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4. EH

N, N—VAFATZ7IALTIFD 28 HEAIRKEROBREEZEREREZ 6 Ao
Sprague-Dawley % SPF 7 »» b (Crl:CD(SD). 1 BEMfRER 6 ST 1218) 2 AWTERKL
Tro BE-BIT 0 (FES A : HEREE) L 5,20 R UM 80 mg/kg & U, E /-, X HREE - 80 mg/kg
BEHEO—EOEE (1 BEMES 6 IT) oW TR SME& T 2 B OEESM
R, BHE{LOFWMEERE LT,

—MCIRRE, WRERER OB CRRERDEREOEEIIRD LN o1,

PR —BOREE TR, BREHRITIEROOROHE L, B ILIBEND 80 mg/kg #
BRI, VEXIDEEOROHERN 80 mg/kg EFHOMMEIZ, SIH LAY EK
DIEEDS 80 mg/kg TS BEDMEIZ A BT,

B3 ESHE TIL, 80 mg/kg HTEHOMERE CIRENR A LN,

FETIE, 80 mg/kg T EREOMEH TR GWIM A2 E U CHBHE TH- CHEL, &
HEMELEELZTR U, £, BHEY 80 mg/kg H5-FEOMHE TS 7 BIZEER
o, HTRHEEHMEE L CEREEL R L,

RBRETIX, BEEOKMED 80 mgkg 5 DOMIZL LRI,

MRFERE TiX, RO, ~E7vEVERO~N< b7 ) v MEDOKE, R
REORM, FFERECBMEECEEHLLE S ba R T 7 2F VEROEERE R
80 mg/kg B EHOMIC A DT, i, R, ~ETFe BRI U
MEDIEEE R 80 mg/kg S BOBEIC L NI,

MBLFEBRETIE, 7 V7 F =2 OEED 80 mg/kg EHOBEIZA BT,

BEEETIH., WREEOEMED 80 mgkg HEFHOHEIZH L,

R, IRE ORRERED 80 mg/kg WEREDME 3/6 BlIZH DTz,

WEMEBFERE I, MROZEER CBRO RME OLFERME/MEOEM D 80 mg/kg
BEBEOREZ, BIROBNEMOTTER UIRE O S AD% 80 mg/kg HSEOMIZ, B
f&> BB B MEEERL O HENNAN 80 mg/kg B S EEOMEBEIZ A D i-,

EEHE CTIX, REHRICH OO ITHEEUIER L 7,

UEDRER. N, N=CAFATI7INAT I RORRBREUETICBIT A2 ERERT
R & b 20 mg/kg/day & HETE STz,
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5 &

uji

BAFEE EEARED EETER LEYETEMREOEREIZLY, N, N—¥
AFNTIZINTIRET Y MI28 AEIRERORE L COEBLHLNNITE L
EHiz, 2 BEKREL, BEOFMEMEMRFTIRBREZER L0 T, ZOMELH
B35, BB, ARBRREIBEAESER YV —F 2 4 —BWERZESOAREZIT
T3,
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6. HERMHRUAE

6.1 HERMERUVEREK

6.1.1 WERME

ARBRICER LIEBmE O T v

b &=, f@ﬁ#&iﬁ(@@@f&;é . RBREEEBLHMER 1R,

B FF

g

CAS & &
BRATREEES
43 F 3

=

SR

HiE (GC)

i (REE)
BEIZB AR
Y=

HE

CIP:

iRy

VPR

AFE
ZEME
REHIE
RIEG AT

B EOEE

RAH]

N, N=DAFATIZINTIF
N,N-Dimethylacrylamide
2680-03-7

2-1017

CsHoNO

99.13

99.9%

99.5%

EAMEAEZREE

—40°C LLF

0.97

77°C

171~172°C

K, BHEERZTE, o-~F Y IR s

575g (500 g; 1R, 25g;37A)

BEMRK TR, EBHEI OOV THERESERY U3
—F ko F BBV T 2TV, REHESD
DEEMEFER UL (RTEER2) ,

MR (MEEN ; FEHEME : 2~8°C) | B
HEIGFIERT KR BEREEROE 2 WH50HE 4 B
B E RN E

K U T, vRA7, FPREMRERELZERL
o KRRBIFE 2 EDOFEKFENPLEZT, B{LAIE D
FEfirk A RE LT 77,

WBRME | g B REREE L TRE LE, DRI/
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ST LT REORBIIEE L., £, HBRYE
DERBIIRENZHEREL, @ TEELL,

6.1.2 oyl
£ B : 5K
oy &R : 9J93. 9K73. 9K74
s : BAREKRFS
A= Fp— : BREtt KERMETS
@Tﬁ% : =R
(E3es : FIRSHAZERET B 2 WFSUHR 4 BRI E R E

SN {ﬁﬁi TOWTIE, K’i\."%ﬁk%iof%#th N—=AFALTZY LT
ROBEBRKEHZERRE (RBREE  A2174) 2BWT, BT CoOBRmE D
HEMICBFRBERIELNTWD Z b, BEAKEBIR L,

6.2 HEHOAH
6.2.1 PRER B D 3R B

BEZLIILEEOHEBMEZHER L, EHAKZHRL T I mg/mL K (KH &
) . 4 mg/mLiE (FRHEK) RO 16 mgmLiE (BABRRK 2F8 LA, R
I8 BIC 1 ELL EoFEE CHRE L, A% 7 BLINER L,

6.2.2 BRERDOGRERE
TEHIE | BUNESTOBENT 7 AEICHEL, FHEE AT WEBENRN. R
#iF 1~10°C ; ERIE 5~9°C) | #EX T THRE L,

6.2.3 BEPTOREM

AEEERE D 0.100 KT 200 mg/mL VEMEIR (A - EHAK) 1, BEF T 2
Atv, BFT (BEREN, FA#MA : 1~10°C) T 8§ B, ZOHZEIR T 24 FERET
HDHZEPKEREER SV —F v o X — BB CHRIESN TS (RBE
B A2174, IMHERZ)

6.2.4 WERTRDBETER
BE 1B 4BOREIZAVIBZREOERIRICOVWT, ZOBRELKASHERY
VY —Ft ¥ — HERBWEFR CHPLCHEZ AW THIR Lz, TORE., FrREIst
T HREDOEIEIL 98.4~100.3% (FFAHH : XMEICRT A2EE ; 100.0£10.0%) TH
D, WTFNLHRGEHENTH o7z (REE3) . SO 2 KRICTRT,
1 Y 7 v ORBA R O E
1R, 1 RIZO% 10mL
BIEXRYE : N, N=CRXFALT7TZ7IUAT IR

13
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PIE X RIEEME
B R : N, N=JAFLTIZ7IANTIFR
1y FEE : 23JUC
RAEFEFTIE : WBRERT (IWEEN ; ERIE : 2~8°C) | Hfe
RIFE AT : HEGICET HBRYERFER CAELETEEYE
RTFHET
HPLC I 7E S
BT A : CAPCELL PAK C18 MG (2.0 mm L.D. x 150 mm, 5 pm,
RSt E L)
717 MERIER ERE
. 40°C
HPLC %818 : Ak 7 =Y BB (95/5/0.1, viviv)
iR : 0.2 mL/min
B H : UV (JIEF & 240 nm)
TN — T —RERE
: REEL
EAE : 10 puLL
HENE P
EAIER | EAE% EANE

1 3 BYERIE (27 MESHER)

2 3 ERER (EER)

3 1 WEEWMHEE (1 mg/mL)

4 1 BERBEE (4 mg/mL)

5 1 BE EZRFEE (16 mg/mL)

8 HERS IR T ONBI TE ERIEREE OB E 1, TR 24 BRI L
MIZERE LT, B, NV TF—a VBT, A— |
Yo T —RICBITD 24 BRRMRTES DR EMEDHER
T3,

6.3 HESMERURHOEIRER

BURBETA FIA IV T vy PERAWERBELELINTWE, ZORE
WHERAENEZRKEOT v MidEER LMo, TERERNEETHDI 2 ENHER
L7z,

6.4 HERBMERUEST

Sprague-Dawley 5% SPF 7 » b [Crl:CD(SD). BAF v —/L 2 « U "—FKHXat, B
AEBE L F—) MRS 470E 0 % SEEBCAF L, YT 8 HEBRE -BIHLEAS L.
—feREOBE (1E/R) | RERE GE) RUFEMR—KREOBZE (1E) %17
VW, REBNE. —RRER ML —RREBOBEY Y CEENAONTREL R

14
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PRAMMES 3600 (FEREL U CHEmES 2400, FERE U THAES 128 2R/, 6
HECRBRICH Uz, BI3RE - DL o FEEMEI L 0 REI%, BTy
B (&5RE02 AR OFRBEIZESWT, FHOVEHEENRTEXRETHELRD
LOBBEERE L, EEOCEMTIIa vy Pa—F2BAVWET oy 2 BREEROCEE
ZHMEEOMEESY (Fuy 7EBETHLELRELEBR L. REBEEEROHANOEKES
TREELIZEIE TRE) KL YIToTe, BEFHMBA ORESRBIL., BT 207243 g, M
T 137~169 g Tholz, 72, REBWIIESHEBICRBRENORA L, B ER
HEEFICBE L,

ED O RBERFTEEICE WV EXICEIMRES 45 ETH o B BRI MRS 4a7TERMA S,
H2) A7 FREEICBN T, ERALNIH 1 HUIEEERD BRI LI,

6.5 fABEH

EWITIRE 22~25°C (FFA#1FH 1 23+3°C) | FECHBE 40~59%., (&AM - 50+20%) |
BREE 185 10~15E], PR 1 8 12856 (07:00~19:00) OEMEEE (908 &%)
T, Ty b REBRE—Y (W250xD 350xH 170 mm : J — Ry =7 Y
JHRet) CEBFEEL. &8 | HOoREENOREREZ EH Lz, BERE&E CRF-1
(FEHIRE, AV = VERTERKSH, vy FES 091005, 091104) KO
BEETEAEKEZ BBEKERICL D BHIZEBRE Y,

6.6 HIHRUERHKEOEAYE

B ORAMEICE LU TIXER 2 » NI T Eurofins Scientific Analytics T4y
PFraEfiv, 72, BRI OWTREEEBER v ¥ — NS IOKE BRI LT
HKEREZ T (F4E) KELEZ, ThOOOWREZEZAFL, RBRARE
WREBNIND L AR LG, BELERFELE,

6.7 EMOHEIMNRVT—IO~ADERT

WX AR DE A BEELEE L CREE Lz, AWML LESITRIE TOM
TRREE, MARUOEESESZHR LIy —Y TV 00F -, BT %I, R
EFOREZ L (EE, B, PROSHEBBEOIE) ([ 40EBEZTEL ST, ZOBE.
1000 DALIZRE, 100 OAZixME (0 B2 HE, 1 BL2ME) | 10L& 1 OMIEEEEEE L,
SREr—JiR, BSUMECHEALEZF —P 9 VL0BIHE () JLikes
FLeT ko, RREE, BRERE., REE. M, BWES, FEZSRUE
BRTPEBEZRAR LI, 2720, MR —RREBOBE, HiERERCEARE R,
BEFEIH L TREDEREEIBET DD, F—U 7~V HEHIR L CRBRE S, 5
BRUOBEZEEDLEFR L,

15
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6.8 RE5EE. RESHE. RERBRVEEEE Eh 5 OFRER
BEEHRRIETNA P74 ACEL, REBRKIEIBORELER L, RE5HMIZ 28 B
& L7, REBZIIRERSHBRTRIIITOAL TS 1 B 1E (7E/E) & Lk,
EEHRIIEEO S ZRATL20ICEX L ELX OGNS 28B (14 HH) &L, Z
DG TR lz,

69 #H®EHEK

BERET Sml/kg FEL L, BY U7 AVWTHEARO®RE L (08:26~11:59
O o BEBRCITEE EHAK) FRRCEE L, BRI LOBRERE (BT
HAL: 0.1 mL) HEFOREZEECEY L,

6.10 BEERUZFORTEIEIE CICEHERK

FRMLEH T 7 VAT L NIZREE 2 F 3 2RI RN, B OBERSE S
EWV o LRMEIREELS|IXREI L, B2, = a—a 0/ 3 kR
WWHEHCHERLEBETAII LML TV, £/, 77 UNLTIND F344 T v
h &RV RER S EHRR TIE. 10 mg/kg/day DA EOR S TIIEERD . KERY
e, BEOHRFISEOETRHEES LTS,

N, N=URAFAT2Z7IATIFO0 (EHAK) | 30, 100 E U300 mg/kg/day %
| BEMERES SPCDT > MZ 14 BRIEKEROHRE U2 R Y, 300 mykg 55 T,
—IREETHISEB OB NIRBA2 2 L%, %5 4 B £ ClIoMigefnEs L,
FRCEMORE L NRERIETHATH A, —RREBEOE(L LV REEZICL 528K
BEROBLOTFREMNE 2 biviz, BT, 100 mgke BEFHOMBEOEERERIZBNTHS
DIRBOBH ORI, LEDZ Enh, ARRICBITO2RGEDZ. 80mgke B HE
L. A 4TRL, 20 mgkg P AEIIC, 5 mgkg ZERBICREL., BEELM
Z AT E Ui, | B2 OB S TR CIIMRES 6 [T, EER CRTEEED
BB CHES 6L e Uiz, BEERER LITRT,

®1LEER
SeE REeEg | R E | REFE " ENE I
i (mg/kg) | (mg/mL) | (mL/kg) i | BmES | B BmES
I i3 6 1001~1006 6 1007~1012
HHR BE 0 0 > e 6 1101~1106 6 1107~1112
. i3 6 2001~2006
1P B 5 ! 5 M| 6 | 2101~2106
e HE 6 3001~3006 -
R R 20 4 3 i3 6 3101~3106 - -
- . HE 6 4001~4006 6 4007~4012
RLEE L 80 16 3 i3 6 4101~4106 6 4107~4112

16
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6.11 EHBRUREDAZE
FNENERHEINT-FHICBEERORESEK L, RBRAOEZEIZCELTIETE
D@y & LT,

45 1 B (Day ! of administration) : | E-BAtER
5 11 (Week 1 of administration) : &5 106 %5 7 H
ElfE 1 B (Day 1 of recovery)  BEIERHER (BREHBKTOSER)
F7E 138 (Week 1 of recovery) B 1 226 [EIE 7 H
6.11.1 — i IREEDERR

EEFICONVTREHAMTIIEH 3B REAT L REERRCR 2BME (2L,
F—RREOBE, BERE, BARUEHRESEAE Z EM§ 2RI R 51L&
‘EE®O 2E) | EEMFETEIER 1E, FAFK, REBRER, B8 THEOHE
Y EO—IRBREBE LT,

6.11.2 AL RREEOEER, HEERE. BHARUVEBRESHZORIE
HEM R OB, 2FEEIZ oW, BEBENIC 1B, 5B T &R UE
BEHEPRER 1 BER Lz, £7/7, HERE, BHERVEXKEFEORH EIX. &5
438 (HEABE 248, AR5 25BRU28B® ) ROEIE 28 (EE 11 8) 127
ST, ML ARIREOBEE UHBEREIZOWTIXENEL D VXA a2 7L L2
SEERWE, £, B8, RELXWEER. 8MmEd 7 X LIZEE L., B8N
LTHEREDEBREFIR (774 k) LERETITo7, 720, BREGTHEOH
EWXT 74 v S TIiIT o7, 2B, %E5HAeT (BE - BIMLEAR ) OFEMis—
BRECER (A—T7r 74—V FREE) IZBWT, BENAE LN ERITHEER
NHERA LTz,
) o MoRS5HET (F&52580) OBREEENEKC, XBEOM 15 (BWES 1103) T
BRESERTFEREE (DASsystem64) DFRFEIRILL Y, AICEIBORR -T2, BHE
F 03 RoVNTH, RE 2 ACEHBEHBONELEE L., F—F 2 BRLE, i, A
HEBHEREIMNT AN RV OB BLZEEL, &5 28 A0 BREBREORNC ML
—RREOBE, #HERERCEARTEOBELZEBG LR, ZThooF—FZFHRA L,

27,

6.11.2.1 M RIREORE
1) HA—br—TREE
REh % BRETH
2) FLE-TOER
F=VnLORVHLE X, WE - KEOWRE, IR Bogwd, IREKzEH. Rig
PRGN AE, FIRAGIE., BAwhRHERE (R, Wik, ZH, BAR, REWR) | ~v
U TR B0, N R TREORF

17
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3) A—T7rT7 4—v FRBIE
RERRRE, . BRETE), FRITE. &7, £8. &\, LHEX 0 EHK, B
Mty (BeEdk. HERDOE)

6.11.2.2 HEERE
PERSOS, BTG, BRI, BEMG, BILKE . EhERRE, &HBEHE

6.11.2.3 BARE
CPU #—3 MODEL- RX-5 (7 A a—xz =7 Y 7#HRXLd) #HWCEIER
VRO ZHE L,

6.11.2.4 BHEEH=DAIE
EREYA BRE® Y —NS-AS01 (X ttma—a A= X)) FHWTH
REFHELZRELEZ, BIEIZIEBRE L, 10 0BBR O 0~60 5ORIEEELEF L,

6.11.3 KEAE

EEEICOVWT, BEHMREERE 1. 4, 7, 10, 14, 17, 21, 24 H O 28 HO®
ERc, EEHRREESE 1. 4, 7, 10 RO 14 BIZBIE L, BIEE 08:20~10:16 O
AT o7, B B I BREEREHOLD, sTE N K 16 BEE S0
BREZBIE Lz (07:35~08:01) ,

6.11.4 EEERE

SEFEIZOVWT, BEHFAPIEES 1, 7. 14, 21 RO 28 BO®RERIIZ, [EEHHR
XEE 7 KON 14 BACHIE Lz, BIEX 09:10~10:47 OICiTo 72, s, REBE
HOBREZHBE»LD 1 BELY, #ETHIZ 6 BEOREEREY, FO®KIZITHD
CITHHOBRHEEREABEL, 1L BEZEH L, EE 1 EIIEE 1 B 7
HECTo 6 HROBRBEREL, TORITITEBMOREERELZBEL, 11 B E
EEH L,

6.11.5 EKERIE

RBER (%5 22~23 B ROEE 8~9 H) 2. RIEES 2RI H>WT, BIE»
LD 1HYDOBKELY, HAKEZANCTRE L, BE 08:48~9:28 DEIZT»
77,

E) . BEHRYToRESC, SRHEROE 16 (BHmES : 4007) RUHE 16 (@HES - 4107)
THEAKBEOBRENR LGN, BEEKEBNOHK LETREERRDI-T-O, 5 23~24
BIitEREL2ER LU, BREDCHER. B1E 5 4007 Cik, BARICHL L AREN L LN,
HAEEIMOB L FAEEOCE THY, BREMEELEH L, BMES 4107 T, 8K
BICHONREZR N0, BHEEIEISEEL L, HRBEEAERA L,
B, RERVEECHE S BICE 2 RTRBREOESTOMEEBIZOVWTEEL TR

18
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D, ECOEBILOWT, BIPES 4007 XENTEY., B§HES 4107 XYEOCREE L
BRELE,

6.11.6 RKRE

BE 48 (BE522~23 8% ) ROEIE2HE (E4E 8~9 A) CRELXTo 7,

#E 4 iR EICONT, BE 2EREEHOLEEICSOWNT, RAEYUBIZZEN
FhEREEZEY PLEF—VIZIRE L, 8 - BREKT C4ERRELY, RWTH
HER - HEHEBATTZEOEO 20 BRERZEDRL., £ 2ICE8HLEEERERPFER
LoBELE,

H) . BEHMHToORENC, BREROE 1 @WES 4007 RO 16 (BB E - 4107)
TERAEOBERALNTZ, BBRAKEB»LEKLUZTREENEbN -, &5 23~24
AICEREAEELZ, BEREOKR, 8WES : 4007 TiX, BAEIZH LM RERAR LR,
BREMEItOSH L RBECETHY, BREMEZEA Lz, BWES 4107 Tid, 88X
BlHLMWRERL DN Mo, BREMRSEMEL L. MERNEEZEA LR,
B, BRERIERVCBERESE DIZE 2R TRREOETCOREERIC DV TEBLTE
D, 2TOEBIZSWT, BiEE 4007 XHEESY. 8HES - 4107 39EOREEZ
HRLE,

®2. RREOEE. MEERUVERBSELG L

1) 4BBRICOVWTORE

BREEH BIEHIE

pH F—a AT 4 v ATEARBREKY (77— LA BKREH)
=k F—a VAT 4 v ATEARBRE Y (F—7 VA a4
bR fE A= a VAT v ATEARBKY (7 — 2 LA #ket)
P — R g VAT (v 7 ATEARBRKY (7 — 27 LA BRatth)
=3} F—a AT 4 v 7 ATEARBIE D (T — 7 LA S
EULE Y A= a AT 4 v 7 ATEARBRY (7 —27 Lo #kkEit)
vnyy =5 F—a AT 4 v 7 ATEARBIK Y (F—7 LA B4th)
@H PEREIE

s BiRE

RE (4FpE) P BEMAE Yy YERROLEEEAE (A7 mL)

2) 20 ROV T ORE

BEEH BEF ik

RE QoMEE) ™ ARVY A —ERAWERRRE (B4 : mL)

RERE KAMTED (BAL . mOsm/kg)

i P ) A R

3. AUTION™ MINI AM-4290 (7 — 2 L A ¥k &4t)

. BEEEENEERE A — 7 RRZ > h OM-6030 (7 —2 LA BRRS4)

E) . ABREOREL 20FHOREBEEH LT 24 M ORE (mL24h) #EH LU,

6.11.7 mEERE
BESHMEOEEMEET OB OHEFRIFIC, STENDL ] (19 16~20 HE)
MR I efEiconT, =—F VR T CTHRE L. BEXER) S EDTA-2K /iEE
M#E (SB-41: R A v 7 2AKKEH) KR ®1ml) 28ERLE, Bo/zmiE
WDOWTER3D) KRHBLAEERTRHFEILIORE L, FiZ, IE (#9 0.9 mL)
#3.8%7 =T N U ABRIMARE (MK IFICKL 1 BOEE) ITBIRL, &

19
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DB (BRIE : 3,000 rpm, %9 1,600xg. #I 10 Z0f) &K VW B LR MEEIZOVWTHR
32) WREBLAEBROFEBIZIVRE L, 2B, ERiCLERICHEL, £2RF
22U C May-Griinwald-Giemsa Y1512 X 2 MR HFERZER Uz ERiCL 5
FERIIARZ LI L. SERITER LR o 7,

#= 3 MRFHREDEB. AEERVERBSRLGE
1) EDTA-2K AUIIEIZ >V T ORI

BREHEE BEFIE HAT
FRMLERI (RBC) QEEL—F—Tm—H o F A bY R 10%/uL
~ESu 8 (HGB) ST VA RANTT R LEEY g/dL.
~< k7 Yy B (HCT) PRI R OB RM AR 6B Y %
EHARAMERATE (MCV) 2AEL—Y—Tua—H A R A MY —EY fL
LR L ERE (MCH) RMERB R OA~E T o BN EHY rg
FHR MM ARBE (MCHC) ~E/R b BRUA Y Y v MENDEHY g/dL
MRMERE (Reticul.) RNA GIZ X B L—HF—Ta—H A h X FY—? %
/R (PLT) 2HEL—Y—Tu—F A FA LY —k? 10°/uL.
HIEE (WBC) PEEL—F—Ta—F A kAR D 10%/uL.
A MERE 4y R RAVFRF—BRBIZEDTa—F AL F A M) —E %
RHEV—YF—To—H AL F A RY—§? 10%/uL

2) 7 g MY T AIMMENS SEL IR oW TORE
BAIEHE HEFIE BT
7r bu R (PT) suay biE® s
EMALE S b a R

75 2F L #H (APTT) ruy MED s
747 ) —4% 8 (FIB) ba R TAF L ED mg/dL

fift i B AR
D RAMIEERAEEE T N 47 120 (Siemens Healthcare Diagnostics Inc., [llinois, USA )
D i EEEE B B oI ACL Elite Pro (Instrumentation Laboratory, MA, USA)
E) o U loSER (LYMP) | HHFER (NEUT) | 4FEEER (EOS) . H¥EEIR (BASO) | B3Ik (MONO)
BRORBFERER (LUC) , £, AMKELF L QMKE»LENEOERTHEH LI,

6.11.8 MZLERE

MR AR & RRCER UMK (9 4mL) ZEERERIADRERE (~)
Yl b -A— ey T FAEKRKNSA) WY, ELoRE (BRE : 3,000 rpm,
1 1,600xg, 0 10 70) L. BonfiFICo>WT, R 4.1) TR LEZEBRCHS
FIZEORE LR, £z, ~2Y UINRERE (KR 1 mL %729 59 20 Bfzo~3Y V)
R LMK (192 mL) 2028 BRE : 3,000 rpm. K 1,600xg, 910 47fE)
L, BonzmFlconTR 4.2 ICRBLAHEBEROFEZLVBE L,
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&4 MBEFREOEE. AEERVERESELEE

1) HDEELUIZIEIZS>WTORE
¥EEA W & By
ALP Bessey-Lowry & 1U/L
a1 25— (T-CHO) CEH-COD-POD #:® mg/dL
FUZUETAE (TG) LPL-GK-GPO-POD ¥ @ mg/dL
U iRHE (PL) PLD-ChOD-POD i ¥ mg/dL
Br Yy (T-BIL) AT AR —FEY mg/dL
Faa—A (GLU) INa—RAFe Fa gt —¥E mg/dL
REFEER (BUN) Urease-LEDH i& mg/dL
7 V7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD ¥ ¥ mg/dL
F kYT A (Na) A A BEIRERGIE Y mmol/L
BV A (K) A 4 RIREBRGLE Y mmol/L
\#H (D A A BRIREmE Y mmol/L
BNy A (Ca) OCPC ™ mg/dL
EHY - (P) Y ST BEY mg/dL
BicABng (TP) Biuret i @ g/dL
773 (ALB) BCG i@ g/dL
A/G Ee (A/G) MI-ABREROT VT I VL EH
2) A~V AR b Ay BE L T i C DWW T DORAE
BREEH BlEHIE B
AST UV-rate 3 ® IU/L
ALT UV-rate & © 1U/L
LDH UV-rate i ¥ IU/L
y-GTP Ly-Z N E IN3-HBARF A= baF =) Rik? IU/L
HERRIEH SR
O BRI HEOMIERE  TBA-120FR T (HZE A5 4 IN L AT A AR E )

6.11.9 REZPRE
6.11.9.1 Hiltx

ETOEYIZ OV T, LK ERBRTINIC J:Dﬁﬁlmﬁzﬁﬁéﬁ Ho K - BRES - M
- WSOy DORE - MERORIRIC X 53R BEER 2Ty, BRELEL
2o

6.11.9.2 REE=SRIE

ETOEBIZHONT, RIZRTIHRECEE (EXER) #RETD L& BT, Bt
BEELHBEBEOEENSEE 100g Y-V ORMNEELZEHLE,

R, 2 LA OREIC W TIIEEN 4 ICBIE L, FO4EHE CH{Mm
L7,

B, B, BORR. MREE. (O, FFUS. i, R BRLEx R TE

6.11.9.3 REHEBYRE

ZTOERIZHONT, RITRTHE - MHEZHEB L, U BEE 10vol% AL+l v
WCEE L, 727 L, Wik ERIBRE 10vol% /L~ U ViR E AR, IRER K OMR 4
BRI BRI TR LTz 3vol% I L Z LT LT b R 25v0l% kA~ Y ViR CREE

21



B-6585

%, BERUORBELABRZ T T VRTEE L%, ThFh, U VBEEEE 10vol% kL~
UUVIRTHRFEL, NT 7488 L, Z0%, GIFELTAT VY v e o} Y
v (HE) REERZERL, THOMBHEOEHAER (ARMEFBMIZ OV T
2H) IZOWTEBR L, *TRLULEBRESEICOWTIEMZHEE L3, &Rk
BEMOHIT- T2, 728, BBRMEREOEEN LN IZMEHEDOME, HOBBRE,
Jalg, OB, YOKHRBFTROAONZEE - B oW TCIEROTHERL O
WCEEROLREELER L, BIRIZHOWTIE, HE REEATERAAR (~EDVF
Jy) BoPnicibh, BRHEREHCHEMNTAERRAONZD, THEV
FEBEO2TCOEKRIZONT LY vF (BB) LEERZERML, RELXT-, 2
¥. HELRBERKTCH LN 1BAEHE T BBLETHMZHEMTE2 b, HEHE
KR COFMITER LR oTe, £, EER/IMEDRED 20 mg/kg 5B DO EHEDHE 1
Bl (EBHES : 3105) WERDHOLNEN, LE/MRZEIERDEREDEERHA LN T
WipnWZ &, ¥, FERAEHO 1flOATHDZ &b, RBRREICEEII W E
WLz,

KGN, FhE (E8) . Bl BEk+. TEE, BRI EE/NME* B
RE*, MORR. MR, BT Y OoNE, BREE Y o8EL LR, JF. i (REXEED) |
B, 23, BB, BB O R EEST) . BB BB, BB, PR, B,
BERE, REEL*, FER bR+, ®iSZAR. SRE*, FE. WE (BEEET) . KRBE (B
BEEEde) *. RIBEEEG* K OHIRA R T AL

iz, AR (FRMRIZIRKE YT, ~~ XU v =AU REERE
BIETEBLE, ) . N—F R BWREIR. F. BE. B IR FTR* KR,
e, BB, LR (R * KB (BB *. EEEIEME (BN RUMEEEE
HLUTRE L,

6.11.9.4 lo2u ¥R JY U RERBILEEERU PAS M

REMERERAEICI W T, BIEORME OFERE/MES A B ARE (80 mg/kg
BERD 3F, BEE 4001, 4002 K1 4004) OFBICOWVWT, Hp /v r Y
ik E AW B b F R EEAR R U PAS e AfE R 2 ERIL . R LT,

6.12 HEEHAEAT

F—T 74—V FNBEOEENEE MEREICIIT S EENEE EBIEE.
BEREDHEORE. FE, AEHNE. BiEE, BKE, RREOCOEEMNER., MK
FHRE, MFEEREROCREEERT —F I OW T, JRELEREEEL OMTHE
REHT AT o T2, 237, Bartlett fRIEIZ LV D BEDRE 21T o 72 (AEAKE W 1%) .
LYEEHE LW EE T Dunnett 1% B W T FEZE 5B D 351X Dunnett 2 0 mean rank test
EFRWT, MBRHEZBREH OB TRELI T (FE/AKE Ml 5 RO 1%) .
B, EMERICOWTIE, FREICLIDZBEHODBOH—MHORE (ABEARE : F1{
5%) BIT-o72, TORER, SHBMERRO DN GEITIT R L R ER 5L
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DOEHEDEIZDWVT Student D tIRE (FEKE : TRl S RO 1%) &2, FEoiiEs

T BV D o 2B AT Aspin-Welch D t R E CHEEARE : S R 1%) £21T-
PrR
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7. HERER

7.1 —hRiKEE

ARAE % Table 1-1~1-3 & O Appendix 1~10 {Z/R L7z,
1) ®E5HRH

MEHENT N OEMBIC L BREIIADRR D21,

2) [EEEAR
MEHENTHLOBMI L RE I DI o T,

7.2 EMAT-RIRE. HERE. BEHRUBRESE

7.2.1 S Ar—ARIREE
RRHE % Table 2-1~2-18 & U° Appendix 11~70 {Z7% L 7=,
1) REHME

M OBIEE K 5-1 1R T,
®5-1. BT —RIREOREE (58D

s HE I
3?;253 0 s 20 80 0 20 80
BRI E @g% B 12 6 6 12 12 6 12
FlEo THEE
WEOREY
B DR DR, . 0 0 0 3 0 0 0
HE L5 B IE 25%)
: 6 0 0 3 0 0 0
5 48
(25%)
A =TT 4= R
PR
B
SR \ 10 0 7 ] 1 6
REE R g5 18 (8%) (58%)  (8%) (17%)  (50%)
. 2 0 o 9 0 1 5
#5228 (17%) (75%) (17%)  (42%)
S 3 0 2 6 0 1 3
Bl 38 (25%) (33%)  (50%) A7%)  (25%)
‘ > 0 1 7 ] 0 2
B 48 (17%) (17%) (58%)  (8%) (17%)
S B b [Eg Y 5 4R / N N N / N —50%%**

a): RPOFEIHBBIKLERL, () NOKEIHEARERT,

b): T OMRMEIT RBES T HHEEE - BY)
N:EERRL

[T

4 p<0.0] (HHEELOMCEEZEDHY)

FILF > TOBRZBIIBNT, &E 3RV 4EARERICBEEOOLOH L, HEXZ

VBN 80 mg/kg W E-BEOHER 3/12 FlicH b,
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F=T T 4= FREBIZBW T, PEXRYPEEOEDHEROA LB O
HIBR G OBMA, 5. 1 BRER T 80 mg/ke R EROMERIC, 5 2~4 BRER
TiE 80 mg/kg REBEDHEICH DN, £, £E 4BREBICTLS LX) BROFE
PR EAE DS 80 mg/kg B EBHEDMEIZ A BTz,

2) [EEHIR

FXAEDIIE LT 5-2 W7,

& 5-2. ML —RIREBORE (BIELRE)

B T I
BEE
(ne/ke) 80 0 80
HERAEE MAFH  #k 6 6 6 6
F—T 74— K
NBLE
HER
B s 1 4 0 0
R DB EIE 18 (17%)  (67%)
144 2 78 0 2 0 0

(33%)
RPOEMEIIHBRGEEZ L, () NORERXLREELZRT,

F =T 74—V FRBEIZBWT, PEXIIHTEEOEDHEROAONIZEMWD
HERFI B DN A 80 me/kg B EREDHEIZ A LN,

BB, BEHEFIZAONE, HEOBEDOLOMHEE, MEXIIBENRONL
DY EFHOBEXEEHETOBRE IR D bR o T,

7.2.2 BeemE

FLiE % Table 2-19, 2-20 X O} Appendix 71~76 1278 L7z,

1) %548

ML HIZ, WTHOBRBEEBICBW TGS R E R 58 L MRE L OFICER
B NI T,

2) [EE2E

MERE S Bz, WThOBREEB BV TS 80 mg/kg %58 &t REE L OBIZEITH
bRz,

7.2.3 BN

FXAE % Table 2-21, 2-22 K TX Appendix 77~82 127~ L7z,

1) &5 41

MERE L b, SWBRHEREHLXMBE L OMICEEERALNL P o T,
2) [EfE 28

WERE: BIZ, 80 mg/kg W EEE L BB L OFIICERZIZA DN o T2,

25



B-6585

7.2.4 BREZE

FR#& % Fig. 1~4, Table 2-23, 2-24 K TN Appendix 83~88 1Z7R L7z,

1) #5438

80 mg/kg HEBEDHETIX, BIEBEMBEHE 0~10 47, 10~20 43, 20~30 53 KT 30~40 73D
BIEEICEEREERA OGN, BIC, BUERMKHE 0~60 4 ORIEMEI BB R IKEDS
Hbhdl, F£io, MTCIEIHERLEE 0~10 5Kk 10~20 47 ORIEMIZHE B R {RE 2 A
bivic,

5 RN 20 mg/kg 5 BETIE, MRS BICHBE L OBICERERIZAON RN o7,
2) HE2M

80 mg/kg WEBEORE TIX, BIERHE 50~60 FOREMMICAERBEEIA LN,
MG I E B 4A% 20~30 43, 40~50 43 B TR 50~60 73 DEIEBICE B LEENR A D,
Bz, WEHER 0~60 7 OREBBC L HAELRBEN AL,

73 HKE

Ak % Fig.5. Table 3-1, 3-2 &K U* Appendix 89~94 |27~ L 77,
Dy HEHM

AR DREFE &R 6-1 1T
x6-1. REDO#HRIE (BE5HED

BE5EE . TR E ,
P (mefke) Eb/E- (8528 8) IKEREINE
5 6 N N
v 20 6 N N
80 12 —25%** —530p%#
5 6 N N
i3 20 6 N N
80 12 —9%* —289%**
FHOFMEIT R BBELSICHT S EBE (- B
N: E8h L

*: p<0.05, **: p<0.01 (MREELOMICEEEDHY)

80 mg/kg W ERETIR MR L HICHR M 28 U CHBHEEZARICTE > THRZ L,
FEHENETHLAERRERA LN,

5 BN 20 mglkg ¥ 5B Tl MERE L ISR SRR 20E U TR EREE L ASRICHERS LTz,
2) [EEHIHE
IR DOBIEE R 6-2 12T,
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& 6-2. AEDMRE (BIEHRE)

B58 N EHIEE
3 (me/kg) Bhin K (E 14 B) HEEME
# 80 6 —20%%** N
W 80 6 ~11%* N
F RO BEESIC ¢ 2BE - B
N:EERL

*: p<0.05, **: p<0.01 (HREHELOBICEEEZH V)

80 mg/kg W EFEDMERE S biZ, EEBHMZEL THBEL THER THBZ L, HORE
BABZBROTHEBRELAON, FEEME TR, ML OIOHREL OIS
MREZHR NN 2T,

7.4 {Efis

&% Fig.6. 7. Table 4-1, 4-2 FxU% Appendix 95~100 {27~ L7z,

1) &EHM

80 mg/kg T EHETIE, HTHERSFHMZE L CHRELE_TEREREENIA DN
Too METI, 5 7 BICRHREE & R CHEBREMENR A LN, 5 14 BURE, B
DNREBERXHA DN 0T,

SKEOR20 mg/kg TERETIX, ML ICREHB 28 U TR L ORICH L2722
EixHEbhiehrotz,

2) [EI1EHIE

80 mg/kg I E-HEDOHERE L bIT, EHEHIMZE U THBREL OMICH LN RELAL
bz,

7.5 REBE BKEST)

B4 % Table 5-1~5-8 } U} Appendix 101~118 |27~ L. 7=,
1) k548

AR D#IEZR T-1 IR,
=71 RREOKRE (&5 4:8)

74 HE 1

5B (mg/kg) 0 5 20 80 0 5 20 80
B8 12 6 6 12 12 6 6 12
BMLY 1) 0 0 1 1 0 1 2
BB / N N N / N N —21%**

a): THOEMEIHRAGEE R,

b): R OIS FREEEHIC 4 2 HEE - B
INHE Y

53Rt

. p<0.01 (B L OMICEEZH V)
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EREE T, BEEOEERIKMED 80 mg/kg HEHOMIZA LT,

fitl, BMEEFIDS 20 mg/kg B SR DOMERES 1/6 B, 80 mg/kg B EBEDHE 1/12 5l
EHE2N2BNCH BT, HBREENOBREMOE(LEE X DN,

2) EfE2@

B DRIEE £ 7-2 12T,
®7-2. REBEOLE (B8 2 8)

i 7 i3

w5 & (mg/kg) 0 80 0 80
B 6 6 6 6
B (+) 0 1 0 0
Bk / —19%* / N
BEED / +39%%* / N

a): R OEMEITHIRBEE T,

b): R OBAE T BB R DMME (- 8, - W)
N: EERL

[ REET

*: p<0.05, **: p<0.01 CHREEL OMICHEEZEDH V)

WERMERGIERT 2 EEZONDIBILITA LN 22Tz,

B, BEOE MBS 80 mg/kg B GREDHE 1/6 FlICH DI TR, HEEEND
BREOCELEEBEZLN, £, BRKEOEERBEERVRBEORE R EEMN
80 mg/kg REBEDMEIZ A BNT-2, BE5 4 ABRERIIIBDONLWELLTH- T,

7.6  IMik%¥RE

F%#& % Table 6-1~6-6 & T* Appendix 119~136 IZ7R L7z,
1) REHME TR

R DMRIEE R 8-1 IR T,

#8-1. MEAFHREDRIE (RESHMSLTH)

[ H i3
58 (mg/kg) 5 20 80 5 20 80
Eukzbd 6 6 6 6 6 6
SR Bk % N N —5% N N —9%**
~NESREVE N N 4% N N ~89%**
~7+7 Uy MME N N 3% N N —T%**
MR Bk N N N N N +127%**
IFERER eSS N N ~38%* N N N
E# N N N N N N
B ER JE a2s: N N N N N N
EHK N N N N N +103%**
EME{LER S b R .
5 % L E N N N N N +22%
TP OBBIIXBRETHICH T HHEBE (+: 8, - B
N: FERL

*: p<0.05, **: p<0.01 (MHEHBHLOBMTHEEED V)
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FIMBRAEE Tl RO . ~E o bV EBRO~Y b2 U v MEDHE I E(E.
WARAMRBOFEZRBMED 80 mg/kg BEHOMIZA LN, /2. 80 mg/kg WEFHD
HETH, HHFHRFBEEZXRD SN0, R, ~E/ o ERUA
< b7 )y MEOKERA LI, EEIZ L > CxBEOBEENINEOEL THE- =,

AMmERCRIEE TiE. FHERBOFE RN 80 mg/kg HEHDOMEIZ A STz,

EEERE H TR, {EEERS ke v R T T AF VR OF BREE D 80 mg/kg 5
HOMIZH LI,

iz, FEEER IR OB/ EZEMED 80 mg/kg B ESBOBIZAH LTS, ERITHELL
BHLNTWIRNZ &b, FEETANEEL T Ao 7,

2) [EEHIREE TR

DTG LR R 8-2 1TR T,

& 8-2. MFFHBREDKRIE (HEHAMKTH)

L 1 i
& 58 (mg/kg) 80 80
EUEvE 6 6
IR ML EREL —9%** —8%*
~ESnr B —4%* N
¥R i Bk 2 T +8%** +8%*
PEFRMRMEEE +5%%* +5%*
IR I BR £ TR S —20%H* —2%*
R kR +84%** N
B ER s N N
=K +61%* N
P OFBEIIRBEEH I T 2= (+ BN, - B
N:ZER L

*: p<0.05, **: p<0.01 CHRR#LOMICHEEZHY)

BB R R MK EEBEORFERIKME, FEHRMERERE L IR M ER
MmMEZEEDHEEREEN 80 mg/ke BEEHOMMEIC, ~E /0 LV EDHFERIEMER VG
HWRIMERKBOEE 2 FED 80 mg/kg REBOHEICH BN,

iz, FHREROEHKOEE 2 EMED 80 mg/kg FEREOBIZH DLz H, H 5 LR
THRETRIBDONLRWENRTH- T,

7.7 MEIEFRE

i % Table 7-1~7-4 % U} Appendix 137~148 IZ7R Lz,
1) BEHIMETR

FRAEDMBIE® R 9-1 IZmd,
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R O-1. MBLFREDOHRE (REHRBETE)

% 43 i3
¥ 5 & (mg/kg) 5 20 80 5 20 80
gy 6 6 6 6 6 6
ALP N N N N N ~30%**
TVTF=v N N —17%* N N N
TNT I N +6%* +10%** N N N
A/G EL N N +13%%* N N N
R OPE Lo BT 2 8BEE (+ 0 8B, - B
N: LR L

*: p<0.05, *¥*: p<0.01 (EHLOBMIEEEDD)

I VT F = OFERMRED 80 mg/kg MEBHOBICA LI,

iz, ALP EMEO B/ B IR 80 my/kg B EHOMIZH OGN, BETIERNE
ENDERT REENLTH 2T, £, TATIVOEEREEN 20 RO
80 mg/kg W EBEOBEL, TAT IV OREICHED LEZBND AIGHOREREHEN
80 mg/kg B HGHOBEICH NN, BETRERNZ EMLFRT~EE T ho
Too B2, VVIBEROMIEZABEOFAERBMED 20 mg/kg B EBHOMEIL, REER
DEBIREED 20 mg/kg BEFHDOMEIIH DS, BEICEE L BT R»ro T,
2) [EEHARIKE T

B DORIEE R 9-2 1T7RT,
% 9-2. MRILFREOBIE (REHARKETHE)

e HiE i3
B 58 (mg/kg) 80 80
Rz 6 6
AST +12%** N
ALT +23%** N
Fha—R —21%** —12%*
RBER N +139%*
I LTI ~12%* N
R +139%%* +229%%*
TNT I —3%* N

KRR OHELX BT 2 8B%E (+ 80, - Bd)
N: FEERL
*: p<0.05, **: p<0.01 GBI L OMIHEEDH V)

I VT F = DOFBIRMRED 80 mg/kg BEBOBEIZA LT,

iz, ASTROVALT OFEZREMED 80 mgkg REBOBIZ, FVa—ADFEER
BER CERY v OFBREMED 80 mg/kg R EBOMERHIL, REEZOFELBMEN
80 mg/kg B EBEDMEIZ, T T I L ODBEBERIEED 80 mgkg BHEFHOHEIC A LI TZHS,
INHOEMIIREHAK THBRE CHFEDOONARVWETH o7,
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78 HBEE=S

FR#& % Table 8-1~8-8 }« U Appendix 149~172 1Z5R L1z,
1) BREHBHK TR
BB DOMIEER R 10-1 1ITF7,

®10-1. REFEORE REYRRTH)

i 1 i3
# 5.8 (mg/kg) 5 20 80 20 80
i 6 6 6 6 6
FR A E N —6% —27%** ~5% —13%*
i3
Mot R N N —48%** N N
HXEE N N ~27%* N N
Fied
Mt ERE N N ~9%** N %%
X EER N N +24%%** N N
i
Mo & N N N N N
N ERE N N +220pk N N
it
ot EE N N N N N
R ER N N N N 129+
e gk
Mt EE N N —28%** N N
HxER N N N N N
B
MoxTEE N N N N N
tHXER N N +21%%* N +9%*
B
Mt EE N N N N N
FHXf & N N +33%* N N
B
HextEE N N N / /
M EE N N +33%%* / /
HEHREE
EXTEE N N —14%%%* / /
ExEE N N +18%* / /

FROBMITRBELHIIN T HRBE (+: 8M, - WD)

N FERL
I uch
*: p<0.05, **: p<0.0] CHtBEEE L OMICEEZEDHY)

WRYBEREOHENGEDLONDED, BOBEBRIZAH LN,
Mtk Ot EE0HERKED 80 mg/kg & EHO
HEWZ A BT,

a)7s

RICRTEOMOEIIE, XD D WIS EROAZDE, b L 1E#Ed R U

HEETHNTLETHY ., FRINSELTIR»-T,
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2) EEHIERE T B
BRBORIEE R 102 12R7,
£ 10-2. BREEEOHLIE (REMBKRTH)

ks i3 i3
BEE (mg/kg) 80 80
Ehim i 6 6
IR B R —22%** ~11%*
it
Mt ER N N
WA EE +23%** +12%%
Lo
st EE N N
M EER +13%* +12%%*
it
Mt EE —21%** N
HNEE N N
BE: i
MxTER N N
S EE +43%** N
B
Mt EE N N
AN EE +18%** N
R
Mt EE N /
M EE +27%%* /
BRIk
Ml EE ~9%* /
HNEE +16%* /

KR OHETBEES T 8RR |/, - B
N:ELERL

YT

*: p<0.05, **: p<0.01 CHRBELOMICEEZDHY)

WEBRMERSICRER TS EEZ DN BITA DL T2,

728, 80 mgkg BEHOHET, BEHBMK TEHRREICRWTED b BE O
RO EEORMEIIRESHK TRRE CIIRA b NRho iz,

iz, RICRTEMRB LN, XD OVITHEHMEEOLDOEL, b LI
MEOHEMEECTHRTAELTHY ., MEET &2 LTI h o7,

79 EIBRAERR
A% A& % Table 9-1. 9-2 & 1" Appendix 173~244 |27 L7z,
1) HEHIME T
El : JRE OB FREENRTBEEOME 1/6 ], 80 mg/kg ¥ 51
DO 1/6 5 & i 3/6 BlizH b7z,
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723, Table XU Appendix {27~ L7 & DMMDOFTRIL, ZOHBREI O WTH B
FEEDEL & HIlr LT,

2) [EMEHMEK TR

MEREWT OB B EREICER T 2 L B2 DN EEA Lo Tz,
723, Table B U Appendix iIZ/R LTZFT AT, ZOHBRRED L WFN L EBREMEDE
b & Hlr L7z,

7.10 JREBHBSERE

A& % Table 10-1~10-4 & % Appendix 173~244 [Z7R L7z,
1) BREHIMKETE

AR DRIEZ R 11-1 ITRT,
R 11 REHABPREORE (EHMLETH)

L P55 i3
H 58 (mg/kg) 0 5 20 80 0 5 20 80
B 6 6 6 6 6 6 6 6
e fik
B o4 i oD T 0 0 0 0 0 1 0 5
B 0 0 0 0 0 1 0 5
BB [k o 80
(BB Zef5) 0 0 0 6 0 0 1 6
B 0 0 0 6 0 0 1 4
B 0 0 0 0 0 0 0 2
B
i3
VB A 0 — - 1 1 0 0 3
Bk 0 — — 1 1 0 0 0
2354 0 — - 0 0 0 0 3
kg Ji
i 0 0 0 5 0 - — 0
B 0 0 0 5 0 - - 0
i
PRANE DT ER M/ IME 0 2 1 6 0 - — 0
A 0 2 1 5 0 - — 0
B 0 0 0 1 0 — — 0
IR R LY
(3 02u-7 00 7Y L HUR)
kS — — - 3 — — - -
PAS 48 ®
[=¥ed - — - 3 - - — -

a) . BERORME DT/ IMER A B NTZBM O 5 BUEHF (80 mg/kg e HH 3 HD &0\ THEM
Fh OMMITHEM K ERT,
- REEY

WEBRMER G LD EEZ LN DB R, B, MRERUBRTRD b,

e gk : HE ZEZERICEWT, B A EL O TTEN
80 mg/kg B EBDME 5 FlicH BNz, 7B, 5Smgkg
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TH

i g
B Wik

BEHOM 1 fITHLHMAELDOTTER A LN, 1
BIORDENTH D, 20 mgkg BEBITIZE(LBHD
NTWRNWZ END, BREOEEEZ B, BB
LEEARIZBWT, BMUIERE/ BB BEEAL (o~
FTF U V) O 80 mg/kg S5 BED MRS FN A
biliz, 723, BB BGEFERIOMHIIT 20 mg/kg & 5.8
O 1 BIC b A LNTEN. 1 FlOAROELTHY | &K
FHIMEFREICBOTEFELZR LT RN &0
b, BEEOEEEZEZ DI,
BRELRBREOOS A 80 mg/kg REFEDME3 HlIZ I 5
NERELNBEL VMR-, 728, 80 mg/kg FEEE
D 1 FITHEBBREDOOL AR LI, 1 #l
DHDENTHY . RBEOFT AN BREEOMIZ L H 5
NTWAZ ok, BEEOENEEZ LN,

BRI ZEHE DS 80 mg/kg | EBEDHE S FlicH b,
BRSO RR B 2 IR A O g Bt /M 80 mg/kg 5
HoBEAICHA LN, 2B, Smgkg BEREDORE 2
. 20 mg/kg ¥ 5-BEDOHE 1 H1 T HRME OFEEME/ME
DHLNTNB, PEFITHY, BELBRBRELICE
FoTWAZ b, HRMERE L OREBEMEIZ W
EEZ LN, RBEOFEBEMENMERS LNIZEMD
9 BARFEF (80 mg/kg 5 3 ) 12OV TH a2p 7
a7y s AV E R b F ek Y PAS B
BEERLEER., WThoOBERTHH 2u /e 7Y
UHURIZ ST, PAS iR AR LT,

723, Table & U Appendix |27~ L72 % OMOFT Rk O HEBIR LD D\ M IXR B
FRMR D DV FR B EFEEDOE L &l Lz,

2) [EEHIRET R

FRABEORIEL R 112 1277,

#& 112 FIEEBFREORE (EEHAETE)

M Tk i3
# 5 & (mg/kg) 0 80 0 80
ik 6 6 6 6
FeL I
BESMIE M o> FLiE 0 5 0 0
B 0 5 0 0
BB [ o> ¥ D
(BB Yufa) 0 4 0 3
B 0 4 0 3
FFOEMITHBRFAEE R,
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WHRMERGIZE D LB OND BB TIHRD b,
N : HE EERIZBW T, BHM AR E D O TTEDR
80 mg/kg W EEEDOME 5 BlIIZH DIVIe, BB REAERIC
BT, BB BRI OB 80 mg/kg HEHEEDHE 4
il & i 3 Bl A Sz,
728, Table & T Appendix T b F DOMOFT BiX % O HBURRS 2 W i W EHE
BAERMER D D WIS BRMEDOLE(L & T L7z,
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8. EE

N, N=VAFATZ7IUNTIFD 28 BMREROBRSEEHRBRE 6 B
Sprague-Dawley & SPF 7 » I (Crl:CD(SD). 1 BEMERER 6 XiT 128) #HWTERKL
7o 5B 0 (FEST A XHBEE) L 5,20 R 80 mg/kg & L, F 7z, xHHREE L 80 mg/kg
BEBEO—EHOEE (1 BMES 6 L) oW CIREHMKRT % 2 B OEEHRK
BRI BUHAOTHEE LR L,

BEROBEHAMEZECTCRCEHIEIALON T, —RIRE, BERERCGE T
WERME 5 ORBIIRO o oT, '

ML —MREOBETIE. BEHMPIEEOSOLOHELR, HEXITHFELHN
80 mg/kg W EFEOHE D EITHEEDOEOHR O HIRFIER OIS 80 mg/kg &5
ORI LD B2 Y EEROEMEDN 80 me/kg HEBEDOMIZ A L, B RIESHE T,
80 mg/kg W EFEDOMME CIRMEL 2 O N7, FRROKEHFRDORELEREICET IS
BT, REMFIIFRHTHAN, TROHOFTRIEN, N—UAFAT 7 IUAT IR
DEVILEHTHLT 7 IALT I FDOT v bEHWE 28 HREBRO®REIZ X D2 RIT
BEERR VTHHRLN TV A ENLEBRYEREICEIAFELBEX O, kT
O EEHM CIRER ISR L, REICKL 2EEENED b,

BETIX, 80 mg/kg T EHOMBETREHMAB L CHREL TEHTHEL, &
EMMBLEKMEELR LU, £/, BEED 80 mg/kg BREHOMMECHRE TRIZEE:
EERA B, HECIHEEHMLZEC CRELZ R L, BEHESEF L 80 mg/ke &% 5.5
OMETEEDKMELA LN, FREHEMERCEHEEICIIXBRE E8 0L, K
EHIC L HEEEMARD b,

R CIX, &5 4 BRERICRZEEDORMED 80 mg/kg K GREDOMEIZAH IV,
MELFERE CITEMREICEITA LT, FREABRERE CLERICE# T 5 £k
HOENZPo Tl E P OEEZENEROEVWELEE X LN,

Mg FHRE I, RILEEK, ~E7/0 b ryBREE~~ Y v MMEOKMERN
80 mg/kg W EBEDOMEREIC A DL, BMASRIEENT-, BB B OFR, MR CRIMEK
DOMMBTLEBR B Z LD BB BHEER (~EUT U Y) OMMPED b, FRIMER
EENBRBINTWDHIERRBEINT, $/2, AMET77IATI FE2EETBZ
ERRESTHERBENDZ 0D ), HBRHEREGECLHIEELEZ LN, 7B,
80 mg/kg S RO CITMFEFEREIZB WV THRMRROEMERS, REABFRE
BWTHRBOBEANE M OITHER 2 DI, T b OEITRBMIC s+ A EBAR G & &
Z b, FEHBKTEOMRERE TH, ROLEREE N EEROEKLERERED
{8, EHRMERARE R O EH R M ERINAEEOBED 80 me/kg #HREOMEMEIZ, ~
FBS 0 UBEOEED 80 mgkg B EBOBEICA LN, MTIXEEIIETE L., HE
HERNEROONT-, —F., BETIIELEOERR RSB TERI D LM AL
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e, BEXBHORBEERTETE RN,

iz FHERBEOBER UIEHLES b e v R 7T RF U IFROEED 80 mg/kg
EROMICALNTB, TORBEMFIIHL L TR AL, EEHERTE T,
HFHRERE R NEHEERS b e v R XAF UERICE LA LR T, BEERED S
niz,

ML ERE TIE, 7 VT F = ORED 80 mg/kg BEFEDHTH LT, KK
BIEIHAREOBDICEE LB EZEZ N, EEMRBKTERICLREOE{L
DHHILEZN, BEFHEH L., BEERIRD bz,

BREEE T, MWREEOEMEN 80 mg/kg WEROBIZA BN, HEERFIRE
TRBBROEFERA SN RN AEOREIZERT S X L AMOEL EHE S,
EE IR TRICII MR EROEITA DT, BEESERRD bz,

R FRE CiIE, EFREOBBRUBOE(LOMIZ, EOFEE D IRE I
WRMERECER T2 L EXDNIELABD LN, BIRTIE, 80 mg/keg 57
OB RE OFEEENMENEEE LA LN, RFHAIZODTHR 2u 707 %
PR AR AR AR R U PAS BB AR /ERL U CHMR LR, 26t 2p a7
Uiz, PASREICEEERLE, UEoZ ban, KRB TA LN EIFE
DOEFBRE/NMEIT 2n 707 Y VICHETALDO LB Z O, BT v MIERBRIT HE
BROGECPERYEREICIVEBINT LHEREINS, BE T, BRIRAYREE
FREBIZ—HLTUOLARARELN, 80 mg/kg BHERTITHEENEML T\, Z0%
bR b L REO ZRELLIEE Shiz, ZhbOBLIZVTh s EEHmK TR
Wik b T, BIIEMIFED O,

DEDOFREERE. N, N—CAFATZIAT I FORRBEAETICBIT A EZEET

MERE & % 20 mg/kg/day EHEFE STz, BEMIMPIZAON B0 L EEREIZLS
E18 & D VW iXEIEER ST D b,
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Fig.1 A 28-day oral toxicity study of N, N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.2 A 28-day oral toxicity study of N, N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.3 A 28-day oral toxicity study of N, N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Motor activity {Week 2 of recovery period)
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Fig.4 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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Fig.5 A 28-day oral toxicity study of N, N-dimethylacrylamide in rats
with a recovery period of 2 weeks
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Fig.6 A 28-day oral toxicity study of N, N-dimethylacrylamide in rats
with a recovery period of 2 weeks
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Table 1-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery periocd of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 i2 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 5 No. of animals . 6 [ 6 [ 6 8 6 6 [ 6 6 6 6 6
No abnormality 6 6 6 6 6 6 8 6 6 6 6 6 6 6
20 No. of animals 6 6 6 6 6 6 6 6 6 6 8 ] [ 6
No abnormality [ [ 6 6 6 6 [§] 6 6 6 [ 6 6 6
80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality i2 12 12 12 i2 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 5 No. of animals 6 [ 6 6 6 8 [ 6 6 6 6 [ 6 6
No abnormality 6 6 6 8 6 (] 6 6 6 6 8 <] 6 6
20 No. of animals [ 6 6 8 6 6 6 6 6 6 [§) 6 6 [
No abnormality 6 8 6 8 6 6 [§] 6 6 6 6 ] 6 6
80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 i2 12 12 12 12 12
Male 5 No. of animals 6 6 6 3] 6 6 6 8 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No. of animals 6 [ 6 8 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 <] 6 [3] 3} 6 6 6
80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
[} No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 5 No. of animals 6 6 6 6 6 6 6 6 6 6 [ [} 6 6
No abnormality 6 6 6 [¢] 6 6 6 6 6 6 <] 8 6 <]
20 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 8
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 i2 12 12 12 12 12 12 12 12
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Table 1-3 A 28~day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings
mg/kg 1 2 3 4 o [ 7 8 4 10 11 12 13 14
Male 0 No. of animals 6 6 6 6 6 (<] 6 6 6 6 6 6 8 6
No abnormality 6 6 6 6 6 6 [$] 6 6 6 6 6 [ [
80 No. of animals 6 6 6 6 6 6 6 6 6 6 [ 6 6 [¢]
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 3]
Female 0 No. of animals 6 6 6 6 6 6 6 6 ] 6 6 6 [ ¢}
No abnormality 6 6 6 6 6 6 6 6 [ 6 6 6 6 6
80 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 8 54 6 6 8 6 6 6 6




Table 2-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats

with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 20 80 0 20 80
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12
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Table 2-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Detailed clinical signs home cage observation (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 20 80 0 20 80
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 [} 12
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Table 2~3 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 20 80 0 20 80
Parameter No. of animals 12 6 i2 12 [ 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12
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Table 2-4 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 20 80 0 20 80
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12
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Table 2-5 A 28-~day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Detailed clinical signs home cage observation (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 80 ] 80
Parameter No. of animals 6 6 6
Posture
Normal 6 8 6
Convulsion
None [ 6 [
Abnormal behavior
None 6 8 6
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Table 2-6 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Detailed clinical signs home cage observation (Week 2 of recovery period}
Sex Male Female
Dose (mg/kg) 80 0 80
Parameter No. of animals 6 6 6
Posture
Normal 6 6 6
Convulsion
None 6 6 [§]
Abnormal behavior
None 6 6 54
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Table 2-7 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-~the-hand observation (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 5 20 80 ¢ 5 20 80
Parameter No. of animals 12 6 6 12 12 6 ] 12

Ease of removal from cage

Easy 12 [ 6 12 i2 6 3] 12
Fur condition

Normal 12 6 6 12 12 [ 6 12
Skin

Normal 12 [ 6 12 12 6 [ 12
Secretions-Eye, Nose

Absent 12 6 4] 12 12 6 8 12
Exophthalmos

Absent 12 6 3] 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 [} 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 [ 12 12 6 6 12
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Vocalization

None 12 6 6 12 12 5 6 10

Soft 0 0 0 0 0 1 o] 2

Reactivity to handling
Easy 12 6 6 12 12 6 6 12
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Table 2-8 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 5 20 80 0 5 20 80
Parameter No. of animals 12 6 6 12 12 6 6 12

Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 [ 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 [§] 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 (5 6 12 12 6 6 12
Lacrimation

Normal 12 6 68 12 12 6 3] 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 [ 6 12
Abnormal respiration

Absent 12 6 6 12 12 6 8 12
Vocalization

None 12 6 6 11 12 6 6 12

Soft 0 0 0 1 0 0 Q 0

Reactivity to handling
Easy 12 [ 8 12 12 8 6 12
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Table 2-9 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 5 20 80 0 5 20 80
Parameter No. of animals 12 6 6 12 12 6 6 12

Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 9 12 6 5] 12

Slight, unkempt fur 0 0 4} 3 0 0 0 (4]
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 8 6 12
Exophthalmos

Absent 12 6 6 12 12 8 6 12
Palpebral closure

Normal 12 6 6 12 12 8 6 12
Mucosal membranes

Normal 12 6 6 12 12 8 <] 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 8 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 [ 12 12 6 6 12
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Vocalization

None 12 6 [ 11 12 6 8 11

Soft 0 0 0 1 0 0 0 1

Reactivity to handling
Easy
Slightly awkward 0 0 0 3 0 0 0 0
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Table 2-10 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation {(Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 5 20 80 0 5 20 80
Parameter No. of animals 12 6 6 12 12 6 6 12

Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 9 12 6 6 12

Slight, unkempt fur 4] o] 0 3 0 0 0 0
Skin

Normal 12 6 [ 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 [ 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation :

Normal 12 6 8 12 12 6 6 12
Piloerection

Absent 12 8 6 12 12 6 6 i2
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Vocalization

None 11 6 6 9 12 6 8 12

Soft 1 0 0 3 0 0 0 0

Reactivity to handling
Easy
Slightly awkward o} 0

[wXer]
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Table 2-11 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 1 of recovery period)

Sex Male Female
Dose {(mg/kg) 0 80 0 80
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal o 6 6 6 6
Lacrimafion

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 [ 6 6
Salivation

None 6 6 6 6
Abnormal respiration

Absent 6 6 6 6
Vocalization

None 6 2 6 4

Soft 0 4 0 2

Reactivity to handling
Easy
Slightly awkward 0 2 0 1
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Table 2-12 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 80 0 80
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 5 6 6

Some resistance/avoidance 0 1 0 0
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 [ 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal : 8 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6
Abnormal respiration

Absent 6 8 6 6
Vocalization

None 6 4 6 6

Soft 0 2 0 0
Reactivity to handling

asy 6 5 6 6
Slightly awkward 0 1 0 0
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Table 2-13 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 5 20 80 0 20 80

Parameter No. of animals 12 6 6 12 12 6 12
Arousal

Normal 12 [§] 6 12 12 6 12
Convulsion

None 12 6 6 12 12 6 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 6 6 12 12 <] 12
Gait

Normal 12 6 6 12 12 6 12
Posture

Normal 12 [§] 6 12 12 6 12
Grooming

None 12 6 6 12 12 6 12
Rearing count (Mean+S.D.) 3+ 4+ 2 4+ 2+ 6+ 7+ 2 4+
Defecation count (Mean+S.D.) 0+ 0+ 1 0=+ 1+ 0+ 0+ 0 [
Urination

None 11 6 6 5 11 6 ] 6

Small amount 1 0 4] 6 1 0 1 6

Moderate amount 0 0 0 1 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-14 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 5 20 80 0 20 80

Parameter No. of animals 12 6 6 12 12 6 12
Arousal

Normal 12 6 6 12 12 6 12
Convulsion

None 12 6 6 12 12 6 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 6 6 12 12 6 i2
Gait

No/minimal location 3 0 0 4] 0 0 0

Normal 9 6 6 12 12 6 12
Posture

Normal 12 6 6 12 12 6 12
Grooming

None 12 6 <] 12 12 6 12
Rearing count (Mean+S.D.) 3+ 3 3+ 2 2+ 2 3+ 2 5+ 3 6+ 2 5+
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 1 0+ 0+ O 0+ 0 0+ 0
Urination

None 10 6 6 3 12 6 5 7

Small amount 2 0 0 6 0 0 1 5

Moderate amount ] 0 0 3 0 0 0 4]

No significant difference in any treated groups from control group.
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Table 2-15 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 5 20 80 0 5 20 80

Parameter No. of animals 12 6 12 12 6 6 12
Arousal

Nermal 12 [¢] 12 12 6 6 12
Convulsion

None 12 6 12 12 6 8 12
Abnormal behavior

None 12 6 12 12 [ 6 12
Stereotypy

None 12 6 12 12 6 <] 12
Gait

Normal 12 6 12 12 6 6 12
Posture

Normal 12 6 12 12 6 6 12
Grooming

None 12 8 12 12 6 8 12
Réaring count (Mean+S.D.) 3+ 3+ 3 2+ 1 4+ T+ 8+ 3 T+ 5+
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0O 1+ 0+ 0+ © 0+ 0+
Urination

None 9 4 6 12 4] 5 9

Small amount 3 2 6 0 0 1 3

No significant difference in any treated groups from control group.
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Table 2-18 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 5 20 80 0 5 20 80

Parameter No. of animals 12 6 6 12 12 5] [ 12
Arousal

Normal . 12 6 6 12 12 [§] 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 [ 12 12 6 6 12
Stereotypy

None 12 <] 6 12 12 6 8 12
Gait

No/minimal location 2 0 0 0 0 0 0 0

Normal 10 6 6 12 12 6 6 12
Posture

Normal 12 8 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 i2
Rearing count (Mean+S.D.) 3+ 2 4+ 2 3+ 1 4+ 1 8+ 2 9+ 2 9+ 2 4+ 2#2D
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ O 0+ ¢ 0+ O 0+ 0
Urination

None 10 6 5 5 11 6 6 10

Small amount 2 4] 1 T 1 0 0 2

## : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 2-17 A 28~day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 80 0 80

Parameter No. of animals 6 [ 8 6
Arousal

Normal 6 [¢] 6 6
Convulsion

None 6 6 6 [
Abnormal behavior

None 6 6 5} 6
Stereotypy

None 6 6 [¢] 6
Gait

No/minimal location 1 0 0 0

Normal S 6 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 3+ 3 T+ 3 8+ 2 6+ 1
Defecation count (Mean+S.D.) 0+ 0 i+ 1 0+ 0 0+ 0O
Urination

None 5 2 3] 6

Small amount 1 4 0 ]

No significant difference between treated group and control group.
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Table 2-18 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Detailed clinical signs : open field observation {Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 80 0 80

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None [ 6 8 6
Abnormal behavior

None [ 6 6 6
Stereotypy

None [ 6 6 6
Gait

Normal [ [¢] 6 [
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.} 4+ 2 5+ 4 8+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ 0O 0+ 0
Urination

None 6 4 6 6

Small amount 0 1 0 0

Moderate amount 0 1 0 o]

No significant difference between treated group and control group.



Table 2-19 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Manipulative test (Week 4 of administration period)

B-6585

Sex Male Female
Dose (mg/kg) o] 5 20 80 0 5 20 80
Parameter No. of animals 12 6 6 12 12 6 6 12
Auditory response
Normal 12 [¢] 6 12 12 6 <] 12
Approach response
Normal 12 6 6 12 12 6 6 12
Touch response
Normal 12 6 8 12 12 8 6 12
Tail pinch response
Normal 12 6 6 12 12 [§] 6 12
Pupillary reflex
Pass, both 12 6 6 12 12 6 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ O 0+ O 0+ 0 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) 70+22 60+12 69+14 81+19 54+ 9 49+ 9 54+14 63+18

No significant difference in any treated groups from control group.



Table 2-20 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats

with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

B-6585

Sex Male Female
Dose (mg/kg) 0 80 0 80
Parameter No. of animals 6 6 6 6
Auditory response
Normal 6 6 6 6
Approach response .
Normal 6 6 6 6
Touch response
Normal 6 6 6 [¢]
Tail pinch response
Normal 6 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 76+22 66+18 66+ 9 58+18

No significant difference between treated group and control group.
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Table 2-21 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery periocd of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore 1limb Hind 1limb
mg/kg g g

0 No. 12 12

Mean 1154 729

S.D. 130 134

Male 5 No. 6 6
Mean 1097 683

S.D. 30 75

20 No. 6 6

Mean 1188 858

S.D. 115 191

80 No. 12 12

Mean 1092 713

S.D. 94 64

0 No. 12 12

Mean 977 584

S.D. 118 104

Female 5 No. 6 6
Mean 1021 508

S.D. 87 104

20 No. 6 6

Mean 990 572

S.D. 100 54

80 No. 12 12

Mean 949 557

S.D. 116 T4

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore limb Hind limb
mg/kg g g

Male 0 No. 6 6
Mean 1338 647

S.D. 250 88

80 No. 6 6

Mean 1215 628

S.D. 122 102

Female 0 No. 6 4]
Mean 10035 567

S.D. 140 118

80 No. 6 5]

Mean 897 552

S.D. 134 100

No significant difference between treated group and control group.
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Table 2-23 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 i2 12
Mean 391 361 345 312 169 92 1670
S.D. 71 33 ’ 48 74 127 121 304
Male 5 No. 6 6 6 [ 6 6 6
Mean 403 355 326 268 124 46 1521
S.D. 48 56 31 109 152 70 378
20 No. 6 6 6 6 6 6 [
Mean 378 357 274 265 91 21 13886
S.D. 35 76 115 128 125 13 407
80 No. 12 12 12 12 12 12 12
Mean 295%+% 260 220%+ 106#» 46 33 958 %+
S.D. 74D 81D 120DT 134D 34 40 349D
0 No. 12 12 12 12 12 12 12
Mean 423 348 262 217 164 203 1617
S.D. 48 59 104 135 116 131 436
Female 5 No. 6 6 6 6 6 6 6
Mean 386 342 297 224 246 196 1692
S.D. 40 20 114 84 139 78 234
20 No. 6 8 6 6 6 6 6
Mean 359 322 259 219 202 232 1593
S$.D. 56 76 54 119 102 62 257
80 No. 12 12 12 12 12 12 12
Mean 331%s 287= 280 288 222 160 1547
S.D. 79D 75D 64 88 89 118 347

Unit : Count

# . p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett’'s test

DT : Dunnett-type rank test
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Table 2-24 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Motor activity (Week 2 of recovery period)
Interval (minutes)
Sex Dose
ng/kg 0-10 10-20 20-30 30~-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 6 6 [ 6 6
Mean 393 339 300 325 267 263 1885
S.D. 36 55 84 57 85 71 306
80 No. 6 6 6 6 6 6 6
Mean 420 374 330 310 192 92+ 1717
S.D. 39 83 67 119 146 121T 464
Female Q No. 6 6 6 3] 6 6 6
Mean 363 299 205 252 101 160 1380
S.D. 60 82 95 89 108 100 370
80 No. 6 6 6 6 6 6 6
Mean 405 337 341+ 265 265% 321x» 19334+
S.D. 68 85 47T 88 99T 61T 187T
Unit : Count
# : p<0.05 ; == : p<0.01 (Significant difference from control group)

T : Student's t-test
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Table 3-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/kKg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 218 247 272 298 328 351 373 391 409 191
S.D. 10 12 16 19 24 28 33 35 40 36
Male 5 No. 6 6 [3] 6 6 8 6 6 8 6
Mean 216 244 271 297 329 353 381 398 418 202
S.D. 8 12 18 25 31 37 43 47 52 46
20 No. 6 6 6 6 6 6 6 6 8 3]
Mean 217 238 264 289 320 343 363 378 393 176
S.D. 8 10 11 14 19 22 25 27 31 24
80 No. 12 12 12 12 12 12 12 12 12 12
Mean 216 204+%+ 225% 242%% 259%+= 2728% 286xa 292x+» 305n 8§9ne
S.D. 8 10D 12D 13D 15D 18D 21D 23D 26D 28D
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 154 164 171 180 191 199 208 213 219 65
S.D. 10 10 11 13 15 16 17 15 16 11
Female 5 No. 6 6 6 6 <] 6 6 6 6 6
Mean 155 167 177 184 196 204 214 224 230 75
S.D. 9 10 13 16 17 15 15 17 19 13
20 No. 6 6 6 6 6 6 6 6 6 6
Mean 154 159 169 175 187 195 203 207 213 80
S.D. 9 6 8 10 9 13 12 10 9 7
80 No. 12 12 12 12 12 12 12 12 12 12
Mean 153 147#= 157%+ 165+ 172u% 181xe 187#» 191ws 200+ 47%%
S.D. 8 8D 9D 11D 11D 12D 15D 20D 17D 13D
Unit : g

* : p<0.05 ; % : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 3-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Body weight (Recovery period)

Day of recovery

Sex Dose Gain
mg/kg 1 4 7 10 14 1-14
Male 0 No. 6 6 [¢] 6 6 <]
Mean 406 420 432 450 461 55
S.D. 22 24 26 28 30 9
80 No. 6 6 6 6 6 [
Mean 302+« 319w 332«» 34Txn 367w 66
S.D. 23T 28T 30T 30T 31T 11

Female 0 No. [ 6 6 6 6
Mean 216 225 236 236 244 28
S.D. 17 16 16 i7 20 5
80 No. 6 6 6 6 6 6
Mean 197+ 203 207+ 210+« 218» 22
S.D. 12T 19 18T 17T 17T 8

Unit : g

# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 4-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Food consumption (Administration period)

Day of administration

Sex Dose
mg/ke 1 7 14 21 28
0 No. 12 12 12 12 12
Mean 24 26 28 28 28
S.D. 2 2 3 4 4
Male 5 No. 6 6 (5] 6 6
Mean 24 26 29 30 29
S.D. 2 3 4 4 4
20 No. 6 8 6 6 ]
Mean 25 24 28 29 28
S.D. 1 1 2 2 2
80 No. 12 12 12 12 12
Mean 23 172 234 23%+ 23#%
S.D. 2 3D 2D 2D 2D
0 No. 12 12 12 12 12
Mean 18 18 18 19 18
S.D. 2 1 2 2 2
Female 5 No. 6 6 6 6 6
Mean 17 18 19 20 19
S.D. 2 1 1 2 2
20 No. 6 6 6 6 6
Mean 18 16 17 19 18
S.D. 2 1 2 1 1
80 No. 12 12 12 12 i2
Mean 17 13%» 17 18 18
S.D. 2 1D 2 1 2

Unit : g/rat/day
#% . p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6585

Table 4-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
mg/kg 7 14
Male 0 No. 6 6
Mean 29 28
S.D. 3 2
80 No. [ 8
Mean 27 27
S.D. 3 2
Female 0 No. 6 6
Mean 20 18
S.D. 1 1
80 No. 6 6
Mean 20 19
S.D. 2 2

Unit : g/rat/day

No significant difference between treated group and control group.
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Table 5-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
ng/ke 5.0 5.5 8.0 6,5 7.0 7.5 8.0 8.5 9.0 - d= 4 At Akt bt B R S L L — 4= 4+ At A4
0 12 0 0 0 0 0 Q 1 10 1 1 8 3 0 0O 0 7 3 2 0 0 0 12 0 0 0 O 0
Male 5 6 0 0 0 0 4] 0 0 6 0 1 2 3 0 o 0 3 3 0 0 0 0 6 0 0 0 O 0
20 [ 0 0 0 0 0 4] 0 6 0 1 4 1 0 0 0 6 0 0 0 0o 0 6 0 0 0 O 0
80 12 0 1 0 0 0 0 1 10 0 010 2 0 0 0 11 1 0 0 0 0 12 0 0 0 O 0
(¢} 12 0 0 0 2 1 1 1 7 0 6 2 4 0 O 0 7 3 2 0 0 Q 12 0 0 0 O 0
Female 5 6 0 0 0 3 0 0 0 2 1 4 1 1 0 0 0 5 1 0 0 O 0 6 0 0 0 O 0
290 6 0 0 0 4] 1 1 2 2 0 4 1 1 0 0 0 5 1 0 0 0 0 6 0 0 0 O ¢
80 12 0 0 0 2 2 2 1 5 4] 4 5 3 0 0 0 6 5 1 0 0 0 12 0 0 0 O 0
1) - <10 mg/dL +- : 10 - 25 mg/dL + @ 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL +++4+ 1 >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + 3 7.6 - 30 mg/dL ++ ; 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++4+ 1 >125 mg/dL
3) - : <30 mg/dL +~ : 30 - 60 mg/dL + ¢ 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
: with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

4) 5) 6) 7)
) Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - 4- o b4 - + et 4 b4 P T T B T RS Y LY Y DY
0 12 12 0 0 0 0 12 0 0 O 0 12 0 0O O 0 012 ©
Male 5 6 6 0 0 0 O 6 0 0 O 0 6 0 0 0 0 0 6 0
20 6 5 1 0 0 0 6 0 0 0 0 6 0 0 0 0 0 6 0
80 12 11 1 0 0 0 12 0 0 O 0 12 0 0 0 0 012 0
0 12 12 0 0 0 0 12 0 0 O [¢] 111 0 0 0 012 0
Female 5 [¢] 6 0 0 O O 6 0 0 O 0 6 0 0 O 0 0 86 0
20 6 5 1 0 0 O 6 0 0 O 0 6 0 0 0 0 0 86 0
80 i2 10 1 0 1 O 12 0 0 O 0 i2 ¢ 0 0 0 012 ©
4) - ¢ <0.03 mg/dL + 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - ! <0.5 mg/dL 0.5 - 1.5 mg/dl. ++ : 1.6 - 5,0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

+
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dLL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY . Dark yellow
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Table 5-3. A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - 4=+ 4+ 444 - 4=+ 4+ t+4 - 4=+ 44+ +++ - 4= 4+t ++4 - 4+~ %+ — =+ 4 4+ - 4= 4+ ++ 4+
0 12 12 0 0 0 O i2 0 0 0 0 012 0 0 O 12 0 0 0 O iz 0 O 11 1 0 0 0 12 0 0 0 O
Male 5 [ 6 0 0 0 0 6 6 0 0 0 0 6 0 0 O 6 0 0 0 O 6 0 O 5 1 0 0 0 6 0 0 0 O
20 [ 6 0 0 0 © 6 0 0 0 O o 6 0 0 O 6 0 0 0 O 86 0 0 6 0 0 0 0O 6 0 0 O O
80 12 12 0 0 06 © 12 ¢ ¢ 0 © 012 0 0 O 12 0 0 0 O 12 0 0 i2 0 0 0 0O 11 1 0 0 O©
0 12 12 0 0 ¢ O 12 0 0 0 O 012 0 0 O 12 ¢ 0 0 0 12 0 0 8 4 0 0 0 12 0 0 0 O
Female 5 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 0 6 0 0 0 O
20 6 6 0 0 0 O 6 0 0 0 0 0 6 0 0 O 6 0 0 0 0 6 0 O 4 2 0 0 0 6 0 0 0 O
80 12 12 0 0 0 O i1 1 0 0 O 012 0 0 0O 12 0 0 0 0 12 0 O 9 2 1 0 0 11 1 0 0 ©
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- 1 S8light
PS : Phosphate Salts + : Mild
CO : Calcium Oxalate ++ : Moderate

+++

Severe
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Table 5-4 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Water intake and urinalysis {(Week 4 of administration period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg ml./24h mL/24h mOsm/kg
0 12 Mean 48 13.8 1729
S.D. 15 5.8 480
Male 5 [ Mean 43 13.7 1716
S.D. 6 2.1 260
20 6 Mean 43 14.5 1606
S.D. 4 1.6 309
80 12 Mean 40 10.0 1904
S.D. 7 3.0 213
0 12 Mean 32 5.4 2287
S.D. 14 2.3 276
Female 5 6 Mean 38 10.0 1898
S.D. 8 6.5 695
20 6 Mean 29 6.6 2257
S.D. 4 3.0 812
80 12 Mean 31 6.9 1798«
S.D. 9 1.8 288DT

#«% : p<0.0l1 (Significant difference from control group)
DT : Dunnett-type rank test
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Table 5-5 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
1) 2) 3)
PH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.06.5 7.07.5 8.0 8.5 9.0 — 4=+ 44 e E A4 O A Iy - e A bt et
Male 4] 6 0 4} 0 0 6 0 0 3 2 1 O ] 0 5 1 0 O 0 6 0 0 0 0
80 6 0 0 0 ¢ 4 Q 0 1 4 1 O ] 1 1 4 0 O Q 6 0 0 0 0
Female 0 6 0 0 2 Q 3 0 4 2 0 0 O 0 5 1 0 0 O 0 6 0 O 0 0
80 6 0 0 1 0 4 0 2 2 2 0 O 0 4 1 1 0 O 0 6 0 O 0 0
1) - : <10 mg/dL +- 10 - 25 mg/dL : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL 444 >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ ¢ 71 - 125 mg/dL ++4+ 1 >125 mg/dL
3) - : <30 mg/dL +- 1 30 - 60 mg/dL ¢ 61 - 125 mg/dL ++ @ 126 - 250 mg/dL +++ 1 251 - 750 mg/dL PO >750 mg/dL
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Table 5-6 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/ke -~ 4= A 44+ - 4t At s P A A L LI T T LY Y DY
Male 0 6 6 0 0 0 O 6 0 0 O Y] 6 0 0 O 0 0 6 O
80 6 5 0 1 0 0 6 0 0 0 0 4 2 0 O 0 0 6 0
Female 0 6 6 0 0 0 0 6 0 0 O 0 6 0 0 0 0 0 6 0
80 6 6 0 0 0 O 6 0 0 O o] 6 0 0 © 0 0 6 0
4) - : <0.03 mg/dL 4+~ : 0.03 - 0.05 mg/dL + @ 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) ~ : <0.5 mg/dL + : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 -~ 10.0 mg/dL ++++ : >10.0 mg/dL
8) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yelliow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg =+ 4 b+t - =+ 4 td D T S S S e - b R - 4 P A k) = 4+ a4
Male 0 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0O ¢ 0 0 0 0 0 0 O
80 6 0 0 0 0 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 1 0 0 0O o 0 0 ¢
Female 0 6 0 0 0 O 6 0 0 0 0 0 6 0 0 0 6 0 0 0 O 6 0O 0 0 0 0 o 0 0 0
80 6 0O 0 0 0 6 0 0 0 0 0O 6 0 0 0 6 0 0 0 O 6 O 2 0 0 0 1 0 0 0
SEC Squamous Epithelial Cell - : Negative
SREC Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts + : Mild
Co : Calcium Oxalate ++ @ Moderate

+++ 1 Severe
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Table 5-8 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Water intake and urinalysis (Week 2 of recovery period)
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
Male 0 6 Mean 42 15.3 1777
S.D. 7 5.4 452
80 6 Mean 34+ 9.7 24T74%+
S.D. 2AT 1.9 239T
Female 0 6 Mean 32 6.5 2182
S.D. 6 1.3 556
80 6 Mean 31 8.1 2208
S.D. 4 4.1 751

# : p<0.05 ; ==

AT . Aspin-Welch t-test

: p<0.01 (Significant difference from control group)
T : Student’'s t-~test
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Table 6-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

" Hematology (After administration period)

RBC HGB HCT MCcv MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/ke X104/4L g/dL % fL rg g/dL % X10*/uL S S mg/dL
0 6 Mean 873 16.0 47.1 54.0 18.3 33.9 2.2 119.3 14.7 22.7 320
S.D. 14 0.2 0.6 1.2 0.5 0.3 0.4 6.7 1.5 4.2 36
Male 5 6 Mean 895 15.9 47 .4 53.1 17.9 33.6 1. 110.8 15.5 23.6 321
S.D. 55 0.4 1.6 2.4 0.9 0.4 0.4 6.0 2.3 3.2 50
20 6 Mean 858 16.0 47.2 55.0 18.8 33.9 1.8 129.4 14.2 23.5 328
S.D. 16 0.2 0.7 1.2 0.4 0.2 0.2 16.3 0.9 4.5 33
80 6 Mean 829 16.4 45.9 55.5 18.6 33.6 2.6 124.1 16.2 23.7 303
S.Db. 41 0.7 2.3 3.1 1.0 0.2 0.7 9.5 2.2 2.5 41
[¢] 6 Mean 856 15.7 45.2 52.9 18.4 34.7 1.5 129.3 11.7 15.8 232
S.D. 50 0.7 1.8 1.2 0.5 0.5 0.4 10.7 0.5 2.1 16
Female 5 6 Mean 839 15.5 45.2 53.9 18.5 34.4 2.0 129.3 11.4 18.0 234
S.D. 31 0.6 1.8 1.4 0.5 0.5 0.2 15.8 0.4 2.2 16
20 6 Mean 833 15.7 45.5 54.6 18.8 34.5 1.4 134.0 12.0 17.4 220
S.D. 12 0.3 1.2 1.3 0.4 0.4 0.3 25.2 0.4 1.6 21
80 6 Mean TTTww 14.4%+ 42.0%» 54.2 18.6 34.3 3.4#»= 128.9 11.5 19.3» 215
S.D. 37D 0.7D 1.7D 1.7 .7 0.3 1.2D7T 15.5 0.5 2.6D 22

* : p<0.05 ; *+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 6-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Hematology (After administration period)
WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10%/ 4L LYMP NEUT EOS BASO MONG Luc
0 6 Mean 88.2 77.2 18.9 1.3 0.4 1.9 0.4
S.D. 22.4 5.8 5.5 0.4 0.1 0.6 0.1
Male 54 6 Mean 88.5 78.6 17.6 0.9 0.5 2.0 0.4
S.D. 10.86 6.1 5.7 0.3 0.1 0.6 0.1
20 6 Mean 94.5 T77.4 19.0 0.9 0.4 1.8 ¢g.5
S.D. 24.9 7.3 7.3 0.4 0.1 0.5 0.3
80 6 Mean 90.6 72.0 25.0 0.8+ 0.3 1.7 0.3
S.D. 18.4 8.1 8.2 0.3D 0.1 0.4 0.1
0 6 Mean 80.3 80.9 15.0 1.3 0.4 1.8 0.5
S.D. 21.5 7.2 7.0 0.6 0.1 0.8 0.3
Female 5 6 Mean 95.2 78.0 17.8 1.2 0.5 2.0 0.5
S.D. 40.7 1.9 2.6 0.7 0.2 0.7 0.2
20 6 Mean 92.8 84.5 12.6 0.9 0.5 1.1 0.5
S.D. 40.8 4.8 4.7 0.4 0.2 0.4 0.2
80 6 Mean 118.9 76.8 19.2 0.8 0.5 2.1 0.7
S.D. 34.5 3.7 3.9 0.2 0.1 0.5 0.4
LUC : Large unstained cells

D

. p<0.05 (Significant difference from control group)
: Dunnett's test
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Table 6-3 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X10%/xL)

Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO Luc
0 [ Mean 67.6 17.0 1.2 0.4 1.7 0.4
S.D. 16.2 7.6 0.3 0.2 0.8 0.1
Male 5 6 Mean 69.8 15.4 0.8 0.4 1.7 0.4
S.D. 11.4 4.8 0.2 0.1 0.3 0.1
20 [ Mean 73.1 17.9 0.9 0.4 1.7 0.5
S.D. 20.5 7.6 0.5 0.2 0.7 0.3
80 6 Mean 64.5 23.4 0.7 0.3 1.5 0.3
S.D. 10.2 11.8 0.3 0.1 3 0.1
0 6 Mean 66.2 10.9 1.0 0.4 1.4 0.5
S.D. 23.1 2.9 ¢.5 0.2 0.7 0.4
Female 5 6 Mean 74 .4 16.7 1.1 0.5 1.9 0.5
S.D. 32.8 6.0 0.6 0.5 1.4 0.5
20 6 Mean 79.3 10.7 0.7 0.6 1.0 0.5
S.D. 37.9 4.0 0.3 0.4 0.6 0.5
80 6 Mean 92.1 22.1%» 0.9 0.6 2.4 0.8
S.D. 30.7 4.3D 0.2 0.3 0.8 0.5

LUC : Large unstained cells
#+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-4 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Hematology (After recovery period)

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/kg X104/ 1L g/dL % fL pg g/dL % X10*/uL s s mg/dL
Male 0 6 Mean 928 15.7 46.5 50.2 17.0 33.7 1.9 117.9 14.4 22.5 263
S.D. 19 0.1 0.4 0.9 0.3 0.2 0.2 7.6 1.2 0.9 52
80 6 Mean 848#x 15.1# 46.1 54.3%+ 17.9# 32.0%» 3.5+« 130.8 14.3 22.4 264
S.D. 23T 0.4AT 1.2 2.1AT 0.7T 0.3T 0.8AT 13.4 1.6 2.8 28
Female 0 6 Mean 834 14.8 42.9 51.4 17.8 34.6 2.3 130.4 11.6 16.0 207
S.D. 34 0.7 1.9 1.4 0.5 0.2 0.5 14.9 0.2 1.2 15
80 6 Mean 768+ 14.4 42.5 55.4+%=» 18.T=» 33.8+ 2.8 137.5 11.5 18.0 196
S.D. 41T 0.8 2.3 Q.2ZAT ¢.3T 0.8AT 0.5 16.6 0.4 1.6 12

# : p<0.05 ; »« : p<0.01 (Significant difference from control group)
T : Student's t-test
AT : Aspin-Welch t-test
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Table 6-5 © A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Hematology (After recovery period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kKg X10?/ 1L LYMP NEUT EOS BASO MONO Luc
Male 0 6 Mean 21.6 73.7 22.6 1.0 0.4 2.1 0.3
S.D. 21.2 4.7 4.1 0.4 0.1 0.7 0.2
80 6 Mean 110.2 66.0 30.8 0.9 0.4 1.7 0.3
' S.D. 26.0 8.8 8.4 0.2 0.1 0.7 0.1
Female 0 6 Mean 68.5 76.4 20.0 1.3 0.3 1.6 0.4
S.D. 20.1 7.6 7.5 0.4 0.1 0.5 0.1
80 6 Mean 71.4 81.2 15.2 1.1 0.3 1.7 0.5
S.D. 8.0 4.3 3.8 0.5 0.1 0.5 0.1

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 6-6 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts {(X10%2/xL)
Sex Dose No. -
mg/kg Lymp NEUT EQS BASO MONO LUC
Male 0 6 Mean 67.5 20.5 0.9 0.4 2.0 0.3
S.D. 16.4 5.8 0.5 0.2 0.9 0.3
80 6 Mean 73.6 33.1+ 1.0 0.4 1.9 0.3
S.D 22.6 8.9T 0.3 0.2 0.8 0.2
Female 0 [¢] Mean 53.1 12.9 0.9 0.2 1.1 0.
S.D. 19.2 4.3 0.5 0.1 0.3 0.1
80 6 Mean 57.8 11.0 0.8 0.3 1.3 0.3
S.D. 5.6 3.3 0.5 0.1 0.5 0.1

LUC : Large unstained cells

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

T : Student’'s t-test



B-6585

Table 7-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L IU/L 1U/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 65 28 56 1 662 49 48 86 0.1 131
S.D. 4 6 16 (4] 86 g 18 9 0.1 12
Male 5 6 Mean 58 26 48 1 603 57 54 97 0.1 135
5.D. 5 2 8 0 91 13 25 16 0.1 21
20 [} Mean 865 24 60 1 590 86 44 109+ 0.1 120
S.D. 5 5 13 0 108 16 24 23D 0.1 6
80 6 Mean 88 34 64 1 611 56 24 104 0.1 114
S.D. 23 8 9 ] 131 10 7 13 0.1 11
0 [¢] Mean 64 23 44 1 436 57 20 102 0.1 111
S.D. 7 3 7 0 63 13 10 14 0.0 12
Female 5 6 Mean 60 20 43 1 366 60 19 111 0.1 108
S.D. 6 2 5 0 63 12 8 19 0.0 12
20 6 Mean 57 19 43 1 365 72 17 121 0.1 107
S.D. 3 2 6 0 48 9 5 15 0.0 13
80 [ Mean 72 25 51 1 30T7#= 63 17 117 0.1 106
S.D. 7 4 3 0 60D 15 9 25 0.0 10

*» 1 p<0.05 ; #x : p<0.01 {(Significant difference from control group)
D : Dunnett's test
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Table 7-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Blood chemistry {(After administration period)

BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Dose No. )
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 13 0.24 143 4.5 107 9.8 7.9 5.9 3.1 1.09
S.D. 1 0.01 1 0.3 1 0.3 0.7 0.2 0.1 0.09
Male 5 6 Mean 13 0.24 143 4.5 1086 10.1 7.8 6.2 3.2 1.08
S.D. 2 0.02 1 0.3 1 0.1 0.5 0.1 0.1 0.06
20 6 Mean 14 0.24 144 4.4 106 10.0 8.2 6.4nn 3.3« 1.08
S.D. 1 0.02 1 0.2 1 0.3 0.4 0.3D 0.1D 0.06
80 [ Mean 14 0.20+ 143 4.7 107 9.8 8.2 6.1 3.4%» 1.23#+
S.D. 1 0.02D 1 0.1 2 0.3 0.2 0.2 0.1D 0.05D
0 6 Mean 15 0.25 142 4.7 109 2.8 7.9 5.8 3.1 1.17
S.D. 2 0.03 2 0.4 2 0.3 0.5 0.3 0.2 0.09
Female S 6 Mean 16 0.27 142 4.5 109 9.9 8.0 6.0 3.2 1.13
S.D. 2 0.02 1 0.3 1 0.3 0.3 0.2 0.1 0.05
20 ¢ Mean 21+« 0.29 141 4.7 108 9.9 7.8 6.0 3.3 1.21
S.D. 9DT 0.09 1 0.4 2 0.2 0.4 0.2 0.2 0.06
80 6 Mean 17 0.23 141 4.6 108 2.9 7.7 6.0 3.3 1.25
S.D. 5 0.05 2 0.3 2 0.3 0.8 0.2 0.1 0.07

# : p<0.05 ; =+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 7-3 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Blood chemistry (After recovery period)
AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L IU/L IU/L IU/L IU/L mg/dL mg/dL mg/dL ng/dL mg/dL
Male 0 6 Mean 58 26 39 0 515 58 87 99 0.1 154
S.D. 3 2 7 0 112 9 16 10 0.0 19
80 6 Mean 11 24 32+ 49 0 600 58 50 97 0.1 122e+
S.D. 3T 4T 18 0 84 10 19 11 0.0 12T
Female 0 6 Mean 60 26 43 0 284 61 16 111 0.1 126
S.D. 3 5 5 0 78 9 6 13 0.0 9
80 6 Mean 66 29 42 0 270 67 17 119 0.1 111w
S.D. 13 13 5 0 45 15 9 18 0.1 9T

* : p<0.05 ; =+ : p<0.01
T : Student's t-test

(Significant difference from control group)
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Table 7-4 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Blood chemistry (After recovery period)
BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL  mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 13 0.25 143 4.5 106 9.7 6.8 6.3 3.2 1.06
S.D. 1 0.02 1 0.3 2 0.1 0.5 0.3 0.0 0.14
80 6 Mean 14 0.22+ 143 4.9 106 9.6 T.Tes 6.0 3.1 1.07
S.D. 1 0.03T 1 0.4 2 0.3 0.4T 0.3 0.1T 0.08
Female 0 6 Mean 16 0.30 141 4.4 108 9.6 4.9 6.3 3.4 1.17
S.D. 2 0.02 1 0.3 1 0.2 0.6 0.3 0.1 0.08
80 6 Mean 18+ 0.28 141 4.6 109 9.7 6.0 6.1 3.3 1.18
S.D. 1T 0.04 1 0.4 2 0.2 0.2AT 0.3 0.1 0.07
* : p<0.05 ; : p<0.01 (Significant difference from control group)

T : Student’'s t-test

AT : Aspin-Welch t-test
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Table 8-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thyzus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BYW) g(g/100g BW) g{g/100g B¥) mg(mg/100g BW)
0 No. ] 6 6 6 6 6 6 6
Mean 384 2.09 572 1.23 10.73 0.68 2.80 58
S.D. 47 0.07 188 0.12 1.48 0.08 0.29 i1
Absolute 5 No. 8 [ 8 6 6 6 8 6
Mean 386 2.00 530 1.29 12.07 6.70 2.78 63
S.D. 48 0.07 139 0.12 2.68 0.09 0.24 9
20 No. 6 [ 6 6 6 : 6 6 6
Mean 361 2.05 484 1.26 10.99 0.62 2.75 65
S.D. 29 0.05 133 0.12 1.31 0.12 0.29 9
80 No. [ 6 6 "6 6 6 6 6
Mean 280+ 1.90s» 299 1.09 8.58 0.404» 2.45 55
S.D. 24D 0.07D 83D 0.11 1.16 0.09D 0.15 9
0 No. 6 6 6 6 6 6 6
Mean 0.55 146 0.32 2.79 0.18 0.73 15
S.D. 0.05 32 0.02 0.14 0.02 0.06 - 1
Relative 5 No. [+ [ 6 [ 6 6 [}
Mean 0.52 136 0.34 3.10 0.18 0.73 16
S.D. 0.04 26 0.02 0.30 0.02 0.04 2
20 No. 6 [§] 6 6 6 6 6
Mean 0.587 133 0.35 3.04 0.17 0.76 18
§.D. 0.04 27 0.02 0.21 0.02 0.04 4
80 No. 6 6 6 [} 6 6 6
Mean 0.68%» 106+ 0.39%+ 3.08 0.17 0.88%s 20+
$.D, 0.08D 22D 0.02D 0.18 0.02 0.05D 3D

# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose (R+L) (R+L)
" mg/kg g(g/100g BW) mg(mg/100g BW)
0 No. 6 6
Mean 3.13 887
S.D. 0.06 55
Absolute 5 No. [ 6
Mean 3.08 925
S.D. 0.29 63
20 No. 6 6
Mean 3.08 843
S.D. 0.15 51
80 No. 6 8
Mean 3.04 T64%%
S.D. 0.19 58D
0 No. 6 6
Mean 0.82 233
S.D. 0.09 28
Relative 5 No. 6 6
Mean 0.79 242
S.D. 0.09 26
20 No. 6 6
Mean (.86 235
S.D. 0.06 19
80 No. 8 6
Mean 1.09%x 274¢%
S.D. 0.11D 24D

# : p<0.05 ; =+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-3 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
ng/kg g g(g/100g BW) ng(mg/100g BW) g{g/100g BW) g(g/100g BY) g(g/100g BW) g(g/100g BW) mg{mg/100g BW)
0 No. 6 6 6 6 6 6 6 6
Mean 212 1.87 456 0.7¢ 6.09 0.49 1.87 70
S.D. 15 0.08 113 0.07 0.53 0.06 0.13 12
Absolute 5 No. 6 6 6 [} [ 6 6 [
Mean 212 1.81 439 0.82 6.08 .51 1.60 62
S.D. 18 0.08 173 0.06 0.42 0.10 0.11 7
20 No. 6 [} 6 6 6 6 6 6
Mean 201 1.84 488 0.76 6.18 0.44 1.61 62
S.D. 10 0.05 94 0.05 0.45 0.06 0.10 8
80 No. 6 [ 6 6 6 6 6 6
Mean 184+ 1.73%# 336 0.74 5.94 0.43 1.58 63
$.D. 16D 0.04D 91 0.07 0.78 0.10 0.13 8
0 No. [ 6 [ [ 6 6 6
Mean 0.89 214 0.37 2.88 0.23 0.79 33
S.D. 0.05 44 0.02 0.12 0.02 0.07 6
Relative 5 No. 8 6 6 6 6 6 6
Mean 0.86 205 0.39 2.87 0.24 0.76 30
S.D. 0.08 72 0.03 0.07 0.04 0.03 3
20 No. 6 6 6 & 6 6 6
Mean 0.92 245 0.38 3.08 0.22 0.81 31
S.D. 0.04 53 0.03 0.15 0.03 0.03 3
80 No. 6 6 6 8 6 6 6
Mean 0.94 181 0.40 3.22ex 0.23 0.86+ 34
$.D. 0.06 36 0.02 0.20D» 0.04 0.03D 4

» : p<0.05 ; #» : p<0.01 (Significant difference from control group}
D : Dunnett's test
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Table 8-4 A 28~-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

. Ovary Uterus

Dose (R+L)
ng/kg ng(mg/100g BYW) mg{mg/100g BW)
0 No. 6 6
Mean 77.6 425
$.D. 11.1 130
Absolute 5 No. 6 6
Mean 90.4 518
S.D. 24.17 96
20 No. 6 8
Mean 76.8 370
S.D. 11.4 71
80 No. 6 6
Mean 76.1 385
S.D. 9.7 102
0 No. 6 [}
Mean 36.9 206
S.D. 5.7 82
Relative 5 No. 4] [
Mean 42.3 246
S.D. 9.6 52
20 No. 6 6
Mean 38.2 185
S.D. 4.6 38
80 No. 6 6
Mean 41.5 212
S.D. 6.3 62

No significant difference in any treated groups from control group.
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Table 8-5 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Male
Body weight Brain Thynus Heart Liver Spleen Kidney Adrenal
Dose (R+L) {R+L)
mg/Kg g &(g/100g BY) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BY) g{g/100g B¥) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 430 2.04 475 1.34 12.28 0.62 2.88 67
S.D. 28 0.10 121 - 0.09 1.53 0.09 0.40 11
80 No. 6 6 6 6 6 6 6 6
Mean 336%+ 1.94 421 1.19 9.68%» 0.67 2.65 57
S.D. 27T 0.09 108 0.15 1.05T 0.06 0.23 4
Relative 0 No. 6 6 6 6 6 6 6.
Mean ¢.47 111 0.31 2.85 0.14 0.67 16
$.D. 0.01 28 0.03 0.19 0.02 0.05 2
80 No. 6 6 6 6 6 6 6
Mean 0.58%» 125 0.35+# 2.88 0.20%% 0.79%+ 17
S$.D. 0.05AT 31 0.03T 0.15 0.01T 0.04T 1

*« : p<0.05 ; =% : p<0.01 (Significant difference from control group)
T : Student's t-test
AT : Aspin-Welch t-test
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Table 8-6 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose (R+L) {R+L)
mg/kg g(g/100g BW) mg{mg/100g BW)
Absolute 0 No. 6 8
Mean 3.11 1067
S.D. 0.23 53
80 No. 6 6
Mean 3.11 068»
S.D. 0.12 55T
Relative 0 No. 6 6
Mean 0.73 250
S.D. 0.09 28
80 No. 6 6
Mean 0.93x 289
§.D. 0.10T 19T

s : p<0.05 ; ==

T : Student's t-test

: p<0.01 (Significant difference from control group)
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Table 8-7 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg g  £(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g{g/100g BW) g(g/100g B¥) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 8 [} 6
Mean 228 1.85 408 0.17 6.10 0.47 1.64 63
S.D. 18 0.07 92 0.07 0.89 0.07 0.11 9
80 No. 6 6 6 6 6 6 6 6
Mean 203+ 1.85 447 0.77 5.87 0.46 1.53 61
S.D. 14T 0.06 85 0.07 0.64 0.08 .17 9
Relative 0 No. 6 6 6 6 6 6 6
Mean 0.82 178 0.34 2.67 0.21 0.72 28
S.D. 0.07 30 0.01 0.11 0.02 0.04 3
80 No. 6 6 6 6 6 [ 6
Mean 0.92« 221 0.38+» 2.79 0.23 0.75 30
S.D. 0.05T 42 0.01T 0.19 0.02 0.05 4

* : p<0.05 ; ==

T : Student's t-test

: p<0.01 (Significant difference from control group)
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Table 8-8 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Ovary Uterus
Dose (R+L)
ng/kg mgimg/100g BW) mg{mg/100g BW)
Absolute 0 No. 6 8
Mean 84.1 468
S.D. 20.6 70
80 No. 6 6
Mean 69.1 397
S.D. 8.4 42
Relative 0 No. 6 6
Mean 36.8 206
S.D. 7.6 24
80 No. [ 6
Mean 34.2 157
S.D. 4.9 30

No significant difference between treated group and control group.



Table 9-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Gross pathological findings (After administration period)

B-6585

Organs Sex: M M M F F F F
Dose(mg/kg): 0 5 20 80 0 5 20 80
Findings Number: [ 6 6 <1 6 6
Intestine,ileum(Peyer's patch}
Diverticulum 0 0 1 0 0 0 [y}
Stomach
Focus,dark red,glandular stomach 0 0 0
Uterus
Cyst - - - - 0 0 1

M : Male, F : Female
- : Not applicable



B-6585

Table 9-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Gross pathological findings (After recovery period)

Organs Sex: M M F F
Dose(mg/kg): 0 80 0 80
Findings Number: 8 [ 6
Intestine,ileum(Peyer's patch)
Diverticulum 0
Kidney
Focus,dark red 1 0 o} 0
Cyst 0 0 [4] 1

M : Male, F : Female
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Table 10-1 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks :

Histopathological findings (After administration period)

Organs Sex: M M M F
Dose(mg/kg): 0 5 20 80 0 5 20 8Q
Findings Number : 6 6 8 6 8
Adrenal
Number examined 4] 0 0 6 <] 0 0 6
Not remarkable [ 0 0 6 8 ] [¢] 6
Bone+Bone marrow,femoral
Number examined 6 0 0 6 6 0 Q 6
Not remarkable [ 0 0 6 6 0 0 6
Bone+Bone marrow,sternal
Number examined 6 0 ] 6 6 [0} o} 6
Not remarkable 6 0 0 6 8 0 0 6
Cerebrum
Number examined 6 0 0 6 8 0 0 6
Not remarkable 6 0 0 6 6 4} 0 6
Cerebellum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 [
Epididymis
Number examined <] 0 0 6 - - - -
Not remarkable <] 0 0 6 - - -
Eve
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 Q0 0 6
Heart
Number examined 3] 0 0 6 6 0 O 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,duodenunm
Number examined 6 0 0 6 6 [} 0 [¢]
Not remarkable [¢] 0 0 6 6 0 0 6
Intestine, jejunum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 o} 0 6
Intestine,ileum(Peyer's patch)
Number examined 6 0 1 [} 1 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Diverticulum,Meckel's 0 Q 1 [0} 0 0 0 0
mild 0 0 1 0 0 0 0 0
Intestine,cecun
Number examined [ 0 0 6 4] 0 0 6
Not remarkable 8 0 0 6 8 0 0 6
Intestine,colon
Number examined 6 0 0 6 6 0 ¢} 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,rectum
Number examined 6 0 0 6 6 ] 0 6
Not remarkable 8 0 0 6 [¢] 0 $} 6
Kidney
Number examined 6 4] 6 6 6 0 0 6
Not remarkable 6 3 5 0 6 0 0 6

M : Male, F : Female
- : Not applicable
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Table 10-2 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M M M M F F
. Dose(mg/kg): 0 5 20 80 0 5 20 80
Findings Number: 8 6 <] 6 8 ]
Kidney (continued)
Regeneration, tubular 0 1 0 0 0 0 0 0
minimal 0 1 0 0 0 0 0 0
Eosinophilic body,tubular cell 0 2 1 6 0 0 0 0
minimal 0 2 1 5 0 0 0 0
mild 0 0 0 1 0 0 0 0
Kidney(alpha2u globulin)
Number examined 0 0 0 3 0 0 0 0
AlphaZu globulin, immunohistochemistry 0 0 0 3 0 0 0 0
positive 0 0 0 3 0 0 0 0
Kidney(PAS reaction)
Number examined 0 0 0 3 0 0 0 0
PAS reaction 0 0 0 3 0 0 0 0
negative 0 0 0 3 0 0 0 0
Liver
Number examined 4] 0 0 4] 6 0 0 6
Not remarkable 3 0 0 4 1 0 0 5
Microgranuloma 3 0 0 2 5 0 Q 1
minimal 3 0 0 2 5 0 0 1
Lung{bronchus)
Number examined 6 0 0 6 6 0 0 6
Not remarkable 5 0 0 6 [¢] 0 0 8
Metaplasia,osseous 1 0 0 0 0 0 0 0
ninimal 1 0 0 0 0 0 0 0
Lymph node,mesenteric
Number examined <] 0 0 6 6 0 0 6
Not remarkable 6 0 0 8 6 0 0 <]
Lymph node, submandibular
Number examined 6 0 0 [¢] 6 0 0 3]
Not remarkable 6 0 0 [§] 6 0 0 6
Ovary
Number examined - - - 6 0 0 [{]
Not remarkable - - [] 0 0 6
Parathyroid
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Pituitary
Number examined 6 0 0 6 [¢] 0 0 6
Not remarkable 5 0 0 5 5 0 0 6
Cyst 1 0 0 1 1 0 0 0
minimal 1 0 0 1 1 0 0 0
Prostate
Number examined 6 0 0 6 - - - -
Not remarkable 5 0 0 6 - - - -
Cell infiltration, inflammatory 1 0 0 0 - - - -
minimal 1 0 0 ¢] - - - -
Sciatic nerve
"Number examined <] 0 0 6 6 0 0 6
Not remarkable 6 4] 0 6 6 0 0 6

M : Male, F : Female
- : Not applicable



Table 10-3

with a recovery period of 2 weeks

Histopathological findings (After

administration period)

A 28-day oral toxicity study of N,N-dimethylacrylamide in rats

B-6585

Organs Sex:
Dose(mg/kg):
Findings Number:

PRO=R

[s224) 54

(o]

[s2X=Re>]

[e2Yv e ]

[+
RO

@
aom

Skeletal muscle,femoral
Number examined
Not remarkable

Spinal cord,thoracic
Number examined
Not remarkable

Spleen
Number examined
Not remarkable
Hematopoiesis, increased

minimal

Spleen(Berlin blue)
Number examined
Not remarkable
Berlin blue positive granule, increased

minimal
mild

Stomach
Number examined
Not remarkable
Erosion,glandular stomach

minimal
mild

Testis
Number examined
Not remarkable

Thyroid
Number examined
Not remarkable

Thymus
Number examined
Not remarkable
Atrophy

minimal

Trachea
Number examined
Not remarkable

Urinary bladder
Number examined
Not remarkable

Uterus
Number examined
Not remarkable
Cyst

mild
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M : Male, F : Female
- : Not applicable
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Table 10-4 A 28-day oral toxicity study of N,N-dimethylacrylamide in rats
with a recovery period of 2 weeks

Histopathological findings (After recovery period)

Organs Sex: M F
Dose(mg/kg): 0 80 0 8¢Q
Findings Number: 6 [ 6 6
Intestine,ileum(Peyer’'s patch)
Number examined 0 1 0 0
Diverticulum,Meckel's 0 1 0 0
mild 0 1 0 0
Kidney
Number examined 6 6 0 1
Not remarkable 5 6 0 0
Cyst 1 ¢ 0 1
minimal 1 0 0 1
Spleen
Number examined 8 6 6 6
Not remarkable 6 1 6 6
Hematopoiesis, increased 0 5 0 0
minimal 0 5 0 0
Spleen(Berlin blue)
Number examined 6 6 6 6
Not. remarkable 6 2 6 3
Berlin blue positive granule,increased 0 4 0 3
minimal 0 4 0 3
Stomach
Number examined 0 0 6 <]
Not remarkable 0 0 6 [
Thymus
Number examined 6 6 0 0
Not remarkable 6 6 0 0

M : Male, F : Female
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