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4, B

N=—AFAT7E 7=V F0 28 BRIKEROREEZERABRE 6 B
Sprague-Dawley & SPF & » K [Crl:CD(SD), 1 BfMEHES 6 XX 12[8) 2 AW THEEBL
72 BEEIZO0 (0.5 w% A F o —2¥ERK - xHBEE) | 20, 75 BT 300 mg/kg/
HEL, BYUF2AWVWTIAR 1 EEHEO®RSE L, /2, MERLS 300 mgkg &
ERFEO—HOMEE (1 BMES 6 I8 2o oW TR SHIRKETHR 2 BMoEEMR %
BT, B boMEERCEREEE KR L,

BB 300 mg/kg B G-BEOHE 1 6] & M S FIBFET Lz,

—RIREETIE, 300 mg/kg W5 BEO MM TAFEFAROFETH & bIcRE5%iIc—@E
ORRMERE UIFER A B, TRV EFITFT ) —EbBEIN, HORET
BT, BICREREOER - BER A DI,

HEM—ARRE TR, RSB E U CRAKEREE XX 300 mg/kg 5O
MR A BT, $72, FEOM TR, ML LR EHECAERETEORMEN A D
iz,

BERERCENCIIEBRMEREOEEIIRD N> T,

RETIX, 300 mg/kg MEBHOMETIE 4 AUMKMBEREL TH> CHB L, KEH
MELEMEER L, BEETIE, FEOME RS 7 BIEESA LN,

RBRETIE, BAEMTREDORME LEBFEOKMED 300 mg/kg HEREOHIZ, 7
BEDREL CICEBAERUCREDBEERAN RO DN,

MESFEHRE I, BB, ~F e © U BROENRNRARREE OBMEE T
WERMERBOBEN 75 mghkg U LOREFHORMERIZ, ~~ 7 U v MEDKMED
75 mg/kg UL E OB EREOMIC, FHRMERAHE. FHRORAFERL VA b~ES 1
YU HROBEED 75 mg/kg B ERFEDOME & 300 mg/kg B EFHOMMEICA SN, £z, @
/MR DEIEDS 75 mg/kg UL EDOET 5B OMEIZ A Bz, BIMERE O EE 300 mg/kg
B EREOREZ, FPIRER R OEROBMED 75 mg/kg REBEOREIZ, FFHEROEHD
BB 300 mg/kg EBEDOREIT, FEABRILRE OB OMBEMD 300 mg/kg 5RO
WZH DI,

MFILFBRETIE, BalvxTFa—L, P77 VET54 FROY VIEEOSEER
300 mg/kg | EHOMEZ, U U U ADBENFFEOMBEICH LT,

BEEETCI. FREOEBRERDOBMES 75 mgke UL LOREROMRIC, BiEO
MR EEDO B 300 mg/kg HEFOHICHA BN,

BT, BB O BRI SUI KRB 300 me/kg B EROMEREIZ, IROBEFAL K
ORAUEA 75 mg/kg L EOBREFOMHESMICA DN, TS TH, IZIEFED
FrRPRBH LT,

MR ERE Tk, RO EnITE, NEPOEFMREXR. BROBENE
M FCHE S 5 VB EEE DM 20 mgkg DL EOREEFHOMREI, Bl 5 >, #

10



B-6608

BEoMRBEED A WIXES (KIBERCHE) OEMITED 75 mgkg A EOR G D
BEREZ . TR 7 v N—HROEEILED 300 mg/kg REHOMBEIZA DN, Th
HOEITFETH THRRICERD bz, o, A£FH TIIBERBORME O FERME/
O LB OEMD 300 mg/kg WEBHOBEIC A LI, F72, BTHOLIIFT
BIBEEROEE LT, BIBROREMEOEKXR, IMBEOEHE. TEONE LR DIEX
DM, BRORME OYLRPS MRS b T,

EEHIRECIX. RREBIZBIT 2HEOTKE, REKVRBEZRWNT, B5HHEF
WA LNTEELITERIGIER L. BEEBIRD b,

PIEDRER, N=—2AFAT7TE M7= FOARBREETICRBT 2 ERERS., Mg
EHIZ20mg/kg/ BE THRID S D EHEE I NI,
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5. &

BEAEpE EEEMLR EETHER LEWEEEYEEOEBEILLY, N—AFN
TErT7=) F3Iv M 28 ERIREROERES L. Z2OEEBZALMMITAL L BLIC,
2 EAMAEL, BEOTEEEZHBMTIHRBREEZER LD TCLORMERET S, &
B, ARBEKRLER VIS —F R o ¥ —BMEREBLSOEREERZT TS,
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6. HEBRMMEUAE

8.1 HEBRMERUVBE
6.1.1 mERYE

ARRICERLERMEOO v b
HE, MESIIKROBEY ThHD, £, RBREEELHRMER 1ITR LT,

&% (Bl4) N—AFATERIT=YF
(N=TEFALRAFAT =Y )

x4 (Gil4) N-Methylacetanilide
(N-Acetylmethylaniline)

CAS B & 579-10-2

BHRATERES 3-113

o+ CH;CON(CH3)C¢H;

g
H3C——N-—S—CH3

BFE 149.19

PEIR B 7 A

ME NXY) 99.7%

Al 100.5°C

AFE 200g (25g; 84)

RENE REHBRTRIIBREHER YV —F 2 7 —HE
BT TR EITV., BREHHETORZEMELHERL
7o (IR 2)

RFEHIE MEERT (WEERN, EAME : 2~6°C) . Bz

RIEEET ERAEIT AT HRYWERTFEROE 2 HRHE 4 P
By ERNE

B EOER EEGOBRR 2+ 2TV, v~ A7 | RERSE, R
FREOWUIRREBEZEN L EBEOEMELIN,
BOBNEIZ, F, EEEREN, 9B 0E LE,

EH WEE | g 2 RERBE ULTRE L, I/

ST LI HRMB DRESIEE L, i, BRYME
DERBITRERZERE, ETEELL,

13
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6.1.2 WA
A& F : 0.5 W% A F - a—AiK (AT, 0.5%MC ik
& HE)
B, ERIZOVWTIE, ARRICEL S TERMLIZN—AFALTE T =Y FO#%
BT REMERR FEBRES  A2191) BV T, 0.5%MCIERT COWBRME DL
EMER O —HICBHFRREENELNTWAZ D, 0.5%MCIEREZBIR LT,

6.2 BEHEOREN
6.2.1 B IEEERSR) OFH

AFNET—R 400 (FIRMETERRNEH, 2y bEE ; WKP5404) %35
K (HFRSHEKRERMETE, oy FEE ; OK88 RN 91L8S) IZIFAE L. 0.5%MC IFK
& LT, BEITHRR T HASZ—FERE L, A% 10 BUNICRSICHW:, RR%IT
WRERN GFASEHE : 1~10°C, EAE : 2~10°C) WKHEHFELE,

6.2.2 WERRE DA

BREZLCHNEEOHEBRYE LR L, WS4 AWTEAEKIZBEL, 4. 15 X0
60 mg/mLiEZ M U, #FBRIEIZ 7 BIC 1 RLA EoMEE cRAR L, % 7 BSINIZ
FEHLU,

6.2.3 BEBRORERE
BE5WIT 1 BRESTOBAN T AMBIZHEL., HEREE THIT BEREN.
i 1~10°C ; ERHE 4~7°C) . E}XT CHEEFE L=,

[7Ne

PR

1l

6.2.4 WHEPTORENE

AEERE D 0.100 X T 200 mg/mL FREBWE (BEAE : 0.5%MCIF) 13, BETT R
I AL, BFF (BBERN., HFEHHE @ 1~10°C) T 8 Hifl, Z DB =R T 24 %
ETHHIEPHRREER S VY —F v ¥ —CHRINTWVS EBREE:A-2191),

6.2.5 BERBEDRE - 4R
BE 1AL 4 BOREICAVIEREOHERKICOWT, TOREZKHIAEERY
YH—F v Z—THPLCIEZRHWTHERLE, £O/BE. REICHT5BEDE
13 96.8~102.0% (FFrA#HE : RAEICH T HE S 100.0:10.0%) | H—#i 1.0~6.2%
(FFHME - CV10.0%LUIN) THY, WINHLIFFEFEANTh-72 REFER 3) . &
BT IR DBERS % IRITR T, ' -

1 BENTD OBRAK R OCERE
3R (k. PEROTEL»OER) | 1 AZ20& 10 mL

REXSBME : N—AFATENT=UF

14



B-6608

R E R RIEHEYE
& Fr : N—=AFLTFTE R NT=Y F
oy NEE : FCMO02
RFH L : RS GHEEN., FFAME  1~10°C, ERME :2~7°C) |
e
RIS : BB ET R ERTER A L ETEEDE
BREHET
HPLC HE 544
75 A : Cosmosil 5C;s-MS-I1 (4.6 mm X150 mm ., 5 pm,
Fh T AT R HERESH)
A5 LAERMERERE
: 30°C
B EhiH : KEBRIAK A Z 2 —) (45/55, viv)
iH : 1.0 mL/min
Ui Jan : UV (BIEHE 254 nm)
EAR : 20 uL
d— YT —RERE
: 10°C
43 M B R : 8 min
EAIER :
EAMEF | AR EARE
1 3 EREE (AT MEAHER)
2 3 EERE (EER)
3 1 RAEEREE (4 mg/mL- LE)
4 1 e EZRFEE (15 mg/mL- EfB)
5 1 BIEEREE (60 mg/mL-1/8)
6 1 BIEEMES (4 mg/mL-HE)
7 1 BIEZERPFE (15 mg/mL-F/E)
8 1 BEERRE (60 mg/mL-F/8)
9 1 HEEZREE (4 mg/mL-T)&)
10 1 HEZEUREE (15 mg/mL-TRE)
11 1 HEERRE (60 mg/mL-T )

FEVETRIE J ONAIE E BB OB 1, A 24 FRRA L
PINCE LTz, B, NUTF—a VBB T, A—1
BT —RICBITS 24 BERERZORZEMELHER
EhTna,

6.3 HERIVERUVRHED:RIREH

BURBRETA IR0y FEAWERBRBLEL SN TND, ZORER
EASNEREOT vy MEBERL<mbh, BEREHRPEBETH D Z L bR

15
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L7,

6.4 HEREFMRUHES T

Sprague-Dawley 5 SPF 7 » k [Crl:CD(SD), HAF ¥ —/ R « U A—X &, E
KEFAE L& —) MHES 470L% 2 SABTAFL, Y T8 HERE - Bl{bET L.
—fREEOBZE (1BV/H) | HREHE GE) RUOFEHEZ2—BIREBOBE (1E) %217
WV, FREEME, —RREBROFERZ —RREBICERERD O L Bbi 5 i
£ 3600 (EREE UTHERES 24T, BIERES UTHEESR 12 0) 238U 6 At THRER
Wi U7z, BEREB ORESGEIX, BT 193~219 g, T 151~190 g TH o7, &
Wi - BIEBIRT OKEEMEIZ L 0 ERI%, BT % e (RE58H%E0 2 BED
DIFEBIZESNT, EHOEHEENTCEERTHEL R L EBEER L, B
EoEIFFiIXara—FERAVET oy JREERCEESBEEOMEAE (U
vV EBECHELREZER L. RBREROCHENOBERES L BELICEYE L)
k0T ot, ., RREEWIIREREDICREBEZENLBRI L, SHEBRBEEICH
B LT,

E) : RBREEBICHE . EITEIIMEES 45 15 Th o 7200, ERUCIIMEMER 47 TTASMA Shus,

6.5 fAESEH

B IR 23~25°C (RFRHGHA : 23+3°C) | ARRHEEE 39~52%. (FFZS#EH : 50£20%) |
RIE S 1 BERT 10~15 8, FREA 1 B 12 88[ (07:00~19:00) OBEHEEE= (908 5=)
T, Ty MREBREMEr—Y (W250xD350xH 170 mm : J— R V=71
FHRNEM) CEBEEL. 80 1 AU LOAEERNOERE2EE L, BESER
CRF-1 (FRSHRRE., AV = X NVERTERNESHE, vy bEE 091104, 091203
RV 100203) BROHBARTEKEAZ BEBRKEBICEL D BHICERI® T,

6.6 MAMRUHKHKNOEAME

R ORAEIZE LM 2 v MZ-oWT Eurofins Scientific Analytics T4
PrafTuv, £l SBKIZ O W TIREEEBMERE & o 7 — RS KE BRI ERLT
LZREREZEHNIC (F4ED KELZ, ZhoONITEEEZAF L, RBRAE
WEHENRWI LR L%, BELERFL

6.7 EMOBINRCTr—IADRT

B I AR NEV A B & B8 25 U CEMEERR L, AT BB TRITE To/f
FRBRES,. MIRCEERE LR L r— U7 E 01z, BESTH%RIZ. 5
FEUO#ESREZTE (HRE. B, PROBAHEHOIE) 2 4H0EFEZD TR, Z0%
A, 1000 DALIEEE, 100 OALIIM: (0 FLZHE, 1 FE2HE) . 10 & 1 OIIEREES L
Lz, £EE I — Wik, BoUMETHERLEF — VI VOERICHE (#) J¢&
BT LTV EDT, BRRES, RERKE, &KREE., %, BWES. FEES

16
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ROBRTER AR LIz, 22U, MR —RIRBOBIE, MiERERCEHRE
P BEE I L TREDEREZHRT 2720, 5 — V7N 2EEREL TRRE S
MR OBEREE S OHZRAR LI,

6.8 5. BEHRE. FEEHERUVEESRB L Th o DRIRER
FHERBRETA P/ D, HEBRBITROEEEZER L, #58H1X 28 A
& Lz, EBHIRKERGHRBR C—RMIIThL TV 18 1HE (7TEME) & L,
EEHEIIEEOFPELRET I OICELY L EZ X NS 2 M (14 BM) L. Z
O EZ{TR Mo,

6.9 ®EAX%

BERET Sml/kg BEL L, BY T 2AVWTHREEORE L7z (08:30~11:32
D) . MEBEICIIEE (0.5%MCHBK) ZRIRICERS Lz, BEZLORERE (&
AREAL 0.1 mL) IIERFIOBELEBICEN L,

6.10 HREERUZORTERMI VICEEK

N=—RAFNL7E:7=Y FD 0 (0.5%MC %K) . 10, 30 XX 100 mg/kg/H % 1 B
MEHER STCD T » M 14 BEIRKERO®ES LZER, 100 mg/kg & 58 0 M i C i
FREIC, ETHBRICERMERGORELEZ DN OIEMBRBOLNTZDOATH -
7= (PR, MAESHER Y VY —F o 4 —RBES : C-B466Y) , Bz, N— A
FATERT=Y FE0 (0.5%MCIEK) . 300 T 1000 mg/kg/ H DR & T 1 BEMERE
FSEDT v Mz 14 ARRERNRES L TR CBEMRR, &R U ¥—
F X —RBRES  C-B473¥) Tid, 1000 mg/kg I 58 T, —ARREE TR
VIREMAES, BREFOBD XIIER - AL R L%, &5 3 Bk CiciEEaRm
MWIET LTz, 300 mgkg HEFETIL, MECT—KIRE, FAFH, BHE&, LK - oKk
FRE, 2B EERCEHRICEBHMEREORELEZONAWALIRENBRD D
N, UEOBR IV FEHKEIRDOND EFHEND 300mg/kg EHHARELE L.
UTAHK 4 THRL, 75mgkg P HEIZ, 20mg/kg ZIEFARICHRE L, TREEEN
X ABEERE Ui, | B2 08k 3 CIIMRES 6 IS, BEIER CIIRER D
BB MRS 6ICE L7z, BHEREE LITTT,

17
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= 1.BRER
shER R kg | B E | BEEE b ES Fic 3 | E B
' (mg/kg) | (mg/mL) | (mL/kg) B BNk LR BE s
‘ HE 6 1001~1006 6 1007~1012
xR 0 0 5 w| 6 1101~1106 6 1107~1112
. b3 6 2001~2006 -
ERER | 20 4 s | EL 5|z
. #E 6 3001~3006 -
R R 75 15 5 e p 31013106 i ]
. e 6 4001~4006 6 4007~4012
FARHE | 300 60 3 e 6 4101~4106 6 4107~4112
6.11 BERUREDEZX

ZNENERSNZRHCEHERORESE R L-, REBRIOEEICEL TIXTRE
DB/Y &L,

#5108 (Day 1 of administration)

¥t5 138 (Week 1 of administration)

E# 1 H (Day 1 of recovery)

=1 18 (Week 1 of recovery)

B E5-FEH

ERE 1B ETH

c FEIERE R (REHMKTORE)
cEME 1 hHEE T H

6.11.1 — IR DR

EEFZOVTEEHMTIIER 3 B, &5 REER-30 SRR OERELN 2 B
Mg (72720, Sl —RREBOBIE, HIERE. BHIRUVERENRRAE L ERET
LRI ERIO 1) | EHEHIRATIEER 1E, KR, KBIRE, 2% THRO
Pt 72 E O — iR B R BIE LT,

6.11.2 HLT—RKEBOHER, BERE. BHARVEREH=ORTE

B — R BB ZIT, £REICHOWTC, BRSBTS 1 E, BEBRG R OE
EHEPIER 1 EEELZ, £, BERE, BHORVEBREHEOHEL, BE
43 (%5200, HXHE5278) ROEE2E (HE 13 B) K17-7, #Mk
—RREOBER HRBRREIC OWTIIERESD 2 EA a7 L RAEE Vi,
F, B8, BERCEIEIL. 8L T A LICEB L., B8F oL THREDOFER
EHIR (742 M) LREBTITo7, 2L, BREHEOWEEXTZ7A4 R
LN TfTo 7z,

6.11.2.1 A RREOHER
N r—YURNEE

R R BEITHE

2) FiTHoTOEE

F=UhbDEROHLE S, HKE - REORE, IR - 205w, IREKZED., Rl

18
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PASCIRER, WITRRGAE. B EMRRMeE (RR. W, H. B, BRPER) | ~v
R TRERT BRI, Ny Y U TREORES

3)) A—T 7 4— N NNBE

HEEREE, 8, BRETE., ERITE. H17. B8, FEW, b ER Y EK, BE
e (PR, HERE)

6.11.2.2 WHERE
BRI, BER. BREIS, MERS, BN, ZRIERRKE. &G

6.11.2.3 EHAE
CPU 7 —3 MODEL-RX-5 (7 A a—x =7 Y »FEXet) 2BAWTHIEA
CMERDOR S ZBIE LTz,

6.11.2.4 BREBENHIE
EREWA B BEEE - —NS-AS01 (M &tt=m=z—ah A R) ZHWNWTE
REHFHELRE L, MIEIZ IR E L 10 BB R D 0~60 ORI EE S £3H L,

6.11.3 KERE

ZEEICOWT, EMBEFIEIERS 1L 4, 7. 10, 14, 17, 21, 24 KX 28 HO#
GENZ, EEMMFIIEE 1, 4, 7, 10 R 14 BICHEE Lz, HIET 08:50~10:38 @
BIZIT o7, BIRBICIIFEREEREHO LD, g1 L0 16 AR S H%D
REZHE L (07:55~08:06) ,

6.11.4 {EEERE

EEEICOWT, BEHRFIEES 1, 7. 14, 21 X128 B OREFIC, EIELEH
FIXEE 7 ROV 14 BIZBIE LUz, BIEE 09:05~10:52 DRENCIT o 72, 7288, 5B
HOBEZIRBE»oD 1 BER2, #E5ETHIX6ABORBEEREY, ZO%IX7EZ
ST HEORBERELZREL. 1K1 BEZEH Lz, BE 1 BREE 1 BNL 7
HETO 6 PEOREERES, TOXKII7TEMORBEEREZAEL, 1L BE
FEHLT,

6.11.5 EKEAE

RBRERE (%5 22~23 BEROEIE 8~9 B) &, RBREXNZEMWIZHOWVWT, BiEMS
1EHZVOBAKEEZ HBAKEZBWTHIE LU, BIENT 08:40~9:20 DRENIZIT - 7=,

19
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6.11.6 RIRE

BB 48 (5 22~238) ROEIE 28 (Bl 8~9 H) 124T-7z,

BE ABIIBRELYRORSBICERLKOEEROSFEEKIC, BE 2BIXEEROS
BRI FNFNEREZ Yy P LEr—PIINA L EE - BHEKT T 4EREREL,
WNTHHEBE  BHEBATTEOXRO 20 BERAERL, X 2B HL-EER
VHEICLVBRELY,

K2 RBREOCHE., ARERVERBKRLE

) 4ERRIZOVTORE

BREEHR RIEHIE

pH F—va AT 4 v RTEARBIE D (7 —7 L1 k&)
=Ly A=V a VAT 4 v I ATEARBKY (7—7 LA X&)
ik F—vaVAF 4 v A TEARBKY (F—2 LA kReah)
T a— R F—a VAT 4 v A TEARBK Y (7 —2 v A Hstth)
M F—a AT 4 w7 ATEARRIE D (77— LA #REH)
Uy A—a AT 4 v 7 ATEARBRK Y (77— LA #REH)
vmpey ) —Fr F—a VAT 4 v ATEARBREY (7—72 L1 ket
ek AR

g SRR IE

RE (4EER) ® ERMACy VEEZRWEARME (B mL)

2) 20 FRIRICOVWTORE

BEEE HESE

RE (Q0FHE) ™ ARV Y o F—EROAERRE (BAL: mL)

BBEE KAEBETIEDY (BAL : mOsm/kg)

f# FR R E SRR

3 : AUTION™ MINI AM-4290 (7 —2 LA ¥k &)

Y HEEEERNTERE A— 7 FRZ vy bk OM-6030 (F—7 LA o)

) o ABEOREL 20FEOREBEEAGF LT 24 BEORE (mL/24h) 2EH UK,

20
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6.11.7 MmiRFRE

B G HEKROEESBSE TORE OHEFREIC, ATA2L—K (16~20 FFHE) #
B EgEfECONT, =T VKRBT CRE L. BEREIRS - EDTA-2K N
B (SB-41: VA Ay 7 2ABAESH) Khik (W 1ml) 2HFERLE, B bhkiikic
ONTH 3L KRB LZEBROHECIORE L, Bz, oK W09 mL) %
3.8%7 =BT MU U ARENEBRE (WK 9IFICH L 1 BEOFE) WHERL, B
SyBE (3,000 rpm, 1,600xg, 10 43F) 12X VB LR MIFICONWTER32) CRBL7Z
HEHROFECLIOBRE L, 2B, ERICEIIEERVBICHEL. 24>V T
May-Griinwald-Giemsa Je {512 & 2 MEBTRIEARZER U225, SR L D HERIER
UL, SERIIERL 2D o7,

® 3. MERPHREOIEBD. ARERVERABELE

1) EDTA-2K IR DWW T OBRE
REIEE HIEFE BA
FRIMERE (RBC) 2HEL—F—Tr—P A FR P Y- 10%/uL
~EZu B (HGB) T VA RNESBEUEEY g/dL
~< +7 Yy ME (HCT) FRILERE e )R SRS FE b & Bt ¥ %
THRMERAERE (MCV) 2HAEL—Y—Tua—Ff b AR —ED fL
LHFRMEKMNERE (MCH) FROHBBEONES oV BHLANY Pg
RO GFEE (MCHC) ~T 7/ ubyBRUA< h7 Uy MELHEH? g/dL
MIRMEREK (Reticul.) RNAB@IcEB L —Y—Ta—3 4 A R —Y %
A RANTSRE LR (HD) Van Assendelft 3 Y %
fu/MREC (PLT) 2MEL—F—Tr—F A P AN —ED 10%/uL
B fLERER (WBC) Q2RAEL—F—Tu—H A bR Y —iE? 10%/uL,
HILERE 4y R ® NRAF X PRI LB T —F A P A Rk %
FEL—F—Tn—F A A P —ED 10%/uL

2) 7R B U O AMMMIED B L - RO TORE
REEE BE HiE BAfT
Zu b i (PT) VAN s
B EE Sy b o VR

75 AF M (APTT) sy bEY §
747V )—4 & (FIB) he v RT S RF mg/dL
3 R E R
) RA MWK FEREER T P71+ 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA )
D AYESEE R U-1100 (k&4 B 2 BUERT)
9 MEEERE B ES5HEE  ACL Elite Pro  (Instrumentation Laboratory, MA, USA)

) o UotER (LYMP) | @93k (NEUT) | SFERER (EOS) . HFEEER (BASO) | ELZR (MONO)
BORAEGERER (LUC) , /i, BOKRESEL AMKRELLESBEBOEREEH L,
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6.11.8 mikE#HE

M AR E AR & FRFICERE LMK (0 4ml) 2 EERERIAVRRE (N
Vel bI-A— bey 7 TR ICERY, #0598 (3,000 rpm, 1,670xg,
10430 L, BonzmFic >, £4.1) KBEHFELEZEBRUOCFHFIELLIOBREL
oo Elo. ~2N) UMRARE (L 1mL Y720 H 20 BALO~) V) ICERERLUZHE
W (9 2mL) &EO4OBE (3,000rpm. 1,600xg, 1043R]) L., B onligizonT
#z42) CRBLEEBRVHFEIZLIVRE L,

&4 MBECFRENVEE., ERERUVERBGLE

1) S L7 MBIc oW TORE

BEEH BE H Bifr
ALP Besscy-Lowry i IU/L
= L 2AF u—)L (T-CHO) CEH-COD-POD ¥ » mg/dL
FUZYETAL R (TG) LPL-GK-GPO-POD i ¥ mg/dL
Y IRE (PL) PLD-ChOD-POD 1% mg/dL
BEY ALYy (T-BIL) EUAMECERUE -V mg/dL
Fra—2Z (GLU) Tha—2Fe FabfF—Eikd mg/dL
REFZEFE (BUN) Urease-LEDH i ¥ mg/dL
2 V7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD ¥ ¥ mg/dL
FhU A (Na) A A BIR BB Y mmol/L
AV A (K) A F RR B Y mmol/L
HE (CD A FBIREEE Y mmol/L
By A (Ca) OCPC ik ® mg/dL
mHy s (P) Y ST UMEY mg/dL
wiiag (Te) Biuret % ¥ g/dL
7AT7 3 (ALB) BCG ¥ g/dL
A/G B (A/G) WIEABBROTZAT I U HER

2) ~S U IR B B L e I OV T ORE

BEEH BIEF A B4
AST UV-rate 3% ¥ IU/L
ALT UV-rate i IU/L
LDH UV-rate 7% IU/L
y-GTP Ly-Z v ® I3 HAREVA-= b7 =) R IU/L
13 R E R RS '

O BRI EEOWER TBA-120FRE (HEAF 4 ALY AT AARREM)

6.11.9 RIBEFRE
6.11.9.1 Bl

FEEMC OV TR RIERLNHS, £, ETOEFEBEDIC OV TIHERILZEX
EFREIETIC L 0 ML BRSE S8, AR - BEE - 0 - R 2 S 02 0RE - JRko
BERIC L 2 B2 R BRAER 217\, FERAEEH LI,

6.11.9.2 BEEEATE

ETOEFIMIONT, RICTTHREOCER (EHER) ZRETDI L L BIC,
Mt E RS BIRFOERENLEE 100g M7 OMMSEEEZHEH Lk,
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. *EIEAA LIHmEATEDSRBEIC OWTCIEHELAN A IZRIE L., *O45EE CHEMm
L7,
Fod, BURE*, MORR. RERR, GLoRE. FFRE. BREe. RBEx. BR Lk IR 7B

Wi

6.11.9.3 RIBARPRE

E2TOBEEICONTKRIZTTIHRE - HEEZER L., U VEBEE 10vol%h <) Uik
TREE Lz, 72720, WiV BARE 10vol% R~ Y ik EAS . BRER R OV
Y ERREEIE TR L 72 3vol% VA VT ILT B R 2.5v0l% L= ) VIR CEER.
BERUOBRLEEIT 7 AR TEE LK, T2, U VEERRE 10vol% b~ )
BCTRIFEL, 774088 LE, 0%, OIFE LT~ VY v e md Y B
BREREER LUz, EHOMBHEOCSAEROSEE (RIEMEFEMIC >V T
FHEVCEEBEOSH) | BEIZETHIC W TIL., SRESSISE Ak sk L,
*CRLTEHAMEREIC DWW TCIME M L7223, ERIIEMOR T, B,
WEMEREOFENEONI-MEOITIR, Mg, KBS (B . e (B &
U, MORIE., SIREVCFEICOVWTIHERVCHAEREY CICEEHOLEE L
Bia Lz, £7-. EAOER/MEDORENS ERED 300 mg/kg WEHOE 1 § (B0E
B 1 4004) RORRBEOME 146 (SHHEE : 1105) R D LR, Ao kMK
EEAERL, SRL, ER/MRICREBRMEREOEEEIROONT., HREUE
~DOEEITINN L HIE LT,

RKEE, /D, 88 (BER) | Bk, REk*. TE|ME, BRIRY, ER/ME* B
B, MR, PRAR. BET U o8EE, BREIEY NE, DR, KB I (REXES D)
B, +ZEBB. Z5. B A =AREEDR) BB, BB, BB, TR, B
BERE, REEx R EMEr piziR. IR, FE. WE (BHEET) . KBRE (B
BEate) *RUKBEERD *

iz, AR (FEAARIIIRER E SBER 3. ~< b XYY v - o U R AERE
BIECEM LT, ) . N BREIAR, . B, R T TR R,
e, B, A (BREH) *, KE (BER) = BEENESAL (BM) R UMETE% i
HLUTHREFEL,

6.11.9.4 hopynJy U REEBLEFEARY PAS &4

REMABREREICLRBWV T, Blgo RAE OFRM/ IMERA LI RER 3 . 8
WS 1002, 4001 BN 4002) DBIRIZOWT, Hia2p Z a7 U UHEKE BV
MR L FREERR O PAS EEREERI L, 8K LT,

6.12 #RETHERMT

AT 7 4=V FNBEOEEWEE MEREICRIT2EENEE EBAHE,
BREBEORE, RE, FHEHENE, BiEE, BKE, REREOEEMNEE, MiE
ZBE, MEEFERERVCREEERT —ZIZOWVWT, BRELZBEH L OB THE
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FENT BAT o T2, Je7, Bartlet RE I L D p#IEORE R 1T > 7= CHEAKE: il 1%) .
LD LB A 1T Dunnett V5 % VT L IEE 2 O 412 Dunnett ! ¢ mean rank test
EHOWT, RBELERGHEOMTRELZIT T (FEAKE Ml 5 X 1%) .
ik, EMEREIC DWW T, F REIC L VEHOSHOE —MHORE (FEKE : il
5%) BiTol, ZDREER. BHBMENERO ONIEAICIINRE L ERMERSEL
DILHEDOZEIZDOVNT Student D tFRE (BEAKYE : Wil 5 RV 1%) &, SH8ER
D BRI oA ITIE Aspin-Welch D t BE (BEAKYEE : @Ml S R 1%) 21T-
e,
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71 BELCEY

A& % Table 1-1 12R% L7z,

300 mg/kg HEFIZBWC, &5 24 BicHE 1 6] (BEE - 4003) | &5 12, 21,
23, 25 KON 27 BIZENEHE 1 B (Eh4p3E S - 4101, 4102, 4108, 4109 F(F4111)
DOFHE 1] & S BB 20 o~4 BRI ORIZFET LTz,

7.2 —#RREE

FifE % Table 1-1~1-4 T} Appendix 1~10 (2R L7z,
1) FETEY

AR S SOIMERHECIdiR G 3 AL, MECTRESHMGA LIEDOR 5 EEZ~30
SRICH B REHR 2 B IIHITIEHER L, TR O DERIZFE T RICSH LR,
e 3 Bl CIXEICIREIR, B\ - MEAUITF T ) — B b BRI,
2) A=FEEHW
€ B E R

300 mg/kg IR EBETIL, HETHRES 1| BLRE, MTRE 6 HABRICHMERE IR
ERBREER» LRGN 30 0% OBICEA S, BEH 2 EMBIOTITEHEE L,
E£72. 300 mg/kg WEFHOM 1 FITHE 26 BOBREEZNLHN 30 5% OMICT T/
—EBH BT,

20 ROV 75 mg/kg WEBETIL, HHENTHLOEMITLREFIIA LN o T,
(2) EEHME

HERENT OB S BE XA BRI D> T,

2%, 300 mg/kg W EBEORE 1 FICEIE 13 HARICEREEENS S SNER, F0OH
BRI LBREOELEEL DN,

7.3  FHlT KR, BeERE. BARUBREDE

7.3.1 B — IR
A& % Table 2-1~2-18 K& O Appendix 11~70 {Z7R L7z,
1) #®E5HH

BREOKRIEE R S-1 1R LT,
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& 5-1. MG —RIKBORIE (R5HRE)

& HE i3
B5 R 20 75 300 0 20 75 300
(mgrkg)
BEEE BERY B 12 6 6 129 12 6 6 129
br— DN
Pt ®E 18 0 0 0 1 0 0 0 1
®A (8%) (8%)
#5238 0 0 0 0 0 0 0 1
(%)
#5338 0 0 0 5 0 0 0 4
(42%) (36%)
548 0 0 0 4 0 0 0 3
(36%) (43%)
F o COEE
FEHE &5 18 0 0 0 2 0 0 0 3
B OIhEE (17%) (25%)
BE2R 0 0 0 2 0o o 0 2
(17%) (18%)
B5 38 0 0 0 2 0 0 0 5
(17%) (45%)
#5458 0 0 0 4 0 0 0 2
(36%) (29%)
g o9 B5 18 0 0 0 0 0 0 0 0
B
#5208 0 0 0 2 0 0 0 2
(17%) (18%)
#5380 0 0 0 2 0 0 0 2
(17%) (18%)
¥B5 48 0 0 0 5 0 0 0 3
(45%) (43%)
F—F T 4= R
RNEIE
Vit Bl B518 0 0 0 0 0 0 0 1
BRI (8%)
#5258 0 0 0 0 0 0 0 2
(18%)
¥5 38 0 0 0 1 0 0 0 0
(8%)
w5438 0 0 0 2 0 o 0 1
(18%) (14%)
IhEAVEEKY #5188 - N N N - N N -50%%*
#5238 - N N N - N N -50%%
538 - N N N - N N  —38%*
B5 48 - N N N -~ N N —30%%*

a):
b):

c):
d):

€):

BB ARbhiT-D, BEABORBEEHEI 1IHTH T,

FHTEHBA LN, BE 2RO ACKRESYMEI 114, £5 4 BOKREBYENT 76T
Hotr, ' :
E#ROEMBIIHBRAZERL, () NOBEIRHERERY,

RS, RN

FROBE T BB I T S HEEE — BY)

EEL — NP

: p<0.05, **: p<0.01 CfREELOBICHEEZH D)
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BE 1-4BOr—VREE, P TOBEIIA—T V7 40—V FREBEILE
W, —RREBEETA LR & k. BEOBRNZBAMEE L 5\ N TBE
T T EEDOWRIED 300 mg/kg HEBEOMEHEIZ A LI,

F—T0 T 4= FREBZIZBW T, %5 14 B2 BB BEEOFEREMS
300 mg/kg B G- REDHEIZ A BTz,

20 BN 75 mg/kg BERETIE, M HICWTHOBREE THLER RS LN
oy
2) [EHEHIH

BEHBFPOBETHLONEIL, BEHMATOBKZTIIRBDO o7, il
DOREBBEICBWTHLREBE L OBICEEA Lo T,

7.3.2 HWEERE

FX#% % Table 2-19, 2-20 2 U' Appendix 71~76 IZ5R L7z,

1) &E48

MERE L BT, WTHOREBEEE THLEEIALN R o7,
2y EME2H

MERE L BT, WTNORBEER CHLEERA LR o7,

7.3.3 E7h
Fi#E % Table 2-21, 2-22 & U% Appendix 77~82 {Z/R LTz,
1) #&548

MERE S HIZ, WBRWEREICERT S LZEZAONAEIEA N Rho T,

2B TS me/kg T EREOBETH B L X THRBOEBDOFEREENH LT,
AECEE LTI R o T,

2) [ElIfE 28

MERE X B2, 300 mg/kg EBE TR IIA DN o T2,

7.3.4 BREH=E

Fi#E % Fig. 1~4. Table 2-23, 2-24 R U* Appendix 83~88 27K L7z,

1) #5438

300 mg/kg T H-REOHMETHEIERR AR 0~10 7 OREEICHEEREEN A LN, TOR
ty 40~50 4 OB EME £ CEMER B SNTZH, 0~60 5 OEFHETIXAERZIZA DI
eholz, —F., BETREERA N o Tz,

20 LN 7S mg/kg e EBECIX MRES ISR L OBICERZIZA LR > 72,
2) EE2HA

300 mg/kg B G- BEOH T, BIEBRLAE 0~10 23 OWEEMIC B & L THE LR EE
BHRLTZR, —BEOENLTH Y, 0~60 ZOEFHETIIBEEEIADNR o2
& DBREMEDOEL & HIl Lz,
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7.4 ®E

AX#&E % Fig. 5. Table 3-1, 3-2 X" Appendix 89~94 R L7z,
) &EHE

300 mg/kg REBEDOHETIL, 5 4 ALIEXREEL THER> THBE L, &5 17 kKU 21
HERWTHREHFNREEEZELH b, FERMELERREMELR L, —75F.,
TIIB S MM 28 U O BEE & ZIERRICHER LT,

20 X OV 75 mg/kg W EBETIX, BEWM 28 U TR LIZIZRRICHES Lz,
2y [EMEHIM

300 mg/kg G FHEOMME L bic, EEHIMZE U T RE L IZTIEFERICHE L,
FREEBNMECREERZRZA LN P bO0, NBEZOL LA -T2,

7.5 {Ef=E

Fi#E % Fig. 6. Table 4-1. 4-2 2 U¥ Appendix 95~100 {Z7R L7z,

1) BE5HIM

300 mg/kg B EHETIX, ML IR E T RICEERBEERA NN, HE 148
VBRI REE & OBICHA LM RBER A DN Ao T,

20 BN 75 mg/kg B HRETIL, MEREE LIS L ORICA LM REZA LR
=77,
2) [EHEHEAHE

300 mg/kg B EFEOMERE L b, XMEEL OMICH LM RERA LN o T,

76  RBE (JEKEEV)

%% % Table 5-1~5-8 & (" Appendix 101~118 {28 L7z,
D ®&E54H

B DOIEZ K 6-1 ITRT,

*6-1. RREOREE (&5 48)

s i3 i3
# 58 (mg/ke) 0 20 75 300 0 20 75 300
Bk 12 6 6 12 12 6 109
Faa— A D

- 12 6 6 12 12 6 6 9

3+ 0 0 0 0 0 0 0 1
BAEO - N N +28%* - N N +19%
RE 9 - N N +71%* - N N +57%
BEE© - N N —26%* - N N 220k

a): EEER A ORI, REDHVEIT 106 TH -2,

b): RHOEEIIHRFIEE R,

) TP OEMIT I BB LN DR+ 8, - B
N EERL — YT

*: p<0.05, **; p<0.01 (HBHELOBIFEEHD)
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EMEE T, 7 a— REBHEF 300 mg/kg B ESEOM 1/10 FlicH BT,
EEIEH T, BREROVREOFRME L BHELEDOEMED 300 mg/kg 5RO MR
Ao, HOBKELREZRO CHRHENMCEEREL T,

20 B} 75 mg/kg BEBEHTIE, WITHOBERBIZBWTHXBE L OMICERA LR
o,

2) [EE2#

FABEDHRIEE R 6-2 1ITRT,
*6-2. RBREOHRE (BlE 28)

% i3 i3
5B (mg/kg) 300 300
B8 6 3%
kB +21% N
RE +84% N
BER —25%* N

ay RUBHRL BN D, REBVBEN I CH -,
FHOOHEIITBEES O 2 HEBER (- B’

N EFERL

*: p<0.05 (HBEHEOBIZEEZEDD)

HETIX, BBEEOFERIEMED 300 mgkg JEBHOBICH LN, £, HEHFEH
RABEIRBO OO0, BAERVREORBEG A LN, BOBREX
BEABRERLABETH- T,

T, RE 4 BRERICHDNTZEIETRBD bhvahoT,

7.7 MRERE

F#% % Table 6-1~6-6 & U8 Appendix 119~136 {271 L7z,
) BEHRK TR

B DORIEEE 7-1 IR T,
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®7-1. MBAFRBEORE (BREHPRETE)

L3 e i
58 (mg/kg) 20 75 300 20 75 300
ik 6 6 5% 6 6 49
FRILERE N ~T%* —23%** N ~14%**  _26%**
~ESub B N —8%** —12%** N —9%%* —18%**
~who )y ME N N N N —5%* —13%**
SEX IR M BR A RR N N +22YH* N +10%**  +]19%**
SRR ERE N N +15%** N +5%* +10%**
SEHS R L BR 06, R I N —4 ok * —6%** N —4%** —T%**
HBAR LBk o N F174%%  +496%** N +274%%*  +463%**
A b~ES B EH N N +578%** N +161%**  +3449%%%
/R N N N N +10%* +28%**
SLiilkz S N N +38%* N N N
YIRS thaR N —8%* N N N N
E# N N N N N N
F ek theR N +45%%* +43% N N N
EH N +90%**  +105%** N N N
FERER R N N —50%* N N ~55%**
E# N N N N N —54%*
TP Rk R N N N N —3304%* N
EH N N N N N N
KGR > N N N N —33%* N
EH N N N N N N

a): MTBYB L LN d, REBWRIIHESH, 4 ThoTz,
RF OB RBEES I AR (+ 8m, - B )
N:EER2L

*; p<0.05, **: p<0.01 (HEEHLOMAEEEZH D)

FRMERZRIER Tk, ROEEK, ~FJ e v BROEYROKARREDRERE
BT CICHBRIMEREOE E 2 EED 75 RO 300 mg/kg HESFHEOMHEEIC, ~~ 7V v
MEOB R REMED 75 B O 300 mg/kg % G5-BEOMEIC | SEHRMIRERE, THRMERE
RERUA MEST R EVEROFREREED 75 mg/kg T 5BEDOME & 300 mg/kg 15
BEOMEREIZ A BT,

BEEREE Tid, i/MREOE B2 B ED 75 K U300 mg/kg FEHOMIZ A b,

HmMERIEE TlE. BMEREOBEELFEEDN 300 mgkg BGBORIZ, FPERkE
RUOEHEOEBEZEMED 75mgkg BE5HOBIC, FHREROEKROFE NN
300 mg/kg W EFEOHEC  FERIRILE R OFEH OH B IREMEL 300 mg/kg I 5-HEDHEIC
B, GFERERELEROEEREMEIL 300 mg/kg WEBOHEIC A B2, REE
X REOBAEBEOHBENTH S 2 &, ERICIIBMLBA LN b, B3
72 &I LT,

iz, VU SBREROFERIEMED 75 mykg BEREOHEIT, FHEERLR K KA
FERRAER L EOF ERSMED 75 mg/kg BEHOMEIZ AL NTZH, AEICEE L ZE1L
TR T,
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2) [EEHIRK TR
RBEOKRIEEF 7-21RT,

R 7-2. MFEFREOLIE (BEEHMETE)

2 i3 5
BE B (mg/kg) 300 300
Bk 6 32
R ER K —12%** N
~% 7Yy MA N +6%*
EHFRMER A +13%%** +14%%*
R ER AR & +129%** +10%**
TEH R i BR L 60 SR Y BE —1%* —30%%*
BAZRK EH +58%* N
bR +81%* N

a): LB B R DN Te®, MEBMEILIFTH o,
R OBE L PREEESI 0 B ERE (+ 8, ~ FHA)

N ZEEARL

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

IRILBREE DA B2 KEA 300 mg/kg B EREOREIC, FHIRMERAFE K O EH R i 2R
MEREOEELREME, FHROLIKNLAREEOEE KM 300 mg/kg & 5B DM
A LN, BEHEK TR TEOBRE RS L T\,

iz, ~~ 27Uy MEOEREZRRMEN 300 mg/kg REBOMEIC, HEROEKE OV
HEOFEREMED 300 mgkg BEHOBECHA LN TN, Thvb OE{IZREHIFK

TEHRETEIRDOLRWELTH T,

7.8 MBLCFRE

FAE % Table 7-1~7-4 } U Appendix 137~148 1Z7R L7z,

1) BRI TR
FRAE DSR2 R 8-1 1T T,

®8-1. MBRILERBORE (R5HMETE)

L i3 g

BEE (mg/kg) 20 75 300 20 75 300
Ehi ik 6 6 5% 6 6 49
AST N N ~219%%* N N N
Wz VAT~ N N N N N +34%*
MY ZDEFAF N N N N N +109%**
VIR +23%* +21%* N N N +27%*
Beyaey N N T xb N N N

T — R N N N N +24%* N
BY A N N +21%%* N N +24%p% *

ay: BB H oI T D, RAEASMEIRES I, 4B TH 7z,
by: FIMEN R L CETH D720, WERFEHET (1 8
RO ORISR FIH§ 2 8BE (+: 8, - Bd)

N: E&H L

*: p<0.05, **: p<0.01 CHBELOMIZHEEZEZD V)
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BovrAxgo—, bIZVETA4 FERNY VIBEOARZEMED 300 mgkg %5
REOMEC, Y 7 AOHRRFED 300 mg/kg BEH ORI DI,

fiic. AST iftE O B 72 A6 300 my/ke 5 BEOBICH DA, BETIRAR
ZEDNLERFNEROBVELLHN L, £t REYYAEVORERRER
300 mglkg BEBEDORIZH LNIN, B TOTIRERTH Y BEMEOEIL L
Wilie, Bic, U VIBEOEBRBEN 20 L0 75 mgkg B EBORIL, FLa—2
DEEREEN 75 me/kg B HBEOMICH Bz, FAEICEE LTl o i,
2) EEHIR TR

R DIIE R R 8-2 IR T,

% 8-2. MRLFREDRIE (EHEHRETH)

1 HE i
&5 & (mg/kg) 300 300
i 6 32
MY +8%* N

a): ETEMMR LN, REBMEIIIHTH 7,
P OBEE R RE Tt 2 8EE (- 3n)
N:EERL

*:p<0.05 CHBELOBICHEEDY)

BEHBKRTEREE T OBV RATe—)b, NI IUEIA4F, VVIEEK
OB Y v AE, BEHESEE TRRE CIREREFED b hkdh o7,

iz, EHY OFRBRBMEN 300 mg/kg HESHOBICALNTN, BEMBKT
BRECERODOLNEWELTHY, i, YHERENOEHOHBEN (BHEH
4) TholzZ & DBREOEL LA LT,

79 HREEE

FRAE % Table 8-1~8-8 & U Appendix 149~172 {Z5% L 7=,
1) REHMHETE

AR DMIEZ R 9-1 1T T,
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&O-1. REEEORE (BREHRKTE)

L T s
5B (mg/kg) 20 75 300 20 75 300
B 6 6 54 6 6 4
R E -1% —3% -10% ~2% 2% ~4%
BN
Mo E 2 N N N N N +4%
HMEE N N N N N +9%*
T hg
Mot EE N +6% +11% N +11% +26%**
R EE N +9%,* +23%** N F13%** 4329+
it
et EHE N +47%  +167%** N +25% +919%%*
HNEER N +53%*  +200%** N +29%*  +100%**
R
Mt EE N N +2% N N N
s ES N N +13%* N N N

ay BTBA AR LN, RESHEEEESH., 4R THoT,
KA OEEII B EEICXT 2HBE (+: 8N, - B)
N:EZERL

*: p<0.05, **; p<0.01 (ML OBRIAEZED V)

FFhg : MR FROHEMEREOEMER 75 mg/kg UL LR SEED
MEREIZ A S, X EE RO 300 mg/kg B SFOMED
X EECHMENREEEZLA DN,
JEL : Mt R OSE EEOFHM 75 mg/kg L EOREFED
MEREIZ A B3, 75 mg/kg B S EEOMERED M EE & B
. MEFENLREEERA LN,
B g : X EEOHEELRSMED 300 mg/kg ®EFHOHICH D
ni-,
iz, DB EEOAE/ZRBMED 300 mg/kg REFHOMICH SN T-N, Bty
BEROEFOHEHEN (BRAHEE 4) OBMAELTHY | BREOE & HET L,
2) [EEHIMR TR
AR DORFE % % 9-2 12 LT,
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& 9-2. ZREEBORE (BEMRKSTE)

# HE LA
# 58 (mg/ke) 300 300
B 6 39
FlR i E N N
FF B
extER N +11%
X ER N +11%*
PR
Hoxt B +18% N
FHEANEE +17%* N
FEH B
R ER —10%* /
T EE 9% /

ay TR A LN, BEESMEIIIFICTCH T,
FER OO RBEEEIC T 28R (+ 8, - B
N:EERL

[ YT

*p<0.05 (RIREEEOBICEEREDY)

T Hg : Mot B ORI E B OBEDN 300 mg/kg 5B OMEIZ A
biv, HEREE CIIRHFNREBEEZbA ORI,

X : Mot R CHEXTEE OB E 2 BED 300 mg/kg B &5
HEZA LN, AMEECIIEHENRAEELALN
770

iz, HEEEOFERBOEMD 300 mg/kg FEHOBEIZALNEN, HEPMKT
RRECHRDONRWVWETHY, BHEFEEROEBOHMBEN (RAER 4) T
HBHZ D, BREEOCELEHE L,

710 Z®RR
R A& % Table 9-1~9-3 & O% Appendix 173~244 (2% L 7=,

1) RETEW
FET L7z 300 mg/kg B G-BEDHE 1 B, MESBITUTORTRSPRBD bz,

HTfig: : KA A & 1 1/5 BlicH BTz,
e : R LR ORI A M 1/5 Blic A btz

2) AETEMY

(1) B&EHRMETE
T : RFFRL A 300 mg/kg ¥ 5B OH-E 2/5 I & i 1/4 iz, K

B0 300 mg/kg TG BEOHE 1/5 FlIZA BT,

JEL R : BEFR{LDS 75 mg/kg BEBEDO MRS 5/6 B, 300 mg/kg

BEREOMMERGIT, RE(LD 75 mg/kg B EREOLE
4/6 B} & M 1/6 1. 300 mg/kg & 5-FEDOMEHERFIZ A5
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i,

fllz, BRROBERD 75 me/kg B ESREOMHE 1/6 4], 20 mykg BEFHEDOM 1/6 Hliz, T
OB 20 mg/kg BEFHEOM 1/6 B2, BB ORFREGED 20 mg/kg HEBEOME
V6 Bl AH BT, Wihdh AEBICEE L Tlhrotz,
(2) [EEHIEE T R

il 7= : KEUEA 300 mg/kg B 5B ORE 1/6 FlIZ A BT,
fibiz, BRHE OB REGER OEREENR 300 mg/kg 5RO 1/6 HII2A4 b3,
BRERECELLEZZ LN,

711 HREARFRE

fil#& % Table 10-1~10-8 & U" Appendix 173~244 {27 L7z,
1) JETCEW

AR DORIER K 10-1 177,
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& 10-1 RIEBRABPREOKRIE GETEh)

i 5 i i3
B 5.8 (mg/kg) 300 300
Ehinik 5
P
Bast s T 0 2
B 0 2
7y R—MIROGRELE 0 1
B 0 1
PRI RR AR R 1 5
B’ 0 1
R I 4
e gk
B TTYE 1 5
& 0 2
BRp 1 2
hEs g 0 1
5 ol 1 2
%78 0 2
35 1 0
AR OB 1 5
B 1 3
BRE 0 2
RO EREE 1 2
B 1 2
KB (B
¥ . L 5
B i 5
fag (E#E)
Em L 1 5
LEZ 1 5
B
BE MR OEXR 0 2
L2 0 2
B g
TR O IR 1 2
B 1 2
BRER
E S / 4
B / 4
e
NI LR R / 4
B / 1
(235 / 3

R OBEIHBF$E =T,

/S ET

R ERGIC X D LB 2 6N 5B IFE. Mg, RERE (B8E . 8E (B8 .
BE. BE, WBRECFETRD LI,

i

B e BEANE L TUHE DS HE 2/5 B, Bk 7 v 2 —4R
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&

KEEE (FH2ET)

4SS EF
oA IR O

fiik

(BHEzat)

DO BERLEBHE /S flicH bV, £z, AV HTT
2R % B9 DEMOU T 2/ NGO M AT AR AR R 23
MERE2 B I BTz,

LA b W B DORESE M TUHE K OO IR 7018
EAROEMMNMERSFIT. BROUIBRERS ~m Kk
OB R D HFRIR I AN e & 1 2/5 Blic B BT,

BieE TS slic Ao,
BM7EmMTTER S A DT,

B8 R B RR O IR R A3 2/5 Blic A BTz,
R RIS DIRIRDNHE & W 2/5 Bz A BTz,
IR 7R ZEHE DS M 4/5 Bl A BTz,

R O ER B SR N B R D IR RS 4/5 Blic A B
7=,

7285, Table BTN Appendix (277 L 72 Z OO FT Rt Z O HBLR I & DV TR EE B
ZHMR D DWW T BREEOE L & Bl LT,
2) AFE8Y
(1) BESMKTE

A DMIEE R 102 1077,
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F 102 WIEMBEREORE (BESHRBRKTE)

e [ i3
58 (ng/ke) 0 20 75 300 0 20 75 300
bz 6 6 6 5 6 6 6 4
i34
g i TOiE 0 1 0 5 0 0 1 3
L2204 0 1 0 5 0 0 1 3
7w R—fROERIEE 0 0 0 2 0 0 0 4
L2 0 0 0 2 0 0 0 4
/NEEP L MERF IR AR R 0 1 6 5 0 0 3 4
B 0 1 4 0 0 0 3 3
B 0 0 2 5 0 0 0 1
ek i
FEAN I d T 0 1 6 5 0 0 6 4
B 0 1 1 0 0 0 5 1
BE 0 0 5 5 0 0 1 3
5 o1 0 0 1 5 0 0 0 4
LT 0 0 1 1 0 0 0 3
B 0 0 0 4 0 0 0 1
BEaFEommn 0 0 4 5 0 1 6 4
B 0 0 4 3 0 1 2 0
BRE 0 0 0 2 0 0 4 4
WO MRRZE 0 0 1 1 0 0 0 2
B 0 0 1 1 0 0 0 2
KhEE (B8
i M TCHE 0 0 3 4 0 0 3 4
[ 0 0 3 4 0 0 3 4
Mg (B8
W& Mo 0 0 2 4 0 0 2 4
2 0 0 2 4 0 0 2 4
B
RAE O GF R/ ME 1 0 0 4 0 0 0 0
B 1 0 0 4 0 0 0 0
SR e
R o2p-2' v 7Y UHHE)
[T 1 - - 2 - - - -
PAS Yutn @
=3 1 - - 2 - - - -
+E
WK B DRER / / / / 0 0 0 1
B / / / / 0 0 0 1

a) . BRORMEOHFBRE/ NMERH LNZEHO > BAEA GHREE 1 MR 300 mg/kg |58 2
B 1T 2WTER

RPOEEIIHBEAKE =T,

- REYT

oy

BRMEREIC LD LB O DB, MR, XBEE (B8 . F (B8 |

Blg &k 8 TRH b,
i : R 7R BEAME I LSS 20 mg/kg REEREDME 1/6 Fi,
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e

FE

75 mg/kg G- BEOME 1/6 HI K O 300 mg/kg & 5-#E O
25 L1 3/4 Bl B 7 v A SA—EIROBERILED
300 mg/kg ¥ 5-BEDHE 2/5 ] & MEEHNZ I B iz, E iz,
A HZ7 AR E BT DM TEE I/ NEF DT R
R AE RS 20 mg/kg B 5 BEDOHE 1/6 7. 75 mg/kg 58
ORESH & M 3/6 B K% T 300 mg/kg B 55 O WHEkE 24
iZH b,

BRI R 7 RSN EMTOE D 20 mg/kg Fe 5 BEOHE
1/6 1% TX 75 mg/kg DL OB EBEORERESBIIC, K
XX 5 oA 75 mg/kg EBEDOHE 1/6 FIR O
300 mg/kg = E5-FEOMBEGIC, BHOUIRERIEE
BROWEMA 20 mg/kg B EFEDME 1/6 B, 75 mg/kg B
EEEDOHE 4/6 ) & MEEFI R Y 300 mg/kg & 58 D HERE
ZHNT B R OHIZE A 75 mg/kg B E RO
1/6 il 2 TF 300 mg/kg & 5-BEDRE 1/5 B & 1 2/4 FlizH
b,

BRMREIMTTHEDS 75 mg/kg B S HEDMEMES 3/6 &
300 mg/kg 5B OM 4/5 Fl LMERFIC A BT,
B E M LD 75 mg/kg WEREDOMERES 2/6 il L
300 mg/kg 5 REDOHE 4/5 Bl & HELHITH BT,
B RME OFBRE/NMES T REORE /e #l &
300 mg/kg & S-HEDOHE 4/5 FlITH b v, BIRO K ME
DEFEEME/ MER D LN D 5 HARE] HREE 1
Bl R O 300 mg/kg 158 2 ) (oW CHia2u /ey
U i v Bl 2 e e kO PAS Bufa %
EfaLRER, WTho@EEThbiia2n a7 45
(BIZBEME. PAS reaiciaiE it R L7,

BRI NIEE B OIEKRD 300 mg/kg BE-REDME 1/4 451
A BT,

72%. Table XN Appendix (273 L 72 & OO BT Rid £ D HBUR L H D VOV IXFREAE R
FRHERP O WTI L AR &@ﬂzij‘r L7,
(2) [EEHIRE®K TR

BEORIEEZE 10-3127F
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#& 10-3. REABYREOKRE (BEMMK TE)

% Tt [
5B (mg/kg) 0 300 0 300
B 6 6 6 3
i
7w _— RO BEILE 0 6 0 2
L3¢ 0 6 0 2
PR
BEaFEOREM 0 6 0 3
BE 0 6 0 3
B
RHE OB/ MK 0 1 0 0
B 0 1 0 0
FoF OB ERAEERT,

WERME KRB ié&%z%héf{bmﬂﬂﬁ JefER B TAH b,

JFHi. : B v X — MR OBREILED 300 mg/kg HEHED
e &M 2/3 FllcH BTz,

JEL R : R 7248 G AR O 300 me/kg %57 0 Mk 215
WZH bl

5 i : R 72 R O 4F BRI/ ME DS 300 mglkg BB O
1/6 FllZ & BTz,

72¥%, Table & UX Appendix {27 L7z DAL DT RIXZ O BRI H 5 W TR B
ZEMHERL LW TN B BEREOE & HIE L,
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8. BE

N=—2AFAT7Er7=YF0D 28 BRIRERORSHZEHERRL 6 Bl oD
Sprague-Dawley & SPF 7 » I [Crl:CD(SD). 1 BEMERES 6 XUF 1218) ZHWTERL
Teo BEEIZ 0 (0.5%MC W : XTHREE) | 20, 75 R 300mg/kg/B & L. BY U7
ERVCLH L EBRABARE Lz, £/, SREEL 300 mg/keg I EHO—HORER
Uﬁ%%%6@)kowfmﬁﬁ@ﬁﬁT%Zﬂﬁ®@@@@% . BEELD

Wi R OCBEFEE R LT

300 mg/kg I EBEORE 1 FIEHE S FINBREHFPIZEC Lz, ThbD0EMWTIE
BE#ZICIBEORAMEER R OGN & by, M3 63T BIZREAR, IEE -
ﬁ&x&%7/~ﬁ%ﬁ$énko%@fﬁ\ﬂﬁXmﬁwwkEM%éww%W®

AL MR A S Tz, FEARERE I, FFBo/NERERFARIE R, R
DOBESEMTTE, 9 oifl, BHARAROEMEFERER~OHMIRBEEROENH (KBEFEV
M) OBMILENEREC, FIROMIAEMTTER VY v —HildDEFEILE NI
Aoz, ZTNHOBIIEHEOEFESHY CHRIRICED bk, FETHO A ILIE
THINREEROENE LT, BIBROREHIEOEX, SIROZEHE, TEOHNELEEOIE
KBMEIZH SN, BIBOEMIIR MV AEOEEEZEZ LR, IRECFED
B DWW TIR, ZOREMFIITHTh o, T, BIRORME QLIRS MR
AN, BRORBEOEME KRBT IELLEZEL LR, Wi, EREZRET S
BEOEZALNT, MOEB LR IITATSH -7,

EFBY T, BERERCENCERVERSOEEIIRO LN 7203, L
TOEECERWEREDOEENA LN,

HMABEL S —RETIE, BRI BEOBMRMERE, MEXIZFT ) —
t#3WmMgﬁ§ﬁ®M%kﬁ6ﬂtomﬁ%@éfi\ﬁmwguhw&ﬁﬁw
MEFECE MR TR I NI, £, I/MREDOEED 75 mg/kg LA EDOFRER ORI 2
iz, HREMABERE T, FIROBAERTLE, 7 v X —MROERILE. %W&
CEBOENTTED 2 W ITRBOBEEROHEMD 75 mgkg UL LOBSEH ORI
Hoic, BIBEEORE, ARMIZA BB R CREBORT RIX R OMBFR
TlbaARBMLEELEEZ DN, T2 VREOBFERTHATE M=) NiX
APANETOEUIEEZNICHESELMEnZE &R T2 eBmbhTnd 2,
AEHEDEII N OO EREOEBRME THY . LBRFEREBEILBVWTA PES B
EURBROFELREENALN, —RRETLTFT /) —F¥E2RELEBNRALNE D
Enh, EREFEBROEEVEFEINEZDOEF IO, $2, 72U UEEICE

BWEHELE LR CFFROBAELITER~EVT ) L IE, BHOE
MR ERLBENEZ ERREINTREY 7, ARBRICBOTHRERBSRE T
FREOBTRNR AL, ZHHDEIZA b~ J v v U iER OB LSS iz
ARSMELEEZ SN, 2B, 20 mgkg BEFIZBW T HBROKROEE,
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gk O OB & L T, RIS RAFROMMATED biv, BAERL ST

BEMRbL EEZ LN,

A =TT 4= FNBE T, SLHENY EROEMED 300 mgkg #E5EROMIC
HHi, BEBEBELRE T 7, RERHEOT v FEAWE 14 BERERD#&
EZMERB DITB VT, 300 mg/kg HEH TAREHORBLOBL LN TS, KB T
T—REE T O e B R EB ORI A Doz, LREROBILIZFHFER T
o BEEB OB # KT 2B HE I,

(RETIX, 300 mg/kg BEBOBETHRE 4 AURBHREL TH> THB L., (KEH
MELBRETH T, BEETHE, RABEOMEE LIRS 7 BITIREN A IR,
—BEOETH o,

RRECREKERCREDORMEE IR BEOKMEL, ME(LERECIII Y Y
LDOFEED 300 mg/kg BEFHOHREIL, BEEE CIXBBOMIEEOHMELFEED
A BN, REEBERE T, ECEM TRIBORME OVEEN A LIV R,
EFEHY TR EROBICEET D LEX DNDIEEIALNR -T2, 2B, RT
7 v a— AR5 300 mg/kg WEREDHEIZ A B, BIROFEERBRFRET
BETAENIAONT, 1G0OHLOENTHDZ L LBEFEEOEL &Lz,

MEFHBE TIE, BIEREOEED 300 mg/kg HEBEOHIC, FHIREBER CEK
DEED 75 mg/kg T EH ORI, EHOEMED 300 mg/kg BHEBEOHEIZ, FFEAIRILE
B OEHOKMED 300 mgkg HEFHOMEICHALNT-, REBRMEDT v FEHWE 14
HREIREROHESEEEHRR N2V TH 300 mgkeg FEH CTHLKKOEERA LN
T, HRYERSICREB L BB bhi,

MEMFERETIE, BarvAT7ue—n, I Z US4 FERY VEEOEMEN
300 mg/kg |MEFEDOHEIZ A O NN, 1FIF, YHEREHOHEEN (RHEE4) 0F
THY ., FEEBERE CIHMBEEREOEIIRD ONLholnZ &b, B
hEETHoT,

REFRAE TR, ERofic, FiR. BIBEOCBRICERMERSICERT S LH
2 DNDEEBRRO 6Tz, FIETIE, DEFOLHEFREXRD 20 mg/kg &% 5-8F O 1
FER BEBYERSHOMBEICA DN, REIX, MIREDORY T AREE
BEE LTy, EYRHBFRF[ECL2ELOWEEIENEZE IO, HIED
WZH DT FBOREE R OCFREEDO BEIL LEROMBFHE L R L& &
Zzonl, BBTEI ~MMEVCHEOMBEBEEN 7Smgkeg MEBHOBER O
300 mg/kg WMEHOMBEICA LN, T=U %27 v M 1~3 » AL LTZBEOER
DOEE LT, HEOBEEE OBELSEORAPREINTRBY, TOA =X A
ELTT7=Y e EBBR{EAR PV ADBEERRBENTND 9, KRR TALNI-H#
%@%@Eﬁ%iﬁkﬂﬁ@%ﬁ*XAVioT%EéhtTA&i%@éhé%@
D, D> MHEIZ L 228 BBESO KBS WEBNEEORREE L EETER
Dole, BT, ﬁ@£®ﬂ&ﬁdW®ﬁﬁﬁﬁ®%%%3%m%@&5ﬁ@@u
H T, RRHFUCOWTH o2p 7 0 7 Y B L 2R AIER K O PAS e @iEAR
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RERLUCER LEER, 2ARRK 2u 7 a7 ) UHIEICEM. PAS @ IRk E =
L7z, LB T, KRB CTAONIEBBOGFBE/ ML 2u 77 ) ViTHET D
LOEEZXLI, BET Y NIRRT HIEBREORELPERYERFICLVHERE
NI LHESNBEIEND, ZOBFRZHNERIIBENbO LML,

EEHR TiX. RREICBW T, BAERVTREDBEE I CICREEEOEED
BECTHRS AARERLFEECAON, EEEEBELH TP, £, HEMA
BFERE T, FRO 7 v -0 ez EE R OCEIROBE AR OB HEHEIZFE
HoRER, BIOBEIIRBL TR, BEBRICBTAREEELEEL LN
. EEMENSH D EHE LT, FOMOBIE, WTNLEREMNEH UIEREL.,
EEMENED b,

ULoOER, N—AFLT7E 7Y FORRBEGETIZRBIT A EZERET, ITE
EOEBOFREEBFEREORB RN O MM S HIZ 20 mgkg/ B2 TEIS 6O L HBT L
77
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1)

2)

3)

4)
3)
6)
7
8)
9)

10)

11)

3Bk

HPLC ZHWIEN—AFATE 7=V FOHRKPRERTENY

T a Y ROREN - H—ERER (05 wiv% A F LB m — REER)  (BR
RSNV VY —F R F— HBRES : A-2191, 2009 F)

N—AFATELT=Y FOTy b&v 14 BRRERODKREEE
AR (KERSTHRER) MREHERY Y —Ftr ¥ — HREBES : C-B466.
2009 4)

N=—AFALT7E 7= FOTF vy &AW 14 BRREROREERE
RE (REEZERPR) HASHERY IV Y—Fr 57— REBEEE : C-B473,
2009 )
Snedecor GW, Cochran WG. Statistical methods.8th ed. Ames: lowa State University
Press: 1989.
Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. J Am Stat Assoc 1955; 50:1096-121.
Dunnett CW. New tables for multiple comparisons with a control. Biometrics 1964;
20:482-91.
AR (1977) : ZERNFHAE —FHE & MR — 1 R RFEHRE, .
ARG (1981) : HEBNFEAE—31E & AT — I RAEKRFHRE, B,
CERI FEMEE. 7=V v (2006) . (LW E M L8 (CERD
M. Firoze Khan et al. Oxidative Modification of Lipids and Proteins in Aniline-Induced
Splenic Toxicity. Toxicol.Sci. 1999; 48: 134-140.
M. Hamamura et al. Semi-Quantitative Immunohistochemical Analysis of Male-rat

Specific a,,-globulin accumulation for chemical toxicity evaluation. J. Toxicol. Sci.
2006; 31: 35-47.
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Fig.1 A 28-day oral toxicity study of N-Methylacetanilide 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 ot N-Methylacetanilide 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-Methylacetanilide 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-Methylacetanilide in rats with a recovery
period of 2 weeks

Motor activity (Week 2 of recovery period)




Body weight (g)

B-6608

500
400}
300+
200F ©
Female
1001
o—=o 0 mg/kg
A- — A 20 mg/kg
O— —m 75 mg/kg
&——¢ 300 mg/kg
O 1 | 1 I 1 i 1 | i [ | { i i
1 4 7 10 14 17 21 24 °8 1 4 7 10 14 (day)
{ Administration period | —— Recovery period —
Fig.b A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery

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

Clinical signs (Dead animals)

Day Day of administration
Sex Dose Animal of
mg/kg number death 1 2 3 4-5 6 7 8-9 10-1112 13 14 15 16-17 18 19 20 21 22 23 24 25 26 27

Male 300 4003 24 - - B - B AB  AB AB AB  AB - AB  AB A AB A AB - AB  AB+
Female 300 4101 25 - - - A - - A - - - - A AB A A A A - - A AB+
4102 12 A - - - - - - - ABD+
4108 27 - - ~ - - - - - - - - - - - - B - - - - - - ABEF+
4109 23 - - ~ - - - - - - - - - - - - AB  AB AB  ABE+
4111 21 A AB A AB AB  AB  AB AB AB AB AB - - - - A AB+

No abnormality

Clonic convulsion
Salivation

Reddish urine
Prone/Lateral position
Cyanosis

Dead

+ T W
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Table 1-2 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Clinical signs (Administration period, survivors)

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 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 20 No. of amimals 6 6 6 3] 6 [ 6 6 6 6 [ 6 6 [
No abnormality 8 6 6 6 6 6 6 6 6 6 6 6 6 6
75 No. of animals 6 6 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 [
300 No. of animals 11 11 11 11 11 11 11 11 11 11 11 11 11 11
No abnormality 10 11 11 11 11 10 11 11 11 9 10 10 10 8
Clonic convulsion 1 0 0 0 0 1 0 0 0 2 1 1 1 3
Salivation 0 0 0 0 0 1 0 0 0 0 1 1 1 1
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 20 No. of animals 6 8 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
75 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality [53 6 6 6 6 6 6 6 6 6 6 6 6 6
300 No. of animals 7 T 7 7 7 7 7 T 7 7 7 7 T T
No abnormality 7 7 7 7 7 5 7 7 6 6 6 6 6 6
Clonic convulsion 0 0 0 0 0 4] 0 0 1 1 1 1 1 1
Salivation 0 0 0 0 0 2 0 0 1 1 0 0 1 1
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Table 1-3 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Clinical signs (Administration period, survivors)

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 12 12 12 12 12 12
Male 20 No. of animals 6 6 6 6 6 6 6 6 6 6 6 3] 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
75 No. of animals 6 6 8 [ 6 6 8 6 6 6 6 6 6 6
No abnormality 6 6 8 6 6 [ 6 6 6 6 6 8 6 6
300 No. of animals 11 11 11 11 11 11 11 11 11 11 11 11 11 11
No abnormality 9 9 9 9 8 7 2 9 8 9 8 6 7 8
Clonic convulsion 2 2 2 2 3 4 2 2 3 2 3 5 4 3
Salivation 1 1 1 2 1 2 0 1 2 1 1 4 1 3
0 No. of animals 12 i2 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
Female 20 No. of animals 6 6 6 6 6 6 53 6 6 6 [ 6 6 6
No abnormality 6 6 6 6 6 6 [ 6 6 [ 6 6 6 6
75 No. of animals 6 6 [¢] 6 6 6 6 [ 6 6 6 6 6
No abnormality 6 6 6 6 3] 6 6 6 6 6 6 6 6 6
300 No. of animals T 7 7 7 7 7 7 7 7 7 7 7 7 7
No abnormality 5 6 6 6 6 4 6 5 5 5 5 5 4 5
Clonic convulsion 1 1 1 1 1 1 1 2 2 2 2 2 3 2
Salivation 2 1 1 1 1 3 1 0 1 1 2 2 2 1
Cyanosis 0 0 0 0 0 0 0 0 0 Q V] 1 0 0
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Table 1-4 A 28-day oral toxicity study of N-Methylacetanilide 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 5 6 7 8 9 10 11 12 13 14 15a)
Male 0 No. of animals 6 6 6 6 6 6 6 8 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 [ 6
300 No. of animals 6 6 6 8 6 (3] [ 6 6 6 6 6 6 6 [
No abnormality 6 6 6 8 6 6 6 6 6 6 6 6 5 5 5
Swelling, hind 1limb [} 0 0 0 0 0 0 0 0 o] 0 0 1 1 1
Female 0 No. of animals 6 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 4] 8 6 6 6
300 No. of animals 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
No abnormality 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3

a) : Day of necropsy



Table 2-1 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery

period of 2 weeks

Detailed clinical signs

: home cage observation (Week 1 of administration period)

B-6608

Sex Male Female
Dose (mg/kg) 0 20 75 300 0 20 75 300
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture .
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 11 12 6 6 11
Minor 0 0 0 la) 0 0 0 la)
Abnormal behavior
None 12 [ [ 12 12 6 6 12

a) : Clonic convulsion, sporadic



Table 2-2 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery

period of 2 weeks

Detailed clinical signs

home cage observation

(Week 2 of administration period)

B-6608

Sex Male Female
Dose (mg/kg) 0 20 75 300 0 20 75 300
Parameter No. of animals 12 6 6 12 12 6 6 i1
Posture
Normal 12 8 6 12 12 6 6 10
Flattened 0 0 0 0 0 0 0 1
Convulsion
None 12 6 6 12 12 6 6 10
Minor 0 0 [ 0 0 0 0 la)
Abnormal behavior
None 12 6 6 12 12 6 6 11

a) : Clonic convulsion, sporadic



Table 2-3 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery

periocd of 2 weeks

Detailed clinical signs

home cage observation (Week 3 of administration period)

B-6608

Sex Male Female
Dose (mg/kg) 0 20 75 300 [¢] 20 75 300
Parameter No. of animals 12 6 6 12 12 6 6 11
Posture
Normal 12 6 6 12 12 6 6 11
Convulsion
None 12 6 6 7 12 6 6 7
Minor 0 0 0 5a) 0 0 0 4a)
Abnormal behavior
None 12 6 6 12 12 6 6 11

a) : Clonic convulsion, sporadic



Table 2-4 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Detailed clinical signs : home cage observation (Week 4 of administration pericd)

B-6608

Sex Male Female
Dose (mg/kg) 0 20 75 300 Q 20 75 300
Parameter No. of animals 12 ] 6 11 12 8 6 7
Posture
Normal 12 8 6 11 12 [} 6 7
Convulsion
None 12 6 [§] 7 12 ] 6 4
Minor 0 0 0 4a) 0 0 0 3a)
Abnormal behavior
None 12 6 6 11 12 [ 8 7

a) : Clonic convulsion., sporadic



B-6608

Table 2-5 A 28-day oral toxicity study of N-Methylacetanilide 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) 0 300 0 300
Parameter No. of animals 6 6 6 3
Posture
Normal 6 [S] 8 3
Convulsion
None 6 6 6 3
Abnormal behavior
None 6 6 6 3




B-6608

Table 2-8 A 28-day oral toxicity study of N-Methylacetanilide 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) 0 300 0 300
Parameter No. of animals 6 6 6 3
Posture
Normal 6 6 6 3
Convulsion
None 6 3] 6 3
Abnormal behavior
None 6 6 6 3




B-6608

Table 2-7 A 28-day oral toxicity study of N-Methylacetanilide 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 20 75 300 0 20 75 300
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 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 [¢] i2
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 i2 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 8 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 6 10 12 6 6 9

Slight 0 (¢} 0 2 0 0 0 3
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Vocalization

None 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 6 8 12




B-6608

Table 2-8 A 28-day oral toxicity study of N-Methylacetanilide 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 20 75 300 0 20 75 " 300

Parameter No. of animals 12 6 6 12a) 12 6 6 ila)
Ease of removal from cage

Easy 12 8 6 12 12 8 6 11
Fur condition

Normal 12 6 [ 12 12 8 8 11
Skin

Normal 12 6 6 12 12 6 6 11
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 11
Exophthalmos

Absent 12 6 6 12 12 6 6 11
Palpebral closure

Normal 12 6 6 12 12 6 6 11
Mucosal membranes

Normal 12 6 6 12 12 6 6 11
Lacrimation

Normal 12 6 6 12 12 [ [ 11
Piloerection

Absent 12 [ [ 12 12 6 53 11

Pupil size
Normal 12 6 6 12 12 6 6 11

Salivation

None 12 6 6 10 12 6 6 9

Slight 0 0 0 2 0 0 0 1

Moderate 0 0 0 0 0 0 1
Abnormal respiration

Absent 12 6 6 12 12 8 6 11
Vocalization

None 12 6 6 12 11 6 6 11

Soft ¢} Q 0 0 1 0 ¢} ¢}
Reactivity to handling

Easy 12 8 8 11 11 6 6 10

Slightly awkward 0 0 0 1 1 0 o] 1

a) : Minor clonic convulsion was sporadically observed in 2 males and 2 females at 300 mg/kg.



B-6608

Table 2-9 A 28-day oral toxicity study of N-Methylacetanilide 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 20 75 300 0 20 75 300

Parameter No. of animals 12 6 6 12a) 12 6 6 1la)
Ease of removal from cage

Easy 12 6 6 12 12 6 8 11
Fur condition

Normal 12 53 6 12 12 6 8 11
Skin

Normal 12 6 6 12 12 8 8 11
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 11
Exophthalmos

Absent 12 6 6 12 12 6 6 11
Palpebral closure

Normal 12 6 6 12 12 6 6 11
Mucosal membranes

Normal 12 6 6 12 12 6 6 11
Lacrimation

Normal 12 ] [} 12 12 6 6 11
Piloerection

Absent 12 6 6 12 12 6 6 11
Pupil size

Normal 12 6 8 12 12 6 [ 11
Salivation

None 12 6 6 10 12 6 6 [

Slight 0 0 0 2 0 0 0 5
Abnormal respiration

Absent 12 6 6 12 12 6 6 11
Vocalization

None 12 6 6 12 12 6 6 11

Reactivity to handling
Easy 12 6 6 12 12 6 6 11

a} : Minor clonic convulsion was sporadically observed in 2 males and 2 females at 300 mg/kg.



B-6608

Table 2-10 A 28-day oral toxicity study of N-Methylacetanilide 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 20 75 300 0 20 75 300
Parameter No. of animals 12 6 6 1la) 12 6 6 Ta)

Ease of removal from cage

Easy 12 6 [¢] 11 12 6 6 7
Fur condition

Normal 12 6 6 10 12 6 6 7

Slight, unkempt fur or soiled fur 0 0 0 1 0 0 0 0
Skin

Normal 12 6 6 11 12 6 [ 7
Secretions-Eye, Nose

Absent 12 6 [§] 11 12 6 6 7
Exophthalmos

Absent 12 6 6 11 12 6 6 7
Palpebral closure

Normal 12 6 6 11 12 6 6 7
Mucosal membranes

Normal 12 6 8 11 12 6 6 7
Lacrimation

Normal 12 6 6 11 12 6 6 7
Piloerection

Absent 12 8 6 11 12 6 6 7
Pupil size

Normal 12 6 6 11 12 6 6 7
Salivation

None 12 6 6 7 12 6 6 5

Slight 0 0 0 4 0 0 0 2
Abnormal respiration

Absent 12 [§] 6 11 12 6 6 7
Vocalization

None 12 3] 6 11 12 6 6 6

Soft 0 Q 0 0 0 0 0 1

Reactivity to handling
Easy 12 6 6 11 12 6 6 7

a) : Minor clonic convulsion was sporadically observed in 5 males and 3 females at 300 mg/kg.



B-6608

Table 2-11 A 28-day oral toxicity study of N-Methylacetanilide 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) 0 300 0 300
Parameter No. of animals 6 6 6 3

Ease of removal from cage

Easy 6 6 6 3
Fur condition

Normal 6 6 6 3
Skin

Normal 6 6 6 3
Secretions-Eye, Nose

Absent 6 6 6 3
Exophthalmos

Absent 6 6 6 3
Palpebral closure

Normal [§] 8 6 3
Mucosal membranes

Normal 6 6 6 3
Lacrimation

Normal 6 §] 6 3
Piloerection

Absent 6 6 6 3
Pupil size

Normal 6 6 6 3
Salivation

None 6 6 6 3

Abnormal respiration
Absent 6 6 8 3

Vocalization
None 6 6 6 3

Reactivity to handling
Easy 6 6 6 3




B-6608

Table 2-12 A 28-day oral toxicity study of N-Methylacetanilide 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) o] 300 0 300
Parameter No. of animals 6 8a) 6 3

Ease of removal from cage

Easy 6 <] 6 3
Fur condition

Normal 6 [¢] 6 3
Skin

Normal 6 4] 6 3
Secretions-Eye, Nose

Absent 6 é 6 3
Exophthalmos

Absent 6 6 6 3
Palpebral closure

Normal 6 6 6 3
Mucosal membranes

Normal 6 6 6 3
Lacrimation

Normal 6 6 6 3
Piloerection

Absent 6 6 6 3
Pupil size

Normal 6 6 6 3
Salivation

None 6 6 6 3
Abnormal respiration

Absent 6 6 6 3
Vocalization

None 6 6 6 3

Reactivity to handling
Easy 6 6 [ 3

a) : Swelling of hind limb was observed in 1 male at 300 mg/kg.



Table 2-13 A 28-day oral toxicity study of N-Methylacetanilide in
period of 2 weeks

Detailed clinical signs

open field observation (Week

rats with a recovery

1 of administration period)

B-6608

Sex Male Female
Dose (mg/kg) 0 20 75 300 0 20 75 300

Parameter No. of animals 12 6 3] 12 i2 6 3] 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 11

Minor 0 0 0 0 0 0 0 la)
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 [ 6 12
Rearing count (Mean+S.D.) 5+ 3 6+ 2 4+ 2 3+ 2 8+ 2 T+ 2 6+ 3 4+ 2%==D
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 6 2 5 12 [ 5 8

Small amount 1 (] 3 6 0 0 1 4

Moderate amount 0 0 1 1 0 0 0 0

a) : Clonic convulsion, sporadic
**% . p<0.01 (Significant difference
D : Dunnett's test

from control group)



B-6608

Table 2-14 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
pericd of 2 weeks
Detailed clinical signs open field observation (Week 2 of administration period)
Male Female
o] 20 75 300 0 20 75 300

Parameter 12 6 [ 12 12 6 6 11
Arousal

Normal 12 6 6 12 12 6 6 11
Convulsion

None 12 6 6 12 12 6 6 9

Minor 0 0 0 0 0 0 0 la)

Moderate 0 0 0 0 0 0 0 la)
Abnormal behavior

None 12 6 6 12 12 6 6 11
Stereotypy

None 12 6 6 12 12 6 6 11
Gait

No/minimal location 0 o] 0 1 0 0 0 1

Normal 12 6 [ 11 12 6 <] 10
Posture

Normal 12 8 8 12 12 6 3] 11
Grooming

None 12 6 8 12 12 6 6 11
Rearing count {(Mean+S.D.) 3+ 6+ 3+ 2 8+ 3 T+ T+ 4+ 2%#D
Defecation count (Mean+S.D.) 0+ 0+ 0O O+ 0+ 0 0+ 0+ ¢ 0+ 0+ 0
Urination

None 11 [ 4 7 12 [ 6 10

Small amount 1 0 2 5 0 0 0 1

a) : Clonic convulsion,

** 1 p<0.01 (Significant difference from control group)

D : Dunnett's test



B-6608

Table 2-15 A 28-day oral toxicity study of N-Methylacetanilide 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/keg) 0 20 75 300 0 20 75 300

Parameter No. of animals 12 6 6 12 12 6 [} 11
Arousal

Normal 12 6 6 12 12 [ [¢] 11
Convulsion

None 12 6 6 11 12 6 3 11

Minor 0 0 0 la) 0 0 0 0
Abnormal behavior

None 12 6 6 12 12 6 6 11
Stereotypy

None 12 6 6 12 12 [ 6 11
Gait

Normal 12 8 6 12 12 6 6 11
Posture

Normal 12 6 [ 12 12 8 6 11
Grooming

None 12 6 6 12 12 6 6 11
Rearing count (Mean+S.D.) 5+ 2 5+ 2 S5+ 3+ 2 8+ 2 9+ 3 7+ 2 5+ 2xD
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 5 3 7 12 6 6 10

Small amount 0 1 3 5 0 0 0 1

a) : Clonic convulsion, sporadic
* : p<0.05 (Significant difference
D : Dunnett's test

from control group)



Table 2-16 A 28-day oral toxicity study of N-Methylacetanilide in

period of

Detailed clinical signs

2 weeks

rats with a recovery

open field observation (Week 4 of administration period)

B-6608

Sex Male Female
Dose (mg/kg) 0 20 75 300 0 20 75 300

Parameter No. of animals 12 6 6 11 12 6 8 7
Arousal

Normal 12 6 6 11 12 6 6 7
Convulsion

None 12 6 [¢] 9 12 6 4] 8

Minor 0 s} 0 2a) 0 0 4] la)
Abnormal behavior

None 12 6 6 11 12 6 8 T
Stereotypy

None 12 6 6 11 12 6 6 7
Gait

Normal 12 53 8 11 12 6 [ 7
Posture

Normal 12 ¢ 6 11 12 6 6 7
Grooming

None 12 6 [ 11 12 6 [&] 7
Rearing count (Mean+S.D.) 6+ 3 5+ 2 6+ 1 4+ 2 10% 2 8+ 2 8+ 1 T+ 4%+D
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ O
Urination

None 11 4 5 7 12 6 5 7

Small amount 1 2 1 4 V] 0 1 0

a) : Clonic convulsion, sporadic
*% : p<0.01 (Significant difference
D : Dunnett's test

from control group)



B-6608

Table 2-17 A 28-day oral toxicity study of N-Methylacetanilide 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) 0 300 0 300

Parameter No. of animals 6 6 6 3
Arousal

Normal 6 6 6 3
Convulsion

None 6 6 6 3
Abnormal behavior

None 6 5] 6 3
Stereotypy

None 6 6 6 3
Gait

Normal 6 6 6 3
Posture

Normal 6 6 6 3
Grooming

None 6 6 6 3
Rearing count (Mean+S.D.) 6+ 2 4+ 2 11+ 4 11+ 2
Defecation count (Mean+S.D.) 0+ 0O 0+ 0 0+ 0 0+ 0
Urination

None 5 6 6 3

Small amount 1 0 0 0

No significant difference between treated group and control group.



B-6608

Table 2-18 A 28-day oral toxicity study of N-Methylacetanilide 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) 0 300 0 300

Parameter No. of animals 6 6 6 3
Arousal

Normal 6 6 6 3
Convulsion

None 6 6 6 3
Abnormal behavior

None 8 6 6 3
Stereotypy

None 6 6 6 3
Gait

Normal 6 6 6 3
Posture

Normal 6 6 8 3
Grooming

None 6 6 8 3
Rearing count (Mean+S.D.) 5+ 2 4+ 1 g+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ 0 0+ 0
Urination

None 5 5 5 3

Small amount 1 1 1 0

No significant difference between treated group and control group.



Table 2-19 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery

period of 2 weeks

Manipulative test (Week 4 of administration period)

B-6608

Sex Female
Dose (mg/kg) o] 20 75 300 0 20 75 300
Parameter No. of animals 12 6 6 11 12 6 [3] 7
Auditory response
Normal 12 6 6 11 12 5] 6 7
Approach response
Normal 12 6 6 11 12 [ 6 7
Touch response
Normal 12 6 6 11 12 6 6 7
Tail pinch response
Normal 12 6 6 11 12 [ 6 7
Pupillary reflex
Pass, both 12 6 6 11 12 6 6 7
Aerial righting reflex
(Total score: MeantS.D.) 0+ 0O 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay {(mm: Mean+S.D.) 72+10 70+10 74422 80+24 51+15 65+19 50+18 56+19

No significant difference in any treated groups from control group.



B-6608

Table 2-20 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Manipulative test (Week 2 of recovery period)

Sex Male Female
Dose {(mg/kg) 0 300 0 300
Parameter No. of animals [ ] 8 3
Auditory response
Normal 6 6 [¢] 3
Approach response
Normal 6 6 6 3
Touch response
Normal 6 6 6 3
Tail pinch response
Normal 6 6 6 3
Pupillary reflex
Pass, both 6 6 [ 3
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Landing foot splay (mm: Mean+S5.D.) 82+15 105+25 T1+17 69+13

No significant difference between treated group and control group.



B-6608

Table 2-21 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore limb Hind limb
mg/ke g g
0 No. 12 12
Mean 1166 653
S.D. 110 132
Male 20 No. 6 6
Mean 11486 697
S.D. 119 86
75 No. 6 6
Mean 1094 788+«
S.D. 151 98D
300 No. 11 11
Mean 1135 713
S.D. 111 84
Q No. 12 12
Mean 1092 660
S.D. 164 106
Female 20 No. 6 6
Mean 1055 649
S.D. 118 79
75 No. 6 6
Mean 1028 608
S.D. 149 118
300 No. 7 7
Mean 1015 631
S.D. 97 76

* : p<0.05 (Significant difference from control group)
D : Dunnett’'s test



B-6608

Table 2-22 A 28-day oral toxicity study of N-Methylacetanilide 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
Mean 1493 605

S.D. 188 84

300 No. 6 8

Mean 1496 696

S.D. 268 177

Female 0 No. 6 6
Mean 1112 566

S.D. 172 109

300 No. 3 3

Mean 1202 620

S.D. 31 54

No significant difference between treated group and control group.



B-6608

Table 2-23 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Motor activity (Week 4 of administration period)

Interval (minutes)

Sex Dose
mg/ke 0-10 10-20 20-30 30~40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 12 12
Mean 409 362 332 337 307 275 2022
S.D. 58 51 54 58 104 138 372
Male 20 No. 6 6 6 6 [¢] 6 6
Mean 397 368 333 364 308 264 2031
S.D. 28 25 55 41 140 136 358
75 No. 6 6 6 4] 6 6 6
Mean 392 360 342 316 337 344 2090
S.D. 48 33 80 56 73 60 297
300 No. 11 11 11 11 11 11 11
Mean 400 357 317 330 314 318 2036
S.D. 40 35 61 47 61 47 237
0 No. 12 12 12 12 12 12 12
Mean 402 360 321 294 250 249 1876
S.D. 37 38 69 83 105 100 247
Female 20 No. 6 [ 6 6 6 6 6
Mean 398 368 317 281 239 256 1858
S.D. 38 62 72 135 97 102 445
75 No. 6 6 [ 6 8 8 6
Mean 413 376 310 307 291 291 1988
S.D. 46 57 90 60 80 66 313
300 No. 7 T 7 T 7 7 7
Mean 325« 293 261 256 212 249 1596
S.D. 83D 84 100 20 81 109 494

Unit : Count
* : p<0.05 (Significant difference from control group)
D : Dunnett's test



B-6608

Table 2-24 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 5] 6 6 6 6
Mean 376 297 275 227 272 313 1760
S.D. 55 96 89 89 108 66 374
300 No. 6 6 6 6 6 6 6
Mean 439+ 331 272 219 253 209 1722
S.D. 37T 51 73 129 125 145 425
Female 0 No. 6 6 6 6 6 6 6
Mean 393 350 296 274 272 278 1863
S.D. 48 65 50 88 154 42 258
300 No. 3 3 3 3 3 3 3
Mean 370 362 341 288 199 219 1779
S.D. 33 52 61 26 64 56 181

Unit : Count
» : p<0.05 (Significant difference from control group)
T : Student's t-test



B-6608

Table 3-1 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks
Body weight (Administration period)
Day of administration

Sex Dose Gain
ng/kg 1 4 7 10 14 17 21 24 28 1-28

0 No. 12 12 12 12 12 12 12 12 12 12

Mean 206 231 257 284 314 336 362 378 398 192

S.D. 6 8 9 12 13 15 18 17 19 17

Male 20 No. 6 8 6 6 6 8 5] 6 6 6
Mean 208 233 260 288 320 342 366 383 400 194

S.D. 9 13 15 15 14 17 17 18 20 12

75 No. 6 6 8 6 6 6 6 6 [ 6

Mean 205 228 252 277 309 332 359 374 393 188

S.D. 10 11 15 15 17 21 22 19 22 24

300 No. 12 12 12 12 12 12 12 12 11 11

Mean 204 218+ 242% 265 296 317 339 354+ 3T1= 167*
S.D. 8 12D 15D 18D 23D 25 30 31D 33D 28D

0 No. 12 12 12 12 12 12 12 12 12 12

Mean 187 176 184 195 207 219 228 236 243 76

S.D. 10 12 15 19 23 23 25 25 27 18

Female 20 No. 6 6 6 6 6 & 6 6 6 6
Mean 165 178 186 195 207 216 223 234 243 78

S.D. 9 12 10 9 9 13 12 16 15 10

75 No. 6 6 6 6 6 6 8 6 6 6

Mean 162 174 184 192 206 215 223 234 243 81

S.D. 7 5 7 8 9 12 15 13 15 12

300 No. 12 12 12 12 11 11 11 9 7 7

Mean 169 174 184 195 2086 215 222 227 236 63

S.D. 8 9 8 11 13 11 12 9 14 11

Unit : g

* : p<0.05 (Significant

D : Dunnett's test

difference from control group)



B-6608

Table 3-2 A 28-day oral toxicity study of N-Methylacetanilide 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 6 6
Mean 397 411 428 440 453 56
S.D. 11 10 10 12 17 9
300 No. 6 6 6 ] 6 6
Mean 384 404 414 436 457 74
S.D. 32 39 46 53 61 32
Female 0 No. 6 6 6 6 6 6
Mean 246 257 257 263 264 18
S.D. 39 43 41 46 45 9
300 - No. 3 3 3 3 3 3
Mean 238 250 249 257 263 25
S.D. 16 18 20 25 27 11
Unit : g

No significant difference between treated group and control group.



B-6608

Table 4-1 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Food consumption {(Administration period)

Day of administration

Sex Dose
mg/kg 1 7 14 21 28
0 No. 12 12 12 12 12
Mean 23 24 27 27 26
S.D. 1 1 2 2 2
Male 20 No. 6 3 6 6 <]
Mean 24 24 27 28 26
S.D. 2 2 1 1 1
75 No. 8 8 6 6 6
Mean 24 23 26 27 26
S.D. 1 1 1 2 2
300 No. 12 12 12 12 11
Mean 23 22% % 25 26 26
S.D. 2 2D 3 3 3
0 No. 12 12 12 12 12
Mean 18 18 19 19 19
S.D. 2 2 2 2 2
Female 20 No. 6 6 6 6 8
Mean 17 18 18 18 18
$.D. 2 1 2 2 2
75 No. 6 6 6 6 6
Mean 16 18 19 19 19
S.D. 2 1 1 1 1
300 No. 12 12 11 11 7
Mean 18 16= 18 19 18
S.D. 2 1D 1 1 1

Unit : g/rat/day
* : p<0.05 ; #*» : p<0.01 (Significant difference from control group)
D : Dunnett’'s test
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Table 4-2 A 28-day oral toxicity study of N-Methylacetanilide 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 27 27
S.D. 1 1
300 No. 6 6
Mean 29 30
$.D. 4 5]
Female 0 No. 6 6
Mean 19 19
§$.D. 3 3
300 No. 3 3
Mean 20 20
S.D. 3 3

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-Methylacetanilide 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.
mg/kg 5.0 5.5 6.06.5 7.0 7.5 8.0 8.5 9.0 - += 4 4+ 4 Rt - *- 4+ e+ ket 4 - F- + A+ 4+ H+t
0 12 0 0 0 0 0 0 1 7 4 0O 6 6 0 O 0 7 4 1 0 O 0 12 0 0 0 0 0
Male 20 6 0 [} 0 0 0 ] 0 5 1 2 2 2 0 0 0 5 1 0 0 0 0 6 0 0 0 O 0
75 6 [¢] 0 0 0 0 0 0] 5 1 1 4 1 0 O 0 6 0 0 0 0 0 6 0 0 0 O 0
300 12 0 0 o] 0 0 0 2 8 2 2 6 4 0 0 4] 10 1. 1 0 O 0 12 0 0 0 0 0
0 12 0 0 1 3 2 1 1 4 0 3 6 3 0 0 0 7 3 2 0 0 0 12 0 0 0 O 0
Female 20 6 0 0 0 0 1 0 0 4 1 2 2 2 0 0 0 4 2 0 0 O 0 6 0 0 0 O 0
75 6 0 0 0 1 0 1 4] 3 1 2 2 2 0 O 0 5 1 0 0 O 0 6 0 0 0 0 0
300 10 0 0 0 3 2 2 2 1 0 4 2 3 1 0 0 4 5 1 0 O 0 g 0 0 0 1 0
1) - : <10 mg/dL +- 1 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.8 -~ 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 ~ 125 mg/dL ++++ 1 >125 mg/dL

3) - : <30 mg/dL +- 1 30 - 60 mg/dL + : 81 - 125 mg/dL ++ : 126 - 250 mg/dL +++ @ 251 - 750 mg/dL ++++ 1 >T750 mg/dL
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Table 5-2 A 28-day oral toxicity study of N-Methylacetanilide in rats with & 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 S S Y - 4+ ek b b4 +— E R R N e LY Y DY
o] 12 12 0 0 0 O 12 0 0 O 0 12 0 0 O 0 012 0
Male 20 6 6 0 0 0 O 6 0 0 O 0 6 0 0 0 0 0O 6 0
75 6 6 0 0 0 0O 6 0 0 O 0 6 0 0 O 0 0 6 0
300 12 12 0 0 0 O 12 0 0 0 0 12 0 0 © 0 012 0
0 12 11 1 0 0 0O 12 0 0 0 0 12 0 0 © 6] 012 ¢
Female 20 6 6 0 0 0 O 6 0 0 0 0 5 1 0 0 0 0 6 0
75 6 6 0 0 0 0 6 0 0 O 0 6 0 0 O 0 0 6 0
300 10 10 0 0 0 O 10 0 0 O 0 10 0 0 O 0 010 O
4) - : <0.03 mg/dL +- 1 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 nmg/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/dL  ++ : 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-Methylacetanilide 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‘ R * ++ e+ - 4= + 44 +++ - - + 4+t - +- 4+ +4+ ++4+ - = + - - 4+ 4+ 4+ - +- + o+ e+
0 12 12 0 0 0 O 12 0 0 0 0 012 0 0 O 12 0 0 0 © 12 0 ¢ 10 2 0 O i2 0 0 0 0

Male 20 6 6 0 0 0 O 6 0 0 0 0O 0O 6 0 0 0 6 0 0 0 0 6 0 0 6 0 0 O 6 0 0 0 O

75 6 6 0 0 0 O 6 0 0 0 O o 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 6 0 0 0 O

300 12 12 0 0 0 0 12 0 0 0 O 012 0 0 O 12 0 0 0 0 12 0 0 8 4 0 O 8 1 3 0 0

0 12 12 0 0 0 O 12 0 0 0 O 012 0 0 0 12 0 0 0 O 12 0 0 9 3 0 O 12 0 0 0 0

Female 20 6 6 0 0 0 0 6 0 0 0 O 0 6 0 0 O 6 0 0 0 0 6 0 0 3 2 1 O© 6 0 0 0 O

75 6 6 ¢ 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 2 3 1 0 6 0 0 0 O

300 10 10 0 0 O O 10 0 0 0 O 010 0 0 O 10 0 0 0 O io0 0 0 2 6 2 0 7 1 2 0 0
SEC Sguamous Epithelial Cell - : Negative
SREC Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
[&2¢] Calcium Oxalate ++ : Moderate

+++ : Severe
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Table 5-4 A 28-day oral toxicity study of N-Methylacetanilide 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 40 10.0 2046
S.D. 8 4.8 490
Male 20 6 Mean 43 14.6 1759
S.D. 5 2.4 207
75 6 Mean 44 12.1 1822
S.D. 6 2.4 288
300 12 Mean 51+ 17.1% 1513»
S.D. 12D 8.5DT 506D
0 12 Mean 31 5.4 22786
S.D. 6 1.8 356
Female 20 (4] Mean 31 6.5 2240
S.D. 7 2.9 466
75 6 Mean 36 7.8 1832
S.D. 2 2.1 155
300 10 Mean 37 8.5 1769%=
S.D. 6 4.4 409D

p<0.05 ; *+ : p<0.01 (Significant difference from control group)
Dunnett’'s test

: Dunnett-type rank test
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Table 5-5 A 28-day oral toxicity study of N-Methylacetanilide 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 6.0 6.5 7.0 7.5 8.0 8.5 ¢.0 - +— I R A T - - + 4 e e - - R A e s =
Male ¢! 6 0 0 0 0 0 0 1 4 1 0 2 4 0 O 0 1 1 4 0 O 0 6 0 0 0 0 0
300 6 0 0 0 0 0 0 1 4 1 1 2 3 ¢ ¢ 0 3 1 2 0 ¢ 0 6 0 0 0 0 0
Female 0 6 Q 0 Q 1 1 0 1 1 2 1 4 1 0 0O 0 3 2 1 0 0 0 6 0 0 0 O 0
300 3 0 0 0 1 0 4] 1 0 1 0O 2 1 0 ¢ 4} i1 1 0 O 0 3 0 0 0 90 0
1) - ! <10 mg/dL +- 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 261 - 600 mg/dL ++++ 1 >600 mg/dL
23 - : <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL #++ 1 71 - 125 mg/dL ++++ 1 >125 mg/dL

3) - : <30 mg/dL +- 1 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 5-6 A 28-day oral toxicity study of N-Methylacetanilide 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/kg - 4 4+ 4 et - 4+ 44 e d At + - 4 4 At A+t LY Y DY
Male 0 6 6 0 0 0 0 6 0 0 O 0 4 2 0 0 0 0 6 9
300 6 6 0 0 0 O 6 0 0 O 0 4 2 0 0 0 0O 6 ¢
Female 0 6 6 0 0 0 O 6 0 0 0 0 5 1 0 O 0 0 6 0
300 3 3 0 0 0 0 3 0 0 0 0 3 0 0 O 0 0O 3 0
4) - <0.03 mg/dL +- 0.03 - 0.00 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/dlL ++ : 1.8 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dL  ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.8 - 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 5-7 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
mg‘/kg‘ - - + A++ 4 - o+~ + ++ t++ - 4= + ++ +++ - 4 + 4+ e+ 4 4~ +— 4+ ++ 4+ + = 4+ 44+ 4
Male 0 6 6 0 0 0 o 6 0 0 0 0 0 6 0 0 O 6 0 0 0 0 0 2 2 0 0 0O 0 0 O
300 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 0 6 0 0 0 0 0 1 0 0 0 1 0 0 O
Female 0 6 6 0 0 0 O 5 1 0 0 © 0O 6 0 0 0 6 0 0 0 O 0 3 0 0 0 0O 0 0 0
300 3 3 0 0 0 0 2 1 0 0 0 0 3 0 0 0 3 6 0 0 O 0 i1 0 0 O 0 1 0 O
SEC : Squamous Epithelial Cell - . Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts * : Mild
Cco : Calcium Oxalate ++ 1 Moderate

+++ 1 Severe
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Table 5-8 A 28-day oral toxicity study of N-Methylacetanilide 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 Q 6 Mean 39 9.8 2169
S.D. 6 2.4 372
300 6 Mean 47 18.0 1624«
$.D. 15 9.6 386T
Female 0 8 Mean 35 8.4 1992
S.D. 10 3.1 396
300 3 Mean 31 11.4 1721
S.D 3 4.7 406

* : p<0.05 (Significant difference

T : Student's t-test

from control group)
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Table 6-1 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Reticul. HI PLT PT APTT FiB
Sex Dose No.
mg/kg X104/ 1L g/dL % fL re g/dL % % X104/ 4L s s mg/dL
[¢] 6 Mean 834 15.5 46.1 55.4 18.86 33.6 2.3 0.59 132.5 14.3 20.7 295
S.D. 52 0.5 1.9 2.1 1.0 0.6 0.1 0.18 23.1 1.8 3.0 11
Male 20 6 Mean 830 15.2 45.4 54.8 18.4 33.5 3.2 1.16 125.2 13.7 18.6 290
S.D. 26 0.5 1.8 1.2 0.5 0.5 1.2 0.69 6.2 1.7 1.2 24
75 6 Mean T76+% 14.2%% 43.9 56.5 18.3 32.4%x 6.3+ 1.61 141.8 14.0 19.1 280
S.D. 34D 0.7D 2.4 2.4 0.9 Q.7D 1.0DT 0.99 12.8 1.9 1.9 22
300 5 Mean 641 %% 13.7T+= 43.3 67 . Txw 21.4%w 31.T#% 13. 7%= 4.00%% 141.5 12.6 18.9 262
S.D. 39D 0.5D 1.3 2.1D 0.5D 0.4D 2.4DT 1.11D 5.9 0.6 2.5 33
0 8 Mean 857 15.6 45.0 52.6 18.3 34.7 1.9 0.71 139.4 12.1 17.6 226
S.D. 38 0.6 1.6 1.1 0.2 0.4 0.7 0.24 10.5 0.8 1.7 24
Female 20 6 Mean 825 15.3 44 .4 53.7 18.6 34.5 2.6 1.13 148.3 11.6 17.0 216
S.D. 29 0.4 1.5 0.6 0.4 0.8 0.6 0.53 5.8 0.5 1.0 22
75 6 Mean T37 %= 14.2%% 42 . 7% 58.0%x 19.3+ 33.3%« T.1lww 1.85%% 152.9% 12.0 16.86 219
S.D. 41D 0.5D 1.6D 2.0DT 0.6DT 0.2D 0.7DT 0.69D 10.0D 0.5 0.7 15
300 4 Mean 632x+« 12.8%% 39.2#x 62.4%x 20.2%=% 32.4xx 10. 7%= 3.15%% 178 .4%» 12.1 16.9 219
S.D. 41D 0.3D 0.9D 4.5DT 1.3DT 0.4D 4.2DT 0.55D 5.7D 0.6 0.3 24

#« 1 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-Methylacetanilide in rats with a recovery
period of 2 weeks

Hematology {(After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.

mg/kg X10*/xL LYMP NEUT EOS BASO MONO LuC

0 6 Mean 82.4 80.2 16.3 1.0 0.4 1.7 0.5

S.D. 15.6 4.3 5.3 0.4 0.2 0.9 0.2

Male 20 8 Mean 80.0 T4.9 21.9 0.8 0.4 1.6 0.4
S.D. 10.8 4.9 5.1 0.4 0.1 0.4 0.2

75 68 Mean 103.5% T73.5% 23.7» 0.7 0 1.2 0.5

S.D. 12.1 4.1D 4.6D 0.1 0.1 0.4 0.2

300 5 Mean 113.8+ 73.6 23.3 0.5% 0.4 1.8 0.4

S.D. 24.7D 4.1 3.9 0.1DT 0.1 0.8 0.1

0 6 Mean 121.6 79.2 16.3 1.1 0.6 2.0 0.9

S.D. 51.2 6.4 5.9 0.3 0.1 0.6 0.2

Female 20 6 Mean 100.1 82.8 13.9 0.9 0.5 1.3 0.7
S.D. 32.7 6.1 6.3 0.4 0.1 0.4 0.2

75 3] Mean 104.0 81.8 15.3 0.8 0.4%» 1.8 0.6#
S.D. 19.6 4.1 3.8 0.2 0.1D 0.4 0.2D

300 4 Mean 154.1 83.7 12.9 0.5%» 0.5 1.5 0.9

S.D. 48.3 3.3 2.8 0.1D 0.1 0.6 0.3

LUC : Large unstained cells

# : 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 6-3 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X10?/4L)

Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO LUC
0 6 Mean 66.5 12.9 0.8 0.3 1.5 0.4
S.D. 14.9 3.0 0.4 0.2 1.0 0.2
Male 20 6 Mean 60.0 17.4 0.6 0.3 1.3 0.4
S.D. g.7 4.3 0.3 0.1 0.5 0.1
75 6 Mean 76.2 24 .5%% 0.8 0.4 1.3 0.4
S.D. 10.5 4.9D 0.1 0.1 0.5 0.2
300 5 Mean 84.0 26 .4%% 0.5 0.4 2.0 0.5
S.D. 20.2 6.1D 0.1 0.2 0.8 0.1
0 [ Mean 98.0 18.2 1.3 0.7 2.3 1.1
S.D. 46.7 5.4 0.5 0.4 0.6 0.7
Female 20 6 Mean 83.5 13.2 0.9 0.5 1.3 0.7
S.D. 29.2 5.2 0.4 0.2 0.8 0.4
75 6 Mean 84.8 16.1 0.8 0.4 1.4 0.6
S.D. 15.1 5.6 0.3 0.1 0.6 0.1
300 4 Mean 128.8 20.2 0.6% 0.8 2.1 1.5
$.D. 39.3 8.6 0.1D 0.4 0.8 0.8

LUC : Large unstained cells
= : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6608

Table 6-4 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Hematology (After recovery period)

RBC HGB HCT MCV MCH MCHC Reticul. HI PLT PT APTT FIB
Sex Dose No.
mng/kg X10*/ pL. g/dL % fL pg g/dL % % X10*/ 1L S s mg/dL
Male 4] 6 Mean 890 16.0 47.5 53.4 17.9 33.5 2.4 0.62 114.0 12.7 21.0 275
S.D. 27 0.4 1.2 1.1 0.4 0.3 0.2 0.24 5.3 0.7 1.5 28
300 6 Mean T84 %+ 15.6 47.3 60.4%» 20.0%» 33.1« 3.0 0.75 122.38 13.2 21.4 267
S.D. 32T 0.6 2.1 2.7AT 0.9AT 0.4T 0.6 0.36 13.8 1.3 2.2 62
Female 0 6 Mean 844 15.3 43.9 52.0 18.2 35.0 2.3 Q.66 129.9 11.6 19.3 221
S.D. 14 0.5 1.2 1.0 0.4 0.3 0.3 0.28 12.2 0.4 1.5 18
300 3 Mean 790 15.8 46.6+« 59.1» 20.0%= 33.9%« 1.8 1.00 123.9 11.5 17.5 220
S.D. 55 0.5 1.27 2.7TAT 0.7T 0.4T 0.4 0.47 19.1 0.3 1.0 25

* : 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-Methylacetanilide in rats with a recovery
period of 2 weeks
Hematology (After recovery period)
WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10%/#L LYMP NEUT EOS BASO MONO LuC
Male 0 6 Mean 90.1 80.5 15.4 1.2 0.3 1.9 0.6
S.D. 25.5 5.4 4.9 0.4 0.1 0.5 0.3
300 8 Mean 94.6 77.1 17.7 1.0 0.3 3.0% 0.8
S.D. 22.9 6.5 5.4 0.9 0.1 1.0T 0.5
Female 0 6 Mean 70.5 80.3 16.2 1.2 0.3 1.5 0.5
S.D. 17.8 6.3 5.9 0.7 0.1 0.5 0.2
300 3 Mean 82.0 77.3 19.4 0.9 0.3 1.7 0.5
S.D. 20.1 6.3 6.3 0.2 0.1 0.4 0.1

LUC : Large unstained cells

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

T : Student's t-test
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Table 6-6 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts (X10?/xL)
Sex Dose No.
mg/Kg LYMP NEUT EOS BASO MONO LUC
Male ¢ 6 Mean 73.2 13.3 1.1 0.3 1.8 0.6
S$.D. 23.2 3.6 0.4 0.1 0.3 0.4
300 6 Mean 73.86 16.1 1.0 0.3 2.9% 0.7
S.D. 22.9 4.3 0.8 0.1 1.1AT 0.4
Female 0 6 Mean 57.3 10.8 0.8 0.2 1.1 0.4
S.D. 18.5 3.2 0.5 0.1 0.4 0.2
300 3 Mean 62.6 16.7 0.7 0.2 1.4 0.4
S.D. 11.3 8.7 0.1 0.1 0.4 0.1

LUC : Large unstained cells

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

AT : Aspin-Welch t-test
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Table 7-1 A 28-day oral toxicity study of N-Methylacetanilide 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 IU/L IG/L IU/L 1u/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 66 26 49 1 669 48 45 84 0.1 136
S.D. 3 3 4 0 142 9 23 9 0.1 14
Male 20 6 Mean 61 27 53 1 596 63 50 103+« 0.1 126
S.D. 5 4 8 1 94 15 14 14D 0.1 11
75 6 Mean 61 27 53 1 602 63 55 102« 0.1 133
S.D. 4 4 5 0 126 9 23 15D 0.0 18
300 5 Mean S52%x 26 54 Q 508 52 46 23 0.1 124
S.D. 3D 6 8 0 99 8 17 10 0.1D7T 14
0 6 Mean 81 28 56 1 420 65 11 111 0.1 97
S.D. 36 10 8 0 97 14 1 19 0.0 9
Female 20 6 Mean 64 22 53 1 350 75 17 126 0.1 107
S.D. 19 5 19 0 111 10 10 12 0.0 5
75 6 Mean 88 28 59 1 315 77 16 132 0.1 120+
S.D. 52 9 27 0 44 11 4 18 0.0 21D
300 4 Mean 55 26 45 1 288 87+« 23## 141» 0.1 115
S.D. 4 5 11 1 101 11D 8DT 18D 0.0 10

« : 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 7-2 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K Cl 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 0.23 144 4.3 108 9.6 7.9 5.9 3. 1.25
S.D. 1 0.02 2 0.2 -2 0.3 0.7 0.1 6.2 0.13
Male 20 6 Mean 12 0.22 144 4.5 107 9.6 8.2 6.0 3.3 1.20
S.D. 1 0.02 1 0.4 2 0.2 0.5 0.2 0.1 0.08
75 6 Mean 14 0.21 145 4.5 108 9.9 8.0 6.1 3.3 1.20
S.D. 1 0.02 1 0.2 1 0.1 0.5 0.2 0.1 0.09
300 5 Mean 13 0.20 143 5.2%» 107 9.7 8.1 6.0 3.3 1.28
S.D. 2 0.02 1 0.4D 1 0.4 0.7 0.5 0.1 0.15
0 6 Mean 17 0.29 142 4.1 110 9.6 6.9 6.2 3.4 1.22
S.D. 3 0.02 1 0.2 1 0.2 0.8 0.3 0.1 0.09
Female 20 6 Mean 17 0.31 143 4.3 109 9.8 7.0 6.4 3.6 1.28
S.D. 3 Q.06 1 0.2 2 0.3 0.8 0.2 0.2 0.13
5 6 Mean 16 Q.27 143 4.4 108 9.8 7.5 6.3 3.6 1.30
S.D. 3 0.06 1 0.3 1 0.2 0.5 0.4 0.3 0.08
300 4 Mean 14 0.23 142 S.1%w 108 9.8 7.9 6.1 3.4 1.25
S.D. 2 0.02 1 0.3D 1 0.2 0.5 0.1 0.1 0.09

#% : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks
Blood chemistry (After recovery period)
AST ALT LDH 7 —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L 1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 63 27 43 1 481 62 78 104 0.1 136
S.D. 8 5 8 Q 114 16 25 20 0.1 " 13
300 6 Mean 65 28 43 1 482 51 68 92 0.1 134
S.D. 4 3 5 0 91 6 39 14 0.1 20
Female 0 6 Mean 65 24 39 1 293 76 14 124 0.1 114
S.D. 12 9 9 0 56 10 5 7 0.0 14
300 3 Mean 58 19 43 1 345 T2 15 125 0.1 122
S.D. 7 3 3 0 10 8 4 12 0.1 20

No significant difference between treated group and control group.
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Table 7-4 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Blood chemistry (After recovery period)

BUN CRNN Na K Cl 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 Q 6 Mean 14 0.27 143 4.6 108 9.8 7.2 6.4 3.3 1.04
S.D. 2 (.02 2 0.2 2 0.2 0.5 0.1 0.1 0.05"
300 6 Mean 13 0.24 143 4.3 107 9.8 T.8% 6.2 3.2 1.03
S.D. 1 0.02 1 0.4 2 0.3 0.3T 0.2 0.2 0.08
Female 0 6 Mean 19 0.38 141 4.3 111 9.7 6.8 6.6 3.5 1.16
S.D. 3 0.05 1 0.3 1 0.1 0.6 0.2 0.2 0.12
300 3 Mean 15 0.32 142 4.2 110 9.9 7.1 6.5 3.6 1.20
S.D. 2 0.056 1 0.4 Q 0.5 0.4 0.4 0.3 0.06

+ ! p<0.05 (Significant difference from control group)
T : Student’'s t-test
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Table 8-1 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g BY) mg(mg/100g BW) g(g/100g BW) g(g/100g BW} g(g/100g BW) g(g/100g BW) mg{mg/100g BW)
0 No. 6 6 6 6 6 6 6 6
Mean 376 1.98 575 1.36 10.75 0.73 2.83 62
S.D. 25 0.09 139 0.14 0.83 0.15 0.33 5
Absolute 20 No. 6 6 6 6 6 6 6 6
Mean 371 2.03 475 1.27 10.80 0.78 2.83 62
S.D. 23 0.08 88 0.15 0.81 0.05 0.12 8
75 No. 6 6 6 6 6 6 6 6
Mean 364 2.02 503 1.34 11.38 1.07 2.18 58
S.D. 22 0.09 87 0.05 0.96 0.14 0.18 7
300 No. 5 5 5 5 5 5 5 5
Mean 339 1.98 475 1.26 11.97 1.95#% 2.88 55
S.D. 33 .08 158 0.09 1.71 0.61DT 0.36 5
0 No. 6 . 6 6 6 6 6 6
Mean 0.53 152 0.36 2.86 0.19 0.75 17
5.D. 0.06 32 0.02 0.13 0.03 0.07 2
Relative 20 No. 6 6 6 6 6 8 6
Mean 0.55 128 0.34 2.91 0.21 0.77 17
S.D. 0.02 24 0.086 0.17 0.01 0.04 2
75 No. 6 6 6 (<] 6 6 6
Mean 0.56 138 0.37 3.13% 0.29+ 0.77 16
S.D. 0.03 22 0.04 0.14D 0.02DT 0.04 2
300 No. 5 5 5 5 5 S 5
Mean 0.59 138 0.37 3.50%= 0.57*» 0.85» 16
S.D. 0.04 41 0.03 0.26D 0.15DT 0.08D 2

Statistical analysis of body weight was not done.

# : 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 8-2 A 28-day oral toxicity study of N-Methylacetanilide 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)
ng/kg g{g/100g BY) mg(mg/100g BW)
0 No. 6 6
Mean 3.05 812
S.D. 0.22 49
Absolute 20 No. 6 [
Mean 3.29 839
S.D. 0.23 39
75 No. 6 6
Mean 3.34 863
S.D. 0.25 85
300 No. 5 5
Mean 3.12 789
S.D. 0.20 68
0 No. 6 6
Mean 0.81 216
S.D. 0.07 15
Relative 20 No. 6 8
Mean 0.89 227
S.D. 0.09 15
75 No. 6 6
Mean 0.92 239
S.D. 0.09 34
300 No. 5 5
Mean 0.93 234
S.D. 0.09 26

No significant difference in any treated groups from control group.
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Table 8-3 A 28-day oral toxicity study of N-Methylacetanilide 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)
mg/kg g g{g/100g BW) mg{mg/100g B¥) g(g/100g BW) g(g/100g BW) g(g/100g BY) gz(g/100g BW) mg(mg/100g BW)
0 No. 6 [ 6 8 6 6 [ 6
Mean 232 1.89 487 0.80 6.53 0.55 1.80 64
S.D. 10 0.05 51 0.05 0.48 0.08 0.09 6
Absolute 20 No. 6 6 6 [ 6 6 6 6
Mean 228 1.90 545 0.81 6.73 0.55 1.77 68
S.D. 14 0.09 139 0.06 0.69 0.13 0.13 8
75 No. 6 6 6 6 6 6 6 6
Mean 228 1.90 467 0.80 7.25 0.69 1.76 74
S.D. 14 0.08 65 0.03 0.64 0.12 0.14 11
300 No. 4 4 4 4 4 4 4 4
Mean 222 1.90 410 0.83 §.22%¢ 1.05%+« 1.85 68
S.D. 14 0.05 94 0.06 0.77D 0.11D 0.24 8
0 No. 6 6 6 8 6 6 6
Mean 0.82 210 0.35 2.81 0.24 0.77 28
S.D. 0.05 20 0.02 0.12 0.03 0.04 2
Relative 20 No. 6 6 6 6 6 6 6
Mean 0.84 237 0.36 2.95 0.24 0.78 30
S.D. 0.04 50 0.02 0.13 0.04 0.03 3
75 No. 6 6 8 6 6 6 6
Mean .84 206 0.36 3.18%« 0.31+ 0.77 33
S.D. 0.05 27 0.02 0.23D 0.05D 0.03 4
300 No. 4 4 4 4 4 4 4
Mean 0.86 184 0.38+ 3.70%+ 0.48%x 0.83 31
S.D. 0.05 33 0.01D 0.19D 0.07D 0.08 3

Statistical analysis of body weight was not done.
* : 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-Methylacetanilide 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 mg{mg/100g BW) mg(mg/100g BW)
0 No. 6 6
Mean 82.0 454
S.D. 13.5 69
Absolute 20 No. 6 6
Mean 90.6 548
S.D. 13.7 122
5 No. 6 6
Mean 87.9 543
S.D. 14.3 48
300 No. 4 4
Mean 91.6 367
S.D. 12.3 76
0 No. 6 6
Mean 35.3 196
S.D. 4.8 32
Relative 20 No. 6 6
Mean 39.8 239
S.D. 5.8 48
75 No. 6 8
Mean 38.6 238
S.D. 6.0 19
300 No. 4 4
Mean 41.1 166
S.D. 3.3 38

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-Methylacetanilide in rats with a recovery
period of 2 weeks

Absolute and relative organ weight (After recovery period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mng/kg g g(g/100g BW) mg{mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BY)
Absolute 0 No. 8 6 6 6 6 6 6 6
Mean 427 2.02 385 1.37 12.46 0.76 2.89 63
S.D. 15 0.07 66 0.18 0.94 0.10 0.19 4
300 No. 6 6 6 6 6 6 6 3
Mean 427 2.01 435 1.33 12.11 0.90 3.05 64
S.D. 58 0.05 75 0.13 2.93 0.14 0.27 9
Relative 0 No. 6 6 6 6 6 6 6
Mean 0.48 91 0.32 2.92 0.18 0.68 15
S.D. 0.02 16 0.04 0.19 0.02 0.04 2
300 No. 6 6 [ 6 6 6 6
Mean 0.48 104 0.31 2.81 0.21+ 0.72 15
S.D. 0.06 22 0.02 0.32 0.01T 0.07 1

Statistical analysis of body weight was not done.
* : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 8-8 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Absoclute and relative organ weight (After recovery period)

Male
Testis Epididymis
Dose (R+L) (R+L)
ng/kg g(g/100g B¥) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 3.21 1191
S.D. 0.24 82
300 No. 6 6
Mean 2.93 1074+
S.D. 0.29 76T
Relative 0 No. 6 6
Mean 0.75 279
S.D. 0.06 13
300 No. 6 6
Mean 0.69 255
S.D. 0.06 30

# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 8-7 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
pericd 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(g/100g BY) mg(mg/100g BW) g{(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 8 6 6 6 6 3 6 6
Mean 250 1.88 348 0.83 6.70 0.58 1.72 72
S.D. 40 0.06 70 0.09 1.03 0.18 0.21 10
300 No. 3 3 3 3 3 3 3 3
Mean 249 1.92 409 0.88 7.42 0.57 1.79 72
S.D. 22 0.08 65 0.09 1.17 0.08 0.20 8
Relative o No. 6 6 6 6 ] 8 6
Mean 0.76 139 0.33 2.68 0.23 0.69 29
S.D. 0.11 15 0.04 0.11 0.04 0.05 3
300 No. 3 3 3 3 3 3 3
Mean 0.78 165 0.35 2.97* 0.23 0.72 29
S.D. 0.06 32 0.01L 0.22T 0.04 0.02 2

Statistical analysis of body weight was not done.
%« : p<0.05 (Significant difference from control group)
T : Student’'s t-test
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Table 8-8 A 28-day oral toxicity study of N-Methylacetanilide 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 ng({mg/100g BW) wmg(mg/100g BW)
Absolute ¢ No. 6 6
Mean 90.9 472
S.D. 25.5 96
300 No. 3 3
Mean 103.5 496
S.D. 8.1 119
Relative 0 No. 6 6
Mean 35.9 190
S.D. 5.2 32
300 No. 3 3
Mean 41.8 199
S.D. 5.1 36

No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks
Gross pathological findings (Dead animals)
Organs Sex: M F
. Dose{mg/kg): 300 300
Findings Number: 1
Liver
Large 1 1
Spleen
Discoloration,dark 0 1
Large 4] 1

M : Male, F : Female
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Table 9-2 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Gross pathological findings {(After administration period)

Organs Sex: M M M M F F
Dose(mg/kg): 0 20 75 300 0 20 75 300

Findings Number: 6 [ 5 6 6 6 4
Kidney

Cyst 0 0 1 0 0 1 0 0
Liver

Discoloration,dark [¢] 0 4] 2 0 0 0 1

Large 4] 0 [¢] 1 0 0 4] 4]
Pituitary

Cyst 4] 1 0 0 Q 0 0 0
Spleen

Discoloration,dark 0 0 5 5 Q 0 5 4

Large 0 0 4 5 0 0 1 4
Stomach

Focus,dark red,glandular stomach 0 0 0 0 4] 1 0 [

M : Male, F : Female



B-6608

Table 9-3 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Gross pathological findings (After recovery period)

Organs Sex: M M F F
Dose(mg/kg): 0 300 0 300
Findings Number: 6 6 6
Hindlimb
Swelling 4] 1 0
Spleen
Large 0 1 0
Stomach
Focus,dark red,glandular stomach 0 1 0

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

Histopathological findings {(Dead animals)

=
]

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

w
[
b= O
w
<
(=)

Adrenal
Number examined
Not remarkable
Hypertrophy,cortical cell
minimal
Bone+Bone marrow,femoral
Number examined
Hematopoiesis, increased
minimal
Bone+Bone marrow,sternal
Number examined
Hematopoiesis, increased
minimal
Cerebellum
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Cell infiltration,interstitial
minimal

Ly It GTIUT 1T NN WS

Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable

PR b Rk ke R R b R pepas R e R R OO
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M : Male, F : Female
- : Not applicable
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Table 10-2 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Histopathological Tindings (Dead animals)

Organs Sex:
Dose{mg/kg): 300 300
Findings Number: 1 5

Kidney
Number examined
Not remarkable
Pilatation, tubular
minimal
Regeneration, tubular
minimal
Liver
Number examined
Hematopoiesis, increased
minimal
Microgranuloma
minimal
Pigmentation,Kupffer cell
minimal
Hypertrophy,hepatocytic,central
minimal
mild
Lung(bronchus)
Number examined
Not remarkable
Appearance,alveolar macrophage
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Atrophy
minimal
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Prostate
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Skeletal muscle, femoral
Number examined
Not remarkable
Degeneration,muscular
minimal
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M : Male, F : Female
~ : Not applicable
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Table 10-3 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Histopathological findings (Dead animals)

Organs Sex: M F
Dose(mg/kg): 300 300
Findings Number: 1 5

Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Hematopoiesis, increased
minimal
mild
moderate
Congestion
minimal
mild
Brown pigment, increased
minimal
mild
Cell infiltration,capsular
minimal
Stomach
Number examined
Not remarkable
Testis
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Remnant,ultimobranchial body
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
Hypertrophy,endometrial epithelial
minimal
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-Methylacetanilide in rats with a recovery
period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M F
Dose(mg/kg): ¢ 20 75 300 0 20 75 300
Findings Number: & 5 6
Adrenal
Number examined 8 0 0 5 6 6 [$] 4
Not remarkable 6 (¢} 0 5 6 6 6 4
Bone+Bone marrow, femoral
Number examined [+ 6 6 4] [{] 6 6 4
Not remarkable 6 6 3 1 6 6 3 0
Hematopoiesis, increased 0 0 3 4 0 0 3 4
minimal 0 0 3 4 0 0 3 4
Bone+Bone marrow,sternal
Number examined 6 6 [§] 5 6 6 6 4
Not remarkable 6 6 4 1 6 6 4 ¢]
Hematopoiesis, increased 0 0 2 4 0 0 2 4
minimal 4} 0 2 4 4] 0 2 4
Cerebellum
Number examined 6 0 0 5 6 (o} 0 4
Not remarkable 6 0 0 5 6 0 0 4
Cerebrum
Number examined 6 0 0 5 6 0 0 4
Not remarkable 6 0 0 5 6 0] 0 4
Epididymis
Number examined 6 0 0 5 - - - -
Not remarkable 4 0 0 4 - - - -
Cell infiltration,interstitial 2 0 0 1 - - - -
minimal 2 0 0 1 -~ - - -
Eye
Number examined 6 0 0 5 6 0 0 4
Not remarkable 6 0 0 5 5 0 0 4
Mineralization,corneal 0 4] 0 0 1 0 0 0
minimal 0 4] 0 0 1 0 0 0
Heart
Number examined 6 0 0 5 6 0 0 4
Not remarkable 5 0 0 5 8 4] 0 4
Cell infiltration 1 0 0 0 0 4] 0 0
minimal 1 [¢] 0 0 0 0 0 0
Intestine, duodenum
Number examined 6 0 0 5 8 Q 4] 4
Not remarkable [ 0 0 5 6 0 0 4
Intestine, jejunum
Number examined 6 0 0 5 6 0 0 4
Not remarkable 6 0 0 5 6 0 0 4
Intestine, ileum(Peyer's patch)
Number examined 6 0 0 5 G 0 0 4
Not remarkable 6 0 0 5 6 0 0 4
Intestine,cecum
Number examined <] 0 Q 5 [§] 0 0 4
Not remarkable 8 0 Q > 6 0 0 4
Intestine,colon
Number examined 6 0 0 5 6 0 0 4
Not remarkable 6 0 4} 5 ¢ 0 0 4

M : Male, F : Female
- : Not applicable
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Table 10-5 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M M M F F
Dose(mg/kg): [4] 20 75 300 0 20 75 300
Findings Number: 6 8 6

Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Cyst
minimal
mild
Regeneration, tubular
minimal
mild
Eosinophilic body, tubular cell
minimal
Mineralization,corticomedullary
minimal
Fibrosis, focal
minimal
Kidney(alphaZ2u globulin)
Number examined
Alpha2u globulin, immunchistochemistry
positive
Kidney(PAS stain)
Number examined
PAS reaction
negative

o

Liver
Number examined
Not remarkable
Vacuolation,hepatocyte,periportal
minimal
Hematopoiesis, increased
minimal
Microgranuloma
minimal
Pigmentation,Kupffer cell
minimal
Hypertrophy,hepatocytic,central
minimal
mild
Lung(bronchus)
Number examined
Not remarkable
Mineralization,arterial wall
minimal
Appearance,alveolar macrophage
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
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M : Male, F : Female



Table 10-6

Histopathological findings (After administration period)

A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

B-6608

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

Findings

HORE

[o2X ey ]

300
4

Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Cyst
minimal
milid
Prostate
Number examined
Not remarkable
Cell infiltration,inflammatory
minimal
Sciatic nerve
Number examined
Not remarkable
Skeletal muscle,femoral
Number examined
Not remarkable
Degeneration,muscular
minimal
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis, increased
minimal
mild
Congestion
minimal
mild
Brown pigment,increased
minimal
mild
Cell infiltration,capsular
minimal
Stomach
Number examined
Not remarkable
Erosion, glandular stomach
minimal
Testis
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
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M : Male, F Female
- : Not applicable
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Table 10-7 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Histopathological findings {(After administration period)

Organs Sex: h F F
Dose (mg/kg) : 0 20 75 300 0 20 75 300
Findings Number : 6 [ 6
Thyroid
Number examined 6 Q 0 5 6 0 0 4
Not remarkable 3 0 0 4 3 0 0 3
Remnant,ultimgbranchial body 3 4] 0 1 3 0 0 1
minimal 3 0 0 1 3 0 0 1
Trachea
Number examined 6 [\ 0 5 4] 0 0 4
Not remarkable 6 0 0 S 6 o] 0 4
Urinary bladder
Number examined 6 4] 0 5 6 o] 0 4
Not remarkable 6 4] ] 5 6 [ 0 4
Uterus
Number examined - - - - <] 8 6 4
Not remarkable - - - - 8 6 6 3
Hypertrophy,endometrial epithelial - - - - 0 0 0 1
minimal - - - - 0 o] 0 1

M : Male, F : Female
- : Not applicable
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Table 10-8 A 28-day oral toxicity study of N-Methylacetanilide in rats with a recovery
period of 2 weeks

Histopathological findings (After recovery period)

Organs Sex: M M
Dose(mg/kg): 0 300
Findings Number :

(=)

[o2
»oT
o)
(=]
<

Adrenal
Number examined
Not remarkable
Bone+Bone marrow,femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Regeneration, tubular
minimal
Eosinophilic body,tubular cell
minimal
Liver
Number examined
Not remarkable
Vacuolation,hepatocyte,periportal
minimal
Microgranuloma
minimal
Pigmentation,Kupffer cell
minimal
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Ovary
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Brown pigment, increased
mild
Stomach
Number examined
Erosion,glandular stomach
minimal
Uterus
Number examined
Not remarkable
Hindlimb
Number examined
Arthritis
mild
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M : Male, F : Female
- : Not applicable
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