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BRI T %, 14.86.\C5HT 2 EIA TR, TRWEH B\ B BWE DR EAT
VY, 5|24 RIS E AR T R I T A A E A R LT

R E—%
B L UERmE B R
BRI | S9mix | AENER | BFEEEK | S9mix | ERK
-SofuE | 3.0mL - | 003mL | 27mL - 0.3 mL
+SO M | 25mL | 05mL | 0.03mL | 22mL | 05mL | 03mL
24 BFfEALER | 3.0 mL - 0.03mL | 2.7mL - 0.3 mL
HritEnBiE

FRREITINT, ALEEBARGT L OVUENE TIRA TS O R 2 IR THIER L7z,

AR

Y AR TS 17 2 BERIRING, BHUBEE 02 ng/ml, L 725 & 9 2k I R
(Lot No. 1305832, Invitrogen) Z¥NINL, HHRSFE PHICEIES®H. RNT, BEE
RERLEICERBB LI, 025% U P38k (Lot No. 1300409, Invitrogen) % FH
WTFL— b L VIR FBEL, BOENOREEIFEIZMZ /2. ISR % 1000 r/min
T 5 SR OB L CEEERIR A TR 288, 37°C IZRIE L TRV 2 75 mmol/L #E{bh VU
T LKEEIR S mL #I0%, 37°C DT T 16 S EOEENIEZ{To /2. BmLDBEEI X
DAKIRIRZ PR 288, KIS LB (A ¥/ —/L 3 75 Bilik 1 ) CRlEBEE Lz
BEEHKRE 2 B LT=t, ¥ LW EERZ EEN X MK & Uiz, Wil B 4850
PRBEEICTIE L, AINREERERR DT DY EA S | P LT, Reaff A 5 7 = — X
JBBRZEE (HANABID ZRWC, ATA4 AT 2 BICHlREERE | il T L, Rl
BAZ 2BIER Uiz, 2T A4 FERTHCHESE, 1/100mo/L F ) U A - U L E
KE@ENE  (Buffer tablets pH 6.8, Lot No. TP794874, Merck) ZFAWT 12 vW%IZFHIR L7
¥ LK (Lot No. OB408561, Merck) T 12 3fE4eea Uiz, AT 4 REBRAKEE L2,

BRI,
TR ETER D E
Quta BRIBAYERIRR SRR IR, SR E AR R X OBBMERROE 7 L — Mo
T, ATP 74 b A—F— (LIFRE—C-100LU, F v a—<>) &AW CHRREREGEIZ
4257 — & #ER Uz, $72bb, 1% Tween 80 A 2 mL 247E L/ NABREZ,
RARAER 2 BRkA U 72 AR SO uL 28 L, Bk U7z IR F = — 712 Z DIRAR 100
uL Z57E LTz, MRIREIIN 55 20 ofldt, BIERTF = —712 ATP QIR »
b OV T 21250, F v 21— ) OFEHAFER 100 pL 2L, XTI E Relative
Light Unit : RLU) ZIE U7z, FEMERBREEICRIT 5 RLU 125 (R HIIRIEsE=R)
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 BIBEERHC OV TR

BERIES

AL T, 14.8.9.12351) 2 HHSHHBRIETER D et FRBE D S0%ATH1272 DIk
HIRVRE S BomiRE & Lz 3 REE2ZFHERS: BERE) & Ui, Bl 24 B
UL I, FESHIRRMEE RS M BRI D S0%ARMIC /2 BIRE (120 pg/mL) TIdE
EATREIR MG L O e iz, 120 pg/ml 2B L L, B 5 4 REAFT
fleise (BEZRED) & Ui

PetafRongiEs

FERFRALERTER S ONERAEE D Z NN OIEARE 451 T a— RME U7z, R
EZOWTREROBELZFER L, TORBER, BIEERSEGON=D, 5l EkEk
RUEREDEAIZ SN T HBER T 7. |

B L— 4720 10048, 77205, 1IRENTY 200 BHOLSRIHELBHET (x
600) THIZRL, RBEOEEHELE LTE Y v (gap), ool (ctb), e
G0 (csb), Qaliy(drTii (cte), GLBfAZTHL (cse) BIUVEDMh (oth) DEIERE
IS LTz, 72721, Yefairihd DU deah BT IR GRS L, YeadsaiT
BOBHRD SNDEETE, OGRS YR O S EIERE, 230, 40K
DD LT TORNGECDHRF ¥ v 7L UTRHR L. o, BHRFLLT, 1
PR 7= 1) 200 HOSFUTIME R L, (SR EOHBRIC OV THE LT

BRI
a.  [EMEHHROEER TS JOMSEMEmROHBSEE L, FRT — ¥ 00RO E
EENTHY, o, WThb S%RBETHDZ &
b. BEHROEEREMMOHESEREL, FEOEEENTHY, 2D, 10%UALT
HBHZL
LREDOE&ME AT UTEENT, BERITARSI Lz & Hlr L7z,
FERDFRHT
BRI MBS DS S% R AR, 5%LL E 10%KH, >0, BERMELSRD bhv
BEICERBNE, 10%LL L, >0, HIMED D\ TEBRE OREIRTFIESTRD bz
BEAE, BELHE L. BB, Xy v T OMEET AW TIE, BERRAED)-
HERS L CHIE LT
AR AVTRER, FHEL 2Tz
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15. ABER
151, AEREIEREHIRARR |
1511, ABAQHEFEIIHRRABE R

15.1.2.

15.2.

15.2.1.

15.2.2.

ABER S Figure 1, 28X\ Table 1, 2 1R

FEIRFRALERYE-S9 ALBRES KL UNS9 LR & NTERHALERYE 24 ReEUEE D2 TITR
T, REERFEEL > - MBETEHER SRS b, S0%AMIEEIRIREL, £h
ZH99.1, 332 BLU 106 ug/mL L EH Iz

ARt k=

WeBRY G EBALARE, £ TOMED 62.6 ng/ml LU EDBREIZIBWTEERHHRROYT
HAFRD bz, X 51T, FRFEERE-S9 AR S OSERTAVERY: 24 IREALER T,
125 33 K 1250 pg/mL DOIREEIZITHEBRONTHY), 501 pg/mL LLEDORE CTHE
HEROFT Y D bz, ERERAERES9 AR T, 125~501 pg/mL DIREICS
WTHABROTHY, 1002 pg/mL SAEOREE CHARRROYTH 580 bk

BRI TR, ARERALERIED 250 pg/mL LA EORREERS X USEGTALERYE 24 I
LB 501 pg/mL DL EDREEIZIB T HEMFRR O H 2580 b7z
Guta R ERR
FERFEIALERYE-SO AR

RBAHE R % Table 3 33 X U¥ Appendix 1 (2R |

2FTFNA VT FNT—T VAERRECOY R B HBERNT, 768, 960 3
F U120 pgmL TENEN 00, 1.5 BL25%THY, BMHBEEE (0.5%) CHEL
AR 2 HEINIRRY S /e so 7. (S EREIR oD HBISEREL, 76.8, 96.0 33 L UV 120 pg/mL
TENEN 00, 00 BLT05%THY, BRIEHREE 0.0%) LEETHok. £,
BEEIZHRTT L MR OO A EIER S h, RAKEETHHEHTORERETHS
120 pg/mL TOHRHETERIT 24.1% ThH o 7=.

BEFIAE R MMC TR U 7= MR ClIE, YeaffiE R w0328 i sh, FoE
SEFEIY 44.0% ThH o Tz

FEIRFFALERES9 AL
AERFE R % Table 4 35 L U Appendix 2 12777
2-FTTFNA Y TFNT—T NBRRECOLEMEER T HBSEEIYL, 161, 201 B
X252 pg/ml TENFIL0.0, 0.0 BE1.5%THY, BIHEIREE (0.0%) &HERL
BAREZ2EINIEEY bzt o 7o, fEtE iR HESEREY, 16.1, 20.1 38X V252 pg/mL

CTENRENO0S5, 00 BEU1.0%THY, BHARE 05%) LRSS THok. iz,
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REICHRTF LI MIBRISTESR OB 3B S, PeafkRETHEHTORSRETHD
25.2 ug/mL TOARETEIRIL 402% CTh o 7=,

PHMERTRIE CP TR LTI T, RafiERENS5ERsh, oHBE
EiX17.0%ThHoTz.

EERTALERTE 24 FFEJALER

%ﬁﬁﬁ%% Table 5 3 X T Appendix 3 IZ7~79.

2F TFNA VT F N T VAR COYAE R R I 614, 76.8, 960
BIUI20 pgmL TENEN 10, 05, LOBLV22%THY, EMEEE 0.5%) &
HOlE U BRI IR bivie o 7o, (EEERRO HBUEEIT, 614, 768, 96.0 B
L0120 pg/mL TEIEN00, 00, 0.0 BLU0.0%THY, BUHEE 0.5%) &R
SThote. Ei, BEIUKE UMIEROBD /BRI, e FHmFET
DEFRE Th 5 120 pg/mL TOMBHETERIL 403% CThH o7, BEIRED 120 pg/mL
CIRIR A ERRE RS b, TR AN 182 I 7.

B R MMC TR U=l T, PeaMBER RN ch, FOMER
BT 42.0% Th 7.

Frifgogss

WY NIEBAAARE, £ TONBED 39.3pg/mL ML EDREEIZR\W T AEBHIRIROPT
HIpASEED DT, & Blc, FIFFRIERIE-S9 ALY J UNERHALER 24 FERULEETIE,
120 pg/mL Bl EOREEZ I T BEBEROFT I 3R S .

BRI ENERE TR, £ TONEEL S, FTHITEED b oiz.
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16. BEBXOWR
2FTFNA YT FNE—T NORGHEBEFFIE LRI D70, Frf=—X"
ANBAZ R OBHES AR (CHLAU #ifa) % AV 7z in vito et R B ERERE E
i L7z,
'ﬁﬂ%“ffaﬁﬁ&ﬁif-w JER, [EHS9 JLER R & ONTEEGEALERYE 24 IR T, HIRRODIENE
% 50%LL A B IREE & CRRE LT
FORER, 22T T7FNA Y TFNo—T )VIBRRETIT, BRFEIERE-S9 B L O
[F+S9 DT TSN T h, P EREOFBREEL, BRI L REOEER
L, AR EERE OFRITRID Dol
ERFRAEEIC WO TR LB Sz Z & 2D, EEAERYE 24 FEEOYEAR
DBEEER LTz, TORBER, WTNORERWTHIRRLRERRE @ERERL
NZEHEYR) OFRITRD b ol
FEMER RIS J OB ER IR COQ R E HBBEEIIV T b & 8T —# (Appendix 4)
D HROTZFEEENTH Y, BRBRRSIEG 2R L2 &b, HaraBRI a5
ThrahizeHlraiz.
U EORBHRERS, UHARAFETICRNT, 22F7FNA VT FAT—=FT N DIZ
BRI D R AR EFH R S E S .

2B, INETIZ2-F7FNA VT FNT—T VOBEEMER LURPAMECET 2
HWEITRV. BT Dnaphthaleneld, FERS LUt MERTER TOBR TSR R
BRCRatE, CHOMIRL, Y > <k X OERRRID~ 7 2 R% AV e Qe kB ERBR TR
LOWERDD). EbiT, U AR TORBRREERIED bR, va vy
Ta UNATOBEAR Y FRERCEAERISNERD HIL TV A, 1-Methylnaphthaleneds &
% 2-methylnaphthaleneld, t kU >/ SERICEBWChlRILESBATBE BT L, SHIT,
1-methylnaphthalene i%, F9W2R 5 bYRAEKRELFRT 5 LHEShTNBY.
2-NaphthylaminelZ, <= 7 2B &i/INZRBR T ZBMERISH A H TV AV, Glycidyl
1-naphthyl etheri, #IE % AV V=EREERRTHIEY, <72 U v/ SBRCOYERER
BBRCHIE, ~ 7 AB B CORBIRRNRIR I L ORE b H 2
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—em [ Short-term treatment : -S9]

= 4% [Short—-term treatment : +S9]
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Figure 1. Growth inhibition of CHL cells treated with
2-naphthylisobutyl ether [Short-term treatment]
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—{~ [Continuous treatment : 24 h]
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Figure 2. Growth inhibition of CHL cells treated with
2-naphthylisobutyl ether [Continuous treatment]
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Table 1. Results of growth inhibition test of 2-naphthylisobutyl ether [ Short-term treatment]
[ Short-term treatment : -S9] [ Short-term treatment : +S9]
Relative Relative
Compound Dose (pg/mL) cell growth [ Mean 1} Compound Dose (pg/mL) cell growth [ Mean ]
(%) (%)
DMSO a) 0 100.0 [ 100.0 ] DMSO a) 0 100.0 [ 100.0 ]
) 100.0 100.0
2-Naphthylisobutyl 15.6 100.2 [ 100.5] 2-Naphthylisobutyl 15.6 103.9 [ 101.0 ]
ether 100.8 ether : 98.0
31.3 91.1 [ 94,2 ] 31.3 31.4 [ 33.0 ]
97.2 34.6
62.6 89.7 [ 86.5 ] 62.6 22.9 [ 21.7 1
83.3 20.4 )
125 28.3 [ 22.7] 125 15.9 [ 16.0 ]
17.1 ) 16.0
250 d) 7.5 [ 6.3 1] 250 d) 6.6 [ 10.1 ]
5.1 13.6
501 d) 6.0 { 6.7 1] 501 d) 6.1 { 6.1 1
7.3 6.1
1002 d) 12.9 [ 12.5 ] 1002 d) 11.1 { 11.0 )
12.0 . 10.8
2003 d) 6.6 [ 5.5 1] 2003 d) 10.7 [ 9.2 1
4.4 : 7.6

50% Growth inhibition dose was as follows:
[ Short-term treatment : —-S9] --- 99.1 pg/mL
[ Short-term treatment : +S9] --- 33.2 pg/mL

a): Negative control (Dimethyl sulfoxide, 10 pL/mL)
d): Visible precipitation was observed at the end .of treatment period.
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Table 2. Results of growth inhibition test of 2-naphthylisobutyl ether [ Continuous treatment]
[ Continuous treatment : 24 h] -
Relative
Compound Dose (pg/mL) cell growth [ Mean ]
(%)
DMSO a) 0 100.0 [ 100.0 ]
100.0
2-Naphthylisobutyl 15.6 90.9 [ 90.3 ]
ether 89.6
31.3 92.3 [ 85.31]
78.3
62.6 87.0 { 83.3]
79.6
125 46.5 [ 36.4]
26.3
250 7.2 [ 7.5 1]
7.7
501 d) 15.9 [ 19.3 ]
22.6
1002 d) 12.8 [ 17.1 ]
21.4
2003 d) 14.0 [ 12.31]
10.6

50% Growth inhibition dose was as follows:
[ Continuous treatment : 24 h] --- 106 pg/mL

a): Negative control (Dimethyl sulfoxide, 10 uL/mL) ’
d): Visible precipitation was observed at the end of treatment period.



