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— R, BE, EER. RRZE. SRBIUHFEESTRECIRRYERSOLER
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AU — TR, FH2 ABERELURE (4C) SHRREREICEE2 45
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Wi 1AM 1 B OB TH - o ANGEORREE. 1 BT BEN T XK
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WREOBERAZIBECREHBISLIVHEOBRERKBED 2H., BE5ICHEH
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BLIR, BRI—BKBLEENG, FEENFRFSHM 4 8L+ R 8 AKRTHRE
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HEENFABFCRBRABCEESZDOABVEMA SN BT SEM TR EHEL .
BE. BERBHROKERPAIIHET 305~327¢. BT 2101~2203TH - 72,
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K BERRKEEMGR) fEHCERSEL, BB, IXF v sMrar -Vt
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Eyy BN E4E) EEL. BohitF—sE22hThAF L. ZRROKM
KRHBOBWI L2HBAL. RE L

4. EEBINLLOr - VNDORR

B, BRE - BLHIRPCEELZ > TEERMNZT o £ B - YiKRE
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KBOWTRECHFBER (X, HY) CARLRENSZED N, ThLOERMS,
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t) 2EBAHE Monarch (Instrumentation Laboratory )

¢) 2EHESKBEE CLINISCAN SA-V
(Rt U F KD

(1 &
LEFBYERKESORH (REMEH®S 08) KAESNELAK. x—FI S
BT TRMU, 2R LA, &5, M. SEHE, DR 82800, B,
e, EBE. G, B, B, BB, FR. BR. TERE. LBMEEED
ERAR. BIWE. MOME. MRBE. MBPRIRE Y o oHi. WEHECYU LoE. BB, BERG. KESL.
SE A, B, B, AR, KW, WELAREEAUEND X CRIBYRER
MAERRL. HEBLUHMB AR 77 Vilkic, 2OMOBESLUHMBIRY v BiE
@ (1L /715M. pH T.1~7.4) TRYLLO0%FN< Y YEICEEL /2o /e,
B GHRE : 1000 KoWTOEEBYEARICLEL .
(8) BEERNE
BEERI. M. DB, SEXEAUM. WR. FB. BB, TEE, LRk
SUFRIE. BIE. M. BE, LA MESIONIRIESVLTREL. &K
ES SN BEEREEH L, @
§) WEABENRE
LBV T, HRIBICRRLBE - MBE 571 A8 LA, HBRLE
ARBEOLEYSE X OHREONEHEFRIMIZSOVTUR RERL, AT+
VeI U RERTOERL K, |
2) # (P)
(1) ~BREOBE
—BREOERIEH, 54, BEERBIURE 2HN®O 1 8 30, hEE
RELCTHREOEEEBE L, BL. KEOBEIBEHBLOBE5EKO 2
B & L. S8 EERE LEE L,
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(2) HEPOBE

BEPHOBRER. BRSHEIA IO RENEBINLSI X THAEBX A TEZ2REL.
ERUI, CRNOBRSHPRMDEIER A TRERFENE. RBEY. RERPBLUR
BHREHCSEL., RENSARRARKS I UCRBEHINOROREH I TOEH (KB
1) 2@/, BB, KEHBDREXATHOEFORRERH </,

(3) fRERE _

AER. BE5MHEE G5 1H08S5RD ( #54H, 8H. 11HBXU15H.,
SEHEDRIES2 20, EREPGREROS. TH. 148BLU21H., B
BIRhREEORBXT4HDE : 00~12 : OMKHIEL 72,

(1) |EEAE

BERIZ. REMBAEAMELECH. ERFAMDEIERIA. TH. 1488k
U21H. HEHBERIHELIRBXT4ED08: 00~12: ORI IcBEBERLAE
L. IHOREREOENIS I HERBEZHEHL &,

(5) BB LUHEERE

BE}MIEHRA RS Y, AREFOFEEBE L, PR TORARER2 18
rolER2 AAXTEHFA.. FRO20., K2 5 BRIFRHID 1 BTV, SN
0:ETIKETLTWIBE, TOHZHE OB L Lk, FRICABL LB,
FAZWBEORL LA, REEFRBR25HDOI: FETH/BEABELNLE I 5 250
ng, kg EEHDO 28 (No, 2101, 2107) < 150ng ket 58D 1 H] (No. 3104) B&
O 500ng kg 580 28 (No. 4107, 4110 oW TR, = — 7 LK T THRINK
RIUBICHRL. HROREEEEL-LIA. TERKBRIZD S -
foled. A EHBL 7,

AGRTHEZINBEBBCDVTRHAREHES . Bff0. RED, B
DEEEEEL L TCHEREOBELWE 4B TEET - o $7. HEBO L H
(No. 11D 220 TR, AREIBICHBERLSAXRC LI, ZOBATL—
FURBT TRMBGES € - REBRETV, FTEBSLCREEY VREFHE (1,15
M. pH T.I~T4) THEBLALLO%HAATY VBICEE L. 8% L,

(6) & &

HWE 4B BBHYLAL I —FURKBR T TRAOBES S RICHBRL., ZEEB X
UERREEEZ o, 3o, N, LEWHE, OB, [SEXZ2E80H. B, 2B,
ZR. BIE. BB, 8B, BB, PR, B, TEEA ERMESOHERE., BB,



R-674

Mol REME. RBRARR Y oo SHI, BEER Y o0ES. BFER. BEBE. R, TE. E. LB
EE., WELLUABE2ECBMEZEML. )V VBEH® (1. 715M. pH 1. I~
T4) THMLANS LY VIRICEEL . /2. REBMIc>VWTHERICQ
BL7%k,
(1) BEERRE
BEEEI. M. 0. [EXEEUH. WR. BB, BB, TE4F, LENME
SEUCHRE., BT, BE. PHBIUCFEE>VTHEL. BRESLOHNBEE
BEEHL I
8) mEHMESFENRE
LEICOVT, BIRFICHHLABE - MHlBE S 74 VEE L, HBRELR
ARBOLBPIC VTR EEML. AT+ 0 e 24U VRBEEFTULERL
7zo
3) BE:y (P) O/
BEHICLAHMICO > TRE LR, B—BAOHELZ L1 OMAE&bE T,
KEREBS S, ABMMAEEEL48ME LT, REXBRIhZETLLE, KB
OHABIBY. EREKD S VIEIEBEFORTORRICLDITV., ChodERII
HEZEEWMELT. ZOBEEROB E L 72,
4) HER (F,)
1) HEROEE
WEORIERERYK., HERBERA. ARBFOERELBME L, AZRRTRR
JoBEEK (1 /1M pH 1.1~1.4) THRB”LAL10%sV=) VBICEREL.
BELI, FEREGENEHEL. FEZAEL cRIC2AZBEMICHET IS 1,
¥, HERIBREBOFLVWLOERVTY VEBREH®K (1 /15M, pH T.1~7.4)
THMLUAL1 0% V<Y VEBEEL, #FL
() WEHEROBIERL X VHE
WHERIC VTR, AOBELEH 1ET>, AHEIZ,. HEOBR (HMEH) b
JCL4BIAELL, HELABRE2WBERE2L—F VKB T THINKE S ¥ 7%, &
BL7,

9. MEHFHH
 RHFNAERROBREEEHVTHY., BEKBRSBLP1%E L, Kb, Ki

@




R-674

—HOFE-BAL L L,
1) 2ERE
BartleltBEK KV BHOAHMOY—-HORELZIT- o XOHER. AW —0DF
AR —TEREEC X348 A T TV, BHCERESABO ONEE, Dunnettik
EFROTHBHELERERLO - HHBEREEZT - co SHAE -TRTVWE&KIZ.
Kruskal =WallisOMEMNRELTV, BEETHOAITHBELZREH L OEYIELD
ZIZHOOVT, DunnettBEOREETT » 20
hE,. BEE. RREOERNEL. RENGRERMN. HEAN. BEEK. EREH
PR, MAEREMS., MAEPRER. BESR, 8K, BREN. HERS. &5
R, HH. 2R, HER, FTEREREE

2) x? BE
SRE., TR, HER

3) Mann —Whitney® URE. Fisher DEBEEREORE

FEEBFIRBCBIAFROREBESLICEEOHMIT OV TMan —~
WhitneyD URER T o720 E L, BBOBBIcE T 2 RRIFEEMts LUl
Bileicow Tk, Fisher OBEBERERERTT - 1,

4) A@B7F— 5 DEHK
RREE (%) = REERBDE REHUE) x100
ZHE (%) = (BFRBVE - SERZHHE X100
HER (%) = (ERHESSHNEEREBVE X100
EREE (H) =HMEO0H (SHBEEE) —FKOH
=gt (HE+H)
FHEREER (%) = (WBE400EERE WEOHOERE) X100
DB (%) = BHERE - BEREH <100
HAER (%) = MEOHOEFERE /AGHERK X100
HERE (%) = (BRER/AEEH x 100
AREER (%) = NXRRERB/EFRED <100
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AR R

I. RERSHYE
1. # (P) CR@TREE

1) —f%IRRE (Table 1. 2, Appendix 1~8)

BBRYBERS ML - BRREBOELBED SNl h - T,

HH. HEREO 1LH (No 1000 FEEHE (BRESOEA : KA tRT%:
WE LI, ARAORLTHIHE TO—HIRE, FE, RERBIURRECRE RS,
o, HiRE L CREABRENRE (Table 15, 25, 26) KHHEEREKT
¥ 3T (A2 $: 2o X>% (R4S RS A

2) tk&#E (Figure 1, Table 3. Appendizx 9~12)

HRYERSHOoAER., BEHMEBE U CHRBLBIRKICHEEL. ERED
OEEBELLUCHREHMHPOKERNMBRIVITOIGBELOMICEZRIED AL,
2o

3) {8fHE (Figure 2, Table 4. Appendix 13~16)

S0ng ke 5BV THRE L 1BCHERLEESRD A, 1H0BXT 500
g B ESRTRESHBEEL CHRE L BRAROEERL. SUEFAORHER
BB LOBICZREDSHEL -,

4) RB&E (Table 5~8. Appendix 1 7~28)

500mg kg EBRICBVWTH MY T L, AV ALABLXUERD 1 HEHEHROEE
BEErED o, ileg /U TOREBHTRVWFNOREHE b BEORI
HoRZRBDONL - Fo

5) mmFwE (Table 9, 10, Appendix 29~36)

S00ug /Kt EHICHEVTAES O E VB, EYFRORER. FHRNRODERE
BLUOEGFRMRMOERBRECOFETEENBD SNz, TOMb. [5lng kiR 5
TEGFRMRMERBOERLTEME, S0ng kg 5H TELARMRER B & U RiGkK
MEMERBOFERLEENLZD SN, WORMBAE S A -5 -3 BE L1
BERHOEEZR LI, ZOMOMEEHBERIMASEERA AL 1,

®

N
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6) IMuft3EHaE (Table 11~14. Appendix 37~52)

Slog /gt 5Bt VW Ta—707 ) YHAERBOFRLEMB. 150ng kBt
ERTREZROFRELUGEP LT a2 707 Uy HEHROBERGEME. 10
ng kg 5B T 1500 R EHOENISICHBL TH LA, GO THEM
OREBRLUEME, MEBREEESE. MERRABEESEBLITB o7 Y yroEEE
DERLDGENZED SN,

ZFOM. 1500 /RSB TA /GRBLUTAVT I VABREOERE BHEHNR
Bohth, e kR ERICRELRRAONEH -1,

7) HimEA (Table 15, Appendiz 53~56)
BEORERESHPYEEFEDO 3H (No. 1001, 1007, 1010) | S0ng ket 58D 2 fi
(No, 2010y 2011  150mg ket 5H D 16 (No. 3003) BT 500mg/kg&'—-}§¥

D1 (No 4001) KBLTA SRt

BEokit () BXUHEEEERO/NRL (FRH) SxB#EO1H (No.
1006) KBnwTHORT,

8) BEEE (Table 16~21. Appendix 57~80)
HMHUEOBERLDWTHELGOAFETHML 7o
Slong kSR cBLW BN SEROZEEAM I HNEROTELSME. B

Bofaxnb L CHEHNEROERLESM. 1/ BRE5HTHEROBMEROERNR
SEAED oI, 2O, g B ERTEROBLIEROFRLNFENRD S
Nt

9) WEMBFIBRE (Table 22~26. Appendix 81 ~84)

MBEHLLE 0oy /RS HOEEESHY. 51X 150ng, B EHORRNE
FEABSTICHBROKTHII >VWTREAL .,

SMEEHBLC 5000, g GHOEFEHNCDVTREALALER, BITERTHRE
A OB RSSO N, FIROBREMBFNREL LURERBOMMICH S RBUR
FEOHMMEBEOHBARDLONBVWI o, TRTHRYERS LOBFKRIFE W
bDEYIM L 1o,

L B CKBEOLHOEME SRS NRBEO 26 (No 1002, 101D &

500mg, kg E5HD 16 (No 4006) icABhi,
B K BEFIAIBEONHEBARIBI 2MEMIBREEIINBEL LU 500
g kgt SEOL 3H (No. 1002, 1003, 1010, 4010, 4011, 4012) iz,



R-6T74

ey BLESHRED 1A (No, 1005) K& Shi,

B K BEI-IBNEORBOUSANHRED I (No, 1001, 1007,
1010 & 500mg ket GH D 1L (No 4001) A Shic, BB, Ch
SCHABRVLWTFhLARNIKBEORAREMRLE L THEXh TV,

F B S EEOMBMHEITLS §0ing /A gRESHO 1L H (No. 4000 i, Fic,
T BEQC/NAFEAMREO 16 (No. 1001) & 500ng /g 58D
3H (No 4001, 4003, 4006) A Hhi,

3 B IREOMRBMEIFEBEMNAL §00ng g ESHO 18 (No. 4005) A5
i,

B M SKBREORALNG S ORI 3 BHEAREEIN BB KO
500ng kgt 5RO 2P H HNT,

B B: S{BEORMEOIEEMAINNBHELT Silog kR 5HOKS
il (No 1001, 1005, 1009, 1011, 1012, 4005, 4008, 4009, 4010,
1D k. S BEOMEMREMAXBEO 1H (No. 1007) .
CABEFLBBEORME LR ICTFRENMILENNRBEL LT 500
ng kg5 BOX3F (No 1005, 1007, 1008, 4009, 4010, 401D) .
CABREOMFMHEDS 00y ke EHO 1H (No 4011 &, BEOD
BABEORBDERRMELY 500ng ke E5HO 1 H (N 400D KHHH
7o

B R DEFEONESTEROSMEED 16 (No 1006 : WERAICHKILELT
BOHIEE) . S BEOHFERES 500og kiS5 BO 16 (No,
H1D wdohi,

BRELE : GEOBTRD LD EEOERNMREB I NBEO LA (No. 1006 :
PEREGIC /N BIML & L TRD M) s shi,

Bl WV BR: BEOHMEMBEENBEO 1H (No 1002) s dhi,

ZOMDBE  MBICRER IS SN - 7,

B & 150ng ke EROPMIIRTHLL L THES W RE ORRES (50
ng kg 58 : No. 2010 2011, 150mg ket 5.8 : No. 3003) B, WFhd TR
B UBEORBOULATEH -,

(55060 (FIRHE) KECLA-XMBEDO LA (No. 1000 oBRETIE, Ml

v 8 W 7 T T Y TR T

,-\

.(/

\\>



R-674

CEEOBAGHE FRBOBEERILE, B O BEORME O ITFHERLA
BONEDARTHD. HRERERT 3ELIZED S NEH - T,

2. it (P) KRIFTHE
1) —MREE (Table 27~2 9. Appendix 85~9 6)
REBY S L RIREOR R, KBRS L ORRPH. ERYMS S S
PRZ@BUTAONED - T,
2) (k& (Figure 3, Table 3 0. 31. Appendix 97~104)
HRYERSHICBY A 4ER. KM ERVBSICHESREE C OdRE
LERIFEAHRCHEBEL, SAEAOKRELLUCEANOKERMEBRVWFh LA BEL
BRUBRYERSHOMCERERZD S hidh - T,
3) BHE (Figure 4, Table 32, 33, Appendixt 1 05~112)
HRYBERERCBY 2RERRZ. REMBLUERNAMEZEC THEEE RIZH
ROEZRL, SAEFBORHBICIARHLEZFEBRYERSHOMICERZRRY
SNt LHOLL 500ng ke EBICH WV THME 1| BicE@EM. 2k 4
BARGEMENIED SN,
4) SR (Table 34, Appendizx 113~116)
WTFhOEYMICOARBMNBRERZFDShidh -1,
5) #BEHER (Table 35~38., Appendix 11 7~132)
HREOBEL >V TRERDAIHETHRML 7, _
500ng /e EH BV TR X URBoHMEROEMEN & HYEROER
BSEERZD o, e,/ QU TOREETRAELLZ-WTFHORE - B0 H
MNERLIUOHMERICOHNBHLIOBMCAERERBD OhEEh - 1,
6) WEMBFEHHRE (Table 39, 40, Appendix 133~136)
BB LT 00ng R ERI SV TRE L., ZOHKE. DTIRTHBERE
2 DFIRNH Shtc, FIROFEMBFENSES XCRSRBOBMCE S RBEEE O
WL BEOHMBATFDSNLTVI LIS, TNTHBRYERELOBBRIZVLO
EHM L Ao
i T BEORRMICK T 2RKMBBEREN §00ng, /B 5HO 15 (N,
D) oy &, BEIHBED LHl (No, 1112) kI Shi,
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Bl CBBEORBOBRBMHERMAMERB IS il 5 ROK 1L H
(No, 1110, 4101) & BRI,

B S BEF - RBEOMAEME S BEORBBOBEERILE N KB
B&U S0lng g E5Ho2FIcA SNT,

B S BEOMB BT AN 00ng kg5 1A (No, 4106) &S
i,

ZOMOBE « MBICBAFRIAOhK Mo T,

I. R EHEN
1. #81 (P) CRIFTEE
1) #E# (Table 41, Appendizx 137~140)

WERMBERSHCBIAMAN. $EHLLREVBRBEEK L XUCRENIORD
RIEPETOEREINBHLIIEASTHY . HRHLEERYERESHOBICER
EREBSNEL o1,

2) RERBLIUZIE (Table 42, Appendix 141~144)

SEEO LM (No, 1003xNo, 1103) PREMBHER L 4RCKRLLN, okl
AHREBMAEBERS BUACREL. SHOREBRIIIN ¥ ThHh-1c, 1. RB
FTCRELATFHARCEHNBELSUBRDHERSHOMCERERIED LD
2P, HIRBIZLIE. Heg kg 58O 24 (No. 2001 X No. 2101, No 2007X No,
20T 150mg ket 5B L (No, 3004 X No. 3104) BXY 500ng 5RO
2% (No 4007x No. 4107, No, 4010x No, 4110) Z2BR<BEB BV TED SN,
B L ERYEREBICE T IZRRCFRERBD S h » 12,

3) HAERMHEME., EIRME. BB IUHEERE (Table 43, Appendix
145~148)

Smg /ke SBED 28 (No, 21014 200D « 150ng ke 580 1 H (No. 3100
BLY 500ng kgt SEED 28 (No, 4107, 4110) k. XBRRIE258iIcBVWTH
SBRPBBEINLTD - OTHRLKER, RETH >7co MBEO LH (No, 1111
BER2 5 BICR LIS, TOMOMBRBXUERYBERSHTRIER238
TIARKTHIHESh, ERAMICHBRESERDERSHOBICERZRIAY
DD -t T, WRYHEBRERIARRERIBRINS, HERBIER L b
100 %6 TH - 12,

I ™~
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HERETE. BB LCERYERSBOVThORNICEVTHEED, BRE
HELCBRAREOWMETHICEERIED OB Mok, UL, HIR2 5 HicHk
UlesdfRBED 161 (No, 1111 : R 2VC% HE) BAMKkE 3 BCMERLANFT L
o

4) K, BIREK. BREBBLOFERIMER (Tadle 43, Appendix 145
~148)

EBRMBERESRICHY 2 RGN, BRERBLUERRINBR L ZEAKOMBSE
Rl ABBELEERYERESROMCIERZRBYOWE b -1, /2. WERRE
SHEEO 1R (No. 1105) i< 1 Hl. Sing ket 580 2 Bk (No. 21060 2110) &
26, 150mg ke 5EO 1A (No 3111 & 1H. S00ug kg 58O 1 #
(No. 4106) i 1PAHSN7DOAT, HERIHRBLBHRMEREROMICER
EREH OB o, Ll 500ng /g SR THERKOBEHEMAZD SH,
ABRBCERCEESZD OGN,

2. FER (F ) CREFITEE
1) #ib, AREEBIUELEE (Table 44, Appendiz 149~152)
 RRCHRE L RRMERSROMICARERED SRS b e, HEROAKE
ZicbWT, BHEN 500ng ke SBC LHl (No. 4104) EHohtc, g 4HE
TORNCEIZ UFERIT. MBHO 28E& (No, 1107, 1111) i 3 #l. 50mg. kg
BERO 484K (No 2105, 2108, 2110. 211D &t 5#. 150ne kit 5H 06 &
f& (No, 3101, 3102, 3103, 3108, 3109, 311D) w6 ML LY S00ne ket 5B D
2k (No. 4104, 4105) B 2HA S hich, £% 4 TICBY 3 EFERICINBE
LR BYERSHEOMIERZERED OG- 1,
2) #&E (Table 45, Appendizx 153~156)
HRYHBESRCBY AHMAERBIUCER4AFOFHER, HEE L ZITRBOMEE
AL, HERELSERYEAREROMCERZREY o hlih o1,
3) #MBHE (Table 46, Appendix 1 57~160)
ARAACEIBIHRCBOC, XBRBESICHBMHEBRESHOVWFhOflicBL
THRERED Shilsdh -1,
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% K

2— (PZFATI)) TFA=4F2YL—1+D ) (XY =78 . 50, 150BET
500ng kgD FHE % Sprague—Dawley ZI v b (Crj: CD) T, HRIREL 4 HEi N
SREMMERE CEHRAE L TOF 4 9B, #HIIRE 1 4 BRID S REMH. KRRV
BOERMMB LU BEETHEIHETOH 41 ~5 4 AMRORE L, KEBSC
L BHESMIC B - RBRHENTHEEERET L L dIC, HRBER. RBRTH. 2
BELUA s BEREOLFHEEN. REROREBIUVRBILRETEE I VTR
L7

# (P) O—REUFHTHEBCHLT. —BRE, FESIUCEERICHBMELRS
DEBREDB LN T,

RBRETIE. 500, EEBRTHFNYOL, AVDLBIUERD 1 GHBOEE
KEBOhi, LL, BEBRoMMEEL., BB LUEROBREMABEORE CHER
YMEHRSORERIONT, A OoMIBERECSRENTVILHIO, BHFEHLERR
BKWwEEZ NI,

MEFBRETIE. S0ing kSR TAES oL V&, TRMBRAR., FiRIMBRIMm
BREBSLCEERNIRMERBEOEMENED Sh, MFERATSESES LCMFER
BREAOEENED ORI ENS, BHEELBY IMEBEROARICERMBRS D
BEENREIN, LIOL. COHEXRZHBEMICDVTER., FRFRMIPOHMIETA ST,
e X UCEHICHBFNLERFRED OBV LS, BELSEEFI SN, %
DOt 150ng kgl 5B TEERMERMERITER. 0ng kiR ER TEERMRER B
L UEERMRMERBICEEIED SN, TOBREBLUMORERE L OMBEL
O REF L BUEFHTERIEL VLD UL 1o,

MELFERE TR, 0o, R ESBRTCOTHERHEEENAA K, BESBTHREO
fexERICEEEMN L AMERCEEI/AD NN, TOMOBRBFRICHRERED
Shd, HBFWCLIEROLHEZTIRT IEMABSONL > LI L Hh S, BHFENE
BT OEHM L, £/, 100BET 50ng B ERTREERN DTN LR L.
BEROBEERC BV Tiing ki 5RTHREEROEM. 15l SR THYER
DEME. 00ng gREFTHEASBSLUCHGEROFENBD Shiobt, Bhts X CBE
KHAEPARELLCRABICROUMBEE 2 RBT 32N Sh . e bE
BOEXEHERBTI2RENRD O o, BB, Tho0EDS B, Sing ks
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Hebl2BROBENBROEMC>VWTE., ARLOBEIZ L. HRLFERECRE
BV EAOBUFNBEZRRIT VLML, 351, 50l k5B Ta -7
TN UAELRROEE, -7 u 7Y YRELROFELRBOON, a2 —70T YV
SELROBEIC VTR, FRCHBFNEEENS ATV L, AT O VBN
ERTHEIEhONETSob Y EET a2 iBONT Mo v EEICERT 3
ElEHERMI NI, -7 7)) YRAERBOGHEIMAE CRMSESENIENL TWE
LEMS, MBEPOHLEATZAHABMO ISV X7z v OBMIERY 32k L HEH
AN, zofh, NBXY 15l et 5EHThba : — 707 UABHBCE/EINED
Shich, EHREEIDELS AT oV BBLEL 707 ) VABERRICOEREND
WIEHOEHENLERITVLO LU 72,

Hb L CRHEMBFIRA TR, HRYBEREORBBRIED S hEdh -1z, BHHE. B
PHBETHZ2 - (PAFATI)) 2FNAZ7)L—1D1000ng kiR 5EOHER T
3. BERHICEE, FESSOTHRENS S, BEFRE TR OFRE BB ER &
FRARER/ DK THEREOE-IELAHHIEICED O, /. 2 - F A AF
YNAEZ 7YV —bOLI0ng /KR EHOMTHITRENS oM, MBERETEMOK
fERBEDONLDY LHELTVWS, LI L. 7FLAS 27U L —1D1000ng  kpiR 55
TRUER~OHEBRIED OIS, FPED §0log kiR SR TR, FHEFER
AonT. N, FHBICLENEOHMBELRZHARL TOHABEROEBRIED LI
oo,

i (P) O—BREHHFNTRECAL TR, ~BRESIUVRBELRBRYBERSORE
BEDShEh - T,

BEETIE. 00ag kel SR THRE 1 BicE@BER. Sk dHICEE RSN
fedt, BEBMMBOADERTEY ., Ao RBIEIRVI LA LERFHLERIE
WhHo LWL 7,

HTl), HBRYERSORERIRDL ORI I,

HEEETE. g/ BRESHTHRSLCEFoMERO EMERN & ETERD
BEEI’ED LN, LHL. FREBOEMIc~LVTR#ELIFOLE/{THh, BIFERD
BEZSOOVTHHRICEBROE(RBAOABVWI L, SSKHBEL LHBYNICEE,IR
DoNBh-1cl e, CHOBREBEROE(LRIR, SHFNLERBREVWEZL SN,

HREMBFNIRETE., ¥RVEVERSORBRIED Shiih -1,

¥Ey (P) ORBMREBHERIEITHECHALT, 0l /5Bt THIED
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HRABBLUOREHERBEK., BEOREBEITEEL-BH. XERBLIUZHRBICR
ETHRYERSOBERED SNt -k, $h. BORED X CBELHCHREN
REAIES LT, BTFOREBIURFICHTIHEEGH IBLVWEEI SN,

HEH TR, ERPMBLUOCAKICRFIRD LT, BEYK. SRBER. XL X
CHERICHERYERSOEEBUIEDL O M-, XI5, BB EOFHETHIC LR
HRBDOSNE Lk UL S0ng /B ERTHERKOREHE S A S, 95k
KICEM[OLBEY SN lc, FEMBBERERICRESAOShBOIEMOR « EROKED
DRLHRBRE T,

FER (F () KEREIEEBCELT, S k5 bW TLHERCEBRYE
BN RRECRD oA, . RERBES IUOHERICHBYERESDREIL
FHohlibhot, Fh EFROUREREBBIUCERIHOEFRCLYRYHERE5DE
Bravohd, FR4IBDOHRCBVTHRFEIBFDohEh -, LN -T. 5L
g/ OBV THRMRORELIVARORBTERITEBITVEEI SN,

Do, —HBEENsHEcEL . 10n /R E5BOBTRESERDOSM
BLUBERBOMMEROGHIZD SN, 0lng MO TREAZROREME. RO
MEBELUCHMEROBENBD O, £, NES 0V R, PERMRAKE. Bk
I ER Ifl 5 58 Bt 45 & OIS AR BRI 65 3R BB o0 (BB . I SR SRS A Bk B L OV 7S R AT ES
HHEOEME. CHIcBlTEEEIOoNEa 2 — 707 Y UABHROEME L STICB —
Ful Y UAERRBOEEIED SN, 0 R EHOIcE W TR, HRYER
SEORBIBD SN D o feo MEBBYOEEENICEAL TR, 500ng ke 5B TH
ERROEBEERNEABROBEELABDON, FEROREBLIUVERORFICELT
By lng /g EHICELCHOHBRPERSORBRIBY L hish - X,

L2cti-> T, FRABRGETIRBYIREREERICHTIREERIHETHng kg
day « HET §00mg kg day . BBPOLEFEREN BT 2\ BRIEIMET 500ng kg~
day « #T 150mg, kg day \ FERORESIVEROREICE T 2 HEERIT 500
mg/ kg day EHEE SO,

)
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x

1) - (DAFNTI)) ZFNVAZ 7Y V—PDFy ERHVWEROARSKC
SERERSHEE - EEREEUHERR ; AREX, KRS =FHNFLL2RFEWR
FRERES 6L673. 19974

2) P-LFAANFUNAIZ2YU—-bDS5y bEBVWAROREIC L 3 RER
S5&5 - EEREBEHOGER ; kKRR B2/ AEXMF VY —F L 5 —-RER
S 090716 19974

3) TFNLASZ 7Y VL—bDFy FEHVAREEOREEM - £MRBRERYE
HERR ; ARER. MARZASEEHELZLTWATARES 96-064-2 | 19974
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- 60O
500
G
]
= 400
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D
300
o——-o 0 mg/kg
A~ — A 50 mg/kg
O— —mO 150 mg/kg
&——o 500 mg/kg
200 +— Pre-mating period —| Mating and post-mating periods |
6[’ 1 L 1 | | 1 1 1 I !
1 4 B8 K 15 22 29 36 43 49
Day of administration
Figure 1 Body weight changes of male rats in combined repeat dose and reproductive/developmental

toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

O O
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c——o 0 mg/kg
A~ — A 50 mg/kg
o— —0m 150 mg/kg
&——o 500 mg/kg

j—— Post-mating period ————
/L | | {

=

Figure 2

1

4 8 11 15 7 36 43 49
Day of administration

Food consumption of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
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500
4504
400}
2 g5 =
= P
2 300b
=
s
250+
o——=o0 0 mg/kg
200} A~ — A 50 mg/kg
M— —m 150 mg/kg
o——¢ 500 mg/kg
190 Administration —
@Tl | | ! L/ 1 1 I///Ll L |
1 4 8 11 157 0 7 14 217 0 3 4 (day)
—— Pre-mating period — H Gestation period ] Hjctm%on{
perio
Figure 3 Body weight changes of female rats in combined repeat dose and reproductive/developmental

toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
O O
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60
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40+

Food consumption (g/rat/day)
(@b]
=

o——-o 0 mg/kg
A&~ — A 50 mg/kg
10F 80— —m 150 mg/kg

&—-—o 500 mg/kg

} Administration |

O i ] | { l //// i { ! | //// { [
1 4 8 1 19 1 7 14 21 1 3 4 (day)
—— Pre-mating period — { Gestation period | Lactation

period

Figure 4 Food consumption of female rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(0iethylamino)ethyl methacrylate by oral administration
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Table 1 Clinical signs of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Dose  Findings Day of administration
ng/kg i 2 3 4 5 6 7 8 ¢ 1 11 12 13 14 15+ 18 17T 18 19 20 21 22 23 24 25
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 12 12 12 12 12 12 ' 12 12
No. of animals with abnormal findings g ¢ ¢ ¢ 0 0 0 ¢ O O O O O 6 0 0 0 6 0 o 0 O 0 0 0
50  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 6 ¢ o o0 o0 0 0 o0 O ¢ 0 0 o0 0 0 0 O0 0 0 0 0 0 0 0 0
150  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ 0 0 0 0 0 O 0 O O O ¢ O O O O 0 ¢ 0 0 0 0 0 0 O
500 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings g o0 ¢ 0 0 O 0 © 0 0 o ¢ 0 0 0 0 0 O 0 0 0 0 0 0 0

+ : Commencement of pairing
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Table 2 Clinical signs of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
Dose  Findings Day of administration
ng/ke 26 21 28 29 30 31 32 33 34 35 3B 3T 3B/ 3% 40 41 42 43 44 45 46 47 48 49 50a)
0  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ o o0 o0 0 0 O O O O O O 0 O O O O 0 O 0 O ¢ 0 0 1
Death ¢ ¢ 0 0 0 ¢ 0 ¢ 0 O O O O O 0 O O oo 0 O 0 o0 0 0 1
50  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 6 0 ¢ o0 0 0O 0 0 0 O O O 0 O 0 O 0O 0 O 0 o0 06 0 0 0
150  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢c o0 o o o0 o0 o6 ¢ 0 O O O O 0 O O O ©¢ O O 0 0 O o0 O
500  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Autopsy day
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Table 3 Body weights of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-{(Diethylamino)ethyl methacrylate by oral administration
Dose Day of administration Gain
mg/kg 1 4 8 11 15 22 29 36 43 49 1-49
No. 12 12 12 12 i2 12 12 12 12 12 12
0 Mean 316 334 359 377 394 424 454 478 503 521 204
S.D. 7 7 9 12 15 16 20 22 27 31 30
No. 12 12 12 12 12 12 12 12 12 12 12
50 Mean 316 335 359 372 390 416 448 476 506 527 211
S.D. 6 7 12 15 18 23 29 31 33 36 35
No. 12 12 12 12 12 12 12 12 12 12 12
150 Mean 316 335 360 377 393 418 448 470 491 510 194
S.D. 7 8 11 14 18 22 22 24 29 33 31
No. 12 12 12 12 12 12 12 12 12 12 12
500 Mean 316 334 363 378 399 421 450 476 502 517 201
S.D. 6 10 18 20 24 27 31 40 45 50 48
Unit : g

No.: No. of animals

No significant difference in any treated groups from control group.

N
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Table 4 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Dose Day of administration
mg/kg 1 4 8 11 15 36 43 49
No. i2 12 12 12 12 12 12 12
0 Mean 33 31 29 30 29 30 29 29
S.D. 3 3 3 2 2 2 4 2
No. 12 12 12 12 12 12 12 12
50 Mean 31 30 28 27% 28 30 27 28
S.D. 2 2 4 2 4 3 3 3
No. 12 12 12 12 12 12 12 12
150 Mean 32 31 28 30 28 29 26 28
S.D. 2 2 2 3 3 2 2 3
No. 12 12 12 12 12 12 12 12
500 Mean 32 31 29 30 29 31 28 28
S.D. 4 3 3 3 3 4 3 2

Unit : g/rat/day
No.: No. of animals
# : p<0.05 (Significant difference from control group)
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Table 5 Urinalysis of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
ng/kg 5.05.56.06.57.07.58.08.59.0 - 4=+ 4 e+ HE+t - +— 4 4+ +++ ++4+ - += 4 4 ekt bt
0 12 6o 0 1 2 ¢ 1 2 6 0 0 1 7 4 0 0 7 2 3 0 0 0 12 0 ¢ 0 0 0
50 12 0 o 1 3 4 0 2 2 0 1 0 7 4 0 0 4 3 5 0 0 0 12 0 0 0 O 0
150 12 o 0 0 1 o0 1 2 8 o0 60 0 3 9 0 0 3 5 4 0 0 0 12 0 0 0 0 0
500 12 6 o o0 0 1 1 o0 9 1 60 1 2 9 0 0 6 2 4 0 O 0 12 0 ¢ 0 0 0
1) -: 0-5 mg/dl +=-: 10-20 mg/dl +: 30-70 mg/dl ++: 100-200 mg/dl +++: 250-400 mg/dl  ++++: >400 mg/dl
2) -: 0 mg/dl +~: 5 mg/dl +: 10-20 mg/dl ++: 30~45 mg/dl +++: 60-80 mg/dl ++++: >80 mg/dl
3) -: 0-10 mg/dl +~: 30-50 mg/dl +: 70-100 mg/dl ++: 150-200 mg/dl +++: 300-500 mg/dl  ++++: 21000 mg/dl
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Table ¢ Urinalysis of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - += o+ ++ +t+ - -+ ++ ttt +H+4 +=  + 4+ e+ttt LY Y DY
0 12 5 3 3 1 0 12 0 0 0 0O 0 9 1 2 0 0 012 0
50 12 11 1 0 0 0 12 0 0 0 O 0 5 6 1 0 0 012 0
150 12 10 1 1 0 O 12 0 0 0 0 0 3 7 2 0 0 012 0
500 12 7 3 1 1 0 12 0 ¢ 0 0 0 6 4 2 0 0 012 0
4y -: 0 mg/dl +-: 0.03 mg/dl +: 0.06-0.1 mg/dl ++: 0.2-0.5 mg/dl +++; 21.0 mg/dl
5) -: 0 mg/dl +-: 0.2 mg/dl +: 0.5-1.0 ng/dl ++: 2.0-4.0 mg/dl +++: 65.0-10.0 mg/dl ++++: >10.0 mg/dl
6) +~: 0.2-1.0 mg/dl  +: 2.0-3.0 mg/dl ++: 4.0-6.0 mg/dl  +++: 8.0-12.0 mg/dl ++++: >12.0 mg/dl

7) LY:

Light yellow Y: Yellow DY: Dark yellow
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Table 7 Urinalysis of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Co
Dose No.
mg/kg - += o+ 4+ 4+ - 4=+ 4 4+ - 4=+ o+t e+t - =+ ++ +++ - +- += o+ ++ +++ - = 4 4+t +++
0 12 12 0 60 0 0 12 0 0 0 O 012 0 0 0 12 0 0 0 0 12 O 6 0 0 0 12 ¢ 0 0 O
50 12 12 6 0 0 0 12 0 0 0 0 012 ¢ 0 0 12 0 0 0 0 12 0 4 2 0 0 12 0 0 0 O
150 12 12 ¢ 0 0 0 12 0 0 0 0 012 0 o0 0 11 1 0 O O 12 0 71 0 0 12 0 0 0 O
500 12 11 1 06 0 0 12 0 0 0 0 012 0 0 0 10 2 0 0 O 12 O 8 0 0 0 12 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- 1 Slight
PS : Phosphate Salts + ¢ Mild
Co : Calcium Oxalate ++ 1 Moderate
+++ . Severe
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Table 8 Water intake and Urinalysis of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Water Urine S.G. Na K Cl

Dose No. of intake volume
mg/kg animals ml/rat/24hr ml/24hr mEq/24hr mEq/24hr mEq/24hr
0 12 Mean 45 3.5 1.074 0.94 2.91 1.20
S.D. 9 4.9 0.010 0.36 1.06 0.45
50 12 Mean 42 10.9 1.071 1.10 3.56 1.47
S.D. 8 4.5 0.014 0.37 0.94 0.43
150 12 Mean 38 8.4 1.074 0.87 2.62 1.12
5.D 7 4.5 0.018 0.43 1.11 0.486
500 12 Mean 42 12.6 1.071 1.33» 4.02% 1.71+
S.D. 6 3.7 1.21 0.58

0.010 0.39

# : p<0.05 (Significant difference from control group)
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Table 9 Hematological examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-

Dose No. of ‘ locyte let nogen
mg/kg animals X10*/mm® g/dl % M3 pE % %o X10*/mm® sec. sec. mg/dl
0 11 Mean 816 15.8 48 55.7 19.4 34.8 20 101.3 11.5 13.8 288
S.D. 35 0.5 2 1.4 0.7 0.8 2 6.9 0.8 2.1 17

50 12 Mean 848 15.6 45 53.6+# 18.5# 34.5 21 101.0 11.6 14.0 280
S.D. 41 0.7 2 2.5 1.1 0.7 3 7.4 0.7 1.9 24

150 12 Mean 845 15.7 48 54.0 18.5+ 34.3 19 101.7 12.2 14.8 2686
S.D. 32 0.3 1 1.4 0.6 0.4 3 8.0 0.9 2.0 20

500 12 Mean 830 15. 1%+ 44 53.3%+ 18.2%% 34.1» 21 101.2 11.9 13.9 282
S.D. 43 0.5 2 1.7 0.6 0.4 3 9.6 0.7 1.7 17

# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)

)
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Table 10 Hematological examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
WBC Differential leukocyte counts (%)
Dose No. of

mg/kg animals X10%/mm® Lymph. Stab Seg. Eosino. Baso. Mono. Others
0 11 Mean 105 89.3 0.0 10.1 0.5 0.0 0.1 0.
S.D. 30 3.6 0.0 3.5 0.4 0.0 0.3 0.
50 12 Mean 115 88.5 0.0 10.6 0.7 0.0 0.1 0.
5.D. 27 5.4 0.0 5.2 0.7 0.0 0.2 0.
150 12 Mean 103 89.5 0.0 10.0 0.5 0.0 0.0 0.
S.D. 26 3.7 0.1 3.0 0.9 0.0 0.1 0.
500 12 Mean 108 89.2 0.0 10.3 0.4 0.0 0.1 0.
S.D 27 3.2 0.0 3.4 0.5 0.0 0.2 0.

No significant difference in any treated groups from control group.
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Table 11 Blood Chemical examination of male rats in combined repeat dose and reproductive/developmental
’ toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
GOT GPT LDH AlP v -GTP T.cho TG PLL. T.bili- Glucose
Dose No. of rubin
mg/kg animals 1U/1 I0/1 IU/1 I1U/1 IU/1 mg/dl mg/dl mg/dl mg/dl mg/dl
0 11 Mean 53 44 37 238 2.8 89 58 112 0.12 148
S.D. 10 7 9 61 0.9 18 29 24 0.02 13
50 12 Mean 57 47 39 283 3.1 86 81 113 0.13 159
S.D. 6 7 7 77 1.0 15 32 26 0.02 18
150 12 Mean 65 48 35 278 3.1 66 81 111 0.13 157
S.D. 12 6 B8 48 0.7 13 27 20 0.01 17
500 12 Mean B3xx 48 38 271 3.2 61 91 97 0.13 161
S.D. 18 12 9 70 0.9 15 48 16 0.02 i4
## : p<0.01 (Significant difference from control group)
N P
N \_/
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Table 12 Blood Chemical examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
BUN Crea- Na K Cl Ca P Fe TIBC UIBC
Dose No. of tinine
mg/kg animals ng/dl mg/dl mEq/1 mEq/1 mEq/1 mg/dl mg/dl mg/dl mg/dl Hg/dl
0 11 Mean 14 0.61 143 4.4 111 9.5 7.5 93 494 401
S.D. 1 0.08 1 0.3 2 0.3 0.4 50 34 52
50 12 Mean i5 0.64 143 4.4 110 9.3 7.4 110 524 415
S.D. 3 0.07 1 0.2 2 0.3 0.5 83 77 89
150 12 Mean 16+ 0.63 143 4.5 110 9.3 7.8 110 555 444
S.D. 1 0.08 1 0.2 2 0.3 0.7 37 49 45
500 12 Mean 17+«  0.64 143 4.5 110 9.4 7.9 112 648%% 536%«
S.D. 1 0.06 2 0.3 2 0.3 0.9 61 35 64

: p<0.01 (Significant difference from control group)



Table 13

Blood Chemical examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

R-674

TP A/G Albumin Globulin (%)
Dose No. of
mg/kg animals g/dl % a1 Q2 B e
0 11 Mean 6.4 0.80 44.3 23.3 10.1 17.4 4.8
S.D. 0.2 0.04 1.0 1.2 0.7 0.5 1.4
50 12 Mean 6.4 0.82 45.1 22.7 9.4+» 17.8 5.0
S.D 0.3 0.05 1.5 1.7 0.7 0.8 0.8
150 12 Mean 6.4 0.85# 46.0% 22.3 9.0+« 18.0 4.7
S.D. 0.4 0.05 1.5 1.8 0.7 0.9 0.9
500 12 Mean 6.7 0.84 45.6 22.3 8.4%% 19.1#%+ 4.6
S.D 0.3 0.06 1.7 2.1 0.8 0.7 0.8
# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
‘N N
./ N/
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Table 14 Blood Chemical examination of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

CHE
Dose No. of Blood Plasma RBC
mg/kg animals 10/1 1U/1 10/1
0 11 Mean 2433 813 4376
S.D. 107 129 345
50 12 Mean 2454 773 4478
S.D. 127 g2 262
150 12 Mean 2498 741 4597
S.D. 80 91 142
500 12 Mean 2410 722 4523
S.D. 93 119 211

No significant difference in any treated groups from control group.



Table 15 Gross pathological findings of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

R-674

Dose (mg/kg) 0 0 50 150 500
Alive Dead Alive Alive Alive
No. of animals examined 11 1a) 12 12 12
No. of animals with abnormal findings (%) 4 ( 36.4) 0 2 ( 18.7) 1( 8.3) 1( 8.3)
Stomach
Dark red spot in glandular stomach 3 ( 27.3) 0 2 { 18.7) 1 ( 8.3) 1 ( 8.3)
Testis
Softening (unilateral) 1 ( 9.1) 0 0 0 0
Epididynmis
Small (unilateral) 1 ( 9.1) 0 0 0 0

a): Died on day 50 of administration.
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Table 18 Absolute organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-{(Diethylamino)ethyl methacrylate by oral administration
Body Brain Pitui- Thyroid Thymus Heart Lung Liver Spleen
weight tary
Dose No. of (R) (L) (R+L)

mg/kg animals g g ng ng ng ng ng g g g g
0 11 Mean 486 2.08 13.5 10.9 10.8 21.7 331 1.44 1.51 14.99 0.75
S.D. 29 0.08 1.8 2.7 2.2 4,2 97 0.12 0.10 1.88 0.13
50 12 Mean 500 2.13 13.5 11.5 10.7 22.2 361 1.50 1.51 16.40 0.81
S.D. 39 0.07 1.1 1.8 2.3 3.7 89 0.18 0.09 4,52 0.08
150 i2 Mean 481 2.13 12.1 10.8 10.0 20.8 310 1.49 1.44 15.83 0.73
S.D. 32 .08 0.7 2.8 1.3 3.3 71 0.14 0.07 2.11 0.07
500 12 Mean 486 2.13 13.1 11.8 10.7 22.5 280 1.53 1.45 17.34 0.77
$.D 48 0.07 2.1 2.8 1.9 4.1 95 0.14 0.12 2.06 0.10

No significant difference in any treated groups from control group.



R-674

Table 17 Absolute organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Kidney Adrenal Testis
Dose No. of (R) (L) (R+L) (R) (L) (R+L) (R) (L) (R+L)
mg/kg animals g g g mng ng ng g g g
0 11 Mean 1.68 1.71 3.39 34 36 70 1.65 1.87 3.32
S.D. 0.13 0.13 0.25 3 4 T 0.06 0.13 0.18
50 12 Mean 1.86+« 1.89 3.75%+ 38 40 78 1.75+% 1.73 3.48
S.D. 0.21 0.22 0.43 4 5 9 0.11 0.12 0.22
150 12 Mean 1.80 1.886 3.66 32 35 68 1.72 1.71 3.43
S.D. 0.12 0.12 0.22 4 5 9 0.12 0.12 0.22
500 12 Mean 1.85 1.90 3.74+ 37 41 78 1.64 1.61 3.25
S.D 0.17 0.22 0.39 5 5 10 0.16 0.15 0.30

# : p<0.05 (Significant difference from control group)
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Table 18 Absolute organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Epididymis Seminal Prostate
vesicle

Dose No. of (R) (L) (R+L)
nmg/kg animals ng ng mg g g
0 - 11 Mean 644 802 1246 1.45 1.26
S.D. 30 97 115 (.18 0.16
50 12 Mean 657 844 1302 1.68 1.39
S.D. 70 81 147 0.17 0.22
150 12 Mean 657 641 1298 1.59 1.41
S.D. 76 75 148 0.22 0.28
500 12 Mean 649 616 1285 1.58 1.42
S.D. 73 85 136 0.23 0.23

No significant difference in any treated groups from control group.
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Table 19 Relative organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-{(Diethylamino)ethyl methacrylate by oral administration
Brain P%tui— Thyroid Thymus Heart Lung Liver Spleen
ary
Dose No. of (R) (L) (R+L)

mg/kg animals g% mg% mg% mg% ng% mg% g% g% 2% 2%
0 11 Mean 0.43 2.8 2.2 2.2 4.5 68 0.29 0.31 3.08 0.15
S.D 0.03 0.3 0.6 0.5 0.9 18 0.01 0.02 0.23 0.02
50 12 Mean 0.43 2.7 2.3 2.2 4.5 73 0.30 0.30 3.25 0.16
S.D. 0.03 0.1 0.4 0.5 0.8 14 0.03 0.02 0.62 0.02
150 12 Mean 0.44 2.5 2.3 2.1 4.3 85 0.31 0.30 3.24 0.15
S.D. 0.04 0.1 0.6 0.3 0.7 15 0.02 0.02 0.26 0.01

500 12 Mean 0.44 2.7 2.5 2.2 4.7 58 0.32 0.30 3.0T%» 0.16
S.D. 0,05 0.4 0.7 0.4 1.0 20 0.02 0.03 0.21 0.02

#x : p<0.01 (Significant difference from control group)
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Table 20 Relative organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-{Diethylamino)ethyl methacrylate by oral administration

Kidney Adrenal Testis
Dose No. of (R) (L) (R+L) (R) (L) (R+L) (R) (L) (R+L)
mg/kg animals g% g% g% mg% mg% mg% g% g% g%
0 11 Mean 0.35 0.35 0.70 7 8 15 0.34 0.35 0.68
S.D. 0.02 0.02 0.04 1 1 2 0.02 0.03 0.05
50 12 Mean 0.37 0.38 0.75 8 8 16 0.35 0.35 0.70
S.D. 0.04 0.04 0.08 1 1 2 0.03 0.03 0.06
150 12 Mean 0.38 0.39% 0.76+ 7 7 14 0.36 0.36 0.71
S.D. 0.02 0.02 0.04 1 1 2 0.02 0.03 0.05
500 12 Mean 0.38+ 0.39%% 0.77%% 8 g 16 0.34 0.34 0.68
S.D 0.03 0.03 0.086 1 1 2 0.05 0.05 0.10

* : p<0.05 ; ## : p<0.01 (Significant difference from control group)
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Table 21

Relative organ weights of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

R-674

Epididymis Seminal Prostate
vesicle

Dose No. of (R) (L) (R+L)
mg/kg animals ng% mg% mg% g% g%
0 11 Mean 133 124 257 0.30 0.26
S.D. 8 15 22 0.04 0.03
50 12 Mean 133 130 262 0.33 0.28
S.D. 18 20 37 0.04 0.05
150 12 Mean 137 134 271 0.33 0.30
S.D. 15 16 31 0.04 .06
500 12 Mean 135 128 263 0.33 0.29
S.D. 21 21 42 .06 0.03

No significant difference

in any treated groups from control group.



Table 22 Histopathological findings of male rats in combined repeat dose and reproductive/developmental

toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

R-674

Dose (mg/kg) 0 500
Organs No. of animals 11 12

-findings Grade 0 1 2 3 4 P O0Obs TE 0 1 2 3 4 P Obs TE
Cerebrum 11 11 12 12
Cerebellum 11 11 12 12
Sciatic nerve 10 10(1) 11 11(1)
Heart

-myocardial degeneration/fibrosis 9 2 2 11 11 1 1 12
Lung (Bronchus)

-accumulation, foamy cell, intra-alveolar 8 2 1 3 11 9 2 1 3 12

-metaplasia, osseous 10 1 1 11 12 12
Stomach ‘

-erosion, glandular stomach 8 2 1 3 11 11 1 1 12
Duodenum 11 11 12 12
Jejunum 11 11 12 12
Ileum 11 11 12 12
Cecum 11 11 12 12
Colon 11 11 12 12
Rectum 11 11 12 12
Liver

-necrosis, focal 11 11 11 1 1 12

-microgranuloma 10 1 1 11 9 3 3 12
Pancreas

-basophilic focus, acinus 11 11 11 1.1 12
Pituitary 11 11 12 12
Thyroid (Parathyroid) 11 i1 12 12
Adrenal 11 11 12 12
Thymus 11 11 12 12
0 : No remarkable changes 1 : Slight 2 Milad 3 : Moderate 4 : Severe
P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)

Obs : Observed number
TE : Total Examined

No significant difference in any treated groups from control group.
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Table 23 Histopathological findings of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Dose (mg/kg) 0 500

Organs No. of animals 11 12

-findings Grade 0 1 2 3 4 P 0Obs TE 0 1 2 3 4 P 0Obhs TE
Spleen A

-hematopoiesis, extramedullary 11 11 11 12 12 12

-deposit, brown pigment, red pulp 11 11 11 12 12 12
Mesenteric lymph node 11 11 12 12
Cervical lymph node 11 11 12 12
Kidney

-basophilic tubule 8 5 5 11 7 5 5 12

~cellular infiltration, interstitium 10 1 1 11 12 12

-eosinophilic body, tubular epithelium 8§ 3 3 11 g 2 1 3 12

-cast, hyaline 11 11 11 1 1 12

-fibrosis, papilla, focal 11 11 i1 1 1 12
Urinary bladder 11 11 12 12
Testis

-atrophy, seminiferous tubule 10 1 1 11 12 12

-retention, sperm i1 11 11 1 1 12
Epididymis

~decrease, sperm 10 1 1 11 12 12

-cell debris, lumen 10 1 1 11 12 12
Seminal vesicle 11 11 12 12
Prostate

-cellular infiltration, interstitium 10 1 1 11 12 12
Mammary gland 11 11 12 12
Skin 11 11 12 12
Sternum (Bone marrow) 11 11 12 12
Femur (Bone marrow) 11 11 12 12
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number
TE : Total Examined

No significant difference 1in any treated groups from control group.
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Table 24

Histopathological findings in gross lesion of male rats in combined repeat dose and reproductive/
developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

R-674

Dose Animal

mg/kg number  Organs Gross pathological findings Histopathological findings
50 2010 Stomach -Dark red spot in glandular stomach -Erosion, glandular stomach (+-)
2011 Stomach -Dark red spot in glandular stomach -Erosion, glandular stomach (+)
150 3003 Stomach -Dark red spot in glandular stomach -Erosion, glandular stomach (+-)
+- : Slight + : Mild
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Table 25 Histopathological findings of male rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Dead animal

Dose {(mg/kg) 0

Organs No. of animals

1 _
-findings Grade 1 2 3 4 P 0bs TE

Cerebrum
Cerebellum
Sciatic nerve
Heart
-myocardial degeneration/fibrosis
Lung (Bronchus)
-accumulation, foamy cell, intra-alveolar
-metaplasia, 0Ssseous
Stomach :
-erosion, glandular stomach
Duodenum
Jejunum
Ileum
Cecum
Colon
Rectum
Liver
-necrosis, focal
-microgranuloma
Pancreas
-basophilic focus, acinus
Pituitary
Thyroid (Parathyroid)
Adrenal
Thymus

[1]

[1]
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0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

[ 1 : Number of autolyzed specimen
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Table 26 Histopathological findings of male rats in combined repeat dose and reproductive/developnental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Dead animal

Dose (mg/kg) 0

Organs No. of animals 1
~findings Grade 0 1 2 3 4 P 0bs TE

Spleen
-hematopoiesis, extramedullary
-deposit, brown pigment, red pulp
Mesenteric lymph node
Cervical lymph node
Kidney
-basophilic tubule 1 1
-cellular infiltration, interstitium
-eosinophilic body, tubular epithelium
-cast, hyaline
~-fibrosis, papilla, focal
Urinary bladder
Testis
-atrophy, seminiferous tubule
-retention, sperm
Epididymis
~-decrease, sperm
~cell debris, lumen
Seminal vesicle
Prostate
~cellular infiltration, interstitium
Mammary gland
Skin
Sternum {Bone marrow)
Femur (Bone marrow)
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0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 ; Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined
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Table 97 Clinical signs of female rats during the pre-mating and mating periods in combined repeat dose
and reproductive/developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate
by oral administration

Dose  Findings Day of administration

ng/keg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15¢#16 17 18 19 20 21 22 23 24 25 26 27 28

¢ No. of animals 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 8 6 4 1 1 1 1 1 1 1 1 11
No. of animals with abnormal findings 6 00 0 0 ¢ 0 0 0 C O O0CO0CO0OC 0O O OGO 0O O O 06 0 0 06 8 0 O
50  No. of animals 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 10 6 4 2 O
No. of animals with abnormal findings 6 ¢ 0 0 0 0 0 0 0 0 O 0 0 06 0 0 ¢ 0 O
150 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 3 @O
No. of animals with abnormal findings 6 0 0 0 0 0 0 0 0O 0 O 0 0 0 0 0 0 O
500  No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 &6 3 1 O
No. of animals with abnormal findings 6 0 6 06 0 0 0 C 0 06 0 0 0 0 0 0 0 0 O
+ . Commencement of pairing
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Table 28 Clinical signs of dams during the gestation period in combined repeat dose and reproductive/
developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Dose  Findings Day of gestation
ng/kg 0 1 2 3 4 5 6 7 8 910 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 1 1
No. of dams with abnormal findings 6 ¢ 0 0 0 0 0 0 O0C O O0OO0CO0OCO0OCO0OCCO0OTO0CO0OTO0OTO0OCCO0COCCO0C 0O O 0
50  No. of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 4 O
No. of dams with abnormal findings 0 00 0 0 0 0O 0 0 0 0 O0COOCTOCTO0OTO0OTO0CO0OTCO0CCO0OTOCTCO0O O
150  No. of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1 11 1 n1n 5 9
No. of dams with abnormal findings ¢ 0 6 0 0 6 00 0O 0 0O O0CO0OTOGTOCO0OTO0CTO0OTO0OO0OCO0CTO0 O
500  No. of dams 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 5 O
No. of dams with abnormal findings ¢ 0 ¢ 0o ¢ 0 0 0 0 0 OCO0OO0OCO0CO0O0TOCO0 OO OO0 O O
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Table 29 Clinical signs of dams during the lactation period in combined repeat dose and reproductive/
developmental toxicity screening test of 2-{Diethylamino)ethyl methacrylate by oral administration
Dose Findings Day of lactation
mg/kg 0 1 2 3 4
0  No. of dams 12 12 12 12 118)
No. of dams with abnormal findings 0 0 0 0 0
50 No. of dams 10 10 10 i0 10
No. of dams with abnormal findings 0 0 0 0 0
150 No. of dams 11 11 11 11 11
No. of dams with abnormal findings 0 0 0 0 0
500 No. of dams 10 10 10 10 10
No. of dams with abnormal findings 0 0 0 0 0

a): One dam

was necropsied on day 3 of lactation because all pups died.
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Table‘3o Body weights of female rats during the pre-mating period in combined repeat dose and
reproductive/developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate
by oral administration

Dose Day of administration Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 213 219 229 237 248 35
S.D. 6 8 10 10 11 8
No. 12 12 12 12 12 12
50 Mean 213 221 231 239 247 34
S.D. 7 12 15 15 15 12
No. 12 12 12 12 12 12
150 Mean 213 219 229 235 246 33
S.D. 7 7 7 11 13 13
No. 12 12 12 12 12 12
500 Mean 213 219 231 235 246 33
S.D. 6 8 9 9 10 6

Unit : g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 31 Body weights of dams during the gestation and lactation periods in combined repeat dose and
reproductive/developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate
by oral administration

Dose Day of gestation Gain Day of lactation Gain
mg/kg 0 7 14 .21 0-21 0 4 0-4
No. 12 12 12 12 12 12 118) 11
0 Mean 259 293 333 436 177 318 339 26
S.D. 16 13 13 23 24 20 18 15
No. 10 10 10 16 10 | 10 10 10
50 Mean 262 303 347 451 188 334 349 15
5.D. 18 25 30 30 27 33 28 14
- No. 11 11 11 11 11 11 11 11
150 Mean 256 298 344 443 187 331 351 20
S.D. 14 18 22 33 28 16 18 13
No. 10 10 10 10 10 10 10 10
500 Mean 260 300 338 419 160 340 351 11
S.D. 12 14 17 20 19 18 18 13

Unit : ¢

No.: No. of dams
a) : One dam was necropsied on day 3 of lactation because all pups died.
No significant difference in any treated groups from control group.
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Table 32 Food consumption of female rats during the pre-mating period in combined repeat dose and
reproductive/developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate
by oral administration

Dose ' Day of administration
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 24 21 21 22 21
S.D. 3 3 3 3 3
No. 12 12 12 12 12
50 Mean 24 23 20 23 22
S.D. 3 3 3 5 3
No. 12 12 12 12 12
150 Mean 22 21 21 21 21
S.D. 2 2 3 4 3
No. 12 12 12 12 12
500 Mean 23 22 22 22 21
S.D. 2 2 3 4 3

Unit : g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.



R-674

Table 33 Food consumption of dams during the gestation and lactation periods in combined repeat dose and
reproductive/developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate
by oral administration

Dose Day of gestation Day of lactation
mg/kg 1 7 14 21 1 4
a)
No. 12 12 12 12 12 11
0 Mean 24 27 28 27 23 47
S.D. 3 5 4 2 8 4
No. 10 10 10 10 10 10
50 Mean 25 28 31 28 21 41
S.D. 3 4 5 2 5 6
No. 11 11 11 11 11 11
150 Mean 24 28 30 24 23 46
S.D. 4 3 4 8 8 10
No. 10 10 10 10 10 10
500 Mean 25 28 29 24 19 38«
S.D. 3 4 5 4 6 9

Unit : g/rat/day

No.: No. of dams

a) : One dam was necropsied on day 3 of lactation because all pups died.
# : p<0.05 (Significant difference from control group)

)
)



Table 34 Gross pathological findings of dams in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

R-674

Dose (mg/kg) 0 50 150 500

No. of dams examined 11 10 11 10

No. of dams with abnormal findings 0 0 0 0
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Table 35 Absolute organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-{Diethylamino)ethyl methacrylate by oral administration
Body Brain Pitui- Thyroid Thymus Heart Lung Liver Spleen
weight tary
Dose No. of (R) (L) (R+L)

mg/kg dams g g mg mg mg ng mg g g g g
0 11 Mean 339 1.94 18.2 9.0 8.1 17.1 192 1.01 1.21 14.64 .66
S.D. 16 0.09 3.8 2.1 2.0 3.8 41 0.09 0.08 0.81 0.06
50 10 Mean 349 1.90 17.1 9.5 8.8 18.3 237 1.07 1.32 14.59 0.67
S.D. 26 0.12 3.9 3.5 2.4 5.5 70 0.07 0.18 1.05 0.13
150 11 Mean 351 1.87 17.9 9.2 8.2 17.4 226 1.05 1.20 14.84 0.68
S.D. 18 0.07 1.4 1.8 1.8 2.7 58 0.07 0.086 0.99 0.11
500 10 Mean 351 1.96 15.9 9.1 8.9 18.0 253 1.08 1.19 13.80 0.64
S.D. 18 0.09 2.6 3.0 3.1 5.7 58 0.05 0.07 0.96 0.06

No significant difference in any treated groups from control group.
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Table 34 Absolute organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Kidney Adrenal Ovary Uterus

Dose No. of (R) (L) (R+L) (R) (L) (R+L) (R) (L) (R+L)
mg/kg dams g g g ng mg ng ng mg mg mg
0 11 Mean 1.10 1.10 2.20 41 45 86 54.1 45,3 99.4 620
S.D. 0.11 0.08 0.19 6 5 10 9.4 9.0 12.6 83
50 10 Mean 1.13 1.13 2.26 42 49 91 54.7 53.5 108.2 674
S.D. 0.11 0.12 0.22 9 15 24 11.7 8.8 18.2 100
150 11 Mean 1.19 1.17 2.36 42 47 89 52.3 51.1 103.4 627
S.D. 0.11 0.12 0.23 5 5 10 7.1 6.7 11.8 90
500 10 Mean 1.20 1.19 2.39 36 40 76 55.9 48.2 104.1 658
S.D. 0.07 0.05 0.12 4 3 7 8.1 8.8 13.2 102

No significant difference in any treated groups from control group.
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Table 37 Relative organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Brain P%tui— Thyroid Thymus Heart Lung Liver Spleen
ary

Dose No. of (R) (L) (R+L)
mg/kg dams _ g% mg% mg% mg% ng% ng% g% £% g% g%
0 11 Mean 0.57 5.4 2.6 2.4 5.1 57 0.30 0.36 4,32 0.20
S.D 0.04 1.2 0.7 0.8 1.2 12 0.02 0.03 0.19 0.01
50 10 Mean 0.55 4.9 2.7 2.5 5.2 67 0.31 0.38 4.19 0.19
S.D 0.05 1.1 0.9 0.6 1.4 18 0.02 0.04 0.25 0.03
150 11 Mean 0.53 5.1 2.6 2.4 5.0 85 0.30 0.34 4,23 0.20
S.D 0.04 0.4 0.6 0.4 0.9 18 0.01 0.02 0.23 0.03
500 10 Mean 0.56 4.5 2.8 2.5 5.1 72 0.31 0.34 3.93%+% 0.18
S.D 0.03 0.6 0.8 0.8 1.5 17 0.02 0.03 0.18 0.02

#* : p<0.01 (Significant difference from control group)
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Table 38 Relative organ weights of dams in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Kidney Adrenal Ovary Uterus

Dose No. of (R) (L) (R+L) (R) (L) (R+L) (R) (L) (R+L}
ng/kg dams g% 8% £% ng% mg% mg% ng% mg% ng% mg%
0 11 Mean 0.33 0.38 0.65 12 13 25 18.1 13.4 29.5 182
S.D. 0.04 0.04 0.08 2 2 3 3.2 2.9 4.5 22
50 10 Mean 0.32 0.32 0.65 12 14 27 15.7 15.3 31.90 194
S.D. 0.02 0.03 0.04 3 5 7 3.4 1.9 4.5 31
150 11 Mean 0.34 0.33 0.67 12 13 25 14.9 14.86 29.5 179
S.D. 0.03 0.03 0.05 1 1 2 1.9 1.8 3.1 26
500 10 Mean 0.34 0.34 0.68 10# 11+ 22+ 16.0 13.7 29.7 188
S.D. 0.02 0.02 0.04 1 1 2 2.3 2.4 3.6 31

* : p<0.05 (Significant difference from control group)



Table 39 Histopathological findings of female rats in combined repeat dose and reproductive/developmental

toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

R-674

Dose (mg/kg)

500

Organs No. of animals 12 12

-findings Grade 0 1 2 3 4 P Obs TE 0 1 2 3 4 P 0bs TE
Cerebrum 12 12 12 12
Cerebellum 12 12 12 12
Sciatic nerve 10 16(2) 12 12
Heart 12 12 12 12
Lung (Bronchus)

-accunulation, foamy cell, intra-alveolar 12 12 11 1 1 12

-metaplasia, 0sseous 11 1 1 12 12 12
Stomach 12 12 12 12
Duodenum 12 12 12 12
Jejunum 12 12 12 12
Ileum 12 12 12 12
Cecum 12 12 12 12
Colon 12 12 12 12
Rectum 12 12 12 12
Liver 12 12 12 12
Pancreas

-atrophy, acinus, focal 11 1 1 12 11 1 1 12
Pituitary 12 12 12 12
Thyroid (Parathyroid) 12 12 12 12
Adrenal 12 12 12 12
Thymus 12 12 12 12
0 : No remarkable changes 1 : Slight 2 3 . Moderate : Severe
P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)

Obs : Observed number
TE : Total Examined
( ) : Number of lost specimens

No significant difference in any treated groups from control group.

O

N



Table 40 Histopathological findings of female rats in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

R-674

Dose (mg/kg) 0 500

Organs No. of animals 12 12

-findings Grade 0 1 2 3 4 P Obs TE 0 1 2 3 4 P Obs TE
Spleen

~-hematopoiesis, extramedullary 2 10 12 12 4 8 12 12

-deposit, brown pigment, red pulp 12 12 12 12 12 12
Mesenteric lymph node 12 12 12 12
Cervical lymph node 12 12 12 12
Kidney

-cyst, medulla 12 12 11 1 1 12
Urinary bladder 12 12 12 12
Ovary 12 12 12 12
Uterus 12 12 12 12
Vagina 12 12 12 12
Mammary gland 12 12 12 12
Skin 12 12 12 12
Sternum (Bone marrow) 12 12 12 12
Femur (Bone marrow) 12 12 12 12
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 ; Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)

0bs : Observed number
TE : Total Examined

No significant difference in any treated groups from control group.
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Table 41 Estrous cycle in female rats during the pre-mating period in combined repeat dose and
reproductive/developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate
by oral administration

Dose No. of Count of estrus Mean duration

Mean+S.D. of cycles

ng/kg animals 0 1 2 Mean+S.D.

0 12 0 0 0 3.6+0.5 4.,1+0.2

50 12 0 0 0 3.3+0.5 4.3+0.3

150 12 0 0 0 3.7+0.5 4.1+0.2

500 12 0 0 0 3.6+0.5 4.,1+0.38
No significant difference in any treated groups from control group.
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Table 42 Reproductive performance of male and female rats in combined repeat dose and reproductive/
developmental toxicity screening test of 2-(Diethylamino)ethyl methacrylate
by oral administration

Dose No. of No. of Days until Copulation Fertility
copulation index index
mg/ke males females  Mean+S.D. (%) a) (%) b)
0 12 12 3.3+3.8 12/12(100.0) 12/12(100.0)
50 12 12 2.8+1.4 12/12(100.0) 10/12( 83.3)
150 12 12 2.9+0.8 12/12(100.0) 11/12( 91.7)
500 12 i2 2.6+1.3 12/12(100.0) 10/12( 83.3)

a): (No. of pairs with successful copulation / No. of pairs mated) X 100
b)}: (No. of pregnant animals / No. of pairs with successful copulation) X 100
No significant difference in any treated groups from control group.
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Table 43 Findings of delivery on dams in combined repeat dose and reproductive/developmental
toxicity screening test of 2-{(Diethylamino)ethyl methacrylate by oral administration
No. of Implan- Live
No. of No. of Gestation Gestation No. of implan- tation No. of No. of  ©birth Delivery
Dose pregnant females index length corpora tation  index still live index index
ng/kg females a) % b) lutea sites % ¢) born born % d) % e)
Total 12 i2 100.0 196 183 1 172
0 Mean 22.7 16.3 15.3 90.4 0.1 14.3 99.5 95.0
S.D. 0.9 2.9 4.4 21.2 0.3 4,1 1.8 5.1
Total 10 10 100.0 175 163 2 147
50 Mean 22.4 17.5 16.3 92.3 0.2 14.7 98.2 90.7
S.D. 0.5 2.8 4.0 13.1 0.4 4.5 4.0 8.1
Total 11 11 100.0 195 187 1 167
150 Mean 22.5 17.7 17.0 95.3 0.1 15.2 99.4 90.4
S.D. 0.5 3.0 3.4 8.6 0.3 3.3 2.0 11.8
Total 10 10 100.0 169 151 1 104
500 Mean 22.5 16.9 15.1 90.1 0.1 10.4 99.1 68.8xx
S.D. 0.5 2.2 4.0 22.3 0.3 3.5 2.9 12.7
a): No. of females with live pups
b): (No. of females with live pups / No. of pregnant females) X 100
¢): (No. of implantation sites / No. of corpora lutea) X 100
d): (No. of live pups on day 0 / No. of pups born} X 100
e): (No. of pups born / No. of implantation sites) X 100

#%: p<0,

01 (Significant difference from control group)
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Table 44 Findings of pups in combined repeat dose and reproductive/developmental toxicity
screening test of 2-(Diethylamino)ethyl methacrylate by oral administration
Day 0 Day 4
External b) Viability
Dose No. of No. of No. of Sex malfor- No. of No. of index
mg/kg dams males females ratio a) mations (%)c) live pups live pups %
Total 90 82 0 172 169
0 12 Mean 7.5 6.8 0.58 ( 0.0) 14.3 14.1 91.0
S.D. 2.5 2.8 0.18 ( 0.0) 4.1 4.7 28.8
Total 78 69 0 147 142
50 10 Mean 7.8 6.9 0.53 ( 0.0) 14.7 14.2 96.4
S.D. 3.9 3.8 0.18 { 0.0) 4.5 4.4 5.1
Total 86 81 0 167 181
150 11 Mean 7.8 7.4 0.53 { 0.0) 15.2 14.6 96.7
S.D. 2.6 2.9 0.15 ( 0.0) 3.3 3.1 3.2
Total 59 45 le) 103f) 101
500 10 Mean 5.9 4.5 0.55 { 0.8) 10.3 10.1 98.3
S.D. 2.7 2.2 0.17 { 2.4) 3.5 3.4 3.5
a): No. of males / No. of live born pups
b): No. of live born pups with external malformations
¢): (No. of 1live born pups with external malformations / No. of live born pups) X 100
d): (No. of 1live pups on day 4 / No. of live pups on day 0) X 100
e): Vestigial tail
f): One pup with external malformation was excluded.

No significant difference in any treated groups from control group.
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Table 45 Body weights of pups in combined repeat dose and reproductive/developmental toxicity
gcreening test of 2-(Diethylamino)ethyl methacrylate by oral administration
Dose Male Female
mng/kg 0 4 0 4a)
~ No. 12 11?) 1% 1
0 Mean 7.2 11.0 6.7 10.5
S.D. 0.8 1.1 0.8 0.9
No. 10 10 10 10
50 Mean 7.0 11.5 6.6 10.8
S.D. 0.7 2.3 0.7 2.3
No. 11 11 11 11
150 Mean 6.6 11.0 6.3 10.5
S.D. 0.9 2.0 0.8 1.8
No. 10 10 10 10
500 Mean 6.9 11.2 6.6 10.6
S.D. 0.7 1.7 0.7 2.0
Unit : g
No.: No. of dams
a) : Day after birth
b) : All pups in one dam died on day 3 after birth.
¢) : Female pup in one dam was not born.

No significant difference in any treated groups from control group.
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Table 46 Gross pathological findings of pups in combined repeat dose and reproductive/developmental
toxicity screening test of 2-(Diethylamino)ethyl methacrylate by oral administration

Dose (mg/kg) 0 50 150 500
Male

No. of pups examined 87 76 85 56

No. of pups with abnormal findings 0 ' 0 0 0
Female

No. of pups examined 82 68 78 45

No. of pups with abnormal findings 0 0 0 0
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