(2) M - FAEREE
WO B bR E I 51 & RO MICH B 2R Z TR b v o7z,
(3) M : HT T A MEE FESELEE)
1000 mg/kg #ETIE, WTFHNOHBIZ G REEL i L THEREITRD b ol
(1= 5 ]
(1) #7714 NEE
1000 mg/kg #ETIE, WTFHNOHBIZ G REE L i L THEREITRD b o T,
() W 7 74 M GERERE)
1000 mg/kg HETIE, WO H T b6 HEE & i L THEZRZTRD bivigino iz,

4.1.3 FEREMA
TS 564 2 S R E B SO D A & Table 5-1 ~ 5-5, Appendix 5-1 ~ 5-14, #2 /1 Djfi#& % Table
6-1 ~6-5, Appendix 6-1 ~ 6-14, EIEEEEDAAHE % Table 7-1 ~ 7-5, Appendix 7-1 ~ 7-14 |ZR
7.
[ 5- 4 ]
(1) . E3BREE
100 35 L OV 300 mg/kg BE T, WINOHEE I G RHIREE S il L CHERZTRO bk
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o7z, 1000 mg/kg FETI, HREEHEOHUEIZINT, 50~60 2IZAEREENED B
723, 0~60 OERHIHBERENRHALIIRNI G, BRNREIEEZ DN, T
OB IIX A L i L CHEREITRD bR o Tz,

(2) W 7 T4 MEE GERELRE)

1000 mg/kg HETIE, WTHNOHBIZGxREEL i L THEREITRRO bNRh o7,

[[E175 2 3]

(1) Y774 bt

1000 mg/kg BE T, AREBEOWPTEIZBVT, 40 ~50 DI AE2EENRD L0,
0~60 3 DAFHIABRENALNRNZ 0D, BRNREILEEZ DN, TOMOIEA
(IR R & el L CHERZEITR D b o 7.

(2) M : T T A NRE GEARLEE)

1000 mg/kg HETIE, WTNOHBIZHXREEEL L THEREITR DO SN0 o 7.
['HE 4 H]

(1) wf - FRlBRAE

WO B b BRI E B HRE & XTRBEOMICE BERZ TR b o 7.

4.1.4 KH

{REE D %AE % Figure 1-1 ~ 1-3, Table 8-1 ~8-7, Appendix 8-1 ~ 8-22 |Z/~7.

[#¢-5-HH]

(1) HE : FalBreE

WO GRICBWT G, (RER L OREBIMNEICTIREE L i L CHERZITRD b
AY Y

(2) w - TRERAE

100 35 £ 08 300 mg/kg HETlX, A L OMREEIMNEISS R & ik L THREZRZITRD b
L7272, 1000 mgkg B ClHE, SEIREIE T OREHIMNEIZA B RIRMHENTRD Hivl.

(3) M : BT T A MEE GEABELER)

1000 mg/kg Ff T, ARHE I L OYREBE M &I AR & g L TR RERZITR O biviedo 7o
(=145 4]

(1) #7714 ME

1000 mg/kg # TlE, REI L OREBIMEIC R & g L CHRERZITRO b v no 7=
(2) M : 7 T A MEE GEAHLHEE)

1000 mg/kg #f Tld, RE I X OREEMNEIZ R REE & iR U CHRERZITFRO o7
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4.1.5 B
fEEH B O il % Figure 2-1 ~2-3, Table 9-1 ~9-7, Appendix 9-1 ~9-22 (Z/”7".
(455 1]
(1) = F5BREE
WO EERICZB W T b REE & i L CHEZREITRO brnol.
(2) M FEABREE
WO E SR T H B & it L CTHEREITRD b o 7.
(3) Mt T T4 MEE GEABLER)
1000 mg/kg BETI, RHPREEL g L CTHERZITRD b7,
|EEEET)
(1) H: 774 MEF
1000 mg/kg BETIE, *FHREEE B L CTHEREZITRD bR oTz.
(2) M - 7 T A MEE GEAALHE)
1000 mg/kg HETIE, RTHHEE Bl L THERZTRD bhvigino Tz,

4.1.6 JRIRAT
PRIREE D flif& % Table 10-1 ~ 10-22, Appendix 10-1 ~ 10-40 |27
[# 5 4 3]
(1) e - FRlBREE
WO B b BRI E B G & ERBEOMICA BERZITRO b o 7.
(2) M : 7 T A MEE GEAALHE)
WTHOIHEIZE 1000 mg/kg #f & XFRBEOMICAEREITRO bR o 7.
[[E178 2 3]
(1) HE: YT TA M
1000 mg/kg FETIE, WTNOHBIZ O REEL I L THEREITRO bRho T,
(2) M : T T A NEE GEARRLE)
1000 mg/kg HETIE, WO H I & IREE L il L THERZITRO b Lotz

4.1.7 MR FHIRRA
MR BB AE D R A & Table 11-1 ~ 11-5, Appendix 11-1 ~ 11-14 {257,
[ 5 W& T IR
(1) . EFBREE
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100 35 OV 300 mg/kg BE T, WINOHEE IS RHREEE il L CHERZTRO bk
x5 7z, 1000 mg/kg BECIE, M/MEUCAH B2 ENRD iz,

(2) M FEABREE

100 35 X OV 300 mg/kg #E T, WITHNOIHBIZ 3 BREE L Il L CH R R ZITRO b v
Moo, 1000 mg/kg BETIE, MEARIMERENCA B 2R H v

Q) e V7 T4 M GERELEE)

1000 mg/kg ¥ TiX, ARMERBICA B Z2AKME, FHRMEREFE (MCV) B X AR ILER~E
JubtraE (MCH) ICHEREMENRED i,

[IE1 18 AT & T 1)

(1) #7714 NEE

1000 mg/kg BETIX, WTNOMAH B IZ &R REES i L THERZETE O bignoTz.
() Y774 MEE GEELEE)

1000 mg/kg FETIE, WITILOMRAT FIZ b IREE L ik L THEREITRD b ho o

4.1.8 IMiEALF AR

MR AL 2R AL O Ak % Table 12-1 ~ 12-7, Appendix 12-1 ~ 12-14 {2777

(45 5-401 T4 T 1]

(1) HE : F5EREE

100 35 J OV 300 mg/kg BE T, WINOHEE IS cHREE S il L CHERZTRO bk
o7z, 1000 mg/kg FETIE, ALP (TR & bbile L CTHE R EE RO b7z,

(2) M - FEABREE

100 3 L T 300 mg/kg BETIE, WTNOREHEBICH XL LR L CTAREREITRO O
7ehoTo. 1000 mgkg BETIE, MY B L OEADEOD 0,-7 07 U AT IREE L bt LT
HEREMENFE D b,

(3) Mt : T T4 MEE GEABLER)

1000 mg/kg BETIE, WO B IZ G E I L CTHERZTRD bR o T

[IE1 7 T & T R

(1) V774 bt

1000 mg/kg BETIX, # VU 7 MIHRREE L g L CHREZRRMEDN RO vz, RGHMET
RHZITRRO IR WELTH Y, HBRMEREG LEE LRV E B X bk,

(2) W - 7 T4 M GERERE)

1000 mg/kg BT, L A7 B —/L (T-Cho) BIL A /LT T ATKHREE & LB L CTHE
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R DTy, HEHIRK TRHICIIEED G RWALTH Y, #BRWE RS & BEE
mNEEZ LN

4.1.9 JHERRA
4.1.9.1 HkR
HIR AT L% Table 13-1 ~ 13-5, Appendix 13-1 ~ 13-14 |Z/79".
[ 5- I T 1)
(1) H# : FRBREE
100 mg/kg BETIE, RIS LOREE R/ N ) 23 1 ISR Hiviz. kHREE, 300 35
L1000 mg/kg BETIE, EEPTRITEED b oTz.
(2) M FAABREE
KRFEZ ST NORBEICE W TH AFEATRIIEED b2 o7z,
(3) M - 7 T A MEE GEAALHE)
XFREHERS K UM 1000 mg/kg FE & B IZRFEHTAITE O b o7
[IE1 7 HH R 6 T ]
(1) H: 771 MEE
XTRRFEFS X OV 1000 mg/kg B & B I BE T RITRO Bt o7z,
() Y77 A MEE GEZELEE)
KEFRFER OV 1000 mg/kg B & S IZHRF P LIZRRD Lo Tz,

4192 #EHE

SYEEBE O % Table 14-1 ~ 14-7, Appendix 14-1 ~ 14-20 {2787,

[ 5- IR T 1)

(1) HE : F5BraE

300 mg/kg Bf THER _EROHaxt KO EEICA B R EEA3FRD b0, 1000 mg/kg #f
THEREBHLNIBRNZ LG, HEYERGICEE L 2WELEB b, Do
AHEEICE, HRMERGHE L SREOMICA B R ZITRD i o7z,

(2) M EAERAE

100 mg/kg #E TEMED M3t 36 L OFEXTHE EIZA B2 EHEAFE O H 7273, 300 mg/kg LA ED#
EHETHERBICRHONIRNWZ LD, HBWERGICEELRWELEEX N, £D
M OFRE EEICIL, KRB G L RO ICEERETRO RN T.

(3) M : T T4 MEE GESBLER)
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1000 mg/kg B Tl AFig AR B B KT IREE & il L CHEZRESMENRD b, 75 Tk
sk s J OH & & b A B AR @B A DAV, SRR O B (S BV TR T & o
TEMN L Do T2T2bDEFNE E 2 bz,

(=17 ST T IR

(1) #7714 M

1000 mg/kg #ETIL, WE L7-WTHOSREERICH, ML IR L THEREITEO LN
RinoTz.

() W V77 A MEE GEELEE)

1000 mg/kg #ETIE, HIE LW T OB EREICSH, MR L B L THERETRO LN
RinoTz.

4.1.9.3 JRFLALAR AR A

R B AT L% Table 15-1 ~ 15-21, Appendix 15-1 ~ 15-15 (27”7

(45 5-401 T4 T 1]

(1) H# : FRBREE

1000 mg/kg FETIX, MilChilaiN~ 7 v 7 7 — D85, BRI RME O, BiNZIRIZ
B ORAE, FRAICATEER, FRRICEGEIBIR SR, SRR 62T R T
HY, FAEBEOWEIMEIALNLRNWZ LD, HEWERE LEED VWAL EEZ 2 b,
723, WHIRFZ DI BT 100 mg/kg #ED 1 41 CI3AE BUCREMAE Z560E, MR LRI 72
RO,

(2) M - ERABRAE

1000 mg/kg #ECTlE, HURMBICHEZIARD 2 BlIC A BT, MRBCERO OGN TH Y,
FABEOHEMIIA LN LD, HBRWERE LEEORWEEEZ B,

(3) M - 7 T A MEE GEAHLHE)

1000 mg/kg FETIX, MilchilaN~ 27 v 77— D85, FBI/NRZFEE, FRRIRICEZIK, B
B OIE G DA SR, SR ELIERT 4% QCROLNEFHRTH Y, %
FEREDEIMIAONIRN LD, WHWERE LEEDRWELEEZ b,

4.2 ERERAEEME
42.1 MEHRA

PEJE IR A D Rl & Table 16, Appendix 16-1 ~ 16-8 (27379
ZZELAT 14 A OMEE BRI BT, HEEMORE OB, FIEHRRER L 0GR
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(CITHERE I GHE L BRBEORNICA B 2RO b -7,

422 EHRRERAE
AETHREMA D AlifE % Table 17-1 38 L 10 17-2, Appendix 17-1 ~ 17-8 (27”7
AR, ZMER IOZRITE BRI, SBRMER SR L RO B R AEITRD 5
nigmo iz,
728, ZRA AN A3 BB FS LTV 300 mg/kg BE T 1/ (@M% = 10102, 50152 35 LTV 10308,
50358) 72 & NI ARAEDY 1000 mg/kg BET 1AL (EE S 10410, 50460) (278D =23, 1 Hi
DIETH LD, BRFEELEZ .

4.2.3 Syt KL OWHB IRAERL £
B K OB IRREBI 22 Dk #E 4 Table 18-1 ~ 18-3, Appendix 18-1 ~ 18-12 (2777,

PEURBEIREL, AEIRER, AR, HUVER, WY, MpEs, HpERR, HEROAFREE
FOFE A B ONCHE 4 HOWERITIE, WTFROWBRYER GO T S REE L
WL CTHBRATRD Dotz £72, WTNOMEARIZHAREEITRD b2 o
7o, WREMWIOMELIZ, 300 mg/kg FECHEZRME (HEEROEM) A4 Hilzs, 1000 mg/kg B
FAEERETA LNV E0 G, BFENREEEEX bz, 72, 1000 mg/kg # 0 1
I (B S 50456) CHB 1| BIZAMB RO RALNTN, 1 EOHOFAETHY, [FH
FEOMOIEIZ BT DB RO TEOHNNTRD LA TWRNWZ LD, BB E £ 5 & B

L7eWE kLB 2 bl

424 FHERO—eRBI L OEFER
AR O — Bk BE R KL OVAEMFER O A& % Table 19 35 X 1820, Appendix 19-1 ~ 19-8 35 1 08 20-1
~20-4 | ZRT
WBRE B G-\ HEN T 5 —RIRBE D B LIT VPR OREREICB T HERD b 72,
A% 0 BB XU 4 HOAEFRITIE, HRWERGRE L REEOMICAERETRD b
Moz,

42.5 FAEROKE
AR DOIREORGRE % Figure 3, Table 21, Appendix 21-1 ~21-4 (27”7,
A0 HIB LU 4 HOREITIE, MM & B E & G & IREEDO I A B 72 721338
nighnoiz.
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42.6 FEIROH

5

AR OFIM DO RRE & Table 22, Appendix 22-1 ~ 22-4 (2787

itk 4 HOAEFROFMTIE, 1000 mg/kg B T EILEDN 1 fIZHASNIZDAT, WHRYWE
B 5 BE T 2 BE T VTR OB SEEIC B D SR o 7.

At 0-4 BORICE R SNIZETIRTIE, WTFho@smic b BREITEO ooz,

B

5.1 RAER G

B W I L ORI o — iR AR, FEMIZIRIBBLLE, WRERA, RIRE R L OB
VL, MERE S B ABRE RS DR ENIRE D LI o 72, 1000 mg/kg BED EREREEOMET, 4T
PRI ORI R CA BRI AR b1, HRMERSICBEE LA kB2 b,

B 5-WIR#E T Reds K ONEE IR T REO IR CUE, MERE & SR E IR 5 O BIIRD b
AN

P GRS T R O ML SR OB T, 1000 mg/kg BE O #E T i/ IMREUC A B2 @i 580 S
7278, 51 4 BOAE DS RBR IR O T — 2 (CEHIEE2SD : 114.9+26.80 10%/uL, #i%k : 35,
FRERIIRE 2011 ~ 2013 4F)) OFPFHNTH D 2 LIA T, T OMOIMmEFARATEHICZ1L
BHRONRNT &, B ORI FNIRE CEIZA LN L b, WHRmERS L3
HORWELEEZ L. —J7, RO, TR CRRLERKICAE KM, R
BCRE CHRMEREC A B 2 ARME, SRR M ERA RIS KO R ILERA~E 7 m B RICH B2 S1E
PRH LT 2B OZEE, PHAR D THLRMERZ~OEENRBD LN TNDLZ LD,
PeBRE 52 BT B AR & B 2 b, BIEMIIK THRRCIZ N D OZ{kiTRo b
T, [EEEE R LT

P GHARIHE T B0 ML AR TlX, 1000 mg/kg BEDHET ALP ICAH B2 EENRD b
7oy, REOMENREES O 57 — % (FXIEL2SD : 548.74245.14 IU/L, %k : 35, 3R
[ : 2011 ~2013 48)Y OFPANTH 5 Z & &, FFlEE L OVEBEO 7 BEAL K2R A Tl
BEITERT 2 REIZH RN L b, HBRMERE LBEEORWELEEZ LN, [
FED FARBRBEDOMETIL, EHEY B L OERDEOD a-7 17 V) ANIHERIEMENGED bz,
LU, Wb 2FIOENARER N O =7 — 4 (Y 1 F2ME£2SD : 8.8+1.40 mg/dL,
F%% : 35, FRBRIIM : 2011 ~ 2015 4F, [0,-7 v 7 U U EHIfE£2SD @ 7.6+2.08 %, B%k : 35, ik
BREIRT @ 2011 ~2015 4F)” OFFHANTHDH 2 &, BT T AEFITAGHBLOEOMD 7 0
7Y BT BT, B E 72X O B R A TR E & SRR T S
RETIHONLRNT 0D, HBWERE EEEORWELEEZ B,
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SREEETIE, 1000 mg/kg BEOIEAIERE DO ME TR O FEXT E EICH B2 S ENFRD b ivT-.
Z OB, HETHRMEKA~OEERRD LN TEY, WHRYWEORFNEET 5 LTS
D Emb, WRYER G L DEMEEEE B X b, EHE IR TR B R TR
b, EEMEER LTz,

JRBAR AR E RO A TIE, 1000 mg/kg FEOMERELZ 95 B ¢ 5 (2 BRI 3 2 2 LI v/
Mmooz,

PLED X 512, 100 38 X TY 300 mg/kg B ClE, MERE L & HERE 5 O BTG D b o
7. 1000 mg/kg B Tid, MED LRI O R EIEINEICA B 2ARE, FEBLEEO IO ITIEE &0
BEEE, FRABREE TR MEREI A B2, FEASBLRE CORMEREUZ A B ARME, R
MERFFE R L OEERERANE 7 2 B BICHBRRERRBD bz, Lo T, Rplirgk
HTRIZBT 5 2,6-T 752 Lo P HNVIR L BBORER G EEICRET 5 MEEE (NOEL) BXL O
MR (NOAEL) 13V 3470 & 1T 1000 mg/kg/day, T 300 mg/kg/day T 5 &% 2 bz

5.2 AgEsE A wE

AFERERMRA TIE, 1000 mg/kg BEE T, MEEMORE OB, BIEWMER L O%RER,
R, TR, ZRITERR, MIREME, AR, ERE, HAESR, EIREIE, mEE,
HPEEL, HEEVROAF IR LU L A7 D ONTHE 4 H OB RICIT, BRmE R 5
B 5 B i A b e hro 7z,

BrEROKRE, —HIRRE, A%, M KO TIE, 1000 mg/kg BEE T, #BRWERS

(B A 2 I A LR Tz,

PLED X 512, 1000 mg/kg FEE T, BlEMW OESHRERS X OWHE R OFRA R E & 5125
L2 Z2BITERD DR dr o Toiesh, RRBRERME TIZBIT D 2,6-T 7 X L PV OB
iy OEFEIZ % 5 MR (NOEL) 35 X OVETEMER (NOAEL) 72 b ONIHT AR O T AT &f
I HMEEE (NOEL) B L OVMEFHMEE (NOAEL) X\ 4 1000 mg/kg/day & &z Hiviz.

REEEOEEMEIC L KIT L & B 5 BREER
P77 A NEEEOEIE 2 B OMREEREIZ OV T, RERFHEE IR 4 BICEERL LR
AICE LW ERii ST, FEfiL7z. LML, Zo@&MIC X 23BROEEEIC
%35 AT A &I L7z,
Z DU FRBRAAR DOFHEMEIC L RIFE L L Bbn 2 REEKIE R h o T,
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7 ERORAF
7.1 ER O
LU &Rt b &2 e O B BHRAFRITIRET 5.
1. AEREHEE
2. ETF—FZTOMOFESE
3. kA E
4. fEAK
5. wkEBRwME YT
7.2 PRAFHIM
REBRK T 10 ERRETEL, TOBROBRFEICHO W TTRBRETLE L omEic L v iET 5.

8 ZEEHR}

1) BET—4 — b, HReplk TS

2) Material Safety Data Sheet TCI America

3) HEbR LEMASHAR—L—D F T B Ea s

4) BET—H — b, FOEHESE T A4

5) IAKHIEE 1 2,6-T T X LU P HINRUBED T v MBI D AR G- - A3 A F I OF
BRBRO =0 DO TR (SR14252P), MR EHAL AW EMIFFEAT 2014 4£

6) Histrical data of Crl:CD(SD) female rats: Histopathological findings (2006-2011) #kX4ALE
Wt MR ERT AR

7) MRS A FEYEE Crl:CD(SD) 7 » b(#E: 11 ~ 12 ##in) (2014) BRA S AL B 2 MENT
ZeT AENE R

8) ML FHIMRAE JEHEME Crl:CD(SD) 7w b (HE: 11 ~ 12 #HH) (2014) BEXStALA W22 2
WFIEHT AR R

9) MiEfbFRRE EUEfE Crl:CD(SD) 7 v (M : 734tk 5/6 A) (2015) RS HAL &4
PEWFZERT AR
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Figure 1-1
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Figure 1 -2
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Study No. : SR14252

Figure 1 -3
Body weight, Female (satellite) Period : Administration day 1-28, Recovery day 1-14 Species : Rat
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Figure 2 -1
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Figure 2 - 2
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Figure 2 -3
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Figure 3
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Tablel-1

Study No. : SR14252

Clinical sign Period : Administration Day 1-29

Sex : Male Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 17 18 19 20 21 22 23 24
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 25 26 27 28 29
Dose Clinical signs Time 1 2 1 2 1 2 1 2 3
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 7
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 7
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 7
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 7

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Table1-2 Study No. : SR14252

Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52

Sex : Female Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 11 11 8 8
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 11 11 8 8
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 9 9 6 6
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 9 9 6 6
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 8 8 5 5
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 8 8 5 5
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 10 10 8 8
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 10 10 8 8
Test article Day 17 18 19 20 21 22 23 24
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 3 3 2 2 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 3 3 2 2 1 1 1 1 1 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2,6-Naphthalic Acid n 4 4 1 1 1 1 1 1 1 1 1 1 1 1 1 1
300 mg/kg No abnormality 4 4 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 25 26 27 28 29 30 31 32
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2,6-Naphthalic Acid n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
300 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

FO before mating)1 : Pre-dosing, 2 : Post-dosing, FO mating)1 : Pre-dosing, 2 : Post-dosing
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Table1-3 Study No. : SR14252
Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52
Sex : Female Species : Rat
Test article Day 33 34 35 36 37 38 39 40
Dose Clinical signs Time 1 2 1 1 1 1 1 1 2 1 2
2,6-Naphthalic Acid n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2,6-Naphthalic Acid n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
300 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 41 42 43 44 45 46 47 48
Dose Clinical signs Time 1 2 1 1 1 1 1 1 2 1 2
2,6-Naphthalic Acid n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2,6-Naphthalic Acid n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
300 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 49 50 51 52
Dose Clinical signs Time 1 2 1 1 3
2,6-Naphthalic Acid n 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0
100 mg/kg No abnormality 0 0 0 0 0 0 0
2,6-Naphthalic Acid n 1 1 1 1 1 1 1
300 mg/kg No abnormality 1 1 1 1 1 1 1
2,6-Naphthalic Acid n 0 0 0 0 0 0 0
1000 mg/kg No abnormality 0 0 0 0 0 0 0

FO mating)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Tablel1l-4

Study No. : SR14252

Clinical sign Period : FO gestation Day 0-23
Sex : Female Species : Rat

Test article Day O 1 2 3 4 5 6 7

Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 17 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11
0 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 17 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11
300 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
2,6-Naphthalic Acid n 1 11 112 12 112 112 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 12 12 12 112 11 11 11 11 11 11 11 11 11 11 11
Test article Day 8 9 10 11 12 13 14 15

Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 17 112 112 12 12 12 11 11 11 11 11 11 11 11 11 11
0 mg/kg No abnormality 11 12 12 12 12 112 11 11 11 11 11 11 11 11 11 11
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 17 112 112 12 112 112 11 11 11 11 11 11 11 11 11 11
300 mg/kg No abnormality 11 12 12 12 12 112 11 11 11 11 11 11 11 11 11 11
2,6-Naphthalic Acid n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 12 112 12 112 11 11 11 11 11 11 11 11 11 11 11
Test article Day 16 17 18 19 20 21 22 23

Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 1 11 11 112 11 112 11 11 11 11 11 11 2 2 0 0
0 mg/kg No abnormality 11 112 11 12 11 112 11 11 11 11 11 11 2 2 0 0
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12 12 2 2 1 1
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 2 2 1 1
2,6-Naphthalic Acid n 1 11 11 112 11 11 11 11 11 11 11 11 3 3 0 0
300 mg/kg No abnormality 11 112 11 12 11 12 11 11 11 11 11 11 3 3 0 0
2,6-Naphthalic Acid n 117 12 12 12 12 112 11 11 11 11 11 11 3 3 1 1
1000 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 3 3 1 1

FO gestation)1 : Pre-dosing, 2 : Post-dosing
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Tablel-5

Study No. : SR14252

Clinical sign Period : FO lactation Day 0-5

Sex : Female Species : Rat
Test article Day O 1 2 3 4 5
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
2,6-Naphthalic Acid n 17 11 11 11 11 11 11 11 11 11 11
0 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12
2,6-Naphthalic Acid n 7 11 11 11 11 11 11 11 11 11 11
300 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11
2,6-Naphthalic Acid n 17 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 12 11 11 12 112 11 11 12 11 11

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Table1l-6 Study No. : SR14252
Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid 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
2,6-Naphthalic Acid n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid 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
2,6-Naphthalic Acid 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 17 18 19 20 21 22 23 24
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
2,6-Naphthalic Acid n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2,6-Naphthalic Acid 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 25 26 27 28 29
Dose Clinical signs Time 1 2 1 2 1 2 1 2 3
2,6-Naphthalic Acid n 10 10 10 10 10 10 10 10 5
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 5
2,6-Naphthalic Acid n 10 10 10 10 10 10 10 10 5
1000 mg/kg No abnormality 10 10 10 10 10 10 10 10 5

Administration)1 : Pre-dosing, 2 :

Post-dosing, 3 : Necropsy day
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Tablel1l-7

Clinical sign
Sex : Male

Period : Recovery Day 1-15

Study No. : SR14252

Test article
Dose

2,6-Naphthalic Acid
0 mg/kg

n
No abnormality

2,6-Naphthalic Acid
1000 mg/kg

n
No abnormality

o ajo g
o ajo o
o g a
o ajo g
o ajo g
oo g
o gl g
o1 o o
oo g
o gajo g
o gl g
o gajo g

Species : Rat
8
2 1 2
5 5 5
5 5 5
5 5 5
5 5 5

Test article
Dose

2,6-Naphthalic Acid
0 mg/kg

n
No abnormality

2,6-Naphthalic Acid
1000 mg/kg

n
No abnormality

o ajor g
o gl g
o ajor g
o gl o
o ajor g
o gl g
o ajor g
o gl g
o oo o
o gl o
o gajo o
o gl o
o gajo o

Recovery)l : AM, 2 : PM, 3 : Necropsy day
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Table1-8

Study No. : SR14252

Clinical sign Period : Recovery Day 1-15

Sex : Female (satellite) Species : Rat
Test article Day 2 3 4 5 6 7 8
Dose Clinical signs Time 2 1 1 1 1 1 1 2 1 2
2,6-Naphthalic Acid n 5 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 5
2,6-Naphthalic Acid n 5 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 5
Test article Day 10 11 12 13 14 15
Dose Clinical signs Time 2 1 1 1 1 1 3
2,6-Naphthalic Acid n 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
2,6-Naphthalic Acid n 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

Recovery)l : AM, 2 : PM, 3 : Necropsy day
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Table2-1 Study No. : SR14252
Detailed clinical observation (in the cage)
Sex : Male Species : Rat
Stereotype Bizarre behavior
Body position/ Respiratory  Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mgl/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 14 0 mgl/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 2 - 2

Detailed clinical observation (in the cage)
Sex : Female

Study No. : SR14252

Species : Rat

Stereotype Bizarre behavior
Body position/ Respiratory  Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 42 0 mg/kg n 11 11 11 11 11 11
100 mg/kg n 10 10 10 10 10 10
300 mg/kg n 9 9 9 9 9 9
1000 mg/kg n 10 10 10 10 10 10

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table2-3 Study No. : SR14252
Detailed clinical observation (in the cage)
Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Body position/ Respiratory  Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 10 10 10 10 10 10
1000 mglkg  n 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 14 0 mgl/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 10 10
1000 mglkg  n 10 10 10 10 10 10

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table2-4 Study No. : SR14252
Detailed clinical observation (in the cage)
Sex : Male Species : Rat
Stereotype Bizarre behavior
Body position/ Respiratory  Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.
Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table2-5 Study No. : SR14252
Detailed clinical observation (in the cage)
Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Body position/ Respiratory  Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.
Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table3-1

Detailed clinical observation (on the hand)

Study No. : SR14252

Sex : Male Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.

Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.

Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.
Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.

Secretions/Excretions) 0;Not present, 1;Present.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg



Table 3-2 Study No. : SR14252
Detailed clinical observation (on the hand)

_[9_

Sex : Female Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg n 11 11 11 11 11 11 11 11 11 11 11 11
100 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg n 9 9 9 9 9 9 9 9 9 9 9 9
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 3-3

Detailed clinical observation (on the hand)
Sex : Female (satellite)

Study No. : SR14252

Species : Rat

Ease of Muscle Mucous Pupil Secretions/

Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 14 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.
Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.

Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.
Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.
Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table3-4 Study No. : SR14252
Detailed clinical observation (on the hand)
Sex : Male Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.
Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.
Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.

Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table3-5 Study No. : SR14252
Detailed clinical observation (on the hand)
Sex : Female (satellite) Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.
Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.
Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.

Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg



Table4-1 Study No. : SR14252
Detailed clinical observation (in the open-field)
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Sex : Male Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli ~ Searching Urination Defecation _grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 1 0 1 1 1
Pre 0 mg/kg n 12 12 12 12 10 2 7 5 12 0 12 12 12 12
100 mg/kg n 12 12 12 12 5 7 7 5 12 0 12 12 12 12
300 mg/kg n 12 12 12 12 10 2 6 6 12 0 12 12 12 12
1000 mg/kg n 12 12 12 12 10 2 7 5 12 0 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 1 1 12 0 11 1 12 12 12 12
100 mg/kg n 12 12 12 12 8 4 12 0 12 0 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 10 2 12 0 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 10 2 12 0 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
100 mg/kg n 12 12 12 12 8 4 9 3 12 0 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 10 2 12 0 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 1 1 11 1 12 0 12 12 12 12
100 mg/kg n 12 12 12 12 11 1 10 2 12 0 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 11 1 12 0 12 12 12 12
1000 mg/kg n 12 12 12 12 1 1 11 1 12 0 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12

Gait) O;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) O;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 4 -2 Study No. : SR14252
Detailed clinical observation (in the open-field)
Sex : Female Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli ~ Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg n 12 12 12 12 1 1 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 11 1 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 1 1 11 1 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 1 1 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 1 1 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 1 1 12 0 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 1 1 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 42 0 mg/kg n 11 11 11 11 11 ©0 11 0 11 11 11 11 11
100 mg/kg n 10 10 10 10 10 0 10 O 10 10 10 10 10
300 mg/kg n 9 9 9 9 9 0 9 0 9 9 9 9 9
1000 mg/kg n 10 10 10 10 9 1 10 0 10 10 10 10 10

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.
Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).
Searching) 0;Not present, 1;Present (sniffing, standing, etc.).
Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.
Stereotype/Excessive grooming) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.

Aggression) 1;Not present, 2;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg



Table 4 -3 Study No. : SR14252
Detailed clinical observation (in the open-field)

Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli ~ Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 0 0 1 1 1
Pre 0 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 9 1 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 9 1 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 9 1 10 10 10 10 10 10
Day 14 0 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 9 1 10 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 0 10 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) O;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 4 -4 Study No. : SR14252
Detailed clinical observation (in the open-field)

Sex : Male Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli ~ Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0o 1 0 0 0 1 1 1
Recovery 0 mg/kg n 5 5 5 5 4 1 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 4 1 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 4 1 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 0 5 5 5 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) O;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table4 -5 Study No. : SR14252
Detailed clinical observation (in the open-field)

Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking Vocaliza-
Gait of movement stimuli ~ Searching Urination Defecation grooming  movement backward tion Aggression
Stage Group 1 1 1 1 0o 1 0 0 0 1 1 1
Recovery 0 mg/kg n 5 5 5 5 5 0 5 5 5 5 5 5
Day 7 1000 mg/kg n 5 5 5 5 5 0 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 4 1 5 5 5 5 5 5
Day 14 1000 mg/kg n 5 5 5 5 5 0 5 5 5 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) O;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table5-1 Study No. : SR14252
Functional observations (on the desk) Stage : Week 4
Sex : Male Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
100 mg/kg n 5 5 5 5 5 5
300 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) O;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table5 -2 Study No. : SR14252
Functional observations (on the desk) Stage : Lactation day 4
Sex : Female Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
100 mg/kg n 5 5 5 5 5 5
300 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) O;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table5-3 Study No. : SR14252
Functional observations (on the desk) Stage : Week 4
Sex : Female (satellite) Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.
Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) O;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table5-4
Functional observations (on the desk) Stage : Recovery Week 2
Sex : Male Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.
Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) O;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table5-5 Study No. : SR14252
Functional observations (on the desk) Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Reactivity Righting
Visual Touch Auditory Pain Proprioceptive reflex
Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.
Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) O;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table6 -1

Grip strength

Stage : Week 4

Study No. : SR14252

Sex : Male Species : Rat
Forelimb Hindlimb
Test article g g
Dose
2,6-Naphthalic Acid n 5 5
0 mg/kg Mean 1422.38 596.58
S.D. 159.20 76.47
2,6-Naphthalic Acid n 5 5
100 mg/kg Mean 1381.12 632.34
S.D. 141.49 63.98
2,6-Naphthalic Acid n 5 5
300 mg/kg Mean 1486.80 605.60
S.D. 61.22 54.07
2,6-Naphthalic Acid n 5 5
1000 mg/kg Mean 1410.28 579.46
S.D. 42.28 58.84

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 6 - 2 Study No. : SR14252
Grip strength Stage : Lactation Day 4
Sex : Female Species : Rat
Forelimb Hindlimb
Test article g g
Dose
2,6-Naphthalic Acid n 5 5
0 mg/kg Mean 1267.86 527.86
S.D. 105.72 48.70
2,6-Naphthalic Acid n 5 5
100 mg/kg Mean 1340.54 525.06
S.D. 193.90 72.93
2,6-Naphthalic Acid n 5 5
300 mg/kg Mean 1232.48 486.38
S.D. 108.73 53.22
2,6-Naphthalic Acid n 5 5
1000 mg/kg Mean 1303.00 570.86
S.D. 137.23 63.77

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table 6 - 3
Grip strength Stage : Week 4
Sex : Female (satellite) Species : Rat
Forelimb Hindlimb
Test article g g
Dose
2,6-Naphthalic Acid n 5 5
0 mg/kg Mean 1182.52 459.32
S.D. 46.45 16.58
2,6-Naphthalic Acid n 5 5
1000 mg/kg Mean 1187.32 462.40
S.D. 59.99 34.48

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table 6 - 4
Grip strength Stage : Recovery Week 2
Sex : Male Species : Rat
Forelimb Hindlimb
Test article g g
Dose
2,6-Naphthalic Acid n 5 5
0 mg/kg Mean 1620.14 736.02
S.D. 222.86 43.79
2,6-Naphthalic Acid n 5 5
1000 mg/kg Mean 1542.60 717.58
S.D. 91.75 66.02

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table 6 -5
Grip strength Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Forelimb Hindlimb
Test article g g
Dose
2,6-Naphthalic Acid n 5 5
0 mg/kg Mean 1294.48 567.40
S.D. 148.26 54.62
2,6-Naphthalic Acid n 5 5
1000 mg/kg Mean 1256.08 535.94
S.D. 67.72 47.13

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table7-1 Study No. : SR14252
Motor activity measurements Stage : Week 4
Sex : Male Species : Rat
0'- 10 10" - 20 20'- 30' 30' - 40' 40' - 50' 50" - 60' 0'- 60
Test article No. No. No. No. No. No. No.
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
0 mg/kg Mean 571.4 391.8 219.6 230.8 168.0 112.6 1694.2
S.D. 168.5 163.4 725 183.7 64.7 100.7 439.8
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
100 mg/kg Mean 587.6 519.2 450.8 325.6 259.2 206.8 2349.2
S.D. 244.7 224.1 225.9 157.1 175.4 96.0 967.1
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
300 mg/kg Mean 575.2 483.0 381.6 305.8 240.0 102.6 2088.2
S.D. 156.6 1425 159.8 233.9 182.9 113.3 868.3
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
1000 mg/kg Mean 617.0 514.2 470.4 410.2 371.8 354.4 2738.0
S.D. 239.5 127.8 127.8 155.5 108.3 194.8 751.3
DT *

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 7 -2 Study No. : SR14252

Motor activity measurements Stage : Lactation Day 4
Sex : Female Species : Rat
0'- 10 10" - 20 20'- 30' 30' - 40' 40' - 50' 50" - 60' 0'- 60
Test article No. No. No. No. No. No. No.
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
0 mg/kg Mean 491.0 247.2 218.6 168.2 199.8 145.2 1470.0
S.D. 306.5 222.0 234.9 135.2 223.0 158.7 1149.3
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
100 mg/kg Mean 575.4 260.2 151.4 317.2 209.0 274.8 1788.0
S.D. 463.1 344.7 190.4 304.9 215.9 247.2 1620.3
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
300 mg/kg Mean 540.6 124.6 151.2 235.4 277.2 166.4 1495.4
S.D. 176.2 118.0 156.3 128.0 229.3 158.3 653.7
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
1000 mg/kg Mean 815.2 428.8 225.8 215.8 262.4 266.2 2214.2
S.D. 283.3 279.7 140.1 127.7 200.7 378.2 749.0

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table7 -3 Study No. : SR14252
Motor activity measurements Stage : Week 4
Sex : Female (satellite) Species : Rat
0'-10' 10'- 20' 20" - 30 30" - 40 40" - 50 50" - 60' 0'-60'
Test article No. No. No. No. No. No. No.
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
0 mg/kg Mean 710.2 453.4 389.2 227.0 163.0 109.0 2051.8
S.D. 458.0 269.3 274.9 157.7 156.9 133.7 1016.1
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
1000 mg/kg Mean 638.2 576.6 446.2 362.4 299.6 223.4 2546.4
S.D. 410.7 440.0 468.2 3335 492.2 371.0 2420.3

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table7 -4 Study No. : SR14252
Motor activity measurements Stage : Recovery Week 2
Sex : Male Species : Rat
0'- 10 10" - 20 20'- 30' 30' - 40' 40' - 50' 50" - 60' 0'- 60
Test article No. No. No. No. No. No. No.
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
0 mg/kg Mean 525.8 424.2 236.8 204.0 108.8 122.4 1622.0
S.D. 256.4 237.6 163.3 203.0 81.9 77.4 973.9
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
1000 mg/kg Mean 538.6 480.0 371.6 344.4 314.2 213.2 2262.0
S.D. 191.7 233.1 141.1 164.2 161.6 164.6 1001.4
T2 *

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05

T2 : Student t-test (two-side)
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Table7-5 Study No. : SR14252
Motor activity measurements Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
0'-10' 10'- 20' 20" - 30 30" - 40 40" - 50 50" - 60' 0'-60'
Test article No. No. No. No. No. No. No.
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
0 mg/kg Mean 758.4 475.8 403.2 325.6 258.2 302.8 2524.0
S.D. 181.4 102.8 137.9 107.5 151.6 159.7 703.5
2,6-Naphthalic Acid n 5 5 5 5 5 5 5
1000 mg/kg Mean 781.8 578.8 470.2 361.8 301.6 185.0 2679.2
S.D. 172.9 153.2 169.3 145.8 210.4 134.5 768.4

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table8-1

Study No. : SR14252

Body weight Period : Administration Day 1-28
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 21 28 gain
2,6-Naphthalic Acid n 12 12 12 12 12 12 12
0 mg/kg Mean 438.3 460.6 473.3 505.3 530.2 552.9 114.6
S.D. 23.7 25.2 27.2 34.7 39.9 48.8 29.1
2,6-Naphthalic Acid n 12 12 12 12 12 12 12
100 mg/kg Mean 438.8 454.3 467.3 496.8 518.5 540.6 101.8
S.D. 225 25.8 275 30.2 295 29.7 14.0
2,6-Naphthalic Acid n 12 12 12 12 12 12 12
300 mg/kg Mean 439.8 456.2 471.5 498.3 524.0 5445 104.7
S.D. 22.0 25.1 27.2 33.2 37.9 415 23.3
2,6-Naphthalic Acid n 12 12 12 12 12 12 12
1000 mg/kg Mean 435.5 451.1 466.1 492.3 517.8 539.8 104.3
S.D. 215 23.2 25.2 29.5 29.6 33.2 19.6

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 8 - 2

Study No. : SR14252

Body weight Period : FO before mating Day 1-14
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 gain
2,6-Naphthalic Acid n 12 12 12 12 12
0 mg/kg Mean 241.9 250.5 256.7 266.9 25.0
S.D. 19.1 20.5 21.3 23.9 9.0
2,6-Naphthalic Acid n 12 12 12 12 12
100 mg/kg Mean 245.4 254.9 262.7 276.3 30.8
S.D. 20.7 17.7 19.8 24.1 75
2,6-Naphthalic Acid n 12 12 12 12 12
300 mg/kg Mean 2447 249.4 256.2 263.8 19.2
S.D. 149 15.3 154 19.8 6.9
2,6-Naphthalic Acid n 12 12 12 12 12
1000 mg/kg Mean 240.7 249.1 2545 261.8 21.1
S.D. 18.3 16.3 17.6 195 8.7

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 8 -3 Study No. : SR14252

Body weight Period : FO gestation Day 0-20
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 7 14 20 gain
2,6-Naphthalic Acid n 11 11 11 11 11
0 mg/kg Mean 278.4 316.6 361.7 453.3 174.9
S.D. 25.0 25.8 30.6 35.5 14.5
2,6-Naphthalic Acid n 12 12 12 12 12
100 mg/kg Mean 280.1 320.8 358.5 440.0 159.9
S.D. 22.3 22.4 22.1 31.2 19.2
2,6-Naphthalic Acid n 11 11 11 11 11
300 mg/kg Mean 2735 313.6 351.8 440.7 167.2
S.D. 20.4 25.3 30.3 315 17.2
2,6-Naphthalic Acid n 11 11 11 11 11
1000 mg/kg Mean 272.1 3131 350.2 424.6 152.5
S.D. 215 25.1 28.7 31.8 24.1
DT *

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 8 -4 Study No. : SR14252

Body weight Period : FO lactation Day 0-4
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 4 gain
2,6-Naphthalic Acid n 11 11 11
0 mg/kg Mean 336.4 364.8 28.5
S.D. 34.7 33.8 10.5
2,6-Naphthalic Acid n 12 12 12
100 mg/kg Mean 341.1 362.5 214
S.D. 26.7 32.0 9.5
2,6-Naphthalic Acid n 11 11 11
300 mg/kg Mean 326.7 3515 24.7
S.D. 28.7 29.0 12.7
2,6-Naphthalic Acid n 11 10 10
1000 mg/kg Mean 336.7 351.0 17.7
S.D. 28.3 25.9 10.7

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table8-5 Study No. : SR14252
Body weight Period : Administration Day 1-28
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 21 28 gain
2,6-Naphthalic Acid n 10 10 10 10 10 10 10
0 mg/kg Mean 249.0 258.6 262.3 271.8 2825 295.0 46.0
S.D. 7.5 7.8 8.1 6.3 14.2 19.6 16.3
2,6-Naphthalic Acid n 10 10 10 10 10 10 10
1000 mg/kg Mean 249.0 254.5 259.0 265.1 275.4 281.8 32.8
S.D. 9.1 8.1 14.4 18.0 15.8 18.7 17.8

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table 8 -6
Body weight Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 537.4 566.6 589.6 52.2
S.D. 15.0 16.9 27.3 14.4
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 538.6 568.6 586.8 48.2
S.D. 5.2 6.1 11.6 13.2

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 8 -7 Study No. : SR14252

Body weight Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 290.0 301.6 307.0 17.0
S.D. 13.2 154 12.8 7.0
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 281.4 291.0 299.8 18.4
S.D. 20.2 22.9 29.2 14.0

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg



Table9-1 Study No. : SR14252

Food consumption Period : Administration Day 1-28
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 4 7 14 28
2,6-Naphthalic Acid n 12 12 12 11
0 mg/kg Mean 32.69 32.00 32.32 31.56
S.D. 2.99 3.15 3.31 3.98
2,6-Naphthalic Acid n 12 12 12 12
100 mg/kg Mean 31.52 31.37 31.35 30.48
S.D. 3.09 2.80 2.35 191
2,6-Naphthalic Acid n 12 12 12 11
300 mg/kg Mean 31.70 31.86 31.56 31.25
S.D. 3.03 2.84 2.86 2.53
2,6-Naphthalic Acid n 12 12 12 12
1000 mg/kg Mean 31.23 31.58 31.18 31.29
S.D. 2.90 2.95 3.27 2.97

_Z6_

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 9 -2 Study No. : SR14252
Food consumption Period : FO before mating Day 1-14
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4 7 14
2,6-Naphthalic Acid n 12 12 12
0 mg/kg Mean 20.05 20.01 20.63
S.D. 2.33 2.13 1.90
2,6-Naphthalic Acid n 12 12 12
100 mg/kg Mean 20.81 20.91 21.59
S.D. 1.77 1.48 1.86
2,6-Naphthalic Acid n 12 12 12
300 mg/kg Mean 18.48 19.65 19.85
S.D. 1.64 1.38 1.93
2,6-Naphthalic Acid n 12 12 12
1000 mg/kg Mean 19.76 19.82 20.46
S.D. 2.18 1.75 1.78

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table9-3

Food consumption

Study No. : SR14252

Period : FO gestation Day 0-20

Sex : Female Unit: g Species : Rat
Test article /Day
Dose 7 14 20
2,6-Naphthalic Acid n 11 11 11
0 mg/kg Mean 26.61 29.52 29.38
S.D. 2.42 2.43 1.73
2,6-Naphthalic Acid n 12 12 12
100 mg/kg Mean 26.45 28.51 28.44
S.D. 2.24 251 2.98
2,6-Naphthalic Acid n 11 11 11
300 mg/kg Mean 25.82 28.08 28.12
S.D. 2.62 3.61 2,57
2,6-Naphthalic Acid n 11 11 11
1000 mg/kg Mean 26.50 28.99 27.55
S.D. 2.86 3.26 1.63

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table9 -4 Study No. : SR14252
Food consumption Period : FO lactation Day 0-4
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4
2,6-Naphthalic Acid n 11
0 mg/kg Mean 39.78
S.D. 4.71
2,6-Naphthalic Acid n 12
100 mg/kg Mean 37.18
S.D. 5.48
2,6-Naphthalic Acid n 11
300 mg/kg Mean 37.86
S.D. 4.37
2,6-Naphthalic Acid n 10
1000 mg/kg Mean 36.96
S.D. 2.92

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table9 -5 Study No. : SR14252

Food consumption Period : Administration Day 1-28
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 4 7 14 21 28
2,6-Naphthalic Acid n 10 10 10 10 10
0 mg/kg Mean 20.37 20.33 21.16 21.32 21.47
S.D. 1.32 1.75 1.47 2.73 2.81
2,6-Naphthalic Acid n 10 10 10 10 10
1000 mg/kg Mean 19.40 19.92 20.06 20.34 19.64
S.D. 2.33 271 1.89 1.94 2.42

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table 9 -6
Food consumption Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 7 14
2,6-Naphthalic Acid n 5 5
0 mg/kg Mean 33.50 32.08
S.D. 2.07 2.72
2,6-Naphthalic Acid n 5 5
1000 mg/kg Mean 33.48 31.20
S.D. 2.65 3.11

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table9 -7
Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 7 14
2,6-Naphthalic Acid n 5 5
0 mg/kg Mean 21.30 21.60
S.D. 1.69 2.26
2,6-Naphthalic Acid n 5 5
1000 mg/kg Mean 21.16 20.46
S.D. 3.02 3.04

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 10-1 Study No. : SR14252
Urinary findings Stage : Week 4
Sex : Male Species : Rat
pH
Test article
Dose 5.0 6.0 6.5 7.0 7.5 8.0 8.5
2,6-Naphthalic Acid n 0 0 0 0 5
0 mg/kg
2,6-Naphthalic Acid n 0 0 0 3 2
100 mg/kg
2,6-Naphthalic Acid n 0 0 0 2 3
300 mg/kg
2,6-Naphthalic Acid n 0 0 0 0 5
1000 mg/kg
Protein Glucose

Test article
Dose - + + 2+ 3+ - + 2+ 3+
2,6-Naphthalic Acid n 0 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 2 0 0 5 0 0
100 mg/kg

EF
2,6-Naphthalic Acid n 0 2 0 5 0 0
300 mg/kg

EF
2,6-Naphthalic Acid n 0 0 0 5 0 0
1000 mg/kg

EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 - 2 Study No. : SR14252
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Ketone body Urobilinogen

Test article EU/dL
Dose - + + 2+ 3+ 0.1 1 2 4 8
2,6-Naphthalic Acid n 5 0 0 5 0 0 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 5 0 0 0 0
100 mg/kg

EF EF
2,6-Naphthalic Acid n 5 0 0 5 0 0 0 0
300 mg/kg

EF EF
2,6-Naphthalic Acid n 5 0 0 5 0 0 0 0
1000 mg/kg

EF EF

Bilirubin Occult blood

Test article
Dose - + 2+ 3+ - + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 0 0 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 1 0 0 0
100 mg/kg

EF
2,6-Naphthalic Acid n 5 0 0 2 0 0 0
300 mg/kg

EF
2,6-Naphthalic Acid n 5 0 0 1 0 0 0
1000 mg/kg

EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 - 3 Study No. : SR14252
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Color
Test article
Dose A C D
2,6-Naphthalic Acid n 5 0 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 0
100 mg/kg
EF
2,6-Naphthalic Acid n 5 0 0 0
300 mg/kg
EF
2,6-Naphthalic Acid n 5 0 0 0
1000 mg/kg
EF

A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 - 4 Study No. : SR14252
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
2,6-Naphthalic Acid n 5
0 mg/kg Mean 15.90
S.D. 1.39
2,6-Naphthalic Acid n 5
100 mg/kg Mean 15.80
S.D. 3.27
2,6-Naphthalic Acid n 5
300 mg/kg Mean 22.80
S.D. 6.56
2,6-Naphthalic Acid n 5
1000 mg/kg Mean 18.30
S.D. 4.96

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Species : Rat

Study No. : SR14252

Table 10 - 5

Urinary findings Stage : Week 4

Sex : Male

Specific gravity

Test article
Dose 0 1 2 3
2,6-Naphthalic Acid n 0 0 0 1
0 mg/kg
2,6-Naphthalic Acid n 0 0 0 3
100 mg/kg
2,6-Naphthalic Acid n 0 0 2 1
300 mg/kg
2,6-Naphthalic Acid n 0 0 0 2
1000 mg/kg

0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041 ~1.050,5;1.050 <
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 10 - 6 Study No. : SR14252
Urinary findings Stage : Week 4
Sex : Male Species : Rat
RBC WBC
Test article
Dose + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 5 0 0
100 mg/kg
EF EF
2,6-Naphthalic Acid n 5 0 0 5 0 0
300 mg/kg
EF EF
2,6-Naphthalic Acid n 5 0 0 5 0 0
1000 mg/kg
EF EF
Squamous Round
Test article
Dose + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 3 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 4 0 0 5 0 0
100 mg/kg
EF
2,6-Naphthalic Acid n 3 0 0 5 0 0
300 mg/kg
EF
2,6-Naphthalic Acid n 4 0 0 5 0 0
1000 mg/kg
EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 -7 Study No. : SR14252
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Small round Cast
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
100 mg/kg
EF EF
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
300 mg/kg
EF EF
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
1000 mg/kg
EF EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 - 8

Urinary findings Stage : Week 4
Sex : Female (satellite)

Study No. : SR14252

Species : Rat

pH

Test article

Dose 5.0 6.0 6.5 7.0 7.5 8.0

8.5

2,6-Naphthalic Acid n 0 0 0 0 1 1
0 mg/kg

2,6-Naphthalic Acid n 0 0 0 1 0 3
1000 mg/kg

Protein

Test article

Glucose

Dose - 2+ 3+ -

+
+

2,6-Naphthalic Acid n 5 0 0 0 0 5
0 mg/kg

2,6-Naphthalic Acid n 3 2 0 0 0 5
1000 mg/kg

EF

Ketone body

Test article

Urobilinogen

EU/dL

Dose - + + 2+ 3+ 0.1

1 2 4 8

2,6-Naphthalic Acid n 5 0 0 0 0 5
0 mg/kg

2,6-Naphthalic Acid n 5 0 0 0 0 5
1000 mg/kg

EF EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 -9

Urinary findings Stage : Week 4
Sex : Female (satellite)

Study No. : SR14252

Species : Rat

Bilirubin Occult blood

Test article

I+
+

Dose - + 2+ 3+ -

2+ 3+

2,6-Naphthalic Acid n 5 0 0 0 5 0 0

0 mg/kg

2,6-Naphthalic Acid n 5 0 0 0 5 0 0

1000 mg/kg

EF EF

Color

Test article
Dose A B C D

2,6-Naphthalic Acid n 5 0 0 0
0 mg/kg

2,6-Naphthalic Acid n 5 0 0 0
1000 mg/kg

EF

A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Study No. : SR14252

Table 10 - 10
Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
2,6-Naphthalic Acid n 5
0 mg/kg Mean 9.90
S.D. 1.56
2,6-Naphthalic Acid n 5
1000 mg/kg Mean 17.10
S.D. 16.73

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 10 - 11

Urinary findings Stage : Week 4
Sex : Female (satellite)

Species : Rat

Study No. : SR14252

Specific gravity

Test article

Dose 0

2,6-Naphthalic Acid n 0 0 0
0 mg/kg

2,6-Naphthalic Acid n 0 1 0 0

1000 mg/kg

0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041 ~1.050,5;1.050 <
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 10 - 12 Study No. : SR14252
Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat
RBC WBC
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 5 0 0
1000 mg/kg
EF EF
Squamous Round
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 2 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 1 0 0 5 0 0
1000 mg/kg
EF
Small round Cast
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 5 0 0
1000 mg/kg
EF EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 - 13

Urinary findings
Sex : Male

Stage : Recovery Week 2

Species : Rat

Study No. : SR14252

pH

Test article

Dose 5.0 6.0 6.5 7.0 7.5 8.0

8.5

2,6-Naphthalic Acid n 0 0 0 0 0 2
0 mg/kg

2,6-Naphthalic Acid n 0 0 0 0 0 1
1000 mg/kg

Protein

Test article

Glucose

Dose - 2+ 3+ -

+
+

3+

2,6-Naphthalic Acid n 0 1 2 2 0 5
0 mg/kg

2,6-Naphthalic Acid n 0 1 2 2 0 5
1000 mg/kg

EF

Ketone body

Test article

Urobilinogen

EU/dL

Dose -

1 2

2,6-Naphthalic Acid n 5 0 0 0 0 5
0 mg/kg

2,6-Naphthalic Acid n 5 0 0 0 0 5
1000 mg/kg

EF EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 - 14 Study No. : SR14252
Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat
Bilirubin Occult blood
Test article
Dose 2+ 3+ - + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 0 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 0 0 0
1000 mg/kg
EF
Color
Test article
Dose C D
2,6-Naphthalic Acid n 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0
1000 mg/kg
EF

A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Study No. : SR14252

Table 10 - 15
Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
2,6-Naphthalic Acid n 5
0 mg/kg Mean 11.90
S.D. 1.08
2,6-Naphthalic Acid n 5
1000 mg/kg Mean 13.50
S.D. 4.82

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 10 - 16

Urinary findings Stage : Recovery Week 2
Sex : Male

Species : Rat

Study No. : SR14252

Specific gravity

Test article

Dose 0 1 2 3 4

2,6-Naphthalic Acid n 0 0 0 0
0 mg/kg

2,6-Naphthalic Acid n 0 0 0 1
1000 mg/kg

0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041 ~1.050,5;1.050 <
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 10 - 17 Study No. : SR14252
Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat
RBC WBC
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
1000 mg/kg
EF EF
Squamous Round
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 3 2 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 1 4 0 0 5 0 0
1000 mg/kg
EF
Small round Cast
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
1000 mg/kg
EF EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 - 18

Urinary findings
Sex : Female (satellite)

Stage : Recovery Week 2

Species : Rat

Study No. : SR14252

pH

Test article

Dose 5.0 6.0 6.5 7.0 7.5 8.0

8.5

2,6-Naphthalic Acid n 0 0 1 0 0 1
0 mg/kg

2,6-Naphthalic Acid n 0 0 0 0 0 4
1000 mg/kg

Protein

Test article

Glucose

Dose - 2+ 3+ -

+
+

3+

2,6-Naphthalic Acid n 3 1 0 1 0 5
0 mg/kg

2,6-Naphthalic Acid n 1 1 3 0 0 5
1000 mg/kg

EF

Ketone body

Test article

Urobilinogen

EU/dL

Dose -

1 2

2,6-Naphthalic Acid n 5 0 0 0 0 5
0 mg/kg

2,6-Naphthalic Acid n 5 0 0 0 0 5
1000 mg/kg

EF EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)



SLIT-

Table 10 - 19 Study No. : SR14252
Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Bilirubin Occult blood
Test article
Dose - + 2+ 3+ - + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 5 0 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 5 0 0 0
1000 mg/kg
EF EF
Color
Test article
Dose A B C D
2,6-Naphthalic Acid n 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0
1000 mg/kg
EF

A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Study No. : SR14252

Table 10 - 20
Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
2,6-Naphthalic Acid n 5
0 mg/kg Mean 9.40
S.D. 3.52
2,6-Naphthalic Acid n 5
1000 mg/kg Mean 9.80
S.D. 5.51

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 10 - 21

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite)

Species : Rat

Study No. : SR14252

Specific gravity

Test article

Dose 0 1 2 3 4

2,6-Naphthalic Acid n 0 0 0 0
0 mg/kg

2,6-Naphthalic Acid n 0 0 1 0
1000 mg/kg

0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041 ~1.050,5;1.050 <
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg



-0C1 -

Table 10 - 22 Study No. : SR14252
Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
RBC WBC
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
1000 mg/kg
EF EF
Squamous Round
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 4 1 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 2 3 0 0 5 0 0
1000 mg/kg
EF
Small round Cast
Test article
Dose - + + 2+ 3+ + + 2+ 3+
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
0 mg/kg
2,6-Naphthalic Acid n 5 0 0 0 5 0 0
1000 mg/kg
EF EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)



- 1¢1 -

Table 11 -1 Study No. : SR14252

Hematological findings Stage : Day 29
Sex : Male Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 866.2 15.60 43.86 50.72 18.04 35.58 3.034 104.56 71.70 13.44

S.D. 29.6 0.51 1.82 3.25 0.96 0.38 0.483 8.37 20.07 1.37
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 867.8 15.60 43.92 50.66 17.98 35.50 3.148 116.76 66.94 10.60

S.D. 45.8 0.71 1.71 1.18 0.45 0.41 0.555 11.41 12.16 3.31
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 894.6 15.84 44.82 50.12 17.70 35.36 3.096 115.56 55.42 8.78

S.D. 29.3 0.38 1.21 1.06 0.34 0.32 0.362 7.29 5.30 0.55
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 875.8 15.48 43.10 49.22 17.68 35.94 3.126 125.18 70.54 12.90

S.D. 24.7 0.51 1.45 1.46 0.49 0.31 0.584 16.08 14.47 4.62

DT =
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5
0 mg/kg Mean 55.02 2.40 0.82 0.02 18.54 25.40

S.D. 19.10 0.80 0.24 0.04 1.84 1.66
2,6-Naphthalic Acid n 5 5 5 5 5 5
100 mg/kg Mean 53.30 2.16 0.88 0.00 19.86 27.34

S.D. 15.01 0.71 0.30 0.00 3.57 2,77
2,6-Naphthalic Acid n 5 5 5 5 5 5
300 mg/kg Mean 4410 1.86 0.68 0.00 18.96 25.86

S.D. 5.58 0.30 0.25 0.00 1.07 1.02
2,6-Naphthalic Acid n 5 5 5 5 5 5
1000 mg/kg Mean 54.08 2.78 0.76 0.02 19.12 25.72

S.D. 12.31 1.10 0.33 0.04 0.68 1.38

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)



-l -

Table 11 -2 Study No. : SR14252

Hematological findings Stage : Lactation Day 5
Sex : Female Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil
Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 690.8 13.34 38.78 56.12 19.28 34.42 8.320 124.06 69.36 23.40
S.D. 28.0 0.80 2.40 1.60 0.43 0.42 1.189 15.63 7.31 3.62
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 714.8 13.74 40.16 56.20 19.22 34.22 8.832 117.66 77.52 22.60
S.D. 35.3 0.81 2.59 2.89 0.69 0.56 2.232 25.89 30.07 9.41
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 699.2 13.50 39.42 56.44 19.30 34.24 8.006 131.10 71.78 25.20
S.D. 38.8 0.68 1.79 2.36 0.82 0.36 1.641 18.03 18.89 5.02
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 726.6 13.66 39.78 54.86 18.82 34.34 5.738 113.24 71.80 22.14
S.D. 45.7 0.54 1.44 2.15 0.66 0.15 0.579 16.13 17.48 3.17
DT =
Lymphocyte Monocyte Eosinophil Basophil PT APTT
Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5
0 mg/kg Mean 43.04 2.10 0.82 0.00 17.06 20.06
S.D. 6.53 0.62 0.33 0.00 0.32 1.95
2,6-Naphthalic Acid n 5 5 5 5 5 5
100 mg/kg Mean 51.74 2.38 0.80 0.00 16.68 20.66
S.D. 20.86 1.44 0.85 0.00 0.64 0.93
EF
2,6-Naphthalic Acid n 5 5 5 5 5 5
300 mg/kg Mean 43.88 214 0.56 0.00 17.12 20.22
S.D. 17.28 0.74 0.21 0.00 0.51 0.96
EF
2,6-Naphthalic Acid n 5 5 5 5 5 5
1000 mg/kg Mean 46.84 2.02 0.80 0.00 16.58 20.84
S.D. 17.43 0.40 0.14 0.00 0.52 1.33
EF

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 11-3 Study No. : SR14252

Hematological findings Stage : Day 29
Sex : Female (satellite) Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 871.6 15.68 44.04 50.56 17.98 35.58 2.832 104.38 43.68 6.72

S.D. 48.5 0.79 1.72 1.06 0.26 0.58 0.736 10.92 17.43 1.13
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 786.4 14.86 41.44 52.70 18.88 35.86 2.866 118.34 38.24 5.70

S.D. 347 0.67 2.09 1.56 0.38 0.47 0.581 13.92 11.45 291

T2 T2 * T2 *x
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5
0 mg/kg Mean 34.96 1.18 0.80 0.02 15.70 19.26

S.D. 17.73 0.66 0.31 0.04 0.34 1.16
2,6-Naphthalic Acid n 5 5 5 5 5 5
1000 mg/kg Mean 31.22 0.86 0.46 0.00 15.00 19.88

S.D. 9.39 0.52 0.13 0.00 0.80 1.43

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)
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Table 11 -4 Study No. : SR14252

Hematological findings Stage : Recovery Day 15
Sex : Male Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 871.2 15.44 43.72 50.28 17.74 35.32 3.248 113.38 68.98 14.02

S.D. 48.8 0.48 0.94 2.87 0.74 0.70 0.289 17.07 10.67 4.16
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 862.6 15.28 43.28 50.20 17.72 35.30 2.696 101.50 54.56 11.92

S.D. 41.5 0.70 1.57 1.37 0.26 0.61 0.550 14.06 9.14 2.77

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5
0 mg/kg Mean 51.92 1.92 1.12 0.00 17.46 25.06

S.D. 10.54 0.38 0.44 0.00 1.59 3.01
2,6-Naphthalic Acid n 5 5 5 5 5 5
1000 mg/kg Mean 40.16 1.76 0.72 0.00 19.66 26.32

S.D. 7.53 0.47 0.15 0.00 1.74 2.67

EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 11-5 Study No. : SR14252

Hematological findings Stage : Recovery Day 15
Sex : Female (satellite) Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 856.8 15.62 43.80 51.16 18.26 35.68 2.684 131.48 58.62 9.30

S.D. 21.4 0.58 1.91 2.96 0.87 0.59 0.295 18.58 20.04 4.32
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 843.6 15.50 43.22 51.20 18.38 35.86 2.804 140.68 51.54 5.36

S.D. 38.9 0.89 2.70 1.47 0.49 0.34 0.534 17.12 18.91 1.60

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5
0 mg/kg Mean 46.60 1.68 1.04 0.00 15.84 20.76

S.D. 16.75 0.46 0.19 0.00 0.36 1.27
2,6-Naphthalic Acid n 5 5 5 5 5 5
1000 mg/kg Mean 43.80 1.60 0.78 0.00 15.60 19.42

S.D. 17.17 0.46 0.39 0.00 0.74 1.01

EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 12 -1 Study No. : SR14252
Biochemical findings Stage : Day 29
Sex : Male Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 63.8 26.4 3384 0.22 0.064 6.50 150.0 52.6 374 5.20
S.D. 6.0 3.8 30.4 0.15 0.015 2.82 15.8 7.1 17.7 0.14
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 79.8 37.6 417.2 0.20 0.064 7.08 152.4 50.4 38.8 5.18
S.D. 23.8 23.8 68.7 0.19 0.015 5.61 19.0 8.8 20.4 0.33
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 65.6 28.2 398.6 0.14 0.072 8.54 149.2 54.0 37.2 5.22
S.D. 7.8 3.8 47.2 0.09 0.011 3.53 21.6 5.4 8.6 0.16
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 73.8 31.8 431.0 0.24 0.064 4.30 156.2 47.8 45.0 5.24
S.D. 8.5 3.3 47.6 0.11 0.013 1.19 10.5 6.6 337 0.22
DT
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 13.80 0.290 145.6 4.220 106.2 9.66 7.70 1.038 2.646 50.90
S.D. 2.15 0.025 0.9 0.064 0.8 0.24 0.49 0.027 0.065 0.67
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 13.30 0.298 145.8 4.358 105.6 9.48 7.74 1.054 2.654 51.26
S.D. 1.94 0.030 0.8 0.274 1.7 0.13 0.61 0.102 0.192 2.31
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 13.14 0.286 145.4 4.390 106.2 9.52 7.42 1.030 2.644 50.66
S.D. 1.70 0.011 0.9 0.233 1.8 0.36 0.51 0.084 0.101 2.09
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 13.76 0.278 145.4 4.550 105.6 9.60 7.50 1.074 2.706 51.72
S.D. 0.98 0.041 0.9 0.211 1.7 0.34 0.33 0.100 0.095 2.23

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)
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Table 12 -2 Study No. : SR14252
Biochemical findings Stage : Day 29
Sex : Male Species : Rat
al-G a2-G B-G y-G
Test article % % %
Dose
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 22.02 6.04 16.30 4.74
S.D. 2.49 0.15 1.78 1.23
2,6-Naphthalic Acid n 5 5 5 5
100 mg/kg Mean 21.38 6.62 16.56 4.18
S.D. 4.03 0.85 1.47 0.43
2,6-Naphthalic Acid n 5 5 5 5
300 mg/kg Mean 22.18 6.22 16.62 4.32
S.D. 2.19 0.59 0.19 0.77
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 21.60 6.28 16.46 3.94
S.D. 2.86 0.78 1.18 0.69

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 12-3 Study No. : SR14252
Biochemical findings Stage : Lactation Day 5
Sex : Female Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 84.2 45.2 197.8 0.66 0.060 13.66 135.0 58.0 31.8 5.48
S.D. 8.5 10.6 61.3 0.11 0.012 5.86 75 5.8 6.6 0.23
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 98.4 45.0 209.2 0.60 0.056 9.46 128.4 59.6 35.6 5.64
S.D. 28.8 7.6 54.2 0.12 0.011 3.32 8.5 7.6 13.2 0.26
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 105.4 46.2 215.8 0.72 0.060 14.46 125.6 62.2 44.8 5.50
S.D. 42.9 10.5 26.2 0.08 0.014 16.55 6.9 14.6 33.8 0.40
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 92.0 41.2 147.2 0.60 0.056 12.06 126.6 66.6 34.0 5.64
S.D. 40.4 6.1 19.2 0.12 0.011 7.1 5.4 13.2 10.4 0.38
UN Crea Na K Cl Ca IP AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEaq/L mg/dL mg/dL g/dL %
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 18.78 0.324 142.6 4.360 103.2 10.62 9.42 0.970 2.694 49.12
S.D. 2.39 0.031 0.9 0.199 1.8 0.25 0.73 0.086 0.188 227
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 19.24 0.342 143.6 4.342 104.2 10.52 9.16 0.994 2.810 49.78
S.D. 2.56 0.031 0.5 0.479 1.1 0.29 0.67 0.102 0.204 2.56
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 17.44 0.310 143.4 4142 104.0 10.38 8.88 1.036 2.796 50.74
S.D. 1.29 0.026 1.7 0.301 2.0 0.29 0.16 0.117 0.337 2.67
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 16.02 0.296 143.8 4.252 105.2 10.24 8.12 1.076 2.926 51.78
S.D. 2.71 0.017 1.3 0.295 0.8 0.19 0.53 0.078 0.288 1.85
DT s

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: ** P<0.01

DT : Dunnett test (two-side)
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Table 12 -4 Study No. : SR14252

Biochemical findings Stage : Lactation Day 5
Sex : Female Species : Rat
al-G a2-G B-G y-G
Test article % % % %
Dose
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 21.20 8.34 17.50 3.84
S.D. 1.90 0.62 0.94 0.55
2,6-Naphthalic Acid n 5 5 5 5
100 mg/kg Mean 20.78 7.76 17.36 4.32
S.D. 1.37 0.36 0.42 1.22
2,6-Naphthalic Acid n 5 5 5 5
300 mg/kg Mean 20.34 7.52 16.88 4.52
S.D. 1.47 0.80 1.13 0.69
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 19.80 7.18 16.50 4.74
S.D. 1.21 0.57 0.35 0.71
DT =

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 12-5 Study No. : SR14252
Biochemical findings Stage : Day 29
Sex : Female (satellite) Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 67.8 274 165.0 0.80 0.076 8.00 136.6 55.4 11.6 5.80
S.D. 9.4 5.2 51.7 0.23 0.015 3.42 8.4 71 5.3 0.20
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mgrkg Mean 64.2 28.6 189.2 0.62 0.078 8.38 139.8 63.4 15.0 5.84
S.D. 8.6 10.6 39.2 0.18 0.019 3.57 7.8 11.8 6.3 0.27
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 18.72 0.334 144.4 4.338 106.2 9.96 7.72 1.236 3.196 55.10
S.D. 1.93 0.049 1.1 0.231 1.5 0.11 0.34 0.143 0.191 2.80
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 16.66 0.328 145.2 4.062 106.0 9.82 7.30 1.144 3.114 53.32
S.D. 2.59 0.054 1.9 0.226 21 0.29 0.54 0.109 0.197 2.21
al-G a2-G B-G y-G
Test article % % % %
Dose
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 17.54 6.12 15.70 5.54
S.D. 1.55 0.41 0.90 1.05
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 19.00 6.10 15.52 6.06
S.D. 0.64 0.50 0.99 1.52

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 12-6 Study No. : SR14252
Biochemical findings Stage : Recovery Day 15
Sex : Male Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 60.2 25.2 310.0 0.52 0.060 4.48 145.0 50.4 35.8 5.14
S.D. 4.1 3.3 45.3 0.16 0.010 1.95 14.9 7.6 19.3 0.21
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 71.2 30.0 305.2 0.46 0.064 4.36 140.4 44.8 35.0 5.04
S.D. 13.5 5.7 27.8 0.11 0.017 1.21 11.3 8.8 14.0 0.23
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 14.26 0.274 146.0 4.404 105.6 9.66 8.12 0.994 2.558 49.80
S.D. 1.13 0.011 1.0 0.137 0.9 0.24 0.28 0.074 0.118 1.80
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 14.76 0.274 146.6 4.208 107.0 9.46 7.46 1.012 2.532 50.18
S.D. 1.24 0.018 0.9 0.125 1.7 0.13 0.61 0.113 0.199 2.85
T2 =
al-G a2-G B-G y-G
Test article % % % %
Dose
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 21.36 7.10 17.30 4.44
S.D. 2.60 0.53 0.97 0.94
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 20.88 7.10 17.58 4.26
S.D. 3.52 1.16 1.13 0.52

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05

T2 : Student t-test (two-side)
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Table 12-7 Study No. : SR14252
Biochemical findings Stage : Recovery Day 15
Sex : Female (satellite) Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 93.6 324 167.2 0.94 0.084 13.46 122.4 62.4 17.6 5.90
S.D. 67.6 18.2 23.2 0.38 0.023 14.43 9.2 6.6 5.3 0.43
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mgrkg Mean 66.8 314 200.8 0.66 0.088 10.34 132.8 82.2 252 6.08
S.D. 11.9 10.7 65.6 0.22 0.008 5.42 10.4 7.4 10.2 0.18
T2 =
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 17.18 0.354 143.6 4.276 104.6 9.96 7.26 1.216 3.240 54.90
S.D. 1.90 0.036 0.9 0.144 0.9 0.25 0.21 0.076 0.246 1.55
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 16.44 0.330 143.6 4.220 103.4 10.28 7.34 1.322 3.456 56.82
S.D. 1.89 0.012 0.9 0.213 1.1 0.15 0.27 0.134 0.225 242
T2 *
al-G a2-G B-G y-G
Test article % % % %
Dose
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 17.74 6.00 15.64 5.72
S.D. 0.88 0.25 0.84 1.19
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 16.44 5.78 15.28 5.68
S.D. 2.34 0.50 0.84 0.83

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)
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Table 13-1 Study No
Necropsy findings
Sex : Male Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic Acid 2,6-Naphthalic Acid 2,6-Naphthalic Acid 2,6-Naphthalic Acid
Dose 0 100 300 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7
Testis <7/7> <11/12> <12/12> <7/7>
Small size, unilateral 0 1 0 0
Epididymis <7/7> <11/12> <12/12> <7/7>
Small size, unilateral 0 1 0 0
Other organs & tissues <7/7> <12/12> <12/12> <7/7>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Table 13 -2 Study No
Necropsy findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article 2,6-Naphthalic Acid 2,6-Naphthalic Acid 2,6-Naphthalic Acid 2,6-Naphthalic Acid
Dose 0 100 300 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 11 12 11 11
All organs & tissues <11/11> <12/12> <11/11> <11/11>
Stage : Unsuccessful mating
Test article 2,6-Naphthalic Acid 2,6-Naphthalic Acid
Dose 0 300

Organ mg/kg mg/kg

Findings Number of Animals 1 1
All organs & tissues <1/1> <1/1>

Stage : Non-pregnancy
Test article 2,6-Naphthalic Acid
Dose 1000
Organ mg/kg
Findings Number of Animals 1

All organs & tissues <1/1>

<> : Not remarkable/Number of animals examined

“PEl -
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Study No. : SR14252

Table 13 -3
Necropsy findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic Acid 2,6-Naphthalic Acid
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined



Study No. : SR14252

Table 13-4
Necropsy findings
Sex : Male Stage : Recovery Day 15 Species : Rat
Test article 2,6-Naphthalic Acid 2,6-Naphthalic Acid
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined
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Study No. : SR14252

Table 13-5
Necropsy findings
Sex : Female (satellite) Stage : Recovery Day 15 Species : Rat
Test article 2,6-Naphthalic Acid 2,6-Naphthalic Acid
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined

S LET -
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Table 14 -1 Study No. : SR14252
Organ weight Stage : Day 29
Sex : Male Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
2,6-Naphthalic Acid n 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 526.4 14.227 2.686 3.456 0.657 1.634 0.310 886.1 168.784

S.D. 53.6 2.902 0.299 0.338 0.037 0.145 0.019 130.0 23.949
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 505.9 13.308 2.628 3.607 0.716 1.527 0.301 852.2 168.583

S.D. 26.5 1.275 0.172 0.298 0.073 0.127 0.024 78.7 14.749
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12
300 mg/kg Mean 511.7 13.511 2.638 3.528 0.691 1.635 0.320 832.4 163.126

S.D. 38.9 1.481 0.154 0.282 0.053 0.176 0.033 59.1 11.924
2,6-Naphthalic Acid n 7 7 7 7 7 7 7 7 7
1000 mg/kg Mean 509.0 13.864 2.711 3.549 0.699 1.553 0.304 786.9 155.014

S.D. 39.4 2.124 0.219 0.346 0.056 0.153 0.022 82.9 15.810

Thymus Adrenal Pituitary gland Thyroid Testis

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
2,6-Naphthalic Acid n 7 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 339.6 64.927 70.0 13.380 12.96 2.473 23.10 4.420 3.507 0.671

S.D. 33.1 8.055 13.7 2.770 2.58 0.475 2.74 0.666 0.279 0.081
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 349.8 69.229 79.3 15.705 13.00 2.568 20.53 4.053 3.368 0.668

S.D. 92.3 18.295 16.4 3.347 1.31 0.218 4.24 0.763 0.465 0.103
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12
300 mg/kg Mean 316.4 62.018 68.9 13.534 11.83 2.319 22.69 4.429 3.539 0.695

S.D. 60.9 11.981 9.7 2.038 1.58 0.317 5.45 0.983 0.319 0.079
2,6-Naphthalic Acid n 7 7 7 7 7 7 7 7 7 7
1000 mg/kg Mean 376.7 74.160 67.1 13.176 12.54 2.474 20.83 4.094 3.396 0.670

S.D. 62.2 12.199 12.2 2.010 1.22 0.293 2.00 0.308 0.347 0.079

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg



Table 14 - 2 Study No. : SR14252

Organ weight Stage : Day 29
Sex : Male Species : Rat
Epididymis Prostate Seminal Brain
vesicle
Test article AB RE AB RE AB RE AB RE
Dose g g/100g mg mg/100g g g/100g g g/100g
2,6-Naphthalic Acid n 7 7 7 7 7 7 7 7
0 mg/kg Mean 1.209 0.231 700.3 133.441 1.933 0.370 2.250 0.429
S.D. 0.069 0.028 97.8 16.814 0.281 0.076 0.083 0.036
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12
100 mg/kg Mean 1.278 0.254 828.5 164.048 1.984 0.393 2.253 0.446
S.D. 0.111 0.026 119.0 24.257 0.243 0.054 0.095 0.027
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12
300 mg/kg Mean 1.348 0.265 774.8 153.048 2.145 0.423 2.256 0.443
S.D. 0.088 0.027 183.6 39.613 0.353 0.090 0.089 0.038
DT * DT
2,6-Naphthalic Acid n 7 7 7 7 7 7 7 7
1000 mg/kg Mean 1.221 0.240 727.9 143.676 2.244 0.444 2.239 0.440
S.D. 0.133 0.031 105.7 23.200 0.228 0.066 0.104 0.032

-6¢1 -

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 14 - 3

Organ weight

Stage : Lactation Day 5

Study No. : SR14252

Sex : Female Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
2,6-Naphthalic Acid n 11 11 11 11 11 11 11 11 11
0 mg/kg Mean 330.8 10.824 3.288 2.245 0.684 1.069 0.325 736.0 223.125

S.D. 31.7 1.008 0.309 0.165 0.071 0.069 0.028 107.6 29.293
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 326.4 10.961 3.361 2.441 0.749 1.109 0.339 801.8 247.563

S.D. 25.0 1.046 0.253 0.180 0.053 0.097 0.026 1715 60.160

DT * DT *

2,6-Naphthalic Acid n 11 11 11 11 11 11 11 11 11
300 mg/kg Mean 320.1 10.829 3.384 2.219 0.695 1.068 0.335 764.3 239.110

S.D. 23.6 1.016 0.214 0.156 0.060 0.102 0.012 141.4 45.604
2,6-Naphthalic Acid n 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 317.4 10.630 3.347 2.241 0.709 1.094 0.344 711.9 225.099

S.D. 25.4 1.048 0.119 0.205 0.060 0.087 0.017 62.7 21.140

Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
2,6-Naphthalic Acid n 11 11 11 11 11 11 11 11 11 11
0 mg/kg Mean 291.7 87.988 81.3 24.728 17.90 5.454 15.79 4.805 120.5 36.606

S.D. 81.1 21.648 9.9 3.572 1.69 0.729 2.84 0.917 13.4 4.344
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 250.3 76.897 82.2 25.370 17.90 5.522 16.18 4.988 117.8 36.124

S.D. 59.5 18.578 11.6 4.500 3.19 1.083 3.99 1.267 19.8 5.845
2,6-Naphthalic Acid n 11 11 11 11 11 11 11 11 11 11
300 mg/kg Mean 255.2 79.866 86.4 27.012 17.79 5.561 16.68 5.245 116.5 36.338

S.D. 46.8 14.070 11.4 3.223 2.51 0.690 2.75 0.992 17.9 4.153
2,6-Naphthalic Acid n 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Mean 274.7 86.687 80.8 25.592 18.01 5.671 16.14 5.117 114.9 36.184

S.D. 62.1 18.134 16.3 5.494 2.90 0.742 2.29 0.854 20.5 5.612

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)
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Table 14 - 4 Study No. : SR14252

Organ weight Stage : Lactation Day 5
Sex : Female Species : Rat
Uterus Brain
Test article AB RE AB RE
Dose mg mg/100g g g/100g
2,6-Naphthalic Acid n 11 11 11 11
0 mg/kg Mean 698.4 212.121 2.067 0.630
S.D. 52.4 17.660 0.083 0.068
2,6-Naphthalic Acid n 12 12 12 12
100 mg/kg Mean 758.6 233.109 2.073 0.639
S.D. 98.3 29.472 0.077 0.057
2,6-Naphthalic Acid n 11 11 11 11
300 mg/kg Mean 691.4 216.510 2.079 0.652
S.D. 90.7 29.416 0.069 0.037
2,6-Naphthalic Acid n 10 10 10 10
1000 mg/kg Mean 720.8 228.269 2.060 0.651
S.D. 83.9 31.281 0.073 0.049

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 14 -5 Study No. : SR14252
Organ weight Stage : Day 29
Sex : Female (satellite) Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 272.0 6.980 2.570 1.928 0.708 0.886 0.326 472.4 174.348

S.D. 16.5 0.360 0.106 0.157 0.068 0.064 0.015 17.0 14.966
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 263.8 7.234 2.736 1.850 0.704 0.860 0.326 546.0 206.344

S.D. 18.3 0.745 0.118 0.058 0.053 0.069 0.018 114.7 36.171

T2 *
Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 375.8 138.198 74.4 27.428 14.32 5.316 16.16 5.912 111.6 40.916

S.D. 76.6 26.946 2.7 1.847 2.75 1.210 3.47 1.094 20.6 6.056
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 359.6 135.214 75.2 28.584 14.70 5.570 14.30 5.408 108.0 40.938

S.D. 126.5 42.478 55 2.360 2.09 0.664 2.95 0.989 15.2 4.834

Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 495.4 183.652 2.080 0.766

S.D. 59.9 31.840 0.068 0.038
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 828.4 316.976 2.036 0.776

S.D. 156.2 73.568 0.102 0.074

T2 *x T2 *x

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from 2,6-Naphthalic Acid 0 mg/kg: * P<0.05, ** P<0.01

T2 : Student t-test (two-side)
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Table 14 - 6 Study No. : SR14252
Organ weight Stage : Recovery Day 15
Sex : Male Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 551.4 14.052 2.548 3.674 0.664 1.620 0.294 876.2 159.442

S.D. 23.7 1.139 0.129 0.113 0.015 0.123 0.023 66.0 17.488
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 550.2 14.278 2.596 3.628 0.662 1.754 0.320 870.6 158.502

S.D. 131 0.805 0.143 0.130 0.022 0.078 0.016 62.0 14.812

Thymus Adrenal Pituitary gland Thyroid Testis

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 312.2 56.550 71.2 12.978 13.90 2.530 23.00 4.152 3.382 0.614

S.D. 52.3 8.365 8.7 2.056 1.00 0.268 5.83 0.899 0.137 0.042
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 311.4 56.518 72.8 13.236 13.80 2.506 23.62 4.298 3.474 0.632

S.D. 44.2 7.107 7.7 1.418 0.93 0.130 3.44 0.655 0.481 0.098

Epididymis Prostate Seminal Brain
vesicle

Test article AB RE AB RE AB RE AB RE
Dose g g/100g mg mg/100g g g/100g g/100g
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5
0 mg/kg Mean 1.334 0.244 836.8 151.434 2.410 0.438 2.236 0.404

S.D. 0.101 0.022 241.8 41.025 0.337 0.062 0.101 0.013
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5
1000 mg/kg Mean 1.360 0.246 810.6 147.206 2.624 0.476 2.318 0.422

S.D. 0.168 0.032 226.4 40.439 0.299 0.057 0.058 0.013

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 14 -7 Study No. : SR14252
Organ weight Stage : Recovery Day 15
Sex : Female (satellite) Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 289.6 7.486 2.582 2.032 0.702 0.988 0.342 612.6 210.948

S.D. 13.6 0.532 0.080 0.181 0.065 0.061 0.018 87.4 23.086
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 277.6 7.370 2.656 2.028 0.732 0.934 0.336 590.4 212.082

S.D. 235 0.525 0.060 0.142 0.030 0.089 0.026 75.4 10.947

Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 311.6 107.380 75.2 25.968 18.08 6.242 14.48 4.984 103.2 35.516

S.D. 57.8 17.838 11.0 3.634 1.48 0.410 2.80 0.773 22.2 6.686
2,6-Naphthalic Acid n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 298.2 106.202 82.8 30.028 15.24 5.470 15.24 5.496 89.8 32.394

S.D. 85.3 22.813 13.8 5.544 2.60 0.634 3.71 1.241 16.1 5.679

Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
2,6-Naphthalic Acid n 5 5 5 5
0 mg/kg Mean 587.4 202.724 2.094 0.724

S.D. 97.0 32.096 0.084 0.035
2,6-Naphthalic Acid n 5 5 5 5
1000 mg/kg Mean 647.0 231.142 2.072 0.750

S.D. 189.3 54.016 0.040 0.073

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 15-1 Study No. : SR14252
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic 2,6-Naphthalic
Acid Acid Acid
Dose 0 100 1000
mg/kg mag/kg mg/kg
Organ Number of Animals 7 1 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <7> <0> <7>
Aggregation, macrophage, alveolar 5 2 0 0 O 0O 0 0 0 O 6 1 0 0 O
ED
Trachea <7> <0> <7>
7 0 7
ED EF
Submandibular gland <7> <0> <7>
7 0 7
ED EF
Esophagus <7> <0> <7>
7 0 7
ED EF
Stomach <7> <0> <7>
7 0 7
ED EF
Duodenum <7> <0> <7>
7 0 7
ED EF
Jejunum <7> <0> <7>
7 0 7
ED EF
lleum <7> <0> <7>
7 0 7
ED EF
Cecum <7> <0> <7>
7 0 7
ED EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15 - 2 Study No. : SR14252
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic 2,6-Naphthalic
Acid Acid Acid
Dose 0 100 1000
mg/kg mag/kg mg/kg
Organ Number of Animals 7 1 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Colon <7> <0> <7>
7 0 7
ED EF
Rectum <7> <0> <7>
7 0 7
ED EF
Pancreas <7> <0> <7>
7 0 7
ED EF
Liver <7> <0> <7>
7 0 7
ED EF
Heart <7> <0> <7>
7 0 7
ED EF
Kidney <7> <0> <7>
Basophilic change, renal tubule 6 1 0 0 O 0O 0 0 0 O 5 2 0 0 O
ED
Cast, hyaline 6 1 0 0 O 0 0 0 0 O 7 0 0 0O O
ED
Cyst 6 1 0 0 O 0O 0 0 0 O 7 0 0 0 O
ED
Urinary bladder <7> <0> <7>
7 0 7
ED EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15 -3 Study No. : SR14252
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic 2,6-Naphthalic
Acid Acid Acid
Dose 0 100 1000
mg/kg mag/kg mg/kg
Organ Number of Animals 7 1 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Testis <7> <1> <7>
Atrophy, seminiferous tubule 7 0 0 0 O 0 0 0 0 1 7 0 0 0 O
ED EF
Epididymis <7> <1> <7>
Decrease, spermatozoa 7 0 0 O O 0O 0 0 0 1 7 0 0 O O
ED EF
Prostate <7> <0> <7>
Inflammation, interstitium 4 3 0 0 O 0O 0 0 0 O 5 2 0 0 O
ED
Seminal vesicle <7> <0> <7>
7 0 7
ED EF
Coagulating gland <7> <0> <7>
7 0 7
ED EF
Cerebrum <7> <0> <7>
7 0 7
ED EF
Cerebellum <7> <0> <7>
7 0 7
ED EF
Pons <7> <0> <7>
7 0 7
ED EF
Spinal cord <7> <0> <7>
7 0 7
ED EF

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

ED : The number of samples of a treated group is less than 2.

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



Table 15 -4 Study No. : SR14252

Histopathological findings
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Sex : Male Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic 2,6-Naphthalic
Acid Acid Acid
Dose 0 100 1000
mag/kg ma/kg ma/kg
Organ Number of Animals 7 1 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Sciatic nerve <7> <0> <7>
7 0 7
ED EF
Spleen <7> <0> <7>
7 0 7
ED EF
Thymus <7> <0> <7>
7 0 7
ED EF
Bone marrow, femur <7> <0> <7>
7 0 7
ED EF
Submandibular lymph node <7> <0> <7>
7 0 7
ED EF
Mesenteric lymph node <7> <0> <7>
7 0 7
ED EF
Peyer's patch <7> <0> <7>
7 0 7
ED EF
Pituitary gland <7> <0> <7>
Cyst, pars distalis 6 1 0 0 O 0O 0 0 0 O 6 1 0 0 O
ED

<>: Number of animals examined

- - Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15-5 Study No. : SR14252
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic 2,6-Naphthalic
Acid Acid Acid
Dose 0 100 1000
mg/kg mag/kg mg/kg
Organ Number of Animals 7 1 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Thyroid <7> <0> <7>
Ultimobranchial body 6 1 0 0 O 0O 0 0 0 O 5 2 0 0 O
ED
Parathyroid <7> <0> <7>
7 0 7
ED EF
Adrenal <7> <0> <7>
7 0 7
ED EF
Eyeball <7> <0> <7>
7 0 7
ED EF
Harderian gland <7> <0> <7>
7 0 7
ED EF
Skeletal muscle <7> <0> <7>
7 0 7
ED EF
Femur <7> <0> <7>
7 0 7
ED EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15-6 Study No. : SR14252
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic

Acid Acid

Dose 0 1000

mg/kg mg/kg

Organ Number of Animals 11 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Lung <11> <11>
11 11
EF

Trachea <11> <11>
11 11
EF

Submandibular gland <11> <11>
11 11
EF

Esophagus <11> <11>
11 11
EF

Stomach <11> <11>
11 11
EF

Duodenum <11> <11>
11 11
EF

Jejunum <11> <11>
11 11
EF

lleum <11> <11>
11 11
EF

Cecum <11> <11>
11 11
EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15 -7 Study No. : SR14252
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic
Acid Acid
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 11 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Colon <11> <11>
11 11
EF
Rectum <11> <11>
11 11
EF
Pancreas <11> <11>
11 11
EF
Liver <11> <11>
Microgranuloma 9 2 0 0 O 11 0 0 0 O
Heart <11> <11>
11 11
EF
Kidney <11> <11>
Cyst 100 1 0 0 O 117 0 0 0 O
Urinary bladder <11> <11>
11 11
EF
Ovary <11> <11>
11 11
EF
Uterine horn <11> <11>
11 11
EF

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

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



-¢S1-

Table 15 -8 Study No. : SR14252
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic

Acid Acid

Dose 0 1000

mg/kg mg/kg

Organ Number of Animals 11 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Uterine cervix <11> <11>
11 11
EF

Vagina <11> <11>
11 11
EF

Cerebrum <11> <11>
11 11
EF

Cerebellum <11> <11>
11 11
EF

Pons <11> <11>
11 11
EF

Spinal cord <11> <11>
11 11
EF

Sciatic nerve <11> <11>
11 11
EF

Spleen <11> <11>
11 11
EF

Thymus <11> <11>
11 11
EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15 -9 Study No. : SR14252
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic
Acid Acid
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 11 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Bone marrow, femur <11> <11>
11 11
EF
Submandibular lymph node <11> <11>
11 11
EF
Mesenteric lymph node <11> <11>
11 11
EF
Peyer's patch <11> <11>
11 11
EF
Pituitary gland <11> <11>
Cyst, pars intermedia 100 1 0 0O O 11 0 0 0 O
Thyroid <11> <11>
Ultimobranchial body 8 3 0 0 O 9 2 0 0 O
Parathyroid <11> <11>
11 11
EF
Adrenal <11> <11>
11 11
EF
Eyeball <11> <11>
11 11
EF

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Study No. : SR14252

Table 15 - 10
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic

Acid Acid

Dose 0 1000

mg/kg mg/kg

Organ Number of Animals 11 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Harderian gland <11> <11>
11 11
EF

Skeletal muscle <11> <11>
11 11
EF

Femur <11> <11>
11 11
EF

Mammary gland <11> <11>
11 11
EF

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Study No. : SR14252

Table 15 - 11
Histopathological findings
Sex : Female Stage : Unsuccessful mating Species : Rat
Test article 2,6-Naphthalic
Acid
Dose 0
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Lung <1>
Aggregation, macrophage, alveolar 01 0 0 O
Trachea <1>
1
Submandibular gland <1>
1
Esophagus <1>
1
Stomach <1>
1
Duodenum <1>
1
Jejunum <1>
1
lleum <1>
1
Cecum <1>
1
Colon <1>
1
Rectum <1>
1
Pancreas <1>
1
Liver <1>
1
Heart <1>
1
<>: Number of animals examined
Severe

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



Study No. : SR14252

Species : Rat

Stage : Unsuccessful mating

Table 15 - 12
Histopathological findings
Sex : Female
Test article 2,6-Naphthalic
Acid
Dose 0
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Kidney <1>
1
Urinary bladder <1>
1
Ovary <1>
1
Uterine horn <1>
1
Uterine cervix <1>
1
1 .
— Vagina <1>
9] 1
(o)
' Cerebrum <1>
1
Cerebellum <1>
1
Pons <1>
1
Spinal cord <1>
1
Sciatic nerve <1>
1
Spleen <1>
1
Thymus <1>
1
Bone marrow, femur <1>
1
<>: Number of animals examined
Severe

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



Study No. : SR14252

Table 15 - 13
Histopathological findings
Sex : Female Stage : Unsuccessful mating Species : Rat
Test article 2,6-Naphthalic
Acid
Dose 0
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Submandibular lymph node <1>
1
Mesenteric lymph node <1>
1
Peyer's patch <1>
1
Pituitary gland <1>
1
Thyroid <1>
1
1 .
— Parathyroid <1>
9] 1
-
I Adrenal <1>
1
Eyeball <1>
1
Harderian gland <1>
1
Skeletal muscle <1>
1
Femur <1>
1
Mammary gland <1>
1
<>: Number of animals examined
Severe

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



Study No. : SR14252

Table 15 - 14
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article 2,6-Naphthalic
Acid
Dose 1000
mg/kg
Organ Number of Animals 1
Findings Grade -
Lung <1>
1
Trachea <1>
1
Submandibular gland <1>
1
Esophagus <1>
1
Stomach <1>
1
1
— Duodenum <1>
9] 1
[*9)
I Jejunum <1>
1
lleum <1>
1
Cecum <1>
1
Colon <1>
1
Rectum <1>
1
Pancreas <1>
1
Liver <1>
1
Heart <1>
1
<>: Number of animals examined

- - Not remarkable



Study No. : SR14252

Table 15 - 15
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article 2,6-Naphthalic
Acid
Dose 1000
mg/kg
Organ Number of Animals 1
Findings Grade -
Kidney <1>
1
Urinary bladder <1>
1
Ovary <1>
1
Uterine horn <1>
1
Uterine cervix <1>
1
1 .
— Vagina <1>
W 1
Ne)
I Cerebrum <1>
1
Cerebellum <1>
1
Pons <1>
1
Spinal cord <1>
1
Sciatic nerve <1>
1
Spleen <1>
1
Thymus <1>
1
Bone marrow, femur <1>
1
<>: Number of animals examined

- - Not remarkable
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Study No. : SR14252

Table 15 - 16
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article 2,6-Naphthalic
Acid
Dose 1000
mg/kg
Organ Number of Animals 1
Findings Grade -
Submandibular lymph node <1>
1
Mesenteric lymph node <1>
1
Peyer's patch <1>
1
Pituitary gland <1>
1
Thyroid <1>
1
Parathyroid <1>
1
Adrenal <1>
1
Eyeball <1>
1
Harderian gland <1>
1
Skeletal muscle <1>
1
Femur <1>
1
Mammary gland <1>
1
<>: Number of animals examined

- : Not remarkable
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Table 15 - 17 Study No. : SR14252

Histopathological findings

Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic

Acid Acid

Dose 0 1000

mg/kg mag/kg

Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <5> <5>
Aggregation, macrophage, alveolar 5 0 0 0 O 4 1 0 0 O

Trachea <5> <5>
5 5
EF

Submandibular gland <5> <5>
5 5
EF

Esophagus <5> <5>
5 5
EF

Stomach <5> <5>
5 5
EF

Duodenum <5> <5>
5 5
EF

Jejunum <5> <5>
5 5
EF

lleum <5> <5>
5 5
EF

Cecum <5> <5>
5 5
EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15 - 18 Study No. : SR14252
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic
Acid Acid
Dose 0 1000
mg/kg mag/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Colon <5> <5>
5 5
EF
Rectum <5> <5>
5 5
EF
Pancreas <5> <5>
5 5
EF
Liver <5> <5>
Microgranuloma 3 2 0 0 O 3 2 0 0 O
Heart <5> <5>
5 5
EF
Kidney <5> <5>
Mineralization,
cortico-medullary junction 4 1 0 0 O 5 0 0 0 O
Urinary bladder <5> <5>
5 5
EF
Ovary <5> <5>
5 5
EF
Uterine horn <5> <5>
5 5
EF

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)



Table 15 - 19 Study No. : SR14252

Histopathological findings
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Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic
Acid Acid
Dose 0 1000
mg/kg mag/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Uterine cervix <5> <5>
5 5
EF
Vagina <5> <5>
5 5
EF
Cerebrum <5> <5>
5 5
EF
Cerebellum <5> <5>
5 5
EF
Pons <5> <5>
5 5
EF
Spinal cord <5> <5>
5 5
EF
Sciatic nerve <5> <5>
5 5
EF
Spleen <5> <5>
5 5
EF
Thymus <5> <5>
5 5
EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15 - 20 Study No. : SR14252

Histopathological findings

Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic
Acid Acid
Dose 0 1000
mg/kg mag/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Bone marrow, femur <5> <5>
5 5
EF
Submandibular lymph node <5> <5>
5 5
EF
Mesenteric lymph node <5> <5>
5 5
EF
Peyer's patch <5> <5>
5 5
EF
Pituitary gland <5> <5>
5 5
EF
Thyroid <5> <5>
Ultimobranchial body 4 1 0 0 O 4 1 0 0 O
Parathyroid <5> <5>
5 5
EF
Adrenal <5> <5>
Mineralization, cortex 5 0 0 0 O 4 1 0 0 O
Eyeball <5> <5>
5 5
EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Study No. : SR14252

Table 15 - 21
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article 2,6-Naphthalic 2,6-Naphthalic
Acid Acid
Dose 0 1000
mg/kg mag/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Harderian gland <5> <5>
5 5
EF
Skeletal muscle <5> <5>
5 5
EF
Femur <5> <5>
5 5
EF
Mammary gland <5> <5>
5 5
EF

<>: Number of animals examined

- : Not remarkable

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

Not significantly different from 2,6-NaphthalicAcid 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 16 Study No. : SR14252
Estrous cycles
Generation : FO Species : Rat
/Before mating
Mean length of Number of Number of animals with acyclic or
Test article estrous cycle estrus irregular cycle
Dose (Days)
2,6-Naphthalic Acid n 12 12 12
0 mg/kg 0)
Mean 4.15 3.6
S.D. 0.31 0.5
2,6-Naphthalic Acid n 12 12 12
100 mg/kg (0)
Mean 4.04 35
S.D. 0.14 0.5
EF
2,6-Naphthalic Acid n 12 12 12
300 mg/kg 0)
Mean 4.17 3.3
S.D. 0.44 0.5
EF
2,6-Naphthalic Acid n 12 12 12
1000 mg/kg 0)
Mean 4.04 3.8
S.D. 0.14 0.5
EF

() : Values in brackets represent number of animals with acyclic or irregular cycle.
Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)



Table 17 -1 Study No. : SR14252

Reproductive performance

Generation : FO Sex : Male Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (%) index (%) index (%) index (%) index (%)
2,6-Naphthalic Acid n 12 11 (11/12) (11/11) (11/12) (11/11)
0 mg/kg Mean 2.8 91.7 100.0 91.7 100.0
S.D. 11
2,6-Naphthalic Acid n 12 12 (12/12) (12/12) (12/12) (12/12)
100 mg/kg Mean 2.3 100.0 100.0 100.0 100.0
S.D. 0.9
2,6-Naphthalic Acid n 12 11 (11/12) (11/11) (11/12) (11/11)
300 mg/kg Mean 2.3 91.7 100.0 91.7 100.0
S.D. 1.3
2,6-Naphthalic Acid n 12 12 (12/12) (11/12) (12/12) (11/12)
1000 mg/kg Mean 2.8 100.0 91.7 100.0 91.7
S.D. 11

- L91-

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg



Table 17 - 2 Study No. : SR14252

Reproductive performance

Generation : FO Sex : Female Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (%) index (%) index (%) index (%) index (%)
2,6-Naphthalic Acid n 12 11 (11/12) (11/11) (11/12) (11/11)
0 mg/kg Mean 2.8 91.7 100.0 91.7 100.0
S.D. 11
2,6-Naphthalic Acid n 12 12 (12/12) (12/12) (12/12) (12/12)
100 mg/kg Mean 2.3 100.0 100.0 100.0 100.0
S.D. 0.9
2,6-Naphthalic Acid n 12 11 (11/12) (11/11) (11/12) (11/11)
300 mg/kg Mean 2.3 91.7 100.0 91.7 100.0
S.D. 1.3
2,6-Naphthalic Acid n 12 12 (12/12) (11/12) (12/12) (11/12)
1000 mg/kg Mean 2.8 100.0 91.7 100.0 91.7
S.D. 11
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Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 18 - 1

Delivery data

Study No. : SR14252

Generation : FO Species : Rat
Gestation ~ Number of Birth Number of Number of Sex rate Number of Gestation

Test article period implantation index offspring live newborns (offspring) dead newborns index

Dose (day) (%) M F Total (%) Dead Cannibalism Total (%)

2,6-Naphthalic Acid n 11 11 11 11 11 11 11 81/174 11 11 11 11/11
0 mg/kg Mean 22.18 16.6 95.24 15.8 7.4 8.5 15.8 46.6 0.0 0.0 0.0 100.0
S.D. 0.40 2.0 4.61 1.8 2.0 1.9 1.8 0.0 0.0 0.0 0.00
2,6-Naphthalic Acid n 12 12 12 12 12 12 12 87/172 12 12 12 12/12
100 mg/kg Mean 22.25 16.1 89.30 145 7.3 7.1 14.3 50.6 0.2 0.0 0.2 100.0
S.D. 0.62 1.3 12.32 21 2.2 2.0 2.2 0.4 0.0 0.4 0.00
EF EF
2,6-Naphthalic Acid n 11 11 11 11 11 11 11 99/165 11 11 11 11/11
300 mg/kg Mean 22.27 15.7 95.55 15.0 9.0 6.0 15.0 60.0 0.0 0.0 0.0 100.0
S.D. 0.47 14 4.67 1.2 2.8 2.6 1.2 0.0 0.0 0.0 0.00
FT$ EF EF
2,6-Naphthalic Acid n 11 11 11 11 11 11 11 74/141 11 11 11 11/11
1000 mg/kg Mean 22.36 14.0 89.93 13.0 6.7 6.1 12.8 525 0.2 0.0 0.2 100.0
S.D. 0.67 5.1 9.96 5.0 2.6 3.0 4.9 0.4 0.0 0.4 0.00
EF EF

M : Male, F : Female

Significantly different from 2,6-Naphthalic Acid 0 mg/kg: $ P<0.05

FT : Fisher's exact test (two-side)
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 18 - 2 Study No. : SR14252

Delivery data

Generation : FO Species : Rat
Number of Implantation Nursing
Test article corpora index index
Dose lutea (%) (%)
2,6-Naphthalic Acid n 11 11 11/11
0 mg/kg Mean 17.0 98.12 100.0
S.D. 24 2.62
2,6-Naphthalic Acid n 12 12 12/12
100 mg/kg Mean 16.3 99.13 100.0
S.D. 15 3.03
2,6-Naphthalic Acid n 11 11 11/11
300 mg/kg Mean 15.7 100.00 100.0
S.D. 14 0.00
2,6-Naphthalic Acid n 11 11 10/11
1000 mg/kg Mean 15.1 89.84 90.9
S.D. 4.0 17.90

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table 18 - 3
Delivery data
External examination of offspring Days after birth : 0
Generation : FO Species : Rat
2,6-Naphthalic 2,6-Naphthalic 2,6-Naphthalic 2,6-Naphthalic
Test article Acid Acid Acid Acid
Dose 0 100 300 1000
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 11 12 11 11
Number of offspring 174 172 165 141
Number of dams with anomalous offspring (incidence «) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
EF EF EF
Number of offspring with any anomaly (incidence %) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
EF EF EF

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 19

Clinical sign of offspring
Generation : FO

Study No. : SR14252

Species : Rat

Test article Days after birth 0 1 2 3 4
Dose Clinical signs Time 1 1 1 1 1
2,6-Naphthalic Acid Number of dams examined 11 11 11 11 11
0 mg/kg Number of offspring 174 174 174 174 172
Number of dams with anomalous offspring 0 0 0 0 0
2,6-Naphthalic Acid Number of dams examined 12 12 12 12 12
100 mg/kg Number of offspring 172 172 172 172 169
Number of dams with anomalous offspring 0 0 0 0 0
2,6-Naphthalic Acid Number of dams examined 11 11 11 11 11
300 mg/kg Number of offspring 165 165 165 165 165
Number of dams with anomalous offspring 0 0 0 0 0
2,6-Naphthalic Acid Number of dams examined 11 11 10 10 10
1000 mg/kg Number of offspring 141 139 139 139 136
Number of dams with anomalous offspring 0 0 0 0 0

1: Daily examination
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Table 20

Litter size and viability index of offspring

Study No. : SR14252

Generation : FO Species : Rat
/Days after birth
0 0 0 4 4
Test article All pups Live pups Viability Live pups Viability
Dose index () index (%)
2,6-Naphthalic Acid Total 174 174 172
0 mg/kg n 11 11 11 11 11
Mean 100.00 98.90
S.D. 0.00 2.45
2,6-Naphthalic Acid Total 174 172 169
100 mg/kg n 12 12 12 12 12
Mean 98.79 97.73
S.D. 2.86 7.88
2,6-Naphthalic Acid Total 165 165 165
300 mg/kg n 11 11 11 11 11
Mean 100.00 100.00
S.D. 0.00 0.00
2,6-Naphthalic Acid Total 143 141 136
1000 mg/kg n 11 11 11 11 11
Mean 98.87 89.15
S.D. 2.51 29.72

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Table 21 Study No. : SR14252
Body weight of offspring
Generation : FO Unit: g Species : Rat
Test article /Days after birth
Dose 0 4
2,6-Naphthalic Acid Male n 11 11
0 mg/kg Mean 6.648 10.801
S.D. 0.651 1.006
Female n 11 11
Mean 6.255 10.129
S.D. 0.500 0.721
2,6-Naphthalic Acid Male n 12 12
100 mg/kg Mean 6.659 11.323
S.D. 0.515 1.128
Female n 12 12
Mean 6.209 10.623
S.D. 0.474 1.320
2,6-Naphthalic Acid Male n 11 11
300 mg/kg Mean 6.776 10.965
S.D. 0.579 1.395
Female n 11 11
Mean 6.485 10.516
S.D. 0.610 1.228
2,6-Naphthalic Acid Male n 10 10
1000 mg/kg Mean 6.831 11.455
S.D. 0.847 1.834
Female n 11 10
Mean 6.505 11.195
S.D. 0.719 1.779

Not significantly different from 2,6-Naphthalic Acid 0 mg/kg
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Study No. : SR14252

Table 22
Necropsy findings of offspring
Generation : FO Species : Rat
Test article 2,6-Naphthalic Acid 2,6-Naphthalic Acid 2,6-Naphthalic Acid 2,6-Naphthalic Acid
Dose 0 100 300 1000
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 11 12 11 11
Number of live offspring examined on Day 4 of birth 172 169 165 136
Finding absent 172 169 165 135
Kidney: Dilatation, renal pelvis, bilateral 0 0 0 1
Number of dead offspring examined on Day 0-4 of birth 1 2 0 3
1 2 0 3

Finding absent
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Appendix 1 -1 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10101 No abnormality - - - - - - - - - - - - - R - R B
10102 No abnormality - - - - - - - - - - - - - R - R - R
10103 No abnormality - - - - - - - - - - - - - R _ R - R
10104 No abnormality - - - - - - - - - - - - - B B B B R
10105 No abnormality - - - - - - - - - - - - - R - R B R
10106 No abnormality - - - - - - - - - - - - - R - R - R
10107 No abnormality - - - - - - - - - - - - - R _ R - R
10108 No abnormality - - - - - - - - - - - - - B B B B R
10109 No abnormality - - - - - - - - - - - - - R - R B R
10110 No abnormality - - - - - - - - - - - - - R - R - R
10111 No abnormality - - - - - - - - - - - - - R _ R - R
10112 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10101 No abnormality - - - - - - - - - - - - B R B R B
10102 No abnormality - - - - - - - - - - - - - R - R B R
10103 No abnormality - - - - - - - - - - - B B B B _ B _
10104 No abnormality - - - - - - - - - - . B _ R B R _ R
10105 No abnormality - - - - - - - - - - - - - R B R B R
10106 No abnormality - - - - - - - - - - - - - R - R B R
10107 No abnormality - - - - - - - - - - - B B B B _ B _
10108 No abnormality - - - - - - - - - - - - - R B R B R
10109 No abnormality - - - - - - - - - - - - - R B R B R
10110 No abnormality - - - - - - - - - - - - - R - R B R
10111 No abnormality - - - - - - - - - - - B B B B _ B _
10112 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10101 No abnormality - - - - - - - - - - - - - R B R B R
10102 No abnormality - - - - - - - - - - - - - R B R B R
10103 No abnormality - - - - - - - - - - - - - R - R B R
10104 No abnormality - - - - - - - - - - - B B B B _ B _
10105 No abnormality - - - - - - - - - - - - - R B R B R
10106 No abnormality - - - - - - - - - - - - - R B R B R
10107 No abnormality - - - - - - - - - - - - - R - R B R
10108 No abnormality - - - - - - - - - - - B B B B _ B _
10109 No abnormality - - - - - - - - - - - - - B _ B B R
10110 No abnormality - - - - - - - - - - - - - R B R B R
10111 No abnormality - - - - - - - - - - - - - R - R B R
10112 No abnormality - - - - - - - - - - - B B B B _ B _

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 2 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
10101 No abnormality - - -
10102 No abnormality — — —
10103 No abnormality - - -
10104 No abnormality - - -
10105 No abnormality - - -
10106 No abnormality - -
10107 No abnormality - -
10108 No abnormality - - -
10109 No abnormality - - -
10110 No abnormality - -
10111 No abnormality - -
10112 No abnormality - -

S LLT -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 - 3 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10201 No abnormality - - - - - - - - - - - - - R - R B
10202 No abnormality - - - - - - - - - - - - - R - R - R
10203 No abnormality - - - - - - - - - - - - - R _ R - R
10204 No abnormality - - - - - - - - - - - - - B B B B R
10205 No abnormality - - - - - - - - - - - - - R - R B R
10206 No abnormality - - - - - - - - - - - - - R - R - R
10207 No abnormality - - - - - - - - - - - - - R _ R - R
10208 No abnormality - - - - - - - - - - - - - B B B B R
10209 No abnormality - - - - - - - - - - - - - R - R B R
10210 No abnormality - - - - - - - - - - - - - R - R - R
10211 No abnormality - - - - - - - - - - - - - R _ R - R
10212 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10201 No abnormality - - - - - - - - - - - - B R B R B
10202 No abnormality - - - - - - - - - - - - - R - R B R
10203 No abnormality - - - - - - - - - - - B B B B _ B _
10204 No abnormality - - - - - - - - - - . B _ R B R _ R
10205 No abnormality - - - - - - - - - - - - - R B R B R
10206 No abnormality - - - - - - - - - - - - - R - R B R
10207 No abnormality - - - - - - - - - - - B B B B _ B _
10208 No abnormality - - - - - - - - - - - - - R B R B R
10209 No abnormality - - - - - - - - - - - - - R B R B R
10210 No abnormality - - - - - - - - - - - - - R - R B R
10211 No abnormality - - - - - - - - - - - B B B B _ B _
10212 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10201 No abnormality - - - - - - - - - - - - - R B R B R
10202 No abnormality - - - - - - - - - - - - - R B R B R
10203 No abnormality - - - - - - - - - - - - - R - R B R
10204 No abnormality - - - - - - - - - - - B B B B _ B _
10205 No abnormality - - - - - - - - - - - - - R B R B R
10206 No abnormality - - - - - - - - - - - - - R B R B R
10207 No abnormality - - - - - - - - - - - - - R - R B R
10208 No abnormality - - - - - - - - - - - B B B B _ B _
10209 No abnormality - - - - - - - - - - - - - B _ B B R
10210 No abnormality - - - - - - - - - - - - - R B R B R
10211 No abnormality - - - - - - - - - - - - - R - R B R
10212 No abnormality - - - - - - - - - - - B B B B _ B _

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 4 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
10201 No abnormality - - -
10202 No abnormality — — —
10203 No abnormality - - -
10204 No abnormality - - -
10205 No abnormality - - -
10206 No abnormality - - -
10207 No abnormality - - -
10208 No abnormality - - -
10209 No abnormality - - -
10210 No abnormality - - -
10211 No abnormality - - -
10212 No abnormality - - -

“6L1 -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 -5 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10301 No abnormality - - - - - - - - - - - - - R - R B
10302 No abnormality - - - - - - - - - - - - - R - R - R
10303 No abnormality - - - - - - - - - - - - - R _ R - R
10304 No abnormality - - - - - - - - - - - - - B B B B R
10305 No abnormality - - - - - - - - - - - - - R - R B R
10306 No abnormality - - - - - - - - - - - - - R - R - R
10307 No abnormality - - - - - - - - - - - - - R _ R - R
10308 No abnormality - - - - - - - - - - - - - B B B B R
10309 No abnormality - - - - - - - - - - - - - R - R B R
10310 No abnormality - - - - - - - - - - - - - R - R - R
10311 No abnormality - - - - - - - - - - - - - R _ R - R
10312 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10301 No abnormality - - - - - - - - - - - - B R B R B
10302 No abnormality - - - - - - - - - - - - - R - R B R
10303 No abnormality - - - - - - - - - - - B B B B _ B _
10304 No abnormality - - - - - - - - - - . B _ R B R _ R
10305 No abnormality - - - - - - - - - - - - - R B R B R
10306 No abnormality - - - - - - - - - - - - - R - R B R
10307 No abnormality - - - - - - - - - - - B B B B _ B _
10308 No abnormality - - - - - - - - - - - - - R B R B R
10309 No abnormality - - - - - - - - - - - - - R B R B R
10310 No abnormality - - - - - - - - - - - - - R - R B R
10311 No abnormality - - - - - - - - - - - B B B B _ B _
10312 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10301 No abnormality - - - - - - - - - - - - - R B R B R
10302 No abnormality - - - - - - - - - - - - - R B R B R
10303 No abnormality - - - - - - - - - - - - - R - R B R
10304 No abnormality - - - - - - - - - - - B B B B _ B _
10305 No abnormality - - - - - - - - - - - - - R B R B R
10306 No abnormality - - - - - - - - - - - - - R B R B R
10307 No abnormality - - - - - - - - - - - - - R - R B R
10308 No abnormality - - - - - - - - - - - B B B B _ B _
10309 No abnormality - - - - - - - - - - - - - B _ B B R
10310 No abnormality - - - - - - - - - - - - - R B R B R
10311 No abnormality - - - - - - - - - - - - - R - R B R
10312 No abnormality - - - - - - - - - - - B B B B _ B _

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 6 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
10301 No abnormality - - -
10302 No abnormality - - -
10303 No abnormality - - -
10304 No abnormality - - -
10305 No abnormality - - -
10306 No abnormality - - -
10307 No abnormality - - -
10308 No abnormality - - -
10309 No abnormality - - -
10310 No abnormality - - -
10311 No abnormality - - -
10312 No abnormality - - -

- 181 -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 -7 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10401 No abnormality - - - - - - - - - - - - - R - R B
10402 No abnormality - - - - - - - - - - - B B B B _ B _
10403 No abnormality - - - - - - - - - - . R _ R - R _ R
10404 No abnormality - - - - - - - - - - - - - B B B B R
10405 No abnormality - - - - - - - - - - - - - R - R - R
10406 No abnormality - - - - - - - - - - - B B B B _ B _
10407 No abnormality - - - - - - - - - - . R _ R - R _ R
10408 No abnormality - - - - - - - - - - - - - B B B B R
10409 No abnormality - - - - - - - - - - - - - R - R - R
10410 No abnormality - - - - - - - - - - - B B B B _ B _
10411 No abnormality - - - - - - - - - - . R _ R - R _ R
10412 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10401 No abnormality - - - - - - - - - - - - B R B R B
10402 No abnormality - - - - - - - - - - - - - R - R - R
10403 No abnormality - - - - - - - - - - - B B B B _ B _
10404 No abnormality - - - - - - - - - - . B _ R B R _ R
10405 No abnormality - - - - - - - - - - - - - R B R B R
10406 No abnormality - - - - - - - - - - - - - R - R - R
10407 No abnormality - - - - - - - - - - - B B B B _ B _
10408 No abnormality - - - - - - - - - - . B _ R B R _ R
10409 No abnormality - - - - - - - - - - - - - R B R B R
10410 No abnormality - - - - - - - - - - - - - R - R - R
10411 No abnormality - - - - - - - - - - - B B B B _ B _
10412 No abnormality - - - - - - - - - - . B _ R B R _ R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10401 No abnormality - - - - - - - - - - . B _ R B R _ R
10402 No abnormality - - - - - - - - - - - - - R B R B R
10403 No abnormality - - - - - - - - - - - - - R - R B R
10404 No abnormality - - - - - - - - - - - B B B B _ B _
10405 No abnormality - - - - - - - - - - . B _ R B R _ R
10406 No abnormality - - - - - - - - - - - - - R B R B R
10407 No abnormality - - - - - - - - - - - - - R - R B R
10408 No abnormality - - - - - - - - - - - B B B B _ B _
10409 No abnormality - - - - - - - - - - . B _ R B R _ R
10410 No abnormality - - - - - - - - - - - - - R B R B R
10411 No abnormality - - - - - - - - - - - - - R - R B R
10412 No abnormality - - - - - - - - - - - B B B B _ B _

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 8 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
10401 No abnormality -
10402 No abnormality - - -
10403 No abnormality - - -
10404 No abnormality - -
10405 No abnormality - - -
10406 No abnormality - -
10407 No abnormality - - -
10408 No abnormality - - -
10409 No abnormality - - -
10410 No abnormality - - -
10411 No abnormality - -
10412 No abnormality - -

- €81 -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50151 No abnormality - - - - - - - - - - - - - R - R B
50152 No abnormality - - - - - - - - - - - B B B B _ B _
50153 No abnormality - - - - - - - - - - - R - R B R B R
50154 No abnormality - - - - - - - - - - - - B B B B B R
50155 No abnormality - - - - - - - - - - - - - R - R B R
50156 No abnormality - - - - - - - - - - - B B B B _ B _
50157 No abnormality - - - - - - - - - - - - . R _ R - R
50158 No abnormality - - - - - - - - - - - - - B B B B R
50159 No abnormality - - - - - - - - - - - - - R - R B R
50160 No abnormality - - - - - - - - - - - B B B B _ B _
50161 No abnormality - - - - - - - - - - - R - R B R B R
50162 No abnormality - - - - - - - - - - - - B B B B B R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50151 No abnormality - - - - - - - - - - - - B R B R B
50152 No abnormality - - - - - - - - - - - - - R - R B R
50153 No abnormality - - - - - - - R _ R
50154 No abnormality - - - - - R B R B R _ N _ N
50155 No abnormality - - - - - - - - - - - -
50156 No abnormality - - - - - - - - - - - - - R
50157 No abnormality - - - - - - - - - B B B B _
50158 No abnormality - - - - - - - - - - - -
50159 No abnormality - - - - - - - - - - - - B R
50160 No abnormality - - - - - - - - - - - - - R - R
50161 No abnormality - - - - - - - - - B B B B _
50162 No abnormality - - - - - - - - - - - -
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50151 No abnormality
50152 No abnormality - - - - - - - - - - - - - R B R B R
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality

FO before mating)1 : Pre-dosing, 2 : Post-dosing, FO mating)1 : Pre-dosing, 2 : Post-dosing
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Appendix 1 - 10

Study No. : SR14252

Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 1 2 1 2 1 2
50151 No abnormality
50152 No abnormality - - - - - - - - - - - - - - - -
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 1 2 1 2 1 2
50151 No abnormality
50152 No abnormality - - - - - - - - - - - - - - - -
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality
Day 46 47 48 49 50 51 52
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 3
50151 No abnormality
50152 No abnormality - - - - - - - - - - -
50153 No abnormality
50154 No abnormality
50155 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50161 No abnormality
50162 No abnormality

FO mating)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50151 No abnormality - - - - - - - - - - - R - R B R B
50153 No abnormality - - - - - - - - - - - B B B B _ B _
50154 No abnormality - - - - - - - - - - . R _ R - R _ R
50155 No abnormality - - - - - - - - - - - - - B B B B R
50156 No abnormality - - - - - - - - - - - - - R - R B R
50157 No abnormality - - - - - - - - - - - B B B B _ B _
50158 No abnormality - - - - - - - - - - . R _ R - R - R
50159 No abnormality - - - - - - - - - - - - - B B B B R
50160 No abnormality - - - - - - - - - - - - - R - R B R
50161 No abnormality - - - - - - - - - - - B B B B _ B _
50162 No abnormality - - - - - - - - - - - R - R B R B R
Day 9 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50151 No abnormality - - - - - - - - - - - - - R B R B R
50153 No abnormality - - - - - - - - - - - - - R B R B R
50154 No abnormality - - - - - - - - - - - - - R - R B R
50155 No abnormality - - - - - - - - - - - B B B B _ B _
50156 No abnormality - - - - - - - - - - - - - R B R B R
50157 No abnormality - - - - - - - - - - - - - R B R B R
50158 No abnormality - - - - - - - - - - - - - R - R B R
50159 No abnormality - - - - - - - - - - - B B B B _ B _
50160 No abnormality - - - - - - - - - - - - - R B R B R
50161 No abnormality - - - - - - - - - - - - - R B R B R
50162 No abnormality - - - - - - - - - - - - - R - R B R
Day 18 19 20 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 3
50151 No abnormality - - - - -
50153 No abnormality - - - - - - _ R
50154 No abnormality - - - - - - - -
50155 No abnormality - - - - - - - R
50156 No abnormality - - - - - - - B
50157 No abnormality - - - - - - _ R
50158 No abnormality - - - - . B B R
50159 No abnormality - - - - - - - R
50160 No abnormality - - - - - - - - - B
50161 No abnormality - - - - - - _ R
50162 No abnormality - - - - - B _ R B R

FO gestation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 - 12

Study No. : SR14252

Clinical sign Period : FO lactation Day 0-5

Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 0 1 2 3 4
Animal No. Clinical signs Time 1 2 1 2 1 1 1
50151 No abnormality - - - - - B
50153 No abnormality - - - - - _ B
50154 No abnormality - - - - - - -
50155 No abnormality - - - - - - B
50156 No abnormality - - - - - - B
50157 No abnormality - - - - - _ B
50158 No abnormality - - - - - - -
50159 No abnormality - - - - - - B
50160 No abnormality - - - - - - B
50161 No abnormality - - - - - _ B
50162 No abnormality - - - - - - -

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 13 Study No. : SR14252

- 881 -

Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50251 No abnormality - - - - - - - - - - - - - R - R B
50252 No abnormality - - - - - - - - - - - B B B B _ B _
50253 No abnormality - - - - - - - - - - - R - R B R B R
50254 No abnormality - - - - - - - - - - - - B B B B B R
50255 No abnormality - - - - - - - - - - - - - R - R B R
50256 No abnormality - - - - - - - - - - - B B B B _ B _
50257 No abnormality - - - - - - - - - - - - . R _ R - R
50258 No abnormality - - - - - - - - - - - - - B B B B R
50259 No abnormality - - - - - - - - - - - - - R - R B R
50260 No abnormality - - - - - - - - - - - B B B B _ B _
50261 No abnormality - - - - - - - - - - - R - R B R B R
50262 No abnormality - - - - - - - - - - - - B B B B B R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50251 No abnormality - - - - - - - - - R
50252 No abnormality - - - - - - - - - - - - - R
50253 No abnormality - - - - - - - - - B B B B _
50254 No abnormality - - - - - R B R B R _ N _ N
50255 No abnormality - - - - - - - - - - - -
50256 No abnormality - - - - - - - - - - - -
50257 No abnormality - - - - - - - B B _ B _
50258 No abnormality - - - - - - - - - - - - B R
50259 No abnormality - - - - - - - - - - - - B R
50260 No abnormality - - - - - - - - - B
50261 No abnormality - - - - - - - R _ R
50262 No abnormality - - - - - - - - - - - - B R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality

FO before mating)1 : Pre-dosing, 2 : Post-dosing, FO mating)1 : Pre-dosing, 2 : Post-dosing
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Appendix 1 - 14

Study No. : SR14252

Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 1 1 2 1
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 1 1 2 1
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality
Day 46 47 48 49 50 51 52
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 3
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50256 No abnormality
50257 No abnormality
50258 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality

FO mating)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 15 Study No. : SR14252

- 061 -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50251 No abnormality - - - - - - - - - - - R - R B R B
50252 No abnormality - - - - - - - - . R _ R B R B N _ N
50253 No abnormality - - - - - - - - - - . R _ R - R - R
50254 No abnormality - - - - - - - - - - B B B R B R B N
50255 No abnormality - - - - - - - - - - - R - R B R B N
50256 No abnormality - - - - - - - - . R _ R B R B N _ N
50257 No abnormality - - - - - - - - - - . R _ R - R - R
50258 No abnormality - - - - - - - - - - B B B R B R B N
50259 No abnormality - - - - - - - - - - - R - R B R B N
50260 No abnormality - - - - - - - - . R _ R B R B N _ N
50261 No abnormality - - - - - - - - - - . R _ R - R - R
50262 No abnormality - - - - - - - - - - B B B R B R B N
Day 9 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50251 No abnormality - - - - - - - - - - B R B R B R B
50252 No abnormality - - - - - - - - - - - - - R - R B R
50253 No abnormality - - - - - - - - - - - B B B B _ B _
50254 No abnormality - - - - - - - - - - . B _ R B R _ R
50255 No abnormality - - - - - - - - - - - - - R B R B R
50256 No abnormality - - - - - - - - - - - - - R - R B R
50257 No abnormality - - - - - - - - - - - B B B B _ B _
50258 No abnormality - - - - - - - - - - - - - R B R B R
50259 No abnormality - - - - - - - - - - - - - R B R B R
50260 No abnormality - - - - - - - - - - - - - R - R B R
50261 No abnormality - - - - - - - - - - - B B B B _ B _
50262 No abnormality - - - - - - - - - - - - - R B R B R
Day 18 19 20 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 3
50251 No abnormality - - - - . B B R
50252 No abnormality - - - - - - - R
50253 No abnormality - - - - - - - B
50254 No abnormality - - - - - - _ R
50255 No abnormality - - - - - B _ R B R
50256 No abnormality - - - - - - - R
50257 No abnormality - - - - - - - B
50258 No abnormality - - - - - - _ R
50259 No abnormality - - - - - - - -
50260 No abnormality - - - - - - - R
50261 No abnormality - - - - - - - - - - - -
50262 No abnormality - - - - - - _ R

FO gestation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 - 16

Study No. : SR14252

Clinical sign Period : FO lactation Day 0-5

Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat
Day 0 1 2 3 4
Animal No. Clinical signs Time 1 2 1 2 1 1 1
50251 No abnormality - - - - - B
50252 No abnormality - - - - - _ B
50253 No abnormality - - - - - - -
50254 No abnormality - - - - - B B
50255 No abnormality - - - - - - B
50256 No abnormality - - - - - _ B
50257 No abnormality - - - - - - -
50258 No abnormality - - - - - - B
50259 No abnormality - - - - - - B
50260 No abnormality - - - - - _ B
50261 No abnormality - - - - - - -
50262 No abnormality - - - - - - B

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 17 Study No. : SR14252
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Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50351 No abnormality - - - - - - - - - - - - - - - - -
50352 No abnormality - - - - - - - - - - - B B B B _ B _
50353 No abnormality - - - - - - - - - - - R - R B R B R
50354 No abnormality - - - - - - - - - - - - - - - - - R
50355 No abnormality - - - - - - - - - - - - - R - R - R
50356 No abnormality - - - - - - - - - - - B B B B _ B _
50357 No abnormality - - - - - - - - - - - R - R B R B R
50358 No abnormality - - - - - - - - - - - - - B B B B R
50359 No abnormality - - - - - - - - - - - - - R - R - R
50360 No abnormality - - - - - - - - - - - B B B B _ B _
50361 No abnormality - - - - - - - - - - - R - R B R B R
50362 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50351 No abnormality - - - - - - - - - R
50352 No abnormality - - - - - - - - - - - - - - - -
50353 No abnormality - - - - - - - - - B B _
50354 No abnormality - - - - - R B R B R _ N _ N
50355 No abnormality - - - - - - - - - - - - - - - -
50356 No abnormality - - - - - - - - - - - - - - - -
50357 No abnormality - - - - - - - - - B B _
50358 No abnormality - - - - - - - - - - - - - R B R B R
50359 No abnormality - - - - - - - - - - - -
50360 No abnormality - - - - - - - - - B
50361 No abnormality - - - - - - - R _ R
50362 No abnormality - - - - - - - - - -
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality - - - - - - - - - - - B B B B _ B _
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality

FO before mating)1 : Pre-dosing, 2 : Post-dosing, FO mating)1 : Pre-dosing, 2 : Post-dosing
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Appendix 1 - 18

Study No. : SR14252

Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 1 1 2 1
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality - - - - - - - - - - - - - -
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 1 1 2 1
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality - - - - - - - - - - - - - -
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality
Day 46 47 48 49 50 51 52
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 3
50351 No abnormality
50352 No abnormality
50353 No abnormality
50354 No abnormality
50355 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality - - - - - - - - - - -
50359 No abnormality
50360 No abnormality
50361 No abnormality
50362 No abnormality

FO mating)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 19 Study No. : SR14252

- Y61 -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50351 No abnormality - - - - - - - - - - - R - R B R B
50352 No abnormality - - - - - - - - - - - B B B B _ B _
50353 No abnormality - - - - - - - - - - - R - R B R B R
50354 No abnormality - - - - - - - - - - - - - B B B B R
50355 No abnormality - - - - - - - - - - - - - R - R B R
50356 No abnormality - - - - - - - - - - - B B B B _ B _
50357 No abnormality - - - - - - - - - - - R - R B R B R
50359 No abnormality - - - - - - - - - - - - - B B B B R
50360 No abnormality - - - - - - - - - - - - - R - R B R
50361 No abnormality - - - - - - - - - - - B B B B _ B _
50362 No abnormality - - - - - - - - - - - R - R B R B R
Day 9 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50351 No abnormality - - - - - - - - - - - - - R B R B R
50352 No abnormality - - - - - - - - - - - - - R B R B R
50353 No abnormality - - - - - - - - - - - - - R - R B R
50354 No abnormality - - - - - - - - - - - B B B B _ B _
50355 No abnormality - - - - - - - - - - - - - R B R B R
50356 No abnormality - - - - - - - - - - - - - R B R B R
50357 No abnormality - - - - - - - - - - - - - R - R B R
50359 No abnormality - - - - - - - - - - - B B B B _ B _
50360 No abnormality - - - - - - - - - - - - - R B R B R
50361 No abnormality - - - - - - - - - - - - - R B R B R
50362 No abnormality - - - - - - - - - - - - - R - R B R
Day 18 19 20 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 3
50351 No abnormality - - - - -
50352 No abnormality - - - - - - - R _ R
50353 No abnormality - - - - . B B R
50354 No abnormality - - - - - - - R
50355 No abnormality - - - - - - - - - B
50356 No abnormality - - - - - - _ R
50357 No abnormality - - - - . B B R
50359 No abnormality - - - - - - - R
50360 No abnormality - - - - - - - - - B
50361 No abnormality - - - - - - _ R
50362 No abnormality - - - - - - - -

FO gestation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 - 20

Study No. : SR14252

Clinical sign Period : FO lactation Day 0-5

Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat
Day 0 1 2 3 4
Animal No. Clinical signs Time 1 2 1 2 1 1 1
50351 No abnormality - - - - - B
50352 No abnormality - - - - - _ B
50353 No abnormality - - - - - - -
50354 No abnormality - - - - - B B
50355 No abnormality - - - - - - B
50356 No abnormality - - - - - _ B
50357 No abnormality - - - - - - -
50359 No abnormality - - - - - - B
50360 No abnormality - - - - - - B
50361 No abnormality - - - - - _ B
50362 No abnormality - - - - - - -

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 - 21

Clinical sign
Sex : Female

Period : FO before mating Day 1-14, FO mating Day 15-52
Dose : 2,6-Naphthalic Acid 1000 mg/kg

Study No. : SR14252

Species :

Rat

Animal No.

Clinical signs

Day 1

2

3

Time 1

2

2

ISES

50451

No abnormality

50452

No abnormality

50453

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

Animal No.

Clinical signs

50451

No abnormality

N

50452

No abnormality

50453

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

Animal No.

Clinical signs

Day 19

Time 1

50451

No abnormality

50452

No abnormality

50453

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

FO before mating)1 : Pre-dosing, 2 : Post-dosing, FO mating)1 : Pre-dosing, 2 : Post-dosing
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Appendix 1 - 22

Study No. : SR14252

Clinical sign Period : FO before mating Day 1-14, FO mating Day 15-52
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 28 29 30 31 32 33 34 35 36
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 1 1 2 1
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality
Day 37 38 39 40 41 42 43 44 45
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 1 1 2 1
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality
Day 46 47 48 49 50 51 52
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 1 3
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50455 No abnormality
50456 No abnormality
50457 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50461 No abnormality
50462 No abnormality

FO mating)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 23 Study No. : SR14252

- 861 -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50451 No abnormality - - - - - - - - - - - - - R - R B
50452 No abnormality - - - - - - - - - - - B B B B _ B _
50453 No abnormality - - - - - - - - - - . R _ R - R _ R
50454 No abnormality - - - - - - - - - - - - - B B B B R
50455 No abnormality - - - - - - - - - - - - - R - R B R
50456 No abnormality - - - - - - - - - - - B B B B _ B _
50457 No abnormality - - - - - - - - - - . R _ R - R _ R
50458 No abnormality - - - - - - - - - - - - - B B B B R
50459 No abnormality - - - - - - - - - - - - - R - R B R
50460 No abnormality - $ - % - % - % -8% - % - 3% -8%-8% -3%-8%-8%-8%-8%-9%-8%-8% -8
50461 No abnormality - - - - - - - - - - - R . B _ R B R
50462 No abnormality - - - - - - - - - - - - - R B R B R
Day 9 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50451 No abnormality - - - - - - - - - - - - B R B R B
50452 No abnormality - - - - - - - - - - - - - R - R B R
50453 No abnormality - - - - - - - - - - - B B B B _ B _
50454 No abnormality - - - - - - - - - - . B _ R B R _ R
50455 No abnormality - - - - - - - - - - - - - R B R B R
50456 No abnormality - - - - - - - - - - - - - R - R B R
50457 No abnormality - - - - - - - - - - - B B B B _ B _
50458 No abnormality - - - - - - - - - - . B _ R B R _ R
50459 No abnormality - - - - - - - - - - - - - R B R B R
50460 No abnormality - $ - % - % - 8% - % -%-8%-3%-8%$-8%-3%-8%-8%-8%-9%-8%-8% -3
50461 No abnormality - - - - - - - - - - - B B B B _ B _
50462 No abnormality - - - - - - - - - - . B _ R B R _ R
Day 18 19 20 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 3
50451 No abnormality - - - - - - - -
50452 No abnormality - - - - - - - - - - - -
50453 No abnormality - - - - - - - B
50454 No abnormality - - - - - - _ R
50455 No abnormality - - - - - - - -
50456 No abnormality - - - - - - - B B R
50457 No abnormality - - - - - - - B
50458 No abnormality - - - - - - _ R
50459 No abnormality - - - - - - - -
50460 No abnormality - $ - % - % - 8% - 8% -8% -8% -8%-8%-8%-8%-8% - 8% - 8% - 3% - $ - 3
50461 No abnormality - - - - - - - B
50462 No abnormality - - - - - - - R _ R

FO gestation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
$ : Excepted data from calculation



Appendix 1 - 24 Study No. : SR14252

Clinical sign Period : FO lactation Day 0-5

Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 0 1 2 3 4 5
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50451 No abnormality - - - - - - - - - R B
50452 No abnormality - - - - - - - - _ R B
50453 No abnormality - - - - - - . B B R _
50454 No abnormality - - - - - - - - - - B
50455 No abnormality - - - - - - - - - - B
50456 No abnormality - - - - - - - - _ R B
50457 No abnormality - - - - - - . B B R _
50458 No abnormality - - - - - - - - - - B
50459 No abnormality - - - - - - - - - - B
50461 No abnormality - - - - - - - - _ R B
50462 No abnormality - - - - - - . B B R _

- 661 -

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 25 Study No. : SR14252

- 00¢C -

Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50551 No abnormality - - - - - - - - - - - - - R - R B
50552 No abnormality - - - - - - - - - - - - - R _ R - R
50553 No abnormality - - - - - - - - - - - - - R _ R B R
50554 No abnormality - - - - - - - - - - - - - - B B B R
50555 No abnormality - - - - - - - - - - - - - R - R B R
50556 No abnormality - - - - - - - - - - - - - R _ R - R
50557 No abnormality - - - - - - - - - - - - - R _ R B R
50558 No abnormality - - - - - - - - - - - - - - B B B R
50559 No abnormality - - - - - - - - - - - - - R - R B R
50560 No abnormality - - - - - - - - - - - - - R _ R - R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50551 No abnormality - - - - - - - - - - - B B B B _ B _
50552 No abnormality - - - - - - - - - - - - - R B R B R
50553 No abnormality - - - - - - - - - - - - - R B R B R
50554 No abnormality - - - - - - - - - - - - - R - R B R
50555 No abnormality - - - - - - - - - - - B B B B _ B _
50556 No abnormality - - - - - - - - - - - - - R B R B R
50557 No abnormality - - - - - - - - - - - - B R B R B R
50558 No abnormality - - - - - - - - - - - - - R - R B R
50559 No abnormality - - - - - - - - - - - B B B B _ B _
50560 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50551 No abnormality - - - - - - - - - - - - - R B R B R
50552 No abnormality - - - - - - - - - - - - - R B R B R
50553 No abnormality - - - - - - - - - - - - - R - R B R
50554 No abnormality - - - - - - - - - - - - - - _ R _ R
50555 No abnormality - - - - - - - - - - - - - R B R B R
50556 No abnormality - - - - - - - - - - - - - R B R B R
50557 No abnormality - - - - - - - - - - - - - R - R B R
50558 No abnormality - - - - - - - - - - - B B B B _ B _
50559 No abnormality - - - - - - - - - - - - - R B R B R
50560 No abnormality - - - - - - - - - - - - - R B R B R

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 26 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
50551 No abnormality - - -
50552 No abnormality - - -
50553 No abnormality - - -
50554 No abnormality - - -
50555 No abnormality - - -
50556 No abnormality - -
50557 No abnormality - -
50558 No abnormality - -
50559 No abnormality - -
50560 No abnormality - -

- 10T -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 27 Study No. : SR14252

- 20T -

Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50651 No abnormality - - - - - - - - - - - - - R - R B
50652 No abnormality - - - - - - - - - - - - - R _ R - R
50653 No abnormality - - - - - - - - - - - - - R _ R B R
50654 No abnormality - - - - - - - - - - - - - - B B B R
50655 No abnormality - - - - - - - - - - - - - R - R B R
50656 No abnormality - - - - - - - - - - - - - R _ R - R
50657 No abnormality - - - - - - - - - - - - - R _ R B R
50658 No abnormality - - - - - - - - - - - - - - B B B R
50659 No abnormality - - - - - - - - - - - - - R - R B R
50660 No abnormality - - - - - - - - - - - - - R _ R - R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50651 No abnormality - - - - - - - - - - - B B B B _ B _
50652 No abnormality - - - - - - - - - - - - - R B R B R
50653 No abnormality - - - - - - - - - - - - - R B R B R
50654 No abnormality - - - - - - - - - - - - - R - R B R
50655 No abnormality - - - - - - - - - - - B B B B _ B _
50656 No abnormality - - - - - - - - - - - - - R B R B R
50657 No abnormality - - - - - - - - - - - - B R B R B R
50658 No abnormality - - - - - - - - - - - - - R - R B R
50659 No abnormality - - - - - - - - - - - B B B B _ B _
50660 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50651 No abnormality - - - - - - - - - - - - - R B R B R
50652 No abnormality - - - - - - - - - - - - - R B R B R
50653 No abnormality - - - - - - - - - - - - - R - R B R
50654 No abnormality - - - - - - - - - - - - - - _ R _ R
50655 No abnormality - - - - - - - - - - - - - R B R B R
50656 No abnormality - - - - - - - - - - - - - R B R B R
50657 No abnormality - - - - - - - - - - - - - R - R B R
50658 No abnormality - - - - - - - - - - - B B B B _ B _
50659 No abnormality - - - - - - - - - - - - - R B R B R
50660 No abnormality - - - - - - - - - - - - - R B R B R

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 28 Study No. : SR14252

Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
50651 No abnormality - - -
50652 No abnormality - - -
50653 No abnormality - - -
50654 No abnormality - - -
50655 No abnormality - - -
50656 No abnormality - -
50657 No abnormality - -
50658 No abnormality - -
50659 No abnormality - -
50660 No abnormality - -

- 0T -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 - 29 Study No. : SR14252

Clinical sign Period : Recovery Day 1-15
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10106 No abnormality - - - - - - - - - - - - - R - R B
10107 No abnormality - - - - - - - - - - - B B B B _ B _
10110 No abnormality - - - - - - - - - - - R - R - R B R
10111 No abnormality - - - - - - - - - - - - - B B B B R
10112 No abnormality - - - - - - - - - - - - - R - R B R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
10106 No abnormality - - - - - - - - - - B
10107 No abnormality - - - - - - - - - - -
10110 No abnormality - - - - - - . B B R _
10111 No abnormality - - - - - - - - - - B
10112 No abnormality - - - - - - - - - - B

Recovery)l: AM, 2 : PM, 3 : Necropsy day
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Appendix 1 - 30 Study No. : SR14252

Clinical sign Period : Recovery Day 1-15
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10401 No abnormality - - - - - - - - - - - - - R - R B
10404 No abnormality - - - - - - - - - - - B B B B _ B _
10406 No abnormality - - - - - - - - - - . R _ R - R _ R
10411 No abnormality - - - - - - - - - - - - - B B B B R
10412 No abnormality - - - - - - - - - - - - - R - R B R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
10401 No abnormality - - - - - - - - - - B
10404 No abnormality - - - - - - - - - - R
10406 No abnormality - - - - - - . B B R _
10411 No abnormality - - - - - - - - - - B
10412 No abnormality - - - - - - - - - - B

Recovery)l: AM, 2 : PM, 3 : Necropsy day
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Appendix 1 - 31 Study No. : SR14252

Clinical sign Period : Recovery Day 1-15
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50556 No abnormality - - - - - - - - - - - - - R - R B
50557 No abnormality - - - - - - - - - - - B B B B _ B _
50558 No abnormality - - - - - - - - - - - R - R - R B R
50559 No abnormality - - - - - - - - - - - - - B B B B R
50560 No abnormality - - - - - - - - - - - - - R - R B R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50556 No abnormality - - - - - - - - - - B
50557 No abnormality - - - - - - - - _ R B
50558 No abnormality - - - - - - . B B R _
50559 No abnormality - - - - - - - - - - B
50560 No abnormality - - - - - - - - - - B

Recovery)l: AM, 2 : PM, 3 : Necropsy day
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Appendix 1 - 32 Study No. : SR14252

Clinical sign Period : Recovery Day 1-15
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50656 No abnormality - - - - - - - - - - - - - R - R B
50657 No abnormality - - - - - - - - - - - B B B B _ B _
50658 No abnormality - - - - - - - - - - - R - R - R B R
50659 No abnormality - - - - - - - - - - - - - B B B B R
50660 No abnormality - - - - - - - - - - - - - R - R B R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50656 No abnormality - - - - - - - - - - B
50657 No abnormality - - - - - - - - _ R B
50658 No abnormality - - - - - - . B B R _
50659 No abnormality - - - - - - - - - - B
50660 No abnormality - - - - - - - - - - B

Recovery)l: AM, 2 : PM, 3 : Necropsy day
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Appendix 2 - 1

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 2

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 3

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 4

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 5

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 6

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 7

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 8

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 9

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 10

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 11

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 12

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 13

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 14

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 15

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 16

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 17

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



1%

Appendix 2 - 18

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 19

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 20

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 21

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 22

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 23

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 24

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 25

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 26

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 27

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 28

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



- 9¢C -

Appendix 2 - 29

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 30

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 31

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 32

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 33

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 34

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 35

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 36

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 37

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



%

Appendix 2 - 38

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 39

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 40

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 41

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 42

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 43

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 44

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



- ¢ST-

Appendix 2 - 45

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50154
50155
50156
50157
50158
50159
50160
50161
50162

RPlRPRrRRRPRRPRRRREPR
RPlRrRRrRRPRPRRPRREPREPR
RPlRrRRrRRPRRPRRPRRRRRER
rlooooooooooo
rlooooooooooo
RPlRrRRrRRPRRPRRPRRPRREREPR

H
-
-
-
R
_

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 46

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50252
50253
50254
50255
50256
50257
50258
50259
50261
50262

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER

._.
=
.
=
=
=

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 47

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Day 42

Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting

Posture pattern Convulsion circling
Animal No.
50352 1 1 1 0 0 1
50353 1 1 1 0 0 1
50354 1 1 1 0 0 1
50355 1 1 1 0 0 1
50356 1 1 1 0 0 1
50357 1 1 1 0 0 1
50358 1 1 1 0 0 1
50359 1 1 1 0 0 1
50360 1 1 1 0 0 1
n 9 9 9 9 9 9

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 48

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50458
50459
50461
50462

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER

._.
=
.
=
=
=

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 49

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER

._.
=
.
=
=
=

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 50

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER

._.
=
.
=
=
=

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 51

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER

._.
=
.
=
=
=

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 52

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 53

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 54

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 55

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 56

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 57

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 58

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg

Species : Rat

Study No. : SR14252

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) O;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 59

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10106 1 1 1 0 0 1
10107 1 1 1 0 0 1
10110 1 1 1 0 0 1
10111 1 1 1 0 0 1
10112 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 60

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10401 1 1 1 0 0 1
10404 1 1 1 0 0 1
10406 1 1 1 0 0 1
10411 1 1 1 0 0 1
10412 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 61

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10106 1 1 1 0 0 1
10107 1 1 1 0 0 1
10110 1 1 1 0 0 1
10111 1 1 1 0 0 1
10112 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 62

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10401 1 1 1 0 0 1
10404 1 1 1 0 0 1
10406 1 1 1 0 0 1
10411 1 1 1 0 0 1
10412 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 63

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50556 1 1 1 0 0 1
50557 1 1 1 0 0 1
50558 1 1 1 0 0 1
50559 1 1 1 0 0 1
50560 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 64

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50656 1 1 1 0 0 1
50657 1 1 1 0 0 1
50658 1 1 1 0 0 1
50659 1 1 1 0 0 1
50660 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 65

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50556 1 1 1 0 0 1
50557 1 1 1 0 0 1
50558 1 1 1 0 0 1
50559 1 1 1 0 0 1
50560 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 66

Study No. : SR14252

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Female (satellite) Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50656 1 1 1 0 0 1
50657 1 1 1 0 0 1
50658 1 1 1 0 0 1
50659 1 1 1 0 0 1
50660 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



Appendix 3 - 1 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 2 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 3 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 4 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 -5 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 6 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 7 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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10302
10303
10304
10305
10306
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10309
10310
10311
10312
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 8 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 9 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10101
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10103
10104
10105
10106
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 10 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 11 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 12 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10401
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10403
10404
10405
10406
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10409
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 13 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 14 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 15 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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10302
10303
10304
10305
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10309
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- 88C-

Secretions/
Excretions
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

NOOOOOOOOOO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 16 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

NRrRrRrRRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NN NOMNOMNMNNNN
NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERERPR
NP RrRrRRRRRRRLRERPR
Noooooooooooo
NP RrRrRRRRRRERERPR
NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRLRRLRERPR
NP RrRrRRPRRPRPRPRRRRLRRLPR
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- 68C-

Secretions/
Excretions
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

NOOOOOOOOOO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 17 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

- 06C -
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Excretions
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

NOOOOOOOOODO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 18 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

- 16C-
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Excretions
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

NOOOOOOOOODO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 19 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

- 26T -
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Excretions
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

NOOOOOOOOODO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 20 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

- €6C-

NRrRPrRrRRRRRRRERERPR
NP RrRrRRRRRRLRRLRERPR
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Excretions
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

NOOOOOOOOODO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 21 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

- 67T -
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50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NOOOOOOOOOO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 22 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

- S6C-
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Secretions/
Excretions
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NOOOOOOOOOO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 23 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

- 96C -
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Excretions
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NOOOOOOOOOO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 24 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

- L6T-
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Excretions
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50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NOOOOOOOOOO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 25 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

- 86¢C -
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Excretions
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50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NOOOOOOOOOO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 26 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

- 66C -
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Excretions
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NOOOOOOOOOO0OO0OOo

=

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 27 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351
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50356
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50361
50362
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 28 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
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50460
50461
50462
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 29 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 30 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 31 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 32 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 33 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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50153
50154
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50162
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 34 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
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50260
50261
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 35 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 36 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50451
50452
50453
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 37 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 38 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 39 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : 2,6-Naphthalic Acid 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 40 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : 2,6-Naphthalic Acid 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 41 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : 2,6-Naphthalic Acid 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.



Appendix 3 - 42 Study No. : SR14252

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : 2,6-Naphthalic Acid 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;