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HEE S G-13-018
B4

1-Ethoxy—2-(2—methoxyethoxy)ethane ® CHL/IU #ifa (Fr A =— R bR Z— M) Z v
HYGERERBEERL, TORBEREFESEEHR -,

AR E D7D E ML M E I RBRORE R, T CONE LM (S9 mix FEETRBIOE
TETFOERERNIE, 24 BERTESAE) T, 50%&L@%mﬂ@i§ﬁﬁ?fﬂﬂ%u1’ﬁﬁ DD OIS EMD,
FTARTOMIRENT 1.5 mg/mL (5 10 mM) Z B LB R L L, Atk 2 T 4IREER(0.19, 0.38, 0.75,
1.5 mg/mL) 25 E L TR EFKE T ABRE EiL /=,

2R, ARBEOER. T XTCoOWRYENEE CABMMRBRB LUK TIRICBWT, 558
W IR IIER D DI o T,

Yo (B AHTIC SE ST D EMEL 1 HEHE RO S B AL LI A TR B BER R L, TORE
HETUUITO 3 REMIHESRLLE,

S9 mix FEFFFE T O EHFHALE :0.38, 0.75, 1.5 mg/mL
SY mix TFE FOERFRILIE:0.38, 0.75, 1.5 mg/mL
24 R FEIELEF ALFE 1 0.38,, 0.75, 1.5 mg/mL

Q@RS OBR, T TORRDELBEH CHER T2 TOMBRBLOEEIERRORRE %
IR B BMERBoohienorz,

L EOREIYD ., 1-ethoxy-2-(2-methoxyethoxy)ethane (IASAERSFT T CHL/IU #jalc ek R
BEHRLRVEREwRLI,

HERERY

1-Ethoxy—2—(2-methoxyethoxy)ethane DEEE R EFRIERZT 57, €D CHL/IU Mka%H
WA EREERREERL-,

REAARSAUEGLP

AREERIL. THRCEDES I URERBROFIEICHWT) (Fak 23 F 3 A 31 BAHT, A% 0331
BT FEAFBEEFRELFER, Tk 23:03-29 MRS 5 SRFEXEUEEERR. RRERE
110331009 SERIEHREREBRBREEM) ICEHL | THALEMBEZIRIRREL E RT3 R
MERIC B30 A ) (FRL 23 4 3 A 31 BN, AR 0331 & 8 FEAFHEHERELFR. TR
23-03-29 ®FE 6 TRFEXEHEEERE . BRERSE 110331010 SREFBRAREBRRRE
W) WL CERLE,



ABRES G-13-018
HRERE

1. #HEBRYE

WRERIE D 1-ethoxy-2-(2-methoxyethoxy)ethane {b54& (A4) : =T L FYa— L mF )L R
Fm—F A [UPAC 4 :1-Th¥i—2- (2-AhF STk L) =& BsH:EMEE, CAS B &
1002-67-1, & F3:CH 40y 0 F B :148.20, Ty & B AWM2005, & £:100.0% (F¥ TV —HTAh
GC) ., Rty :2,6- -7 FN—-4-2AF L 7= /— /L (BHT) :30 ppm (EEFELT) . A5 :0.1%,
Appendix 113, EEEBHOKETHD, HWRYE ORIV AR S % Appendix 2 1077, HBRME
EFEHER TERA S OBAL, FRFECERASRTEIR (EHRIE:17.0~24.6 °C) | EX LM
TTHRELE,

HHRWEFREEOLTERIZONTIY, MARET —F Y — Mo, BCEOEE T ENTHEINT
W5, F7-, YRBRIERICE VT, KRB L VA S BRI RO ERMGATE EBRK THRIC, %
B EOMEROERBIOTRIMRINAS I MVEBIEL ., AFOMIR, AT MUZEOENZ LA T
AL (RBRE 5:Q-13-009),

2. BBEXERME

S9 mix FETFE FTOERBAERBIT 24 REEGLUEROBEGBYELL Ty hva1 v C
(MMC, av &5 :558AAA, HFIREETY ) Ve, $72, 59 mix ﬁ&?@ﬁﬂ#%ﬁ@&)ﬂ@&%@ﬁ
BMELL T oufR A7 73R (CP, @y b5 :120M1253V, Sigma Chemical) & AU 7z,

REBRITIT, Zho0 B R E L B RES AK (2o &S K2ES4, RIFHETIE) T L. &
#ERAF (-30°C) L7=JR ik (MMC : 20 pg/mL, CP:1 mg/mL., 7AW H :MMC LT CP 3£iZ 2013 £ 8 A 2
)% FRMEERL T, FAEE 6 7 A DINICRBRIC AV,

3. fHREIBEESMH

CHL/IU #ifaid. BT — R 25 KT, BAEICBWTIRAFREEORBICERSh T
%o ZOFMAEE JCRB MR N7 KO AT (1988 4E 2 A 10 H AF, AFRFOMNRE 4) L, ARAREE, ik
E R (RAR) PR R (REOMNREL 23) Lic, TOMI (B 15 i, <277 X<0iE
Yeia L) &, BRERTS HE 6 1R GRRAZSEFAMAIERAER) B LU 3 R (RakBRERR) CRBICAVE,

SEBITIE . {74 MLIE (CS. 1 ME B :990250. GIBOO) % 10 volsIRALIA—7 L MEM HrdSi
(10%CS/MEM) Z V>, CO, A2 Fa—F—(5%CO,, 37 °C OMBRET) N TEE L, 1—7 1L
MEM & IRIZL, 11— /W MEM 5t T = 21 | D857 (B KBZK) 4.7 g ICFEBIKE 500 mL X CIRAR
L. BmEAKHE (121 °C. 15 49) LIeb DIz, L-7 A3 (B ARIER) 259 0.15 g, 10 w/v¥NaHCO, 7k
R E#) 10 mL EEANZRML CREL,



HEAE S G-13-018

4. S9 FUSH

S9 (&S :RAA20130705, 2013 £4F 7 A 5 BBIE, Xoa—<N\AF 7770, 7= /730X
— L& 5,6~V TSGR ERE LT T B O Sprague—Dawley £ 7 MBI - O 2 HE A
L. f# A B CHBMECIRAE (-80°C) IR L, Btk 6 » A LINICER LT, 7 /va—2-6-U 8 (G-6-P,
Sigma) , p—=2F > TIRT T = TUXILAFRYEE (B-NADP | AV =2 VEERF T 3) BL U KCl %
RIS L, RA KLU CEIRIRME (-80°C) IZRE L (AR GHER% 6 » A LINIZER) IXThic
S9, MeCl, B LU HEPES (pH 7.2) 0%, S9 mix &L7-, BRI 10%CS/MEM:S9 mix % 22:5 DEIE
TIRFAL S9 RUGIKRE AW (BB OBRAERE 5 vol% $9. 0.83 mmol/L G-6-P, 0.67 mmol/L
B-NADP", 0.83 mmol/L MgCl,. 5.5 mmol/L KCI, 0.67 mmol/L HEPES),

5. HBRMERNEORER

HAREAE O T IR B ORE R . R BRI L B K I TR L T2 e, B LU CR T
B (o MBS K2KT5, KGRI T 1) 2L e,

GRWEAAE B 0b W (R R FIK) 2% CEIR (15.0 mg/ml) & FRFREILE, £OE
WERECEEARL CTROBREOHBRYER MR AFARL ., ZThoDRBEE 10 volk#RANL THL
AT T,

Bl e LRl

0.234, 0.469, 0.938, 1.88, 3.75, 7.50, 15.0 mg/mL (ZALk 2)
[Getafb R RABR]

1.88, 3.75, 7.50, 15.0 mg/mL (At 2)

25 SR ELIRLIE (U TR IC R ARICKY | B0, S0, B REOTIOR I EAHRL
.

HRDE O P TORERIC OV T, B, EXET TRELZ 0.01 mg/mL FEBIT 200
me/ml. HSHEC DV T 4 RSO Z A RERR L 1o (BB 1 Q-13-009).

ek, EESITCOWTL, [EE - LFWE GLP ##5(2002) , 3F B it I ESEEHBLAH

27,

6. AR BETE NIk

G kB EHBRICR AR E O NIRIR AR TET DD RIRIEVARZAAZHEV 1.5 mg/mL
(9 10 mM) & RS A0FRIBFE 35 7 B EERE (0.023~1.5 mg/mL., A 2) #3% L CHl A IHI A5
BEmLI,

CHL/1U flifa% 0.25%h) 7" iRk E AV Tikas Uik, 4 X 10° f8/mL OAEEEE@REL, £ 5 mL
@X10E) & T FARF 7T 4y 2 (B 6 cn) ITHETEL /-, KR BA%A 3 B BICLUFOFIE TR L
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B LSBT T,

SO mix HEETRBLIVEET TERHMLETLIEAE. ET (v aDEEREENLTEN
10%CS/MEM LU S9 ISR LR (2.7 mL/ T 4y =) Licth B (R R) /3B IRE OB
WIE TR % 10 vol%BRAN (300 uL/F v =2) L 6 BERGME /-, % MEM (ILEARSE) CHiFL.,
10%CS/MEM(5 mL/7 (via) TELIZ 18 BeEIEE Lz, EHRLE TR AR T v 2OEREE
10%CS/MEM EX5H#2 (4.5 mL/7 4 r=) Ulctk | 5 (BIETIR) S i3S IREORRMEFRIRE 10
vol%HAN (500 uL/ 7 (v i2) L 24 BERAAEE LT, BRE2 DT 4y 252 e, Fo, LHEBRIBRE R L
O TR R IR R OILEBROF E4 MR T~

EERT % EBREE T, 10 volbdR <V KIS CHIIEZBELT-DD, 0.1%7YRZN A F 1
Y MNETY L, et BRI sh 4 AR B B O M iR 28 FE & B B 5E R M 2 EE 5 (MI-60, 2V
LA T ) TRIEL, HAEME OEL L, |

7. B REEHER

A TR LT RIURBR KT TR EFRRERBE{T o7

FERREFEMH R OB RED LI T N TOLE LM T 1.5 mg/mL(§ 10 mM) ZEm LB ELL,
WTIH AL 2 T 4 BEREREL, SHITRE () f BB L OB BRI, | BED
720 4 DT vz I UG BB I G MIEAERA 2 B0 R) Z RV, 2055 2 BUIRank
EARRERL, BYVD 2 IOV TR B S M EHI LB AR E LT,

e e BREEIC DU T, 553K % 10% CS/MEM 7203 SO UG EATHL . B RESHBAK%E 10 volk

Mz 7~0H MMC (20 pg/mL) %, S9 mix IEGE FOERMIMMEECIE 15 pL/F4vs = (BiRBE 0.1
pg/mL) | R TIE 12.5 pL/T 4o = (B EE :0.05 pg/mL) HRML7=, S9 mix fF1E T DEEERE
SVEETIE CP (1 mg/mL) % 30 uL/T 4w = (BHEIEE 110 pg/mL) BMNL 7=, 7238, MMC BXL U CP ik
THLDBE TLRAERDEERELZZ R THIENALN TS, iz, BT RER L CERYE L
BRI OWTIL, AERBRFR L OB TRICERIR TP OB OF BE IR TR,
C BREERERMERADOT 4y 2l o TL BRET O 2 BRANIC, 2V BIRERERER 0.1
pg/mb (27 ALNTHMUT, BB K T, BERIREE T 0.02 w/v% EDTA 574 PBS(Ca? B LT Mg*
REV T 4 adl=0 5 mL M TERy T4 7 L0z iT 30, MlREE g IcB L, MR
BiRA =k (1400 rpm, 5 43) L, EIEZE T, 3 mL DR (0.075 mol/L KCI KK ., £
30 5 KRB 21T o7, (KSR | BB (A5 ./ — /v OKEE#E=3:1(v/v)) % 6 mL M2 CEEMIZIE
BUOEILL, T0%, EERHR T BUOFBLEERE ML GRIL L., ZOBERERZEILIZ 1 H
T, PEOBEEREMZ THIRZBBL, TOLEERATARTTZA(GHEPUD T A MR
BRES, a—FEFBLURATANEETLZTA) LGB TL, ZOFEERTE L, 1 T1viabizialanl
6 MDATANERZAER LT,

YRR T AT ARREAE 70 vol A% ) — MR BBELT=DH 3 voll¥ LAY (pH 6.8 @ 1/15 mol/L U
VEBEEIR CARRR) T8 pRE%., KEKTTTWTRELE,

8
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8. YetalkihT

PR HTIZHESI ST 1 TayianbBonis | MOEREZ AW TREOEW IO EIEED
Z3HT (500 HRR/HZA) 21TV 0.5%KEED 5 ReHE R U B A I3 AR ST RRELHINTL . 247 FT4E
REEEELENIVEV 2EEZBEGREL, £, ERHT-VO ST AR/ R PR g
RRVNBAH, FOEEEL TBERERERE LS, |

TAvTa | BHLBONTATANER 4 &, 4 A\OBEEPETNENLBEERSILRRVREE
THW LT, Re@AERIIRND, HO8RL TSR gL, 1 BdH7=h 200 8 (100 g/
T v, 25 MR/ BERE) D4y R P HIMIAE (YR E: 23~27 R) I HOW TG R E OBELE0x | 1
HEH721 800 1A (400 HEfa/ 71 =, 100 FEAR/BERE) D 53R P HIMIIT OV TR MR (Y B ik
M 38 AL E) DEERAT, TORRIIE SV TEER T L oML AR HEEERD
7

Fro 7 BLOYEZBRAEERFEOSEIL. AARBERZFSS - WLBYWHBROBS Vickss
BIBEIZESNTUToT, Fvy 7 BLUYIEHNZI SOW TR E S RIEL DD IO IER A ZX v 7,
ZHLAEBOENEDEYIEEZEL, XXy I oW ISR B R REOHEIIEED NI L
L7,

9. FRBRELI&HF
DT OEREEBUEA, ES U ABEEIC SV TIRR TR, BRBRELEE T2, R
BRI LW B A E EICRES T LU,
1) BB @ AENRBRIEN AR A OEERRIZL QWS
2) ST FIRER R BN SRR LM T 3 BELNVIEES
3) BEMERTREOEERHEE TOMIn0 HEREN 5.0%%BA 56
4) BB R OME R EE2H T5MIn0 HBREN 206KEO%E

10. HE

LEAEOBERE (Fro7 2RO 2H T5MREB I UMEMEMRO HEBREBIZ>WT, etk B
EHER Y E L ERRER B S UNBE R BREER T, 7 U v — DIEERERTE (p<0.01, AN ICKVE R ZER
ExERH LT, ZNODOREBREBELL, EMFNRBLRO OO B Z MKl THREFREFH M
DFHEZRERNTIT o7,

FRIBENTELISEHBROEEEICEETRET RV OHIBLERUHABRSITEEIZEHEN
->f-C&

ARBRBEDIZ, [FRADIENRCERDP-7HBROGHEM I EBL2 R TRV OHIERENK O
o NI ANK T oYl N Y ol | 2 VA v L e Y (o
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HEHERIUEE

FAEREDOOICER U HIREENGRBROR R, T X COMESEMET 50%2L EOMMAZEETERD
RO SN ek (Figure 1), 7235, RIBBEORER, IRARRF B IUMEK TR, T
DR YE R CHBIRPICIEBIIR O bieh o7,

PAEDOFERLY TR TOMEBERMAETL.5 mg/mL (5910 M) 2 m AR ELL, THROREHAZRE
L. peeaf RERBRYERLT,

S9 mix FETEE FTOERFEIALEE 0,19, 0.38, 0.75, 1.5 mg/mL (XAt 2)
S9 mix 7E1FE FOERFRILEE - 0.19, 0.38, 0.75. 1.5 mg/mL{AL 2)
04 PF¥REIEEEALER 0,19, 0.38. 0.75, 1.5 mg/mL (A 2)

s, MIRBIEORE . MIEBMER L REBR TR, TR CORRY T LIER TR BT
IR IEER bR o T,

QBB B ERLU DRI E OGO R, SRS EEEEIL, T TOMELHE
T 1.5 mg/mL &7eo7el b, TOREZ ST Tl 3 EEMZBENREL,

S9 mix FETEE FTOERFRIALER:0.38, 0.75, 1.5 mg/mL
S9 mix TF(E T ORI ALE - 0.38, 0.75. 1.5 mg/mL
24 BERAEEES WL 0,38, 0.75. 1.5 mg/mL

LAESTOER, TATOLBRHF THERTE 2T T MBI U REMEDF FICE
BARHEMIEEED bIgh o7z (Table 1, Table 2. Table 3),

BEtExT B E L L TRV MMC 12, S9 mix FETEME T OERFLE R JUERHLERIZ BV Tl
OEEREZFEHL, CP X S9 mix F71E TOERRLEICB O TRAKOEERTEFE L. Zhb
DFERLY | AEBROMILHHEFBENIZ (Table 1, Table 2, Table 3),

1-Ethoxy-2-(2-methoxyethoxy)ethane 13, UHBRER CEML-MEZ H W AIEIRERLTERE
(FRBRZE 5 M-13-038) TIIBIEDOHERENBLINTND, 128, ERWE ChH5 diethyl glycol TILEIF
RREEARTRE, Fr ==X NARF—Z AV REERERR TIIBEORRENHREINT
D, ?

LI EDfEE LY., 1-ethoxy-2-(2-methoxyethoxy)ethane 13, AHERSH-T T CHL/IU R i@k
BEEFRLDNEERLS,

10
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SEX B
) BARBELZRERZS -HABWRROBEE [EEYEICLARBHREE TN A, BIAElE,
HE (1988)

2) BB i, LakREERRT —#%E YE 1998 F4), Life-Science Information Center,
FA(1998) , p18l1
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_//
120 |

100 8 IM

60 I

Cell growth (% of control)

20 1

0.1 I 10

Concentration (mg/mL)
Figure 1 Growth inhibition of CHL/IU cells treatmed with 1-ethoxy—2-(2-methoxyethoxy)ethane
@ :Short~term treatment without S9 mix

A :Short—term treatment with S9 mix

M : Continuous treatment (24 hours)

12



RBRES G-13-018

Table 1 Chromosome analysis of Chinese hamster lung (CHL/IU) cells treated with 1-ethoxy-2-(2-methoxyethoxy)ethane (EMEE) for 6 hours without S9 mix
Concen- S9 Time of Concurrent” Mitotic”  Number . Number of cells with Number ©
Number of structural aberrations .
Group tration mix  exposure cell growth  index of cells Others * aberrations of polyploid
(mg/mL) (hrs) (%) (%) analyzed gap ctb cte csb cse mul Y total +gap (%) -gap (%) cells (%)
Negative K 0 - 6-(18) 100 NA 100 2 3 06 0 0 o 5 1 3(C30) 2(20) 0 ( 00)
100 0 2 0 0 0 o0 2 2 2 ((20) 2 (20) 0 (00)
200 2 5 0 0 7 3 5 25) 4 (20) 0 (00
EMEE 0.19 — 6-(18) 101 NA not observed
EMEE 0.38 — 6-(18) 99 NA 100 0 3 0 0o 0o O 3 1 3¢ 30) 3( 30) 0 (00)
100 1 4 0 0 0 0 5 3 5 ( 50) 4 ( 40) 0 (00
200 1 7 0 0 0 0 8 4 8 ( 40) 7 ( 35) 0 (00)
EMEE 0.75 - 6-(18) 101 NA 100 0 4 1 1 0 0 6 1 6 ( 60) 6( 60) 0 ( 00)
100 1 3 0 2 0 0 6 4 6 ((60) 5 ( 50) 0 (00
200 1 7 1 3 0 0 12 5 12 { 60) 11 ( 55) 0 ( 00 )
EMEE 1.5 - 6-(18) 99 34,34 100 0o 1 1 0 0 ¢ 2 2 ( 20) 2(C 20) 1 (03 )
100 0 4 0 2 0 0© 0 (60) 6 ( 60) 0 (00)
_ 200 0 5 1 2 0 o0 8 2 $§ ( 40) 8 ( 40) 1 (01)
MMC 0.1 pg/mL - 6-(18) NA NA 100 § 53 62 3 0 O 126 4 61 (61.0) 61 (610) O ( 00 )
100 4 19 15 3 0 0 41 2 31 (31.0) 30 (300) 1 (03)
200 12 72 77 6 0 O 167 6 92 (46.0) 91*455) 1 ( 0.1 )

Abbreviations: gap, chromatid gap and chromosome gap; ctb, chromatid break; cte, chromatid exchange; csb, chromosome break; cse, chromosome exchange (dicentric and ring);

mul, multiple aberrations; +gap, total number of cells with aberrations including gaps; -gap, total number of cells with aberrations excluding gaps;

MMC, mitomycin C; NA, not analyzed.

1) Distilled water for injection JP was used as a solvent and added at the level of 10 vol% per dish. 2) Cell confluency, representing cytotoxicity, was measured with a Monocellater II.
3) Metaphase frequency was calculated by counting 500 cells in each dish.  4) When the number of aberrations in a cell was more than 9, the cell was scored as having 10

aberrations. 5) Others, such as attcnuation and premature chromosome condensation, were excluded from the number of structural aberrations. 6) Eight hundred cells were

analyzed in each group.

*_ Significantly different from the negative control at p<0.01 (one-side) by Fisher's exact probability test.

13
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Table 2 Chromosome analysis of Chinese hamster lung (CHL/IU) cells treated with 1-ethoxy-2-(2-methoxyethoxy)ethane (EMEE) for 6 hours with S9 mix
Concen- S9 Time of Concurrent” Mitotic©  Number . Number of cells with Number @
Number of structural aberrations .
Group tration mix  exposurc cell growth  index of cells Others ™ aberrations of polyploid
{mg/mL) (hrs) (%) (%) analyzed gap ctb cte csb cse mul 9 total +gap (%) -gap (%) cells (%)

Negative " 0 + 6 - (18) 100 NA 100 01 0 0 0 0 1 0 1 ( 1.0)y 1 ( 1.0) 0 ( 0.0 )
100 60 0 0 0 1 0 1 0 1 (1.0) 1 ( 1.0) 2 (0.5
200 0 1 0 o0 1 0 2 0 2 (1.0) 2 (10) 2 (03

EMEE 0.19 + 6-(18) 103 NA not observed ,

EMEE 0.38 + 6 - (18) 98 NA 100 o 1 1 1 0 ¢ 3 2 3( 30) 3( 30) 4 (10)
100 1 2 1 1 0 0o 5 0 S (50) 4 (C40) 3 (08)
200 I 3 2 2 0 0 8 2 8§ ( 40) 7 (35) 7 (09)

EMEE 0.75 + 6-(18) 100 NA 100 0 4 4 1 0 O 9 0 4 ( 40) 4 ( 40) 1 ( 03)
100 0 1 _0 0 0 o 1 0 1 (10) 1 (C 1o)Y 4 (10)
200 0 5 4 1 0 © 10 0 5 (25) 5(25) 5 (06 )

EMEE 1.5 + 6-(18) 100 54,56 100 1 0 0 0 0 ¢ 1 0 1 ( 1.0) 0( 00) 3 ( 08)
100 0 2 1 0 0 © 3 0 3 (. 30) 3(30) 1 (03)
200 1 2 1 0 0 © 4 0 4 (1 20) 3¢ 1.5) 4 (05 )

Ccp 10 pg/mL + 6-(18) NA NA 100 1 10 30 1 0 © 42 0 31 (31.0) 30 (300) 0 ( 00 )
100 4 12 25 3 0 0 44 2 27 (27.0) 25 (250) 1 (03)
200 5 22 55 4 0 0 86 2 58 (129.0) 55*% 275) L (01 )

Abbreviations: gap, chromatid gap and chromosome gap; ctb, chromatid break; cte, chromatid exchange; csb, chromosome break; cse, chromosome exchange (dicentric and ring);

mul, multiple aberrations; +gap, total number of cells with aberrations including gaps; -gap, total number of cells with aberrations excluding gaps;

CP, cyclophosphamide; NA, not analyzed.

1) Distilled water for injection JP was used as a solvent and added at the level of 10 vol% per dish. 2) Cell confluency, representing cytotoxicity, was measured with a Monocetlater I1 .
3) Metaphase frequency was calculated by counting 500 cells in each dish.  4) When the number of aberrations in a cell was more than 9, the cell was scored as having 10

aberrations. 5) Others, such as attenuation and premature chromosome condensation, were excluded from the number of structural aberrations. 6) Eight hundred cells were

analyzed in each group.

* Significantly different from the negative control at p<0.01 {one-side) by Fisher's exact probability test.

14
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Table 3 Chromosome analysis of Chinese hamster lung (CHL/IU) cells continuously treated with 1-ethoxy-2-(2-methoxyethoxy)ethane (EMEE) for 24 hours without S9 mix
Concen- Time of Concurr§nt 2 Mitotic?  Number Number of structural aberrations Number of c.ells with Number ©
Group tration exposure cell growth  index  ofcells Others ” aberrations of polyploid
(mg/mL) (hrs) (%) (%) analyzed gap ctb cte csb cse mul Y total +gap (%) -gap (%) cells (%)
Negative 0 24 100 NA 100 1 0 0 0 0 O 1 1 1( 1.0) 0( 00) 0 ( 00)
100 0 1 0 0 ¢ 0 1 2 1 (10) 1 ( 1.0) 0 (00)
200 1 1 0 0 0 © 2 3 2 ( 10) 1( 05) 0 (00)
EMEE 0.19 24 96 NA not observed
EMEE 0.38 24 99 NA 100 6 1 0 4 0 0 5 i 2 (20) 2 20) 0 ( 00)
100 1 1 0 1 0 0 3 3 3(30) 2 20) 0 (00)
200 1 2 0 5 0 0 8 4 S (25) 4 (20) 0 (00)
EMEE 0.75 24 96 NA 100 3 1 0 0 0 O 4 0 3(30) 1( 10) 0O ( 00)
100 0 1. 0 0 0 o0 1 1 1 (1.0) 1 (10) 0 (00)
200 3 2 0 0 0 0 5 1 4 ( 20) 2( 10) 0 (0.0)
EMEE 1.5 24 92 40,42 0w 1 1 1 1 0 0 4 0 4 ( 40) 3 ( 30) 3 (08)
100 0 0 0 0 0 0 0 0 0( 00) 0( 00) 0 (00)
200 I 1 1 1 0 o0 4 0 4 (20) 3 (15) 3 (04
MMC 0.05 pg/mL 24 NA NA 100 2 31 20 6 1 0 60 5 45 (450) 44 (440) 0 ( 00 )
100 3 27 31 4 0 0 65 3 47 (470) 45 (450) 0 ( 0.0 )
200 5 58 51 10 1 0 125 8 92 (460) 89*%445) 0 (0.0

Abbreviations: gap, chromatid gap and chromosome gap; ctb, chromatid break; cte, chromatid exchange; csb, chromosome break; cse, chromosome exchange (dicentric and ring);

mul, multiple aberrations; +gap, total number of cells with aberrations including gaps; -gap, total number of cells with aberrations excluding gaps; .

MMC, mitomycin C; NA, not analyzed.

1) Distilled water for injection JP was used as a solvent and added at the level of 10 vol% per dish. 2) Cell confluency, representing cytotoxicity, was measured with a Monocellater 1
3) Metaphase frequency was calculated by counting 500 cells in each dish.  4) When the number of aberrations in a cell was more than 9, the cell was scored as having 10

aberrations. 5) Others, such as attenuation and premature chromosome condensation, were excluded from the number of structural aberrations. 6) Eight hundred cells were

analyzed in each group.

*, Significantly different from the negative control at p<0.01 (one-side) by Fisher's exact probability test.
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Appendix 1

BREREE

2013%6H 148
MR EERSA
Code No.044-32575
SIFLUAFYA—ATFLIFILI—FN
B/ R . ARBEBR
Lot Na. AWM2005
HE ) S00ml X 2
BEER BERR HEE
SR /B EHO &K BE~FLASEA RBOKRE
WHE(0°C) 0.923g/mi 0.918~0.9282/ml
BiFEn20/D 1.410 (RREHS)
Ke 0.1% 0.1%LLTF
BREYESU—HSLGC) 100.0% 98.0%ELE
HBEEAB 2013/06/04

BEERTES 9031637

(/1)
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Appendix 2
WERYE O— R EIR
(48]
BEAEEEAMRF*AVILAREERBRERALE

1. —fixe9EH

AL EHLEO LR _ o (9_ . s .
(TUPAC @ 2 % 1= & ) - fF-2- (-APFITbFy) zF
21 £ 1-Ethoxy-2- (2-methoxyethoxy) ethane

CxF L oY a - F N AF LT —T )

C A S % = 1002-67-1

WO OX R X
(VWFRLEAD S e B g

. TOREDOHRE)

2 ¥+ 58 148.20
2L - - =
g 5%”‘@1"%1’ Ii‘ ﬁ ?joﬂ:f B:100.0%5 (X ¥ EFY—HTHGC)
H Bt L 2o OELE
WE D oo oy k& B |AWM2005
g ca i |28V ATFAA-AF AT 2= (BHT): 30 ppm (ZEAILL T)
THMOELHFRUERE KA50.1%

s £

¥ Kk B & &K

=474 -v,/ KSEFE

it 3

ORI kBT 5 MR EAEILRE

= E t PDRCEOEE T ®aEeT —F—hb)
B R o B o EHE

50.0 mg/mLOEE T, HMEFICRR, RiABLUT AL
iy | BRI o, TR ABRILL EOZ M (0.01
x 50.0 mg/mLTERE |1 S F 1800 me/mL. BB EIARH) AR (3

N A NS M R A

5 B Q-13-009),
. ) e | 1482 me/mLOBREE T, SHRIFHIREI, RIAKLOES
DMSO | 148.2 me/mlCHEAE | ope b
. . 148.2 mg/mLOREECLE, TR ICR B, RiaBLUES
7Ehy | 148.2 mg/mL TEAfR RN, -

X EEARRELN TS Y — EFOIERICRBOCHERLE,
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St RATE

FRE 1-Ethoxy—2~(2-methoxyethoxy)ethane DF ¥ A = —X /N ARZ —BEF AR E B>
YIAZER LN R gy
RBRES G-13-018

ZORBRICE T AERERIERAIC I EERSLIUCEERIFEITI TROLEBI TH T,

EEERERBIUAR
‘BEEE N
EE-BEHXIEE E8-EXFERAA EEE~DWEEA B
AREE 20134 8 A 27 H 20134 8 H 27 H
RRFEELTE
G-13-018-No.1 20134 9 A 24 A 20134 9 A 24 H
G-13-018-No.2 20134 104 21 H 2013410 H 22 H
G-13-018-No.3 20134E12 8 4 8 20134128 48
TR ERMBEORBMBLOMRMLE 20134 9 A 30 B 20134108 1 H
EREE 20134108 25 H 2013 108 25 H
BEEEEBIVET —4 2013412 A 9~12 8B 20134 12 A 12 A
EwmEE 20144 3 A 11 B 20144 311 H

BT, (UL RS IR SRS T SRR IR BT DM LT (P AL 23 4 3
A 31 B, AT 0331 5 8 2. Frk 23-03-29 WSH 6 £, BRARE 110331010 B)EWFLC
S, e, ZOMEEBTHRRIMEASN-FEBICFIRE EfICREKL . RS/ R
TRBOET —FE ERECRKBL TVBIERRIET D,

201443 A 11 H

—RH AR RE AT e F— REMTEHT
ERMRAEM M BLE




	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-28T18:29:01+0900
	National Institute of Health Sciences




