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In Vitro Chromosomal Aberration Test of

2- (Dimethylamino) ethyl acrylate on Cultured Chinese Hamster Cells
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Fig. 1 Growth inhibition of CHL/IU cells treated with
2-(dimethylamino) ethyl acrylate
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Fig. 2 Growth inhibition of CHL/IU cells treated with
2- (dimethylamino) ethyl acrylate
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Table 1 Chromosome analysis of Chinese hamster cells (CHL/IU) continuously treated with 2- (dimethylamino)ethyl
acrylate (DMAEA) ** without S9 mix '

Concen-  Timeof  No.af No. of structural aberrations No. of cells Concurrent®
Group tration exposure  cells Others® with aberrations  Polyploid” Trend test® cytotoxicity

(mg/ml) (h) analysed gap ctb cte csb cse mul? total TAG (%) TA (%) (%) SA NA (%)
Control 200 0 2 2 0 0 0 4 0 3 (15 3 (15 050 ~
Solvent” 0 24 200 0 0 0 0-0 O 0 0 0(00) 0(00 038 100.0
DMAEA 0.015 24 200 0 0 0 2 1 0 3 0 2 (10 2(10y 050 82.5
DMAEA 0030 24 200 01 0 0 0 O 10 1 (05 1(05) 050 + o+ 720
DMAEA 0.060 24 200 8§ 23 4 1 1 0 77 0  47%(235) 42 (21.0) 10.75* 65.0
DMAEA 0.12*+ 24 - - 13.0
MC 0.00005 24 200 6 32109 1 0 0 148° 0 94 (47.0) 91 (455) 013 - -
Solvent"” 0 48 200 00 0 0 0 0 0 1 0(00) 010000 063 100.0
DMAEA 0.015 48 200 3 4 0 2 0 O 9 1 7 (38 5 (25 0267 58.5
DMAEA 0.030 48 180 3 3 0 9 1 0 16 1 8 ( 44) 6 (33 036 + + 56.5
DMAEA 0.060 48 200 0 4 10 11 2 10 37 4 17*( 85) 17 ( 85) 6.219* 103.5
DMAEA (.12 *** 48 - - 8.0
MC 0.00005 48 200 6 35 127 12 7 20 207 1 98 (490) 96 (48.0) 025 -

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, TAG:total no.of cells with aberrations, TA. total no. of cells with
aberrations except gap, SA:structural aberration, NA :numerical aberration, MC: mitomycin C.

1) Distilled water was used as solvent. 2)More than nine aberrations in a cell were scored as 10.  3)Others, such as attenuation and
premature chromosome condensation, were excluded from the no. of structural aberrations. 4)Eight hundred cells were analysed in each
group. 5)Cochran - Armitage’s trend test was done at p<0.05. 6)Concurrent cytotoxicity, representing cytotoxicity, was measured with
Monocellater™, 7)Seven hundred and sixty four cells were analysed. 8)Five hundred and fifty seven cells were analysed. 9)Seven
hundred and eighty nine cells were analysed. *:Significantly different from historical solvent control data at p<0.05 by Fisher’s exact test
using a Bonferroni correction for multiple comparisons.  **:Purity was 99.9 wt%. 2-Dimethylamino ethanol (0.01 %), acrylate (0.01 %)and
methoquinone (2000 ppm)were contained as impurities. ***:Chromosome analysis was not performed because of severe cytotoxicity.

“Table 2  Chromosome analysis of Chinese hamster cells (CHL/IU) treated with 2- (dimethylamino) ethyl
*dcrylate (DMAEA)** with and without S9 mix

Concen- S9 Timeof No.of No. of structural aberrations : No. of cells Concurrent®
Group tration mix exposure cells Others® with aberrations  Polyploid® Trend test™ cytotoxicity

(mg/mi) (h)  analysed gap ctb cte csb cse mul? total TAG (%) TA (%) (%) SA NA (%)
Control 200 0 0 0 0 0 O 0 0 0(00 0(00) 1.00 -
Solvent® 0 - 6-(18) 200 0 0 1 0 1 o0 2 0 2(10) 2(10) 013 100.0
DMAEA  0.0050 - 6-(18) 200 2 ¢ 1 1 0 0 4 0 4 (20 2 (10) 125* 97.5
DMAEA 0.010 - 6-(18) 200 4 12 39 1 0 0 5 0 32¢(160) 30 (15.0) 10.88* + o+ 99.0
DMAEA 0.020** - 6-(18) - - 17.0
DMAEA 0.040™* -  6-(18) - - 15.5
DMAEA 0080** -  6-(18) - ' - 170
CPA 0.005 - 6-(18) 200 1 0 0 0 0 O 1 0 1005 0(00) 025 -
Solvent? 0 +  6-(18) 200 0 2 0 5 0 O© 7 2 3(18 3(15 000 100.0
DMAEA 0.025 +  6-(18) 200 0 1 0 0 O 0 1005 1(05) 1.25* 85.0
DMAEA 0.050 +  6-(18) 200 6 7 15 0 0 0 28 0 25%(125 19 (95) 525¢ + o+ 80.0
DMAEA 0.10** + 6-(18) - - . 39.0
DMAEA 020" + 6-(18) - - 36.0
DMAEA 040** + 6-(18) ~ - 375
CPA 0.005 + 6-(18) 200 8 8 387 11 3 120 615 0 185 (92.5) 184 (92.0) 0.3 -

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, TAG :total no.of cells with aberrations, TAtotal no. of cells with
aberrations except gap, SA:structural aberration, NA:numerical aberration, CPA:cyclophosphamide.

1) Distilled water was used as solvent. 2)More than nine aberrations in a cell were scored as 10.  3)Others, such as attenuation and
premature chromosome condensation, were excluded from the no. of structural aberrations. 4)Eight hundred cells were analysed in each
group. 5)Cochran - Armitage’s trend test was done at p<0.05. 6)Cell confluency, representing cytotoxicity, was measured with
Monocellater™. *:Significantly different from historical solvent control data at p<0.05 by Fisher’s exact test using a Bonferroni correction
for multiple comparisons. **:Purity was 99.9 wt%. 2-Dimethylamino ethanol (0.01 %), acrylate (0.01 %) and methoquinone (2000 ppm) were
contained as impurities. ***:Chromosome analysis was not performed because there were small number of metaphases due to severe
cytotoxicity.
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Combined Repeat Dose and Reproductive/ Developméntal Toxicity Screening Test of
2- (Dimethylamino) ethyl acrylate by Oral Administration in Rats
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SD7 v bOMEHEETE VT, #HEWE %50, 1008X
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LI, BFEE, BE, B, B, +2EE, BT, BE,
YEH LR, JEEIRMOINE, 2HERETBLIUHTR
EEFL-BBWOINR, %5 FOMOARMES
HALIZonT, BFEEZEWAYT IRy - 2F T %
ERERFERLTERLL. £, REESUETRY
MERoN-MOWE, &512, HOMEFRE THIRER
MEB L CMAMREOENA AL N0 b, MHED
KEEEEHIC oW THNEE L U100 mg/kgBEZREL
7o, FOE, MEOTB L UHORRICHERYE IR
HT 2EMHFEZDONTZDOT, 4BLV20mg/kgBHD
NODBEIZOVWTHRE LA, 28, RIRMICELS
HONTEETTIRBY e RE L SR, WEDE
ERBTAEFED LND, BOBIE- 72K
O T L, 48 X020 meg/keBRic DWW TIdIRE L
ol

5. £ERESMICETIHE BT
1) i .
REMOBRSHERTH, SHATHLELOREN
T, REUHBEBERARZSY, BHFEIHICHED
BERA L, FLAVRELTERLL. BREKRD S
VI EEIEER D ICE T PR OB XERILE
L, #OH%EROB & Lo, KB LzxhidgEs 5
L, DBoBREIELY:. IRLDEEIS, RRIFE
A (KE%, “ERTEITIEELLAY), BRI
FTRELLZEBFHORY, XBRE( (XEHYH/FH
EEmEe) xX100), FHRE( (Zhavik/ XEDHY
) xX100) #EH L7

2) ik - HERRE

REVSHERS LML BROG S &, SREE
YEELL. FHOBOBATHBEIERT LTV HEY
YUFASBEL, FORYHEOAE Lz, F07%,
FEREZERIB(HFLR) TTHEF S &, —BIRE,
B, BE, AROFESOWBERETEHEEL .
HE4HOBI IR, FE*RE L TERRB L
UERMERE L 2. XBHERBEBHEZRTLAHL
RVEREIRL, BRICERFEO SN2 VEYOF
Fi32% KOHAKBRIZCREL, BEROFELHERL .
¥7, ETOHERISFE LB FORS THR
L, LREMAEL.. ZALORRYS, IR
RO O MESHREIA-E I TOHE), HEE
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( (ERHEME/ TR X100), FRE( (FERE
/EERE) X100), 2HE( (BEEEH/EREE) X
100) # &/ L7,

3) HEROHE - BT
(1) HEROEHRE ‘
WEORICHERE LEARH, FEEL HEIS
SUNKREEOFERRE L. 20, —RIRE, 78
TOFE*BEABREL. BrEWIERS CREICH
AV DOERERE, 10%FE) VERE LYY VR
BiE - EEk EFEBETCHRLZS. WB0BLT
AHDEFRErOHAER( (REEARE/HHER
#) X100), FERO4HEFTE( (HH4HAERK/ B
EARE) X100) EH L.
(2) & .
BEOBLU4ARICIEBECHEETCHZEL, 0
FROFHEFER L. T, WEOBVKRE S i
CHEENETEB L.
(3) HH&
ETOEFRIIODWIHE4RICOE* U EL R
ELE, FARI—IVF M) T L0BEERKESIZE
BHRRERT CRERBIR Z 0BT - Ml L, TR S TEHR
L. -

6. HEETEEMT
EFRT—5i0onT, NI ANy o F—51d
Bartlett #£1Z L 5 S5 HEORE LTV, TEHD—HD
BEEITEEREESHRSTEITo . FEF KTV
EBLT/ 237 A M) v 77— %3 Kruskal-Wallis ©
BMEXTo70. BEIEELRENRDOLNIBETEE
DB A —5E % b i Dunnett = % 7213 Dunnett B, F%E
7 5 X ScheffedE F 7213 Scheffe BliC X W £ ERE %17 -
7z, EHE 7T — 20w Tid, MR % Armitage O y?
RE, FOMOEHE % Fisher DEEHREICL VIRE
L7, HrERICETA7 - Y3 &BEWECEL LF
e % FEtEAL & L7,

#ER

1. RIEHRESSE

1) FETEY

100 mg/kgBED MBI 23 S FAKKI BB L 16 B I
L7 BREFERSHRBZIBEICEREESORT,
IFTLCEN, IvELE, FEBENTBIUCHETTRLL
A, BRIEINSDERISHEEL, DEFHRETELET
BEZOREFEE I N LA LIZZRD SN h o
7o, I CICEEST 2 BIREOELIRDH O R
Lirol. WEBRETI, EBTHHRRLLTHD) -
mB & CHMAERD b, BECIEHRERK, &
OHMELBE, MBHEEORME, FETMOoD
BERDH LI, FEIIMOKE, FMBEHREDOEE, RIE
MHEORER L UCHEOBER, REHEOHME,
Mg nEfHEB LR BB R E OEFRITRD b sz,
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2) —hRIREE

RS EBDOTIEHN100 mg/kg BEOMH TIIR 5 BIHE4
B, MTHSBEALEEIN, REETHT TICR
WM ICRBET 205 S0 TITIZLBITEO LN, &
NoD—EIIITRESERIA S AR HET 560 b B
Shiz. 2o, BEEETRLCBEHY CEREGD
BT, IIMBEOFER, ERET I I ZAESTERED
1B CHEE IR, 20 mg/kgBED 18I THEE 3 H LIEIZER
HHNTz,

3) #E(Fig.1,2) ‘

BT, 100 mg/kg B CHSHBZIBOKEHNE
PEELBMEZRLZY, UBIEIFELRELIEIREDLN
ol WTIE, 2R TS L CTRESRRYER
SBRLOBIIAEREZEIROONE P,

4) 1EEEE

BT, 100 mg/kg BT 5BAEIH OBEENE
BREEERLEY, UBEEELE(LIRED S L h
o7, FOM, 4 mg/kgBETHREREMGE42 B DEEEN
EELEEERLAY, 20B8L 00100 mg/kgBETIZEE
EXRTD LN ol b b, BREERELE L
7o METIE, SHEIMAE L TR ERE L BRI 5B b
DECHEELRERAD LN d o 7o,

5) HOMAEFRE (Table 1)

HIRRIMER B & I/NMRE DO F B2 HI00%100 me/kg
BTROON. Fio, BETE, VO SRESERELR
KiE%, TEZIHREPEELSEETRL, EHRFMET
IR ELERBOFELREMPRD LN,

6) HEDMEEILFHEE (Table 2)
FTIVTIvOFERBIII0 mg/kgHETRDOL M

7o, FOAh, 4 mg/kgHEDRE )LV U HFFELEER

ALY, 208 L U100 mg/kgBETIIFEL LD

bR hoIErD, BREOLLOLHM L. £,

100 mg/kgBED 7 U — LA EELBEER LD, £8
HEESEENDETH - 7.

7) #BEEE (Table 3)
RRDOENEEL L UBNEEDEE KL H7100
mg/kgBHEDMTERD NIz, FOM, 4 mg/kgBEDOMET
BB MM EEVEELEME R LSS, 208 £ U100
mg/kgBETIIBARELREAPRO NG L b,
BRORELEB L. BT, WThoBEIZBY
Th, MEEBLUHENEE & bITRE L GEBRYER
SREOMIEELEIRO ONE Do,

8) HIEAR K (Table 4)

RS T RBHBM TR, WEEORES20 me/ke
BOW26), 100 mg/kg BOMBLHI RO NI, B
B BREORERAELL, HEFEL TV
LHBICIXH BREEO— 1 & BEOKE, BEECT
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Fig.l Body weight changes of male rats treated orally with 2- (dimethylamino) ethyl acrylate in the combined repeat
dose and reproductive/developmental toxicity screening test
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Fig.1 Body weight changes of female rats treated orally with 2- (d1methylammo) ethyl acrylate in the combined

repeat dose and reproductive/developmental toxicity screening test .

%, WEELHOBEFBESINL, 72, B+ 1EEL BALH D b2, BBERIRS SBRFE LA
U REEDEAD 100 mg/kgBHEOMERTHITED 7z.

7.

EMERIFTEC L GBEOMDIFITIE, ML X 9) #B#ATR (Table 5)
URREO/NEME, B0l MRREORRK, BoRi HERTREABY T, HRYEIERT £
Z, mENn—-F-—RoBEArBDoNl. T4, BWE MHEORME, B+ 3B BB LUKRORERICED
SHUBRIIRITEI £ RS 2 d 2 7220 mg/kgBEDRED 1 bh7z. $abb, WERRDOEE L ZHICHEVELE

BTl

i3, MiROAEME, REMBEOLME, WAEE O FAEMMBBOREE L K LEDBFH 4720 mg/kg

EAPRO LN, ZOMIZ, BEYERSHETELD BECHE2H), 100 mg/kgBHEOMBEEBIZED SN, 100
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mg/kgBECTUERREFICEEENROLN. BEH
WIERICETRY, BRACHBLEETAHANREDLN
55—, HIEOBIED B\ VIZRESEMBOREOAD
AoNBHLH o7, WIRMIZERL TWAET 1%
JURETIE, BRICBITAEEMBOEENTEDLN
2. ORI T, BED AV IIFEEOERBIIR,
208 L U100 mg/kgBEDFNEFNL, 1, IBITRD LN,
100 mg/kg B TH$ DI AETA A LR 7.
FEITIRMOINE, &FERFRTBLIUHERESZRL
-BEMOIIRE O CICHMEORRREERICIE, BT
NEBERREIFBDO LN h o7,

FOMIZ, WERMEHRSETEAOE{EFRD LN
A, WIThb BAREENIBARSNEENTHY, BEH
R —EDEEAE VT &N SEBRFE L HMF L.

2. EEREEM
1)  HFEHEEE (Table 6)

ZE A LD RERIGHR, BLNICEERZRLT
ZRL, XRE, REFEHES L URBHRLE TSR
LAaREHoORBFEE DICEELREZERBEOON o 7.
100 mg/kg ¥ O M2 F1IZTECLHIME B » 5 RIER IS5
LA, Inbd) b 1BIIRKRE MG 14 B I E1EH
FRLTKRL, o160 BRRECIIRERR TS
olzbDD, BOBETZHRLTWAI EIHBAL
7o F7-, SEIHIREMIIRH LD 1FDATH Y, SH4
BIIOMBHELEBRYBERSBHEOBMIIEELEEED
Lol

2) i - FEIKEE (Table 7)

BEBHLLSBEYeFINFIEE LSl EY R, £, &
IREAR, EAE, FRE, BARE, HERBIUSHE
Wi, WERECERYERSHLOBIIEELEIRD
Lhpiroiz.

WEHBOBHEIIB T, WEEFEIMEB LU100
mg/kg DO EFEYX LB TRES N, WE2HBLTILE
FAEREFETL. Wb ol E» o FAEROELE,
B EoMETHERST, 2512100 mg/kgBED1
WIZEHFEREER L. 72, 20 mg/kgBEnZE1
BHIEIB LR, FEROBES LURITHZRE
Lotz LL, SNHOBBEEFEICOVWT, &8
1B DOBDEETH 722 £ b, BENZEE HE
L7

3) FHERICRIZTRE
(1) &7FE(Table 7)

FEERNEH A R TLTIR B L U100 mg/kgBFHEN K1
JECES LM, FBTIBd4, 2038 X UF100 mg/kg
BTERFRL 3, 1ETI~26IBES N1 TH
h, HERE, HELREEH, M, HEERBLIUHER
D4REFRERL QI BE L HRYERSELOBICE
ELREIROLN o
(2) HERDERZR

EECThOFERIZONRERIROON2d o

oo Fo, BARICKRZIOFERFEECHESN:
A, BEMTEIATE R RS ko DA DR LAY
HEAICEHL, —HRREBIIEFTIFEDON Do
7z,

(3) A& (Table7)

BB G HEOME S b IS BE L ZITFEBREK
EBLUBEENMEZTRL, AEZEREZEO AR P
7-.

(4) #Elfx

BEEIRD, EFEHWTIZ20 mg/kgHN IR TLHSB
L U100 mg/kgBED1IIET6HI, FBEEY TiddREN]
ETIOBICBE SN, 20MUcid, EFBWB LU
WEEMW LD IZEF RO N o7,

EE

1. RE#RSSEHE

FIERS L A28 LT, 100 mg/kgBHEOHTIRS
WER D — B O FEE I & BEEERED, #TIREL
2BIRo LNz, BEFNZIEEET AR E LTHH®S
olfl, Wi, KEAFEDOEN:. BBRHDELVET LTV
JNVEET AT OVEIZ X D SWPER L B0 EET
R, fOoRODBIPHLTHAZ EFMOLNTVAZ
EnY, ERRERICE DB LATEENSEZ LN
5.

FEREICBEVT, B8 ORENHETIZ20 mg/kg LA
LB, MTIZ100 mg/kgBETRD LN, ABEFENICE
RIBOMEB LUENIE) HEUHMBORE & FEE L
BEOBEEISBE SN, HHRYE LBUDILEY TS
Z77YNBIFANIAFVIE, T OB LR
BarEL, BEXRERECB LT LEDOBEN zE
CFIERRFHEENRTNEEY, Lo T, HEBRYWE
BIDT ) VEELZ TV EREBRICETE IO LRI
PETHLDEEZ LN, :

B+ Y o EIC BT AREMIAO R A 57100
mg/kgHOMBETARMZEREE-> THDO LN,

CEREALIEY) v SERRIIIC B B AEEEICE T A A

FUBE LTHELZ6DTHD, BIBOERBEIC L 5 REE
BB L2 2R R EZ NS, £/, 9
BROBEBRD & EROEIMERA100 mg/kgBEOME T
DN, AELIZA P L AKEOHY TEHESND
bOTHH", HERMEIHEENLELEI LD,
Tk, BB LUEETOARFICHBRYENEZEI b -
L EICEDEUERENEELEEZONS.
HEOMBEHFRETIZB VT, 100 mg/kgBFTHRDH LN/
BIRARILER B & CIVMRBOEMICOWTiE, AT O
EH»OOBMICH§ A EROEMBIETESETSH
D, DEMBREOEMZOWT LRI DOREIIE 1%
bLiEgEsn s, T/, MBENMEREIZBTAET VT
IV ORSIE, FOMICHED 5 WEIBEANOEE YR
B ABIDRD N2 o722 Eh b, B DREEI
o EEBO ZRMENNTHATMRERIEZONS.
HEEHEOTIEH 100 mg/kgBHEOMHE CEEINT
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2, —BICERGEAN D, O R ERT A6 AL N
2 Enh, BEMEOBIREEIERLLZLNT,
REHSGEE TR TERTIR L CHHT L 7.

2. MERLEEM

HEYoOREIIBWT, XBE, FHE, EhY, &
RE, ERE, HER, SHhE, HEHE, SmBL0
WEITE L IHBYEOEE T TR TLELIEFESS
Nierodz, 7, MERE, LELRH, AR, HE
£, FEROERFRE, SR, —KRKE FEBLIUHR
DAFRIZBWCHRBEYE I CRATZE{LIIED N
otz L7chHoT, HBRYEIZLAHEYDOLTER
BE, DU - WEEEL L OREROEFT~OEE T 2w
tEZLND.

PEDEI, RRBRTIIFERFICL 2 kEES
WREL LT, HEMPIERBOBE, MELFOEA
E, TUHBRMEOMBE I CREERT LRI HTIE
20 mg/kg LA LB, MTIZ100 mg/kgBfTEO LR, 2
BIAECT L7, Lo L, REWOEFERRES LU0k -
HERELZ L FICREROBREF~OELE IO b Nk h
272 Ladio T, FHBREHTIZBIT 2 RERSHENR
WHET 2EZEEIIH 54 mg/kg/day, M H»20
mg/kg/day, EEREBHICETLIEZESIEHYS
JUREMp & H 12100 me/kg/day & EZ 6N B,

XXk

1) EPA/OTS, Doc #89-910000064, 1991.

2) fABE M, WHIEZ, B —BE, "EXPEEE
(WHR),"EREEMmERSTE, ®H, 1984,
pp.893-993.

3) B.IL Ghanayem et al., Toxicol. Appl. Phermacol., 80,
323(1985). ,

4) B.I. Ghanayem et al., Toxicol. Appl. Pharmacol., 80,
336(1985).

5) B. I Ghanayem et al., Toxicol. Appl. Pharmacol., 83,
576(1986).

6) J. M. Ward, "Monographs on Pathology of
Laboratory Animals:Hemopoietic System," eds. by
T. C. Jones, J. M. Ward, U. Mohr and R. D. Hunt,
Springer-Verlag, Berlin, 1990, pp.155-161.

7) P. Greaves, "Histopathology of Preclinical Toxicity
Studies," Elsevier, Amsterdam, 1990, pp.112—114.
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Table 1  Hematological examination in male rats treated orally with 2- (dimethylamino) ethyl acrylate in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg/day) 0 4 20 100
Number of animals 12 12 12 12
RBC (104/ul) 851 £ 24.9 842 + 409 840 + 38.8 830 + 34.9
‘Ht(PCV) (%) 455 £ 1.08 449 + 1.32 458 + 1.79 44.1 + 1.52
Hb (g/dD) 15.8 £ 0.46 15.7 £ 0.54 15.9 &+ 0.52 154 £ 0.35
Reticulo (%) 25+ 22 27 £33 26 = 34 30 £ 3.3*
MCV (um?) 53.5 £ 1.32 ) 534 + 2.32 546 + 1.68 53.1 £ 1.87
MCH (pg) 18.6 £ 0.52 18.7 = 0.95 19.0 + 0.60 18.6 £ 0.69
MCHC (%) 34.7 £ 0.36 35.0 = 0.83 34.8 £ 0.61 34.9 + 0.60
Plt (104/ul) 103.0 + 9.03 102.5 = 12.28 104.6 = 7.78 1153 + 13.27*
WBC (10%/ul) . 120 + 15.7 120 + 24.9 122 + 325 ’ 159 + 434
Differential leukocyte counts (%)
Lymphocytes 81 £ 44 84 = 5.0 82 £ 45 68 = 7.9%*
Neutrophils
segmented ' 13 + 47 10 + 45 12+ 42 25 + 8.1%*
band 0+ 05 109 0+ 07 105
Eosinophils 1+ 08 1+08 2+ 14 1+12
Basophils 0£00 0+00 0+ 0.0 0+ 00
Monocytes 4 2.7 5+ 24 5+ 3.0 5+ 27
Differential leukocyte counts (X102/ul)
Lymphocytes 98 + 139 100 + 214 99 + 26.0 109 + 34.3
Neutrophils
segmented 16 + 6.0 12 + 4.8 15 + 7.3 39 + 16.0%*
band 0£05 1+£12 0% 0.7 1+08
Eosinophils 1+£10 1+11 2+ 21 225
Basophils 000 0 %00 0=+ 0.0 0+00
Monocytes 5+ 37 7 £ 38 6 3.6 8 + 5.3

Values are expressed as Mean + S.D.
Significantly different from control:*, P<0.05;**, P<0.01.

Table 2  Blood chemical examination in male rats treated orally with 2-(dimethylamino) ethyl acrylate in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg/day) 0 4 ) 20 100

Number of animals 12 12 12 12

GOT (IU/1) 83 + 17.5 87 + 153 85 + 21.3 82 + 183
GPT (1U/1) 24 £ 40 . 25 £ 54 20 = 4.8 24 + 36
y-GTP (IU/1) 0=+ 00 0+ 00 0=+ 00 0 £ 00
AlP (IU/1) 268 + 60.3 256 + 48.6 251 = 71.9 243 + 374
Total bilirbin (mg/dl) 0.1 = 0.06 0.2 £ 0.03* 0.2 + 0.07 0.2 + 0.06
Urea nitrogen (mg/di) 134 £ 1.93 13.3 + 2.02 12.9 + 141 13.2 + 2.12
Creatinine (mg/dl) 0.5 = 0.07 0.5 £ 0.05 0.5 + 0.04 0.5 + 0.03
Glucose (mg/di) 133 + 15.5 129 + 7.6 139 + 76 130 + 121
Total Chol. (mg/dl) - 89 + 15.8 83 + 13.8 84 + 152 93 + 15.8
Triglyceride (mg/di) 70 + 25.7 87 + 53.6 85 + 277 92 + 32.3
Total protein (g/di) 6.99 £ 0.269 7.02 £ 0.193 7.02 = 0.366 6.86 + 0.248
Albumin (g/d?) : 3.73 £ 0.132 3.80 *+ 0.060 3.74 £ 0.129 3.61 + 0.126*
A/G ratio 1.14 + 0.050 ©1.19 £+ 0.059 1.15 + 0.069 112 £ 0.092
Inorganic phos. (mg/di) 7.3 + 033 75 £ 043 76 £ 044 74 + 033
Ca (mg/dl) 96 *+ 033 9.6 + 0.33 9.7 + 0.34 9.7 + 033
Na (mEq/1) 143 £ 1.1 144 + 08 144 + 0.7 144 + 0.8
K (mEg/1) 46 £ 0.23 44 %019 46 + 0.15 4.5 + 0.26
Cl (mEg/) 100 + 1.2 100 + 1.2 101 + 1.2 101 = 0.7*
Values are expressed as Mean £ S.D.
Significantly different from control: *, P<0.05.
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Table3  Absolute and relative organ weights in rats treated orally with 2- (dimethylamino) ethyl acrylate in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg/day) ' 0 4 20 100
Male

Number of animals 12 12 12 12

Body weight (g) 494 £ 37.3 539 + 45.6 540 + 69.5 491 + 50.0

Absolute organ weight
Thymus (mg) 346 * 45.3 438 + 101.0 380 + 101.3 314 + 70.2
Liver (g) 13.61 £ 1.527 15.05 + 2.531 14.70 + 2.865 14.13 + 1.948
Kidney (g) ' 3.02 + 0.248 3.33 £ 0.302 323 + 0451 3.09 £ 0416
Adrenal (mg) 57.2 + 11.63 60.7 + 1343 66.1 + 10.81 64.9 + 861
Testis (g) 3.35 £ 0.212 348 + 0.232 3.34 + 0.292 3.38 + 0.294
Epididymis (g) 1.27 £ 0.054 132 %+ 0.107 1.27 + 0.194 , 1.33 + 0.125

Relative organ weight ' .
Thymus (mg%) 71 + 118 82 + 19.7 71 £ 19.5 .64 £ 123
Liver (g%) 2.75 + 0:203 2.78 + 0.242 2.70 + 0.188 2.87 £ 0.188
Kidney (g%) 0.61 + 0.054 062 = 0.046 /060 + 0.043 063 =+ 0.049
Adrenal (mg%) 116 £ 247 11.3 £ 233 123 = 1.71 13.3 + 142
Testis (g%) 0.68 = 0.034 0.65 = 0.061 . 0.62 + 0.078 0.69 £ 0.058
Epididymis (g%) 0.26 £ 0.026 0.24 + 0.025 0.24 + 0.050 0.27 £ 0.028

Female .

Number of animals 10 11 11 7

Body weight (g) 340 + 229 329 £ 174 338 + 51.7 331 + 38.2

Absolute organ weight
Thymus (mg) 256 + 80.8 203 + 433 220 + 76.1 162 + 27.3*
Liver (g) 14.29 £ 0.977 14.04 £ 1.219 13.66 £ 2.302 1545 * 2.915
Kidney (g) 2.02 £ 0.117 1.95 + 0.100 . 2.03 + 0.122 2.05 + 0.216
Adrenal (mg) 75.0 £ 5.04 67.7 £ 4.55% 74.9 + 12.56 78.0 = 7.40

Relative organ weight
Thymus (mg%) 75 £ 224 62 * 12.0 64 + 20.2 49 + 4.0
Liver (g%) 421 £ 0.168 4.27 £ 0.229 4.05 £ 0.29 4.62 + (0.478
Kidney (g%) 0.59 + 0.043 0.60 =+ 0.028 0.62 = 0.151 062 £ 0.023
Adrenal (mg%) 222 £ 194 20.6 £ 1.57 235 + 10.08 238 + 292

Values are expressed as Mean + S.D.
Significantly different from control ;*, P<0.05;**, P<0.01.
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Table4 Summary of necropsy findings in rats treated orally with 2-{dimethylamino)ethyl acrylate in the combmed
repeat dose and reproductive/developmental toxicity screening test

Sex Male ‘ Female

Organ Fate Scheduled sacrifice Scheduled sacrifice Dead
Findings Dose (mg/kg/day) 0 4 20 100 0 4 20 100 100
Number of animals 12 12 12 12 12 12 12 10 28
Lymph node '

Enlargement, pancreatico-duodenal 0 0 0 7 0 0 0 7 0
Thymus

Small 0 0 0 0 1 0 1 0 1
Spleen

Small : 0 0 0 0 1 0 0 0 0
Lung

Congestion 0 0 0 0 0 0 0 0 2

Edema 0 0 0 0 0 0 0 0 1

Hemorrhage, focal 1 0 0 0 0 0 0 0 0
Esophagus

Hemorrhage, focal 0 0 0 0 0o . 0 0 0 1
Stomach

Distention 0 0 0 0 1 0 0 0 0

Hemorrhage, focal, forestomach 0 0 0 0 0 0 0 0 1

Hemorrhage, focal, glandular stomach 0 0 0 0 0 0 1 0 1

Thickening of wall, forestomach 0 0 2 12 0 0 0 10 0
Kidney

Dilatation, pelvis . 0 0 1

Nodule, one 1 0 0 0 0 0 0 0 0
Testis

Small 0 0 1 0
Epididymis

Small 0 0 1 0
Vagina

Pus within lumen 1 0 0 0 0
Adrenal

Enlargement 0 0 0 0 1 0 1 0 0
Harderian gland

Brownish 0 0 0 0 1 0 0 0 0
Thoracic cavity .

Pleural fluid, red 0 0 0 0 0 0 0 0 1
Abdominal cavity ] v

Adhesion, stomach and diaphragm and liver 0 0 0 0 0 0 0 1 0

Adhesion, stomach and diaphragm and lung 0 0 0 0 0 0 0 0

Adhesion, stomach and peritoneum 0 0 0 1 0 0 0 1 0

&, One animal died at 1 day, the other died at 16 days after commencement of administration.
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Table 5 Summary of histopathological findings in rats treated orally with 2- (dimethylamino) ethyl acrylate in the
combined repeat dose and reproductive/developmental toxicity screening test

Sex Male Female
Organ Fate Scheduled sacrifice Scheduled sacrifice Dead
Findings Dose {mg/kg/day) -0 4 20 100 0 4 20 100 100
Number of animals 12 12 12 12 12 12 12 10 2%
Heart )
Inflammatory cell infiltration, focal Total 1 # # 0 0 # # 0 0
+ 1 # # 0 0 # # 0 0
Lymph node (pancreatico-duodenal)
Hyperplasia, plasma cell Total # # # 777 # # # 7/7 #
+ # # # 717 # # # 717 #
Thymus
Atrophy Total # # # # 1 0 1 3 1
+ # # # # 0 0 1 2 0
++ # # # # 1 0 0 1 1
Hyperplasia, thymic epithelium Total # # # # 1 1 0 0 0
+ # # # # 1 1 0 0 0
Spleen
Increase in extramedullary Total 0 # # 0 6 # # 4 0
hematopoiesis + 0 # # 0 6 # # 4 0
Atrophy Total 0 # # 0 1 # # 0 0
+ 0 # # 0 0 # # 0 0
++ 0 # # 0 1 # # 0 0
Bone marrow (femur) ND  # # ND ND # # ND ND
Lung
Congestion Total 0/1 # # # # # # # 2
+ 0/1 # # # # # # # 0
—+ 0/1 # # # # # # # 2
Edema Total 0/1 # # # # # # # 1
+ 0/1 # # # # # # # 1
Hemorrhage Total 0/1 # # # # # # # 2
+ 0/1 # # # # # # # 0
++ 0/1 # # # # # # # 2
Inflammatory cell infiltration, focal Total 1/1 # # # # # # # 0
+ 171 - # # # # # # # 0
Esophagus
Ulcer Total # # # # # # # # 1/1
+ # # # # # # # # 0/1
++ # # # # # # # # 1/1
Stomach
Atrophy, mucosa, glandular stomach Total 0 0 0 0 1 0 0 0 0
+ 0 0 0 0 1 0 0 0 0
Hemorrhage, focal, forestomach Total 0 0 0 0 0 0 0 0 1
+ 0 0 0 0 0 0 0 0 1
Hemorrhage, focal, glandular stomach  Total 0 0 0 0 0 0 1 0 1
+ 0 0 0 0 0 0 1 0 1
Hyperplasia, mucosa, forestomach Total 0 0 2 12%* 0 0 0 10** 1
+ 0 0 1 0 0 0 0 0 0
++ 0 0 1 12 0 0 0 10 1
Inflammatory cell infiltration, forestomach Total 0 0 2 11** 0 0 0 10%* 1
+ 0 0 1 0 0 0 0 0 0
++ 0 0 1 11 0 0 0 10 1
Ulcer, forestomach Total 0 0 1 11 0 0 0 g** 1
+ 0 0 0 0 0 0 0 0 0
++ 0 0 1 11 0 0 0 9 1
Duodenum ND # # ND ND # # ND ND

+, Slight ; ++, Moderate ; #, Not examined ; ND, No abnormalities were detected.

$, Number of animals showing lesion/number of animals examined.

&, One animal died at 1 day, the other died at 16 days after commencement of administration.

Significantly different from control:** P<0.01.
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Table5 (Continued)

Sex Male Female
Organ Fate Scheduled sacrifice Séheduled sacrifice Dead
Findings Dose (mg/kg/day) 0 4 20 100 0 4 - 20 100 100
Number of animals 12 12 12 12 12 12 12 10 2%
Liver
Fatty change, hepatocyte Total 5 # # 4 1 # # 0 0 -
’ + 5 # # 4 0 # # 0 0
++ 0 # # 0 1 # # 0 0
Microgranuloma Total 6 # # 3 0 # # 1 0
+ 6 # # 3 0 # # 1 0
Necrosis, focal Total 1 # 3 0 0 # # 0 0
+ 1 # # 0 0 # # 0 0
Kidney :
Basophilic tubule Total 2 # # 1 0 0/1% # 0 0
. + - 2 # # 1 0 0/1 # 0 0
Cyst Tota 1 # # 0 1 0/1 # 0 1
+ 1 # # 0 1 0/1 # 0 1
Dilatation, pelvis Total 0 # # 0 0 1/1 # 1 0
+ 0 # # 0 0 1/1 # 1 0
Eosinophilic body, tubular : Total 0 # # 1 0 0/1 # 0 0
epithelium, proximal + 0 # # 1 0 0/1 # 0 0
Fatty degeneration, tubular epithelium  Total 0 # # 0 1 0/1 # 0 0
+ 0 # # 0 0 0/1 # 0 0
+4+ 0 # # 0 1 0/1 # 0 0
Hyaline droplet, tubular epithelium Total 3 # # 2 0 0/1 # 0 0
+ 3 # # 2 0 0/1 # 0 0
Inflammatory cell infiltration, interstitium Total 1 # # 0 0 0/1 # 0 0
+ 1 # # 0 0 0/1 # 0 0
Mineralization Total 1 # # 0 0 0/1 # 0 0
+ 1 # # 0 0 0/1 # 0 0
Testis '
Atrophy Total 0 # 1/1 0
Epididymis
Decrease in sperm Total 0 # 1/1 0
+ 0 # 1/1 0
Inflammatory cell infiltration, focal Total 0 # 0/1 1
: + 0 # 01 1 _
Ovary ND/1 ND/1 ND/1 ND/1 #
Vagina .
Inflammatory cell infiltration Total 1/1 # # # #
+ 0/1 # # # #
+—+ 1/1 # # # #
Mammary gland ND/1 # ND/1 ND/1 #
Adrenal .
Hypertophy, cortical cell, fascicular zone  Total ND # # ND 1 # 0/18 0 0
+ ND # # ND 1 # 0/1 0 0
Increase in lipid droplet, fascicular zone Total ND # # ND 1 # 0/1 1 0
S+ * ND # # ND 0 # 0/1 1 0
++ ND - # # ND 1 # 0/1 0 0
Mineralization Total ND # # ND 1 # 0/1 0 0
+ ND # # ND 1 # 0/1 0 0
Necrosis, cortex Total ND # # ND 0 # 1/1 0 1
+ ND # # ND 0 # 0/1 0 1
++ ND # # ND 0 # 1/1 0 0
Harderian gland Total # # # # 1/1 # - # # #
Hypersecretion + # # # # 1/1 # # # #
Brain ND # # ND ND # # ND ND
+, Slight ; ++, Moderate ; #, Not examined ; ND, No abnormalities were detected.
$, Number of animals showing lesion/number of animals examined.
&, One animal died at 1 day, the other died at 16 days after commencement of administration.
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Table 6  Fertility and pregnancy data in rats treated orally with 2- (dimethylamino) ethy! acrylate in the combined
repeat dose and reproductive/developmental toxicity screening test

Dose {mg/kg/day) 0 4 20 . 100
Number of pairs examined 12 12 12 11#
Number of pairs with successful mating 12 12 12 108
Mating index (%)2 100.0 100.0 100.0 100.0
Number of pregnant females 11 11 1 98
Fertility index (%) 91.7 91.7 91.7 90.0
Pairing days until mating 2.0 £ 1.41¢ 21 £ 116 2.0 = 1.04 3.6 = 4.03
Number of estrous stages without mating 0.0 £ 0.00 0.0 £ 0.00 0.0 = 0.00 0.0 £ 0.00

a) Mating index (%)= (Number of pairs with successfu) mating/number of pairs examined) X100

b) Fertility index (%)= (Number of pregnant animals/number of pairs with successful mating) X100
¢) Values are expressed as Mean = S.D.

#, One female died at 2 days after pairing.

$, These indices included one female that the pregnancy was noticed later by clinical signs.

Table 7  Delivery and litter data in rats treated orally with 2- (dimethylamino)ethyl acrylate in the combined repeat
dose and reproductive/developmental toxicity screening test

Dose (mg/kg/day) 0 4 20 100
Number of females examined 11 11 11 8
Number of females with live pups 11 : 11 11 8
Gestation index (%)% 100.0 100.0 100.0 100.0
Gestation length (days) 22.4 £ 0.50" 22.5 + 0.52 22.7 + 047 226 + 0.52
Number of corpora lutea 19.0 £ 249 18.3 + 2.28 17.7 £ 1.27 184 + 2.83
Number of implantation sites 16.9 £ 1.76 16.2 £ 2.04 159 £ 3.45 16.3 = 3.45
Implantation index (%)™ 89.8 . 904 89.7 89.0
Delivery index (%)< 95.5 93.2 854 96.5
Number of pups delivered 16.2 £ 2.18 154 £ 2.46 13.8 %= 3.09 158 + 3.73
Number of live pups on day 0 159 = 1.81 153 £ 249 13.6 £ 3.07 14.9 £+ 3.60
Live birth index (%)® 98.6 99.4 : 98.7 ) 95.1
Sex ratio (male/female) 0.97(86/89) 0.91(80/88) 1.14(80/70) 0.89(56/63)
Number of live pups on day 4 144 £ 5.08 152 = 2.56 135 £ 3.01 134 £ 6.39
Viability index on day 4 (%)¢ 90.9 99.4 98.8 - 875
Body weight of pups (g)
on day 0 male 6.6 = 0.54 6.9 + 0.59 7.2 £ 091 6.7 £ 0.79
female ‘ 6.3 = 0.56 6.5 = 0.52 6.8 + 087 6.4 + 0.89
on day 4 male 10.9 = 0.83 112 + 156 114 + 256 106 £ 1.38
female 106 £ 0.94 10.8 + 1.51 109 + 243 102 + 1.28
Body weight gain of pups (g) :
day O to 4 male 43 + 0.39 43 + 114 42 + 1.74 38 = 104
female 42 £ 0.50 43 + 1.06 4.2 + 1.70 3.7 £ 0.79

a) Gestation index(%)=(Number of females with live pups/number of pregnant females) X100
b) Implantation index (%)= (Number of implantation sites/number of corpora lutea) X100

¢) Delivery index (%)= (Number of pups delivered/number of implantation sites)x100

d) Live birth index (%)= (Number of live pups on day 0/number of pups delivered) X100

e) Viability index(%)=(Number of live pups on day 4/number of live pups on day 0) X100

f) Values are expressed as Mean = S.D.
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Reverse Mutation Test of 2- (Dimetylamino) ethyl methacrylate on Bacteria

L3

22 (PAFNTI/)TFARAE ) 5— MDOEEFE
RERFRUEOEHELRET /20, MELTHV-21ER
EREEFTR T ERL 7.

SHERIE, WEEEM YL LT Salmonella typhimurium
TA100, TA1535, TA98, TA15373 X U Escherichia
coli WP2 uvrA% vy, SO mixJEFETE (EHEE) B L UF
ERBEEELE) TTI VA v FanR—vayEicky
FTo7:.

156 ~5000 ug/ 7L — b DEEFH TIEREFHEL TiT-
RBREREARBRTHE, BEEEICBITA2TABBLIY
TA1537%5000 pg/ 7L — F COABEDOEFTRENTED
L, 2500 ug/ 7L — b TIE, WEKE DEREROD
S-HoEmMAREO LN, Lt T, REEIE, W
THOBERIIBVWTH5000 ug/ 7L — L2 RBEE L
L, ATaH2TEt6MErREL TiTo /2.

HEBRZ 20T - R, EREDOTAISIZBVTD
FH2500 pg/ 7L — F CTHEIBEE IO Z —HOBEMPERD
btz Lal, BERFEEZODVWTEEL,-ATEEZY
oz, F7z, EEEOCTARIIBWT, 2500 ug/ 7L —
FAEDBRETERBEZE I D = —ROBIMEMAED &
nr.

FIT, ZTO2HEHIIDWT, 1000 ~5000 pg/ 7L —
NOEFTERERRE (4ES00) L, EBEICBITAHE
HAEETTo . FOHKR, WMERRE 3500 pg/ 7L —
FALDBRETEFTHREN RO LN, TAIS37T T
25008 £ UF3000 pg/ 7L — F THEREEI 0= —HD
BmAaRO LN, BERFEERLZEO LN, TAR
T, EREEI U -HoEMEMIIROLN- LD
D, BENBEO2E*HIAHDTid o7,

DEDRENS, REREFGT T, 2-(XFVT
)T FNAY Y = ME, BECH LEETFRRA
BEEZFRTH (M) HEHRLL. :

Hik
1. 1BIEEH
B AREE RS ER, 5 1944£128 19
Bl 5 % %47 8. typhimurium TA98, TAI100,
TA1535, TA1537' BLXUE. COIfWPZﬁVTAZ D5EHRE
Awvi., £FH%IE, BEREBET-S0CLTICEERFL

7z, :
REIBELT, REEERLBEE, 2030 Lt =
2— M) XL k70 R (Bacto nutrient broth dehydrated,
Difco Laboratories) A3 #h 15 mLiZ#EfE L, 37 CT12
REEIRESE L. BEROERBMIE, BEYHEL,
BELERPOMERXL D 1 mLdp7h 1X10° D EDE
HHEPEBONTVAZ L HRL, HBEERE L.

BHEBROEZOEEREIL, FEERERHOFMBL Y
WWEER I LT, RRBRICHV BRI R EORE
FREBELTVWAZ L 2L,

2. WEME

2(FAFNTI))ZFNAT TS —F(Oy b &
FK609415, =FE{b TR X, EREHOERE
T, K, TAFAANFFL FOMSO)BLUT 7>
ICHBETHH, HFACHNO, DFE157.24, 4E
999% (F#pE LT, "M FaF /) F ) AF VI —
7V 2000ppm (EERFIER & LTHRM, Y 2FNVT 3/
Iy /—V01%BLT, AFNVAFZ1)L—F0.02%LL
Te&t) OYWETHAS.

EBRRTHR, HBRYERETIIBVWCEARBRYE L
S LR, TEEICHEIIRD> 7.

3. #WEMEHEKROFY

BIRICED A (RAFREETE) 2 Ay, BBRYWELE
BLTEEEEORAR(BER LHAEL:. TOBED
— R BIETIERFRL CHEREO/ABMERAEL
7o RS, AR L.

4, BGiEtiRmE
BUMEYEL LTTEObDREA L.
AF-2 0 2-(2-7 1) W)-3-(5-= +0-2-7 )W) T 7))
VT 3R (FIeAEEE TE09)
2-AA [ 27 3TV N Tty (FIHEE T 00)
SA 1 7ILF by A (FIYRAESE TEMR)
9-AA : 9-7 3/ 7YY (Aldrich Chemical Co.)
AF-28 & UF2-AA X DMSO (BREMZ (LS /FFEFT) 42,
SAB L UG-AATEL KRR EETE) BELT.

5. 1ZHh

1) BRPITLI-IERFEREM(TL— M)
FAAT 4 TANEM(F Y Ty ¥ VEERBTENK) 2B

AL, EHLA, BEHILI7-)OMBRIITEEOEBY

THh, FO0mmDy +—L1 14#H74 0230 mL % 5iE
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L7zbDTH5.
LA Ry VNI o &} 02¢g
o T —KIE 2g
) UBEKET S Y YA 10g
D UEE—T Y ESY A ' 192¢
i L SR 0.66 g
Z N a—32 : 20g
# X (OXO0ID Agar No.1) 15¢

2) TIJ/BEFMEREXER(My TTH-)

0.6 % ZER#7%k (Difco Laboratories) 3 & U70.5%381L+
P LAOMBOBRERTHRRL, ZhiZ, S
typhimuriumFIZi305 mM D-¥ 4 F 8 X U80.5 mM L-
v AF Y VKB, E coliIiZIZ05mML-bY T T
7 UKEWEI/I0EME, by TTH-E L

6. S9 mix

BEHZE6r AURO L — A A5 A MFEESI mix(*
va—T E)EEAL, FHLA. S0, FEHEL
T7x2/ 50V = VB LUB66RVYV T IR %2HFRE
L 7z Sprague-Dawley R 7 v F OFFE» S RE S I 7
bDOTH 5. :

7. HEAHE

HERL, LA FaN—T g ETITok.
HEREIFERHAE, HRDERRKES 2 VEBEGE
BT F 0.1 mL AN, RVCTHEHBEETIZ01I MY VB
F Uy AIBEWE (pH 7.4) % 0.5 mL, fCENEBRALE T
SO mix % 0.5 mLil%, HWTHEE®RO.l mLEZa3EL,
37 CT200MIRBERE L. EERTHR, 45CIZRER
Lizby 77 H—2mlLEMA72RBE®E 7LV — b EIC
BEF U7, 37TCTA8BREER, HREERID=—%
L, FERICHEEEROLETHEN S E Y FAEFEME

FRWTEBE LA, 7V— M, BEREABRTIIEZE
B b 2RARBRTIIIMZFER LA, AHEKIE, FA—
BETR 20T 7.

8. EROHE ‘
EREOHTEIE, BBECBIL L — N TOEREE
IO —BOFHEE R, UTO3EEZLSTHAT
BeETHEL L.
DB ELAB BV TEEBED 2ELUEDE
BEREI U= —HIrHERTS.
WEEM B REDEME & DIEREEI D = -
WIS 5 (REMRTFE).
N2EiCh B RAEOERD» G,
HOBIMCERENRBDOONS.

BREZEIT=—

ERESUER

156 ~5000 pg/ 7L~ P OHHETRELZREL TiTo
TREERERBR T, EBECBILSTARB IV
TA1537 05000 pg/ 7L — F TOREDEERENRD

560

b, F7z, 2500 pg/ 7L — P CIEIEERE b BEELR
ERB L C2BEUEDERER I U= — KON HRD
Lk, L7=d5oT, RHEBRICBIT2HEBME OIS
i3, EBBEE5000 g/ 7V —1rEL, UTFAk2T
2500, 1250, 625, 313B X U156 ug/ T L — k& L 7=,
RHEROFER (Tables 1 ~4), EREEDTAIS3THRICE
WCDH2500 pg/ 7V — b CEENBED2EEBL S
BREEau = —FOBNIRD S hizds, BERES
KOWTIEBHLATEI R o7z, T/, EFEEIIBITA
TA98 D 2500 ug/ 7V — U LDBRETHRERaO=
—BOBIMERSRD SN, BOEFTRER, BER
EHEBR L @AM, TASE X UTTA1537D5000 ug/ 7L —
FTORBED LN

FIT, TO2EKIZOVT2500 ug/ 7L — D HH
DEFHEHNRD 575000 pg/ 7 L — b EIZERERE
BOBRER 0= - BOENIED SN2 DB % H
~ % BHT1000~5000 ug/ 7L — F DEEATERELF
F(AES0) L, BEREIZL AHARBYTo7. 20

#ER(Table 5), MWERE 3500 pg/ 7'V — P LD

ETETHENZO OGN, TAIS37Tid, 25008 L °
3000 ug/ 7'V — D CHEMBE B L C2E U EDE
REZauo=-—-HOWMIRD 5 h, BERFEERD D
B bhrz, TABIZEBWTIE, 2000~3500 ug/ 7L —
FCERER U S - BOEMERSRDL N DD
O, BEMNBEO2ELHBZI DD TIE Lo 7.
DEOBE,P S, KEREGT T, 2-(VAFLT
I/)VZFNVAE ) T - FNOBEGETFEREESFREMRIZ
BiEEHEL:. BREEERIELNT-OT, BEERO
BEIWET AMM L EETH A LT EESRED (F5
BRERao=——-H/mg) ¥ BB L5, AERY
BOWERIENEIL3.6/mgTH - 7-. v
BB, HEbeW THE(PAF VT I ))IFLT Y
)5 — FOERFEHIZOWTY, S typhimuriumB L O
E colix R i-1RERERFARIE I CCHLME % B
W EERERBRTHYY tWEShTBY, 50
A¥ 7 T—MIiowTid, S typhimurium% FB\v7-18
IREREERBRTRMES, L5178Y < X} vk — <
BEBWIREEEERBTHRSEY, CHOME A7
fEARERBTIIEED B X UHREe - EainiR
ThH? L BEENTWE, T, 2-(¥AFNTI/)
IFNENIZOWTIE, FEESRE TRV Rk
EERBTHEY LREIRTVES,
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Table I  Results of reverse mutation test of 2- (dimethylamino) ethyl methacrylate on bacteria (1st trial)
(direct method:-S9]
Test substance Number of revertant colonies per plate [Mean=%S.D.]
concentration
(ug/plate) TA100 TAI1535 WP2 uvrA TA98 TA1537
0 143 147 163 11 12 7 13 14 20 17 18 24 7 7 6
[151 £ 11] [10x 3] [ 16 £ 4] [20 £ 4] [ 7+ 1]
156 169 191 169 8 10 10 17 16 15 18 20 30 6 10 3.
(176 + 13] [ 9% 1] [16 £ 1] [23 + 6] [ 6% 4]
313 142 148 171 9 8 9 10 16 14 16 24 17 6 6 4
[154 + 15] [ 9+ 1] [13£ 3] [19 £ 4] [ 5 1]
625 136 157 150 11 10 12 10 10 12 26 27 18 6 5 7
: (148 = 11] (11 1] [11+ 1] [24 + 5] [ 6+ 1]
1250 172 181 178 8 10 8 12 17 19 19 17 24 7 6 8
(177 = 5] [ 9+ 11 [16 £ 4] [20 = 4] [ 7+ 1]
2500 C 164 162 148 14 6 9 11 20 14 30 44 30 11 15 18
(158 = 9] [10+ 4] [15+ 5] [35+ 8] [ 15+ 4]
5000 170 171 165 8 8 8 17 19 18 19* 46* 37* 4*  3*  6*
(169 = 3] [ 8% 0] [18 £ 1] [ 34 + 14] [ 4+ 2]
'Positive 830 838 888 361 315 320% 895 933 941« 382 384 402% 1014 794 1030
control [869 + 33] [332 + 25) [923 + 25] (389 + 11] [046 + 132]
* . Toxic effect was observed.
a) | AF-2;2-(2-Furyl)-3-(5-nitro-2-furyl) acrylamide, 0.01 ng/plate b) : NaNj;; Sodium azide, 0.5 ug/plate
c) :AF-2,0.04 ug/plate d) :AF-2, 0.1 pg/plate e) 19-AA;9-Aminoacridine, 80 ug/plate
Table 2  Results of reverse mutation test of 2- (dimethylamino) ethyl methacrylate on bacteria (1st trial)
[activation method:+S9] '
Test substance Number of revertant colonies per plate [Mean+S.D.]
concentration
(ug/plate) TA100 TA1535 WP2 uvrA TA98 TA1537
0 149 150 163 20 15 10 19 14 15 25 41 40 9 16 10
(154 + 8] [15+ 5] [16 £ 3] [35+ 9] [12 £ 4]
156 184 174 186 10 6 9 17 14 14 28 38 37 12 8 9
(181 £ 6] [ 8+ 2] [15x 2] [34 = 6] [10x 2]
313 207 187 192 16 7 10 22 17 15 32 29 41 8 7 18
[195 + 10] [11+ 5] [18 = 4] [34+ 6] [11 £ 6]
625 220 223 193 9 13 7 14 15 21 39 35 33 13 15 13
[212 £ 17] [11 £ 6] ’ [17 £ 4] [36 = 3] [14 = 1]
1250 216 221 223 15 14 11 16 14 14 35 42 48 14 17 13
[220 £ 4] [13+ 2] [15+ 1] (42 + 7] [15+ 2]
2500 222 205 191 9 9 12 20 15 17 37 32 41 18 20 15
(206 + 16] [10+ 2] [17+ 3] [37 £ 5] [18 + 3]
5000 242 214 216 © 13 9 9 20 17 25 52 54 37 20 17 14
(224 + 16) [10+ 2 [21 = 4] [48 £ 9] [17 £ 3]
Positive 566 631 510*¢ 205 201 180° 958 932 988 301 258 265° 85 80 103°
control (569 + 61] [195 + 13] (976 + 16] (275 + 23] [ 8 + 12]

a):2-AA;2-Aminoanthracene, 1 ug/plate b):2-AA, 2 ug/plate c) :12-AA,; 10 ug/plate
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