E¥2—4

BFLEMEOANEREZEZICET L1EHR

(FR215%10A 23 B BHfE)
EHLT casno. B HEB4 . HEXES =
EIREALERAR 1
2-483 | 123-63-7 | /INST7EFPILTFER FEAEEHR 7
28 AR 5 H R 14
BIREAREEAER 82
4-1531 |31127-54-5| 2,3,4,4-Th5ERAFIALYTIT/Y 2EAREEHR 92
RiE#RS - EREFRESEH SRR 116
R2EAREREHR 215
5-1037 | 108-80-5 | /Y7 XILEE RERE - ERERXESMHAFR 219
OECD/HPVIAYS LI HFHE S & 250

(SIDS Initial Assessment Report)
3442 | 88733 | oymm=RARIAEY G105 Inial Asscssment hegort. |
2-163 | 112-24-3 | FYIFLUTIS3Y ?S'Elgg/::ig lj;nsiifn?iﬂigf)% 414




FSTERT AT ERORBTERERSREOTELTDSD, HELAOIERERERRA
Bow EHL . REEORR LRI, | |

BREEELLT, Salmonella typhimurium TA100, TA1535, TA98, TA1537 8L} Escherichia coli
WP2 uvrA &I, FL A Fa—alARIL D, 59 mix FFE TRIUEFET TRR2 T,

FESR RS 50.0, 150, 500, 1500 3L TR 5000 pg/plate ® 5 FHBIZREL TfTo/blb, 59
mix JEAFLE TR LOMEEE F2b. HWe  PROBRERICE, ChEFRBREROL T, B
Bon=—# ik, BV PhoRBEICE T, 59 mix OF EZHHDLT, BRHERED 2 1%
EA B &2 58INiIXRRD b iaioTt,

INBORERICESE, TATOREBE TREAEE 5000 pg/plate LLA 2T 5 FAR(G13~
5000 ng/plate) ZF EU CTARER | BLOERER [ 2177, £OREE. %b‘fcﬁéfoﬁﬁ‘%&:i’s
VT, S9 mix DFEIZHINDLT, RRIEXTRED 2 (52l L&RDE Ran——EOFMIRO L2
hote,

LAEDRERNS, RS7 M ATERE, AWERBRRIEBW CHETFERERBTRIERZF LY
W (ReE) BHIELR,

HREER

RETEMNTATFEFORETERERBRE (ERRHE) 0 FELHRHEL ., TLEFMOTE L
FHIEDIT AT EMNT AT RSV THIEZ AV 2 ERBRERBRE LA FaX—ay
BOCIYERLE,

HBRAIRI L GLP

ORI, (FRCEDEECRIBRBROFECOWTI(ER 15 4 11 A 21 B XA
% 1121002 &, F25K 15-11-13 BB 2 5, RREFEE 031121002 5, —HKE FRI7TE4 71
B)BXUTOECD {bEMERBRIEN ARTAY 4T/ MEE RV ERERERRBRI (1997 F£ 7 B
21 B A L, (EFEWR GLPI (FRR 154E 11 A 21 B, 3X&FE5E 1121003 B, ¥k 15-11-17
BURSE 3 5. RIREFESE 031121004 5, BRUWIE FR 17464 5 | B)2BTFLUCERLE,



B43ZLELT, 2B, BRT—#1L. 2005 FEICEHL & RBROBRMES BER L OBk RE

*

&L= (Appendix 3),

1. BRORT

HRORRIL, & % OFRCBY HERan=—EORPNEL T OTHIES SO ERELRL
Teo Ee. THERACCRR—RISEREERLE, £, RWEICH RT3 L OEEE
ERBOLNIE A, TOERRTHILELE,

8. HIE

FVWE s BORREEDOSS, 1 B _LOBREE D 59 mix FETFE FHBUE S9 mix 777E Tz T,
PBRWEEEFITHIERLICBITAEEan=—HOEHES. e BiED 2 FLL i,
D0, EOWIN A REFEHLWITBREREDONHEIC, FRBRRICBWTRETFERE
EBREEE T8 (B LUETR LU, 28, B ROUEICHE 2N TR Vabol,

FRTIENTEEMRBOEREICEELZREFETRVOHIBREUVERE BRI DA
Motz

KRB Pz, [P RITBENTELRIST-RROEEEICHELRIETRVOLIFER U
BREHEBICED o e m k13T,

BRER

1. BERERR

RIFERNT LFERIZDNT, 50.0, 150, 500, 1500 31Tk 5000 pg/plate 0 5 B O REREL
THBRERBRETT (Table 1), TORR. AVENTLOREEICBO T AFHERRDS
highotz, HBRWEIZBHFE T2, S9 nix FEETBIUGEET LI, Ay ho A
B ThRD BT, |

ERao=—fgid, AOcTROBEBEICINTh, 59 mix DFRIZODPHET, R RED
2 5Bl L2 B BANIXERD B o7, |

P EDRERN D, ARBRICBIAEEARE., T XTORER T 5000 pg/plate L7,



2. ARABR | |
5 Fi &% 5000 pg/plate 2L Atk 2 C 5 A (313~5000 pg/plate) ZRXEL T 2 [MDOARER (A
RBR 1 BIUARER [1) 2177 (Tables 2, 3 LU Figures 1, 2), FORER, 2 FIOFRRBRLBIC,
FAVENTRORERICBN T AT RERBDONEN -7, BRWH B RT 5B, 59
mix FEFET BICFETELI, BVicn$ho BRICBOThEbbhiboT,
EEoo——#d, 2 EOFRRBRELIC, AV TROBREBEICBYVTh, SO mix DFEITHD
DHT. BHEXTRIED 2 52 LERDEIMIIR D LN T,

FATORRICBOT, BB A EOHRDETMIEBL $9 mix ~OREOBAZRDHAR
Peote, Fl. WFHOREEIB LB ERHER R ORE T EALRBRERRESh., Bk
SHRAEES ORI, Lbic% B 7 — S O TSI (PR £ 3 X SHERE) Choks bhs
b, KRBRROH SRS,

RNSTENTAFERIEOVTHE, ST CRMILIET v =X~ AR S — I
B 65 B SRR (AR5 - G-05-087) T, M BE BB RBBLL TS, B, WY
B-Cib 1,3,5-trimethylbenzene {2-0V TR 2 AT BB . Hets h R M BUBRILICIRHE DRE LA
BESNTNB Y,

LA EDRERICESE, ST EM ATERE, AWERBRRICBWCHEFRALRBRNEEE
L7 (Bff) LB LT,

SE M

1)  Matsushima, T., Sugimura, T., Nagao, M., Yahagi, T., Shirai, A., Sawamura, M.: Factors
modulating mutagenicity in microbial tests. in “Short-term Test Systems for Detecting
Carcinogens” Norpoth, K. H., Garner, R. C. eds., Springer, Berlin—-Heidelberg-New York
(1980) pp. 273-285

2) Maron, D. M., Ames, B. N.: Revised methods for the Salmonella mutagenicity test. Mutation
Research 113: 173-215 (1983)

3) Green, M. H. L.: Mutagen testing using Trp* reversion in Escherichia coli. In “Handbook of

®



Table 1 Cytotoxicity of 2,4,6-trimethyl-1,3,5-trioxane in bacteria
With (+) or Test substance Number of revertants (number of colonies / plate, Mean £ §.D.)
withownt {-) dose Base - pair substitution type Frameshift type
9 mix {ng/ plate) TA100 TA1535 WP2 uvrAd TAS8 TA1537
0 148 126 124 9 10 2] 32 38 17 27 15 9 4 8
( 133+ 13) { 8 2) ( 30 = %) 20 = 6 ) 7+ 3)
50.0 156 14 25 17 L
S9 mix 150 133 5 19 19 3
(] 500 149 7 24 22 s
1500 160 14 18 20 7
5000 146 12 31 13 3
0 152 121 127 9 12 10 36 43 43 B3 m 20 17 19 11 "),
( 133z 16 ) ( 10z 2) ( 41+ 4 ) {( 22+ 2) 16 + 4)"
50.0 157 11 36 34 20
$9 mix 150 167 10 26 26 10
- 500 156 1 32 27 20
1500 143 10 38 24 13
5000 155 18 45 27 16
Positive Chemical AF-2 SA AF-2 AF-2 DAA
control Dose (g / plate) 0.01 0.5 0.01 0.1 80
SO mix (-} [Number of 437 439 417 561 598 561 130 102 127 317 401 400 542 - 449 309
colonies / plate ( $B1:x 12) ( 573 21) ( 120+ 15) 373+ 48 ) 4332 117 ) -
Positive  {Chemical Bfa]P 244 2AA Bla]P Bfa]p Q
control Dose (ug/ plate) 5 2 10 5 5 »
89 mix (+) |Number of 1281 1086 1099 277 289 306 562 573 551 294 284 276 170 170 132
colonies / plate ( 1155+ 109 ) ( 291 15 ) ( 562x 11 ) 285 * 9 ) 1574+ 22 )

Negativé control, Water for injection JP
As the purity of the test substance was 88.5%, dose levels were adjusted for purity.

This test substance contained 11,2% acetaldehyde as impurity.
AF-2, 2-(2-Furyl)-3-(S-nitro-2-furylacrylamide; SA, Sodium azide; 9AA, 9-Aminoacridine;, B{alP, Benzo]alpyrene; 2AA, 2-Aminoanthracene
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Table 2 Mutagenicity of 2,4,6-trimethyl-1,3,5-trioxane in bacteria ()

With (+) or Test substance Number of revertants (number of colonies / plate, Mean + §.D.)
without (=) dose Base - pair substitution type Frameshifi type
S9 mix (ug/ plate) TAL00 TA1535 WP2 uvrd TA98 TA1537
0 114 131 126 9 12 12 28 28 24 35 22 24 7 5 5
( 124+ 2) ( 11+ 2) (27 2) ( 27+ 7)) ( 6+ 1)
313 118 100 110 14 8 14 29 19 29 23 21 27 14 5 8
) ( 109 9 ( 12 3) ( 26 6 ) ( 24+ 3 ( 9% 5)
S9 mix 625 94 109 118 12 11 16 27 24 24 33 22 30 10 7 5
( 107+ 12 ( 13z  3) ( 25 2 ( 28 6) ( 7% 3
O] 1250 108 105 92 13 13 15 30 26 24 33 30 19 7 1 8
( 102  9) ( 14z 1) ( 27z 3 ( 272 1) ( 9% 2)
2500 123 121 129 8 13 13 30 24 24 28 28 29 4 7 4
( 124+ 4 3 ( 11 & 3 ) {( 26 3) {28+ 1) ( Sz 2 )
‘5000 127 132 130 14 13 16 23 29 27 18 20 27 10 6 5
( 130 £ 3) ( 14z 2) ( 26z 3) ( 224 5) { 7 & 3)
0 0 134 122 107 12 15 8 31 38 28 30 27 30 15 13 9
( 121 14 ) ( 12& 4 ( 32+  5) ( 292 2) ( 12+ 3
313 152 135 139 9 13 14 30 29 26 29 28 33 14 6 10
{ 142+ 2) ( 12« 3) (28 2 ( 30z 3 ) ( 0 4 )
59 mix 625 134 150 146 8 3 2 19 25 29 30 39 26 13 19 14
( 143+ 8 ( 8% 1) ( 24 S5 ( 32 7)) ( 153 3
) 1250 138 160 125 7 7 10 35 26 33 34 33 34 13 14 12
( 141+ 18 ) ( 8+ 2) ( 31+ 5 ( 34z 1) ( 132 1)
2500 139 123 127 9 11 8 27 49 45 25 31 35 14 11 13
( 130 8 ) ( 9+ 23 (402 12) ( 36 5 ( 13z 2)
5000 127 117 152 5 8 15 33 33 34 29 31 . 33 10 16 14
( 1322 18) ( 9 5) ( 33z 1) ( 31z 2) ( 132 3)
Positive Chemical AF-2 SA AF-2 AF-2 9AA
control Dose (pg/ plate) 0.01 0.5 0.01 0.1 80
S9mix () |{Numberof 443 449 457 | 443 445 451 95 91 84 468 453 495 226 314 266
celonies / plate ( 450+ 7)) ( 446 % 4 ) ( 9= 6 ) ( 472+ 21 ) ( 269+ 44 )
Ousilive Chemical Balp 2AA 2AA BfalP Bla]P
control Dose (yg / plate) 5 2 10 5 5
S9 mix (+) |Number of 1148 - 1083 1069 297 300 259 510 573 529 296 321 298 116 137 136
colonies / plate (1100 42 ) ( 285+ 23 ) ( 537+ 32) ( 305+ 14 ) ( 130z 12)

Negative control, Water for injection JP

As the purity of the test substance was 88.5%, dose levels were adjusted for purity.

This test substance contained 11.2% acetaldehyde as impurity.

AF-2, 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide; SA, Sodium azide;SAA, 9-Aminoacridine; B[a]P, Benzo[a}pyrene; 2AA, 2-Aminoanthracens
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Table 3 Mutagenicity of 2,4,6-trimethyl-1,3,5-trioxane in bacteria (II)

With (+)or | Test substance Number of revertants (number of colonies / piate, Mean + §.D.)
without (-) dose Base - pair substitution type Frameshift type
9 mix (ug/ plate) TA100 TA1535 WP2 1174 TA98 TA1537
V] 137 134 138 s 15 8 40 37 39 22 16 27 8- 7 6
136 2) ( 9% 3 ( 39z 2 2+ 6) ( 7+ 1)
313 123 150 123 10 12 12 33 22 34 20 25 22 7 7 10
132+ 16 ) ( 1+ 1) ( 30 7)) 2 3 ( 8% 2
S9 mix 625 145 134 145 8 8 17 36 42 ’ 44 28 17 32 6 6 1]
1412 63 ( i1x S ) (4% 4) 26+ 8 ) ( 8  3)
o 1250 140 107 m8 .| 11 7 s | 4 3 36| 2 20 27| 6 9 6
122+ 17) ( 8+ 3) ( 38+ 4) 2kB: 4 ( 71+ _2)
2500 134 120 108 16 12 i0 38 43 36 23 16 22 2 4 8
120 13 ) ( 13x 3 ( 39% 4 20+ 4) ( 5% 3
5000 122 121 123 9 11 10 47 49 45 30 27 26 11 9 11
1225 1) ( 10+ 1) ( 47 2 28 2) ( 10z 1)
0 137 148 148 16 13 8 47 36 38 28 32 25 i5 14 14 \
44 6yl (12 a4yl ¢ 40z 6) 28 4] (1= 1)
313 165 141 142 5 12 21 36 24 39 34 32 34 8 18 20
' 149+ 14 ) ( 13+ 8 ( 33 8) 33 1) ( 15% &)
89 mix 625 130 139 126 8 9 7 37 31 46 18 25 32 12 12 13
132 & 7 ({ 8= 1) ( 38+ 8 ) 25 & 7)) ( 12+ 1)
+) 1250 126 163 124 15 14 14 32 30 44 34 22 32 8 i6 12
138+ 22 ) ( 14+ 1) ( 35  8) 29 6) ( 12 4)
2500 141 153 128 4 10 10 43 39 42 33 22 33 1q 14 17
41+ 13 ) (. Bx 3 ) ( 41 2) 29 & 6) ( 14 4)
5000 152 118 112 11 12 18 49 33 36 28 26 31 16 16 13
1272 22 ) ( 4+ 4 ( 392 9) 2% 3 ) ( 152 2)
Postiive Chemical AF-2 SA AF-2 AF-2 9AA
control Dose (ug/ plate) 0.01 - 0.5 0.01 0.1 30
S9 mix (-) - {Number of 438 432 470 477 466 4938 113 110 116 484 504 582 486 430 446
colonies / plate 47+ 20 ) ( 480+ 16 ) ( 113« 3) 523+ 52 ) { 471+ 22 ) X
Positive  |Chemical Bla]P 244 284 Ba]P_ BlalP ’
contro} Dose (ug/ plate) 5 2 - 10 3 3
89 mix (+) [Number of 1132 1099 1114 364 323 290 576 538 574 | 317 275 281 153 150 184
colonies / plate (115 17 ) ( 326+ 37) ( 563 21) 291+ 23 ) ( 162% 19)

Negative conirol, Water for injection JP
As the purity of the test substance was 88.5%, dose levels were adjusted for purity.
This test substance contained 11.2% acetaldehyde as impurity.
AF-2, 2-(2-Furyl)-3-(S-nitro-2-furyl)acrylamide; SA, Sodium azide; 9AA, 9-Aminoacridine; B(a}P, Benzo{a]pyrene; 2AA, 2-Aminoanthracene
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RITENT VT ERDF v A ==K NARF— MR MR (CHL/IU #BR3) 2 AV DR A GAER
RREERL, TORGEREFEEERILE,

FBREDIDICEB U HREEMFRROBRLZL LT, EIFHAE ukif%’)ﬁrﬁz&&ﬂ&ﬁ‘
% S9 mix FEFFAE F B LV SY mix FETLHIZ 10 mmol/L(1.3 mg/mL) &L, 22tk 2 CE 4 B DOEE
HEREL. REARERREERL,

fﬁﬂ%ﬁihi@%@?&@#ﬁ%&%kkuT@ﬁ@)‘d&ﬁ%&?ﬁb i‘.fééﬁ:ﬁ*ﬁ%zﬁom

S9 mix FETFTE T DERFFLE :0.33, 0.65, 1.3 mg/mL

S9 mix TF(E T DO RFHI 4138 :0.33, 0.65, 1.3 mg/mL

ZOFERE. S9 mix FEET CHEMBABLEBBEMICIVWCOLBERELE T 5MRDFsT
PENCA BB (B 5.5%) BROON., FHEMERELFE L 2o, THLISMNI, S9 mix JEFE
TRIVFEET CERMABLENWTIOREFICEBVWTOVEERELE T MR B I UE R
JADOFHFHICE BREMIBO N2k,

SERF AR CIX AL RN B LN R0 2 inh, EMAEL RS ERABRES
10 mmol/L (1.3 mg/mL) &L, A 2 TEF 5 BYREDMEBEEE L C 24 BRI LD Yo b R
HEHBREITo,

MR R X O BHER DR R LU U TOBBHRBLIEL, REAMFETork,

24 IR EGEALEE : 0.33, 0.65, 1.3 mg/mL

ZOFRER. 24 FERPERLEL - ERERICRBVWTRAKOEREEH T I M 20
BTN (B :56.5%) L, BMAEREL A B o7, BEEMRIC VWX, WIhoBER
BV THOHRHEMICE BREMIFRD oo Tk,

BEDISC, MBEONRTTEIN AT CABLULEE . REROMEREPFERENTS,
4 BIOBBRI A ST TR VT ERE, RifiéL T, 0.03 mg/mL BA_EDBEE CHRAKDEER
BEFRTIEBHDNTNBTEN ATERE 1LABATYWS, LIehioT, 5 EELNHERTE
Bit, TN ATFeNIIOER EPFRENTRELELONS, 4

SLEDRERLIY, ARBRICAVW T T N AT R, AREBR STV YT CHL/IU Ml g e,
ERELBR TN, TR ThHBT NI A TFERCEIVEREIN L TTREEDL S X bhiz,

SHEER

OECD SR LEMRERZLHARICHRIBEREFRO—RULLT, “FT N AT EFORAK
REBRIEMETMT D0, CHL/IU Moz AV 2 REFRERRERMLI,



EARZART FR(BONLD T OANBSICRBRE S, 2 FESBIVRIAFESETA) LICHETL,
FDEERELT, 1 T4vd2bih 6 MORTANEREERLE,

YEBIU T AT AVIE A% 3 vold AYHR (pH 6.8 @ 1/15 mol/L U BIR SR CARAS) THRaR,
AREATTTWTRELE, '

8. WeAfkHT |

RAEESTEILL, 1 RO T 4o 2pbBoN | OFAZRAVT, BREOEWENOHIHIE
$ (500 HBBR/BA) ZoHrLic, 056 RS EBEERLUIB ST A AT ARGELHINL, $ix,
EADIODHH FTRER DR HMEB DG EIIITOREER LT, Sl RERERS
WETBILELE, .

FAvva | BHLRONIRTANEA 4 ik, 4 \OBRBRE BTN TNRBEREOHPHRVR
HECHHTLIE, @ ERIUERY, OBl TORWSEGTEIGEEL. 1 Bz 200 18 (100 485
/T4y =, 25 HRR/BERE) O P HIMRE (Re e hEi: 23~ 27 ) IOV TSR B ORI %,
1 #£&:7= 800 18 (400 IR/ T 1w =, 100 FIAR/HREEE) O4 P HHIRIZ DV TS EE MR (i
Aggds 38 ALLL)DEERA, TOFRIESWTREREEF oML FHEMRoHR RS
KT,

Fro 7 BIUHIBERREEREOS B, AARELZREFRZS -WILBPRBRLSBS Vick
BB E ST ol e S RIE LD IR AR ZX v 7| THLL LIBDISV b D 2]
BreEBEL, Fry T I OV TUHEIEREFREOHBITIZZW RV ILELE,

REAEOWMERE Xro7 2R 28 5 XUOEEEMIEO HEEKIC oW T, Bt
LB B AV R L O BRBERT CL Z 4o v —DEBEREREE ? (p<0.01, AR ICLVEE
EREEFRBLUL, Tk, BEZ0RDONFABEHIZONWTCITZF0O AREEEIZONTarJy.
TSP o UDMRMERIE Y (0<0.01, F )RR TBILELE, ThEDRERREBELL, Eins
HIZRELR DL OB E MR TR B R R R B RIEOTMEER AN T, |

FRIDEHNTEEM-HBROEFEECHEERIET RV OHIFEER USRI EFICEHE
otz

ARBEB T[T RT BN TERP T RROEREICEBERE TRV OHLIHFRR VR
BREEHF IR0 Il 113k 0T,

HEREELER
AEREDEDICEBUBREEMGRROBREb LI, Atk 2 TUTORERLREL, &

BERABIC LRt ERERREER L,
S9 mix FEFETE T DERERIALEE 0,16, 0.33, 0.65, 1.3 mg/mL
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- S9 mix TF1E T DEIFHLER 0.16, 0.33, 0.65, 1.3 mg/mL
2B, WEROFELARCTHRELER, WThOLAEBICEW OHDESRRPICTHERIIEDOh

oz,
LB ST EL LREL - S FERO SRR, BIENEHEZUTOI IR EL, R
BRI EIT o7,

S9 mix FETFAE T DEMFHIALEE :0.33, 0.65, 1.3 mg/mL

S9 mix FF7E FOFERF[HE] L3 0.33, 0.65, 1.3 mg/mL

LB R HTORERE. SO mix FEFEET CENMAEL-ES ., HBER (1.3 mg/mL) IZBWTOL
SR ETF T 5RO ER0ICE B (HER2R:5.5%) RO oI, BRAMEREOERLER
Ligole, TREASMT, #EERE A T MR L USRI O A H B 2R bhino
7o (Table 1), _

S9 mix FFET CEARRMBLIEHE I, WIhOREHICBOTHWVREREE2F A/
OB HARB D BB 2008 B3 330D bV 72 (Table 2),

LLEDISIT, $9 mix HFE T RBIUFET CEMHLELRE . PO RBERREIBELNE
DrofeZ b, HIBEHETEMGRBRE R L L LIC U T OMRER (A 2) Z507T, 24 FERTERARIZLS
Bt R RN RBEEMLUT,

24 FEREEfEALHE : 0.081, 0.16, 0.33, 0.65, 1.3 mg/mL

P KA E bEB L S REBOATHRLb LI BERNRBEUTOI IR EL, B
B EITo,

24 WEIEHEALER 0,33, 0.65, 1.3 mg/mL |

AT OR R, 24 FFEERTAE LB R B R (1.3 me/mL) CHERE LA T5MAORETE
HOW A BN (HIBLSR £ 56.5%) B3RO O, BMMERELE B LR-Te, Thsi, MEREEH
F BRI S USROS A A B RBIEERD bhirs o7 (Table 3),

- BHERREBIELN S9 mix FEFET OERMLER L O 24 RS LEIC L T D20l Y%K
BielA, FTH 5.3 mg/mL BLU 0.67 mg/mL L7207,

2B, YRR CTERLIE G TN ATERIZ W, REHELTT N AT RS 11.2%8
FN TS, TEMATERIE S9 mix FEFET CEMHBAELEEEBLCERLELZEE . 0.03
mg/mL P\ EDMWEET 1652 EOMIUTREAOEEREEHBRTIENEE Y3 T B, SEH
Mk ROBLNTE 1.3 mg/mL I3, SIEBE LRV 1.47 mg/mL THY, ZOEDT R AFERO#
Eid 0.16 mg/mL LHEESN. RWE THHTFTENT AT LR TR T CHET ENTAT
ERBREEOEEREELFRUAEEL T 2IELLNS,

REGTENTAFTERIZOWTIL, SRR TERL-MELZAVWAERERLTERAR GRES:
M-05-132) CIRECERBBON TS, T, VEVRIZATNVEOHES LT 1,3,5-trimethyl-
benzene WL T3 IR ERAL ERB., AEARERBRLLICEBEOERBHE YSh T3,

B BRI &L TRV V2 MMC 1, S9 mix FETFFE T DERFRIAIETS LT 24 e REFAAIRIZ IS U

6
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TREEOERERELFHEHL (Tables 1, 3), CPIERFFILE®D SO mix TFIET iy VCRELDOHEE
REEFHLI (Table 2), TRODOBHERROEOFER LY, ARRAORML P HERSNI,

U EDFERID, ARV T T RN AT ERIIAFRBRBREMFIC YT CHL/IU fHfgicie,
ﬁiiﬁéﬁ%ﬁ‘éﬁi ZHNITHS THET M AT ERIZXDF RSN TRRED B L bhi,

B30

1) BAREEERZS BHIBHRRLOPRE [LEWHEICLZREERETIIR), IAEE,
I (1988)

2) EF 5 R:TEM-RBHT —FOREEN, FHATRICIZT S u—F |, FAT T AME, B
F(1987)

3) EFHA Ih, KR R TEERREE 14, EERRT —ZOREARIT], BMAEME, FT
(1992) ’

4) HRBERE B RARRERRT £, RS- T4 —, K, pp.19-20(1999)

5) HERBMEHE BiE RaFRERBRT 4L, RS- 7 A 2—, EHK, p.27(1999)

6) ARBHEHE Eis REKRERRT —2&, XSt 7 (- 3—, K, p.517(1999)
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Tablel Chromosome analysis of Chinese hamster cells (CHL/IU) treated with 2,4,6-trimethyl-1,3,5-trioxane (PAA) for 6 h without 89 mix

Concen- 2 89 Time of Concurrent? Mitotic?  Number N al ab . Number of cells with Number
Group tration mix  exposure cell growth  index of cells umber of structucal aberrations Others ¥ aberrations f polyploid Trend test ®
p gro of polyp tend tes
{mg/mL) th) (%) (%)  analyzed gap ctb cte csb cse mul® total +gap (%) -gap (%) cells (%) -gap POL
Negative? 0 - 6-(18) 100 NA 100 1 0 0 0 1 0 2 t 2(20) 1 (C10) 0 (00)
100 1 0 0 0 0 o 1 0 1 (1) 0 00) € ( 00)
2060 2 0 00 I ¢ 3 1 3(CL5) 1 (05) 6 (C00)
PAA 0.16 - 6-(18) 98 NA not observed .
PAA 0.33 - 6-(18) 95 NA 100 1 1 1. 0 0 O 3 0 3(30) 2¢20) 1 (03)
100 3 0 0 4 0 0 7 0 4 (40) t ( 10) 0 ( 00)
200 4 1 1 4 0 0 10 0 7(35) 3(15) 1C01)
PAA 0.65 - 6-(18) 89 NA 100 2 1 0 ¢ 0 0 3 0 3(30) 1(CLe) 1 (03
100 0 L 1 0 ¢ ¢ 2 1 2 (20) 2 (20) 1 (03
200 2 2 1 0.0 0 5 1 S (25) 3(15) 2(03) + NA
PAA 1.3 - 6-(18) 83 82,74 100 0 2 1 ¢ 0 0 3 ] 3(30) 3(30) 0(00)
: 100 3 5 1 2 1 0 12 0 10 (100) 8 ( 80) 4 ( 10)
200 3 7 2 2 1 @ 15 0 13 ( 65) 11*¥ 55) 4 ( 05 )
MMC 0.1 pg/mL. — 6-(18) NA NA 100 1 17 45 0 ¢ 10 73 ; 40 (40.0) 39 (390) © ( 0.0 )
100 5 18 64 0 0 O 87 2 50 (500) 47 (470) 0 ( 0.0 )
200 6 35103 0 6 10 160 2 90 (450) 86%430) O ( 090 )

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; POL, polypleid; MMC, mitomycin C;
NA, not analyzed.

1) Water for injection JP was used as a solvent and added at the level of 10 vol% per dish. 2) The concentration of PAA was adjusted for the purity (88.5%). 3) Cell confluency,
representing cytotoxicity, was measured with a Monocellater™. 4) Metaphase frequency was calculated by counting 500 cells in each dish.  §) When the number of aberrations

in a cell was more than 9, the cell was scored as having 10 aberrations. 6) Others, such as attenuation and premature chromosome condensation, were excluded from the number of
structural aberrations. 7) Eight hundred cells were analyzed in each group. 8) Cochran-Armitage's trend test was done at p<0.01 (one-side).

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



