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2R

2,0-VAFAT =Y D 0OGE, '), 12, 605 L UN300 mg/kg/day % 1 FEHEME

45 6 PLo> Crl:CD(SD) 7 » hiZ, 28 HMAIEREHES L THIEEROAES LT OBME L Rt
L7z, E512, 0B LT 300 mg/kg (2T 1 BEAEMER 6 ILORIEREA R, &EHKTORBA D
5 14 HEBE &Mk LIKRIC L 230 BE M 2 R TRET L. BT OREE S,

10.
11.

—HRAETIX, 300 mg/kg DFEME T L A X RITOMIR, MEEAHA I hi,

REI JUMBAE TIE, 300 mg/kg DHETHRGHIM 48 L THEREKENRD L, H5H
B OREHINES ORI L FERENRD bl
BOKETIX, 300 mg/kg DHEMETHREG MM 4B L THEEREENSRD HAv, EHEMMIC & HE
W& HITHEREMED 5V IRE A28 ST,

FREEAE TiX, 300 mg/kg PHEMECREDOFERBINRLCICREBES LOEREREORE
IARTARD S, HET pH OFERIET NGO Hivlz,

MEFEIRA TIE, 300 mg/kg DHEMECTHRIMEKEL, ~~ FZ7 Vv MEBLO~NES 0 B
B HECIERRMERA~T 7 2 B EEOKMENFED LI, SOICHETA bV R
L ORI EREL O SR BT,

S HiZ, 300 mg/kg DHETIL D EIRIEOREL LT EREEROEKE, 60 mg/kg DL
EoMTT e ba e URBRIORBERIERNRD L,
m%m#%@ﬁfd\mmym@mfa;fufuyﬁﬁwwﬁﬁﬁﬁ@\mmymuk
OHICEBRNET o717 U b OEEL LI B -7 27 U 5 mith O @S E%E 3T
Hiv, 300 mg/kg DHEMEICKRE Y L E L BOSRT ay- 7127 U UaRILOEH, REE
FORMES, AR L OBHEOELNED DN,

HIRRAT AL CIiL, 60 mg/kg DHEFS LT 300 mg/kg O MEMEIZRTH OIRRMEREBEARE, 300 mg/kg
DOHEMEIZ BIROFLERE B (L2380 bz,

FEEETIL, 300 mg/kg OREMEIZAFIR, BRI & OWUB O & B B W E 380 H iz,
JRPEAEAR PRI E TlE. 60 mg/kg LA EDHEMEIZ i O T ERIRTERES L Ak, HEC
RO UL IRARE B DEFERVE/ IMAD 77 L— RE58 S 5\ T FIE A58 8 S, 300 mg/kg
TIIHEME I ATl O /N BE B DAEAT IR AR R, BB AL & ol & LRI DK, 838, &
JEMERIINR B, JigIC 5 B X ONEYT Y VIREOTLE, BICKBEFHEICHRMERD
WM TTHER D b7z,

BEHIME TR D b2 D Lo £4bicix, BIEENGERD 67,

AR — KRR 2R 30 L OB HERR A (21 R B 4% 512 B L 7= (BI3RR D S ive o Tz,

PlEDZ Lt RKEBREETIZBITA2,5-VAFNAT=U oo M8 B (NOEL) IZHET 12

mg/kg/day Fifi. MET 12 mg/kg/day L HEET 5,
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2,56-VAFAT=U D0, Futa ), 12, 60 35 L0300 mg/kg/day & 1 BEMEME
% 6 JLod Cr1:CD(SD) 7 » hiZ, 28 AMKEMERG L THEERBLOA L LU OME & 5
L7z, &5, 0B LUN300 mg/kg (2T | TEHEMES 6 IEOEIEMEAZ T, BEKTOZ AN
B 14 [ RBER A ke LIRSIC X 2 Bt o RIEM 2 08 TREF L 7z,

1. WEBME
Z2p)
B

CAS No.
{LFEE AR
TR (3550

57 ¥

('

WEULZEAMEE

MErB LUk

$ 2, 5= AF AT =Y ;2 5-Dimethylaniline 2
: 1-AMINO-2, 5-DIMETHYLBENZENE 2

2, 5-F%F U 99 5-Xylidine I ?
p—Xylidine V
2-AMTNO-1, 4-XYLENE 2

FryvLs?

: 95-78-3 1 ¥
K . (3)-129 1 2
:(CH;),C¢H,NH, 2

NH,

CH,

/

i,
:CgH, N 2

:121.2 ¥

A clear light brown liquid(Appendix 1-1).

Wtk V. B, ST VWA Y EAYRK Y
e 5 0.9774(20°C) P, 0.979(21C) ?
JRITEE ; 1.5599(20°C. 589 nm. Appendix 1-1)
Al 155°C ¥
W 214°C 2
RAEYE L~ 2

_13_



-
K

SRO7169

LogPow ; 1.83 1+ 2
VRERFE s Y

1 99. 3% (GC, Appendix 1-1)

EBRKETRIC, FHU-EREOMEICEET 200 iEE AT L, #
BRnE DL EMEIZ DWW THERR L 7= (Appendix 1-2),

R DA LOE DIREE « fidlZ L

PRAT 2T

ek Eoo s

VAN

TRAIR E 0D L E

B

£ 500 g

DR EROEELZT T, BRAICEATE Y,

PO MBS R L, ATE7R NOx W A &3 2,

AR LTI ATICIRE L Y,

WIRIVE I AN WEBUR IS ORAF L7z (SRR 1~9°C),

CABREN B A DT, KRICEE LY,

T, R BLMREATREEFEHL, 7V =0 _XUFHNTIOH-
7=

L HBRIE Y L E LT K6 g ERIL ., AR O EEHRIFE IR

L7,
FIERER L B 0T N CORBERIEKR TR, BEWLSTH7DI, EERE
Y L L CEIRL 72,

DR LTRGBS L7l LUK AA TSR B TH D V. IR,

MR g3 K OB A RIS 5 V. EREEBOBRRH D Y,
atEmEt o b O LDy 1120 mg/kg V. 1297 mg/kg ¥

<A A LDy, 841 mg/kg ™ ¥
MKICEEEE 52 (A AT aEVISE), 7/ —8h EOFmRIE
NBZENRHS Y, 72, FHOOERITERZES, HHASBELTHDL
HETAZ 835 Y,
LEEMSHY ?, BOERCHEEOGE 21?2, ShiyJzh CREMt
gy,
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2. HE
2 ChUETm vl
oy hEE : V8A6289
BlisE LTI T AT Ay RS
RIERAT: IR (GEREEE 21~257C)
ik EoE D HRZZR L,
i HEA R : BiEH 34

3. BEROMHSE K ILESH
(1) #eHHROFHE

WM E % A — MV T T RTHERR L, FTEDIRIE L 725 X 9 IR Z g, 22— —
ZRWCTER Sk, A T RISTE LT,

WRWEIL R T 7 NATEIR, AROBRICE~2 7, PRELERAL, A, IR, A&
B L USRS L OB AR -, FE OO A 4 [TV, RGBT (G4
21~25°C) L CFREE 8 H NIV 72, BROREIRIT, SRR ST 272012, FEERELY
LT L7,

(2) #HEDALFHHT

BEBRAERINT, R B OLZEM LR LT,

WBR AR BRI DT, 138 K TR 60 mg/mL B 54 H 21T A% ORIRRT 9 HIE O
LEMAHB LTZ. TORBR, KERTELMRGF I AHTENLN 93.2 BI TV 98.8%TH
V. ZOREED S HRHEIZFRRE P, EIRRT 9 AMKBE TH D LW L7z (Appendix
2-1),

WP K O RIRR AL O 9~ T OB GOV T BRI E OBFE 2 50 LT R 1. 2,
6 35 L0 30 mg/mL FREE DB HRIT, FrEDREICK L CHIEFRERET 101.7, 102.7 B X
V101, 7%, Hf&IeFRHEET 101. 7, 102.2 B XN 102.3% Th o7, TiILDDEEHRITNT
WG HERR & L7z 90~110%OFEMANIZH D . D 2OZERE S 0.0~1. 4% THED 5% L
NCho72Z &s, RENROIRE T E & HIWT L7z (Appendix 2-2 B LT 2-3),

(3) WEESHT Jik

B L LT, BRWEEH-, UTOXETUTOREEZAKM L, B, #AfA
ZORBELTERL,

TR OFEL 1 2,5-V AF AT =Y oD 20L& 200l BED A AT T A2 ZEHERL.2, 5-
VAFAT =) COBRBEEZFRICEY Lo, 7T Fu 7T o TER L THK 1000 1 g/mL
WA PR L 7 BEERR) . Z O I mL ZIEFEIZ 20 L BDO A AT T A ITHEBRL, 7 b7
EReEY T TERLTHS0ug/mL K E LT FERERRTR) , #5831 [B], HPLC ~D¥E AL 3
[l & Uz, %I ARcER L,

_15_



SRO7169

BEHEOME : 5 F Ik Fa 7T 100 mL (7K 600 mL, EFEE 1 mL BL KU =F b
TIva loliz, +RlBEELEb02BEMEE Uz, FAREZIIEETREL, 18 AL
PIZHERT L7z,

G — "YU T ITHEEOME  F T Fr 752 400 mL 1[CAEEK 600 mL 0%, 4
WIRALEbOERA— U7 ISR E Uiz, FARBII=RTHREL, 18 DUNIERL
776

Ve HIEARORE . 7 o R 77 0 F0bDEEEHEAKE LT,

YR E R B OIS ST, R EMERRRE L O EERRIC W IR E T Rk
OFBAALNE 3 K& Lz, BSHBRWEFHRIKZ RN L . #BRYE O SRS 15, 0~200
w g/ml. OFPAN (AT 5 A 1L 50 u g/ul. A1) . BEDEI G 10%UT LD K22 T T
L RR T MA b ORREHER E Lz, #UBHAROREIT 1 o & 1 E, HPLC ~D

A& 1| E LT,

EIRIR 7 v k275 7 (HPLC) DR K OMRIESRMTLL M & LTz,
iR 7 v~ s 277 7 (HPLO)

UV-VIS Detector L-4200 PRt O SZ BT
Intelligent Pump L—-6200 et B RYERR
Column Oven L-5025 RS H SLEUETTT
Autosampler AS-2000 BRRX & B SLBUERT
Degasser ERC-3315 « HAet 4 —T—v—
7 — A QLT LR E Empower 2 HAS D 4 — & — Xk E
HE Stk
VIRV : L-column ODS, 4.6 mm I.D. X250 mm,
MENEN AL B TTATT 7e A
BB T hTe NuT T s EREK/ R ) FLT
(400 : 600 : 1 : 1)
=M 7 U 7 hTe RnT T /ZEAK (400 : 600)
e ENIR VAl N A N =
HIE R & : 293 nm
7T LR : 40°C
e : 1 mL/min
EAE 2104 L
T=Mv7" iR : 10C
il 21243
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VAT LEEERER TR L IR EREER L T REA L, 2,6-V AT NT =
U0 —7 mfEE L UMREFRF I OWTEERE L KO T,

Empower 2 % AW TIEMIRKRO Y — 7 MG L BEN LR Lo RER LY . #REHETRD
BIEBEZRS, UTOXL Y FAEETORBRYERE, Zafiik. 8FFEBIU0BRGFEL
HH L,

HE R (pog/mL) X A iREREK
1000

PIRYVE R (mg/mL) =

PR A

TEMER (%) = — 0 —
ZENRE (%) T X 100
PN e B B P T R
AR TR R
“ /4 D) i @E‘RFX.F“ /i> ﬁ
PR (%) = PRAT72 D BB B I B L3 E L00

o B HRF O G B R e T3
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. RERAE
(1) #ER
ABRIZIE, BARF v —A R - UA—RAstt BEREBEE L #—4#D SPF Crl:CD(SD) 7 v
FEHWE, Ty MEIFEERRETHFEHO OGN TWHEMFETH Y . BT C ol HR%
WEBEETHDHZENEZORFEERT LT,
MERER 39 DU (7140 MEMER 37 PU) & 2008 £ 8 A 20 AIZ 4 @I THEA L=, ZAROEY
OFEEFFIL, BT 72~85 g, MET66~77 g ThH-o7z,
(2) R L UEIHE
ZAE, Be 0B ONTENE L HGEAR) G, MM 87T BETo6 Hff, %
IRRBBIZE A 1 H 1 Bl S BT AR LORES T (B S5 BRARHT &« H) IS EE & 5 U7z,
i L OB i IR LN T,
(3) 4T
ME ks L UBIMEIARIE 7%, B O DIV W 2B 2 M 36 TLiEK LT, 5 B
TR U7, g JOWIHE IR B G5BT~ B) DR EICE SV T, BIREES
MRS X 0 B BEEOFEARE ) E—I2 BT B AT o T, BEOY T REOEM O R TR
i, HET 127~146 g, MET 109~126 ¢ CTH Y, FHAE (M 136.6 g, M 116.6 g) D L20% LA
NTH o7, B DA HEMES 3 VLI B DRI L7z, B, B Sna8ic o0
BEGDARGRT B —CIRRBIC R E N2 D L AR LT,
¥, WHBAMBEEOMRERMIL, T 140~168 g, MET 111~139 g TH Y . T-HIKRE (i
157.1 g, ME128.1 g) Th o7,
4) BB L O —T DN
WL, B TRANIZ ARRCPE 7 = b R CRENCEIZ M, BES T %RIITNICEYmE
TERARL, MAREEZIT o7,
fAE 7 — 2%, BT AEMEREIC AT L T ~CRBRE B L O AR B 5 %
L., &7 — VORISR LTz, BES RIS AT L 7 O R E S, Wk
HluvamE 2 l, &7 — Y onimiciEs Lz,

¥
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(5) BWEE
1) EIHEBREE

IR 22+3°C (FRIFEFE 21~25°C) . 1R 50+20% (FHIFEFE 43~57%) . #aXE]
% 10~15 [8] /B[, FBARERT 12 BFRT (8 : 00~20 : 00, A T.HRER) O @45 = (308 5=)
THIHE L7,

2) fAE M X OEE ik

75y b A& BEIAER 7 — 2 (260W X 380D X 180H, mm) |2, #EI L OB EAR i
HEMERLZ 3 VLT BT HRIT LT DINE L7, 77— VB L ORI IR T e KO
FE T H, ZO®IE 2T 1 [FAZH L, I 2 BIUEARE A0 6 0 & 23 LTz,
HEGKEE DK T 1 B30 L 7=, SR EERNOERB LI ONERINHE, 1 A1
RISEHE L7=, ERERICHR L TR, BEREERS IO v RRMEEEL | BEBEA TR
HIER L7z,

3) falk}

AV = ZOVEERE TS, v SRR ERETEL CRF-1 2| 4B G Eds 2 UV C
HAIZERES T,

REICEE L NI TR DGEMESH L W IMEMOREZ, MH L7y b
(080509) DETEHZ DWW THHT L7z, (HRME D 55HT1E Eurofins Scientific #1245, #/EM
MRAEIEFRHELEEE R ENEFNIT 572, IITEE &R EIIRASH (LS 2N
ITOREEBEFIEEIVEILL 72, o OFER. WO BICHIFAME B2 21
BiL7ei o 7= (Appendix 3-1~3-2),

4) BBk

FLIRTIAGEKE . BEIRAKEEZ O CTHARICIERS ¥/, 72720, RRERITITHEK
BAEEA LT,

RERCEFEL R TRNOD DIERME OG L, 200847 A 1 0, 20084 10 A 1
A3 K 0N2009 41 A 7 BIZYEEREE & [FRMECE O &R (306 5E) 72 OB HRH L
THW LTz, ST ARERKSHEN T 72, SVEE LRI att kel
VERTSERT OIZEEEFIREICHERL L7z, T O/ R. WIhOERICLH T ELZEZD
fEIXER D Hav7e7 o 7= (Appendix 4-1~4-3),
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(6) PBRHEEDHERL
AR OB L S HEOEMF 5 2 U TIORT,

w55 R e (@)
AR (mg/kg) (mg/mL) e It
<M EREE >
paictisd 0 0 6 (101~106) 6 (151~156)
A &R 12 1.2 6 (201~206) 6 (251~256)
HHER 60 6 6 (301~306) 6 (351~356)
=R 300 30 6 (401~406) 6 (451~456)
< [BlE MR ERRE >
poilsica 0 0 6 (107~112) 6 (157~162)
= HERE 300 30 6 (407~412) 6 (457~462)

SHBREIZ T, MR L RO FIE THEARO A 2L LT,
(7) #ESRHmE OG-
1) #HEEORE
1 BEZ DX HEMES 3TEO SD R T » MCr1:CD(SD) JIZ, b 7 <E 1 2 U ilIC AR S 795
WD 0(xHR) | 35, 150 33 L1600 mg/kg % 14 O RINERR NS U= FislBh ¥ O R,
150 & %X 600 mg/kg TIRILE IS KU pH DR T 214 5 IREO LA AR, REHIN
Tt EERNA D ITIRE L OMIROIE K EN RO bz, 20 Lhb, 28 ARBIKE
EOEEtai ek, BEMBAA2MH LR LaEBE L, BARBCFHHARORNE
?1/2 \IZHYT 5 300 mg/kg/day ZakiE L, LA Rk 5 TR L7 60 38 KT8 12 mg/ke/day
FHPHERS L OEARICHRT Lo, 28, XTRREER L 0U0300 mg/kg/day @ 2 AEIZOWT
IX 28 ARG 14 ARSI X 2 BHEHEEZ Rl 2 8F 2 30E L=,
2) &5
HEBYES e MIROMICEEIND AL FE L, LBEER O 0ECD 12381 5Bk
A RTA A>T, 1 H1E28 BRI, 9:00~12 : 00, FRIARRZ 11 : 30~12: 00
OIZT 4 ABR—HF T LB TFBILOT A AR—FT ) o ChHNTHREICEN
et SRS
FE5AEIT 10 nl/kg & L. FHEEOKEHZITRE DR LITWEE R OFREICES
WTEH L,

_20_



SRO7169

(8) #lzz, WEk LUHRAIEH
1 RIS
BHNZOWTH 2 OB DS, B, TTEIHIZO>WT, RERBE LS 1 B, &5
28 HOBHZEE I HE LTREEL, 51 A2OHRA @528 AH 5V EHIE 14 A
OB} O) £ TRATEGIN BLOYERO | O 2 FE, S8 0IXFRTFIC 1 Egis L,
2) FEANZR IR REEZE
BHENZONWT, T GBI B NS 7, 14, 21 BX 28 H, EE 7B LT 14 HIZ,
A — R BB A T o T, BEERIL, 7 — VN DIRAL - EES, ITUCIREE, IR -k
. FFEITE) (BEE - fEED) . BETE (B 20T, 7= b0 H3 IR H L
5 &, BV S, eI, SR, HEEOIEE, K. IR-IRERIES L OKEO S, BETL
B, WU, W, ZOMSWMOEMIZONWT, A —TF 2 7 4 —/L RN THIT, HEHH
PE, BRECHIIC T 2 D0, BT (RIE - 37 R v) | HRHIREE BER - 9-3) . & AT
B (HF S5 AN-KSD) BEITEH (BT S0 - BEREF), WEHEZOWT, FhEhd
HINCOHEDIEAAT N o IEEZHNTAaT ek LT,
3) HEEERA
BHNCOVWT, &5 4B L OWEIE 2 1I0, HEREB XCUTOMEEZIT 72, BE
A bR 2 R IEE DO (BURRIEL. ARTERNEL, TR, R, AR A
I, ZETIERKAD IZOWTH LN EOEDIZART Vo FTEEMVTEREL, DAz
TERESE L, ¥, BABLOBEREHELNE L, ENEZCPL =D (T A a—a
v=T ) RS 2RV THIR KOEKIZOWTE 3EIE L, 1 ¢ AL TR L
72. AFRETHEILAFEESERIE®EE (R—/3— X v 7 2B LU CompAct, HBTHEMIK S
) 2T, ERRICsI&EHiE, 10 5HET 1 RHBEE Lz,
4) IREHE
BHNONWT, &E 1, 4, 7, 10, 14, 21 BRO28 DG, EE7THBLO14 O
b ONCHEIR A E A EILRRE (GX-2000, Bkttt — - T RN - FA) 2 W THIE L .
1 g B Crtdk L7z,
L POz L0 REEINER L OREEIMEZE I L,

52

INERNE () = 43528 FAAHE () 1351 AIAE (2)
WEHINE (g)

RIS = e Anm

I

KERNE () — [ 14 B AE () — 125 28 HAE (o)

BRI (%) = INEHIE (g) %100

Peb 28 BARTE (g)
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5) BEEMNE
BENZONT, #]E 1, 4, 7, 10, 14, 21 B L0028 HOBERT, FHE 7HL014 BIZ,
B FMKAE(GX-2000, &ttt — - 7o N FA)EAOTHEL, 1 g B TR
L7z, BGGRIAICEY ELZHER S — VEICH G- L, £O®%IFHEERICKER L OR
HEZAELE, 7220, JRa0I3EE0AR 2 T L, UTORIZLEiE
(g/rat/day) Z &1 L7,

W58 (g/rat) — 7 & (g/rat)
HIE AR o> A %% (day)

& (g/rat/day) =

6) BAKERIE
EHNZONT, #H 1 7, 14, 21 BEU28 Ho& Gl BIE 7810014 A, fKEH
KE S Uk A A L, el L MoKFRE (6X-2000, MR AEfx— - 7T R 51)
EMOTHEL, 1 ¢ BALTRE L, FHEERORIBIZEYYEZHER  — Y HIZHE
L. MEHIEEZHE Lz, HBENLRELHLIL | HoOHEER, KE
(g/rat/day) & L7z,

#h& (g/rat) — 5% & (g/rat)
1 (day)

Bk & (g/rat/day) =

7) RAs A
EFNZOWTES 4 3 (&5 25~26 A) B X ORIE 2 8 (A 8~9 AT, F@EBET T
v MG — 2 (KN-646, B-1 B B BEUEETD 2 AW TR L. REEZNHH 3 K
DERTO~® %, 72/ 21 HEOFER TOH L VOE ER L, £RE L ZRITHREK T%
FEE L7~
WBAIE A B XL ORI Ik

DpH BRARIE (OWFAAF A9 IR, N AT JF (W)
@& A (Protein) ARBTE (RVTAATA9IAL N AT AT 400)
O (Glucose) PRBRARIE RVTAAT A9 A, N ATV A7 400)
@4 kK (Ketone body) PABRACEE OVTAAT A9 I A, N AT A7 1)
®urtl /) —5 > (Urobilinogen)  BUBRMGEE (RITAATA9IAL N ATV 277 400)
®r U Bilirubin) FRBRUCEE SVTARTA9I A, N AT AT 40)
MM i (Occult blood) RERARLE (RVTAATA9 IR, N ATV AT W)
® il (Color) P AR B2

@R E (Urine Volume) weElE

@t (Specific gravity) JBHTEHE URLE R av-S, T7427)
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8) ML iR "V HI a5

BHN DN THIRIFIZ 16~22 I OHE T CTT v M m—7 LRE: L, BEEREIREL Y
B L7z, O~WZ 2T EDTA-2K(R ) Y= 7 N TTEZERMAE ., 7 UE£NE ) TR
PRUTciEA) 1 L 2 Hvy, @, @20 TIE3.8% 7 = ) b U o7 A THLef U7z ik k)
1~2 nL % 3500 [EI#5/53 T 10 oy Lot L Tl b amifta vz, £72, Biz>nT
I 1l 72D ~/XY o R U O L (A~ XY 2 MY o AENIBROSE ] 1000 BEAL/mL,
BRDFRIRA S K9 20 BAT TR U7o~ U U IiE % v 7z, 55407 EDTA- 2K AUER Il
BRI 3.8% 7 = ) MU o LML ML IRAER THRER L, ~N ) VINmigx,
5l & ot & ML ERIRE CHEH L7,

BRAEIER B L OWMEFR I

ORI ER % (RBC) HRIHLE (H B BREH BRI F-820, YAy /A)
@~< k7 U v MEMHL) EXIEDUE (H B BRGHECEE & F-820, YAAy/A)
@~F 2 u 8 Hb) ST A RANES L

(BB ERFHEBEEE F-820, YAky/A)
@ ¥R M BR A FE (MCV) RBC, Ht L& Y &

(B 8) i £k HCERE F-820, YaiyIr)
®IFH R MER~T 7 o £ & (MCH) RBC, Hb ik v B

(A Bhim EK G HOERE F-820, YAiy77)
@WHIIRMER~TF 7 2 B #FEMCHC)  Ht, Hh{E L » &EH
(1 B I BR G BEE R F-820, YAA»)A)

OfAARMEKEL Reticulocyte) Brecher ¥ (354&)

@M/ Mk (Platelet) mRIEPLE (B 8 i BkEHEIEE F-820, YAry/A)

© A . 2k#x (WBC) ERIRPUE (B B ERE [ E3E & F-820, YAiyIA)

BBk E 45 May—Griinwald-Giemsa Zu{™ (85f5)
(Differential count of WBC)

D7 ko iR (PT) o R T ATk

(LR B0 KCAT W, M=F 43 445 97)
QIHEALES b a Y RT T AF UM =5 O ik

(APTT) (M g E B B E L& KC47 i, M=~ 44797)
@A b~NEFE L Evelyn and Malloy 287k
(Methemoglobin) (ERA AR FE TR UV-160A, BERIMERT)
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9) LA bFHR A

EHNE DN THIRIEZ 16~22 B S8 72T v b2 —T VRREE L, IS RER L Y
i L=, BMAEE OS> HOB LO0®IZ oW TIEMEE 1 nl. 729 ~X) 2 F h U 7 5 (o~
RY 2 B U T AENBROFE], 1000 BA7/mL, BROFEMASAL) £ 20 BAAL TULERT% . 3500
[E#R/ 53T 10 SO LAy EE TR O 7= Mg A2 AV TR Lz, oI IZ- D\ Tidsr B
AIADRERE (237 U — 2 Rk At I ik A BB L. 3500 El45/43C 10 47
D LA BE TR B AL MG &2 VTR Lz, f5 o7 s KOs iEs ks 1%, -20C
PUF CHEIRE L, BRI T RIZEE LT,

BEER B LORETE

(DAST JSCC IE(B B HTEEE 7080 2, HILM77/8y -17)

@ALT ISCC IE(H B AT 25 7080 2. H ST/ 0y =27)

@7 NHUIKRAT 74 —F JSCC (B B ArdEie 7080 2, H (77 /0y =17)
(ALP)

@ y -GTP L-y-7 VB IN-3-Ti il Fv-4-= hur7 =Y REBEEB

BIHTIRE 7080 2. RN 7))y -10)
@7 N 22— A (Glucose) ~F VXS —-EiE

(H BV I HTEEE 7080 2. B N7 /ey =27)
@k =m L AT B —A(T-Cho)  BEFRIL(BENSIHTELE 7080 T, R IM77/0Y =17

@KV 7 UEY F(TG) WeEE 7 ) o — il EE

(BEh T HrEEE 7080 /2, B NAA7)/uy =27)
@ U (T-Bil) TYEU LY iE

(BEh I HrEEE 7080 /2, B NA7)/uy =27)
@IRFEF V) v L7 —+¥-GLDH

(BB HTEEE 7080 2. HILM77/my -1
@7 7 F =2 (Crea) Jaffé {E(B B ATEEE 7080 JB. HIM7) /0y =17)
@F ~ VU 72 (Na) A 7 BEREMISE) kL

(B BV HTEEE 7080 T2, HSEA(7) )0y =17)
@Y 75K A 7 RINEB(SE)E

(BEYHTEEE 7080 2, HIAT7)ny =17)
@7 m—(Cl) A A L EINERR(ISE) %

(B HT2EE 7080 2, A ST/ /uy ™ —R7)
@H 7 h(Ca) OCPC E(H B/ HTEEE 7080 2, H v F)/)ay " =27)
GEEY o~ (IP) Fiskc-Subba Row %

(BENSHTEEE 7080 /2, B SEA(T) /ey =17)
®xa®E A (TP) B Ly ME

(BB HTEEE 7080 2, HILAM77/my -1
OEASHE Tlu—AT &7 — MMEESKENE

(Protein fraction) (BB ELIKBIEEE AES320, B4 Y L /$%)

@A/G t (A/G ratio) BEyE LY EH
@77 2 (Albumin) HRERAEEAELVEH
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10) kR
BHNCONT G 28 HOEH HDHVIFEIE 14 BOERBIZHR L, AR EIEZ L,
T—F VT TR, BUIC £ RIS, 2 ORE kT WIRMICES LT,
E7-, LT OBE - /iEE 10%hHEEE L~ Y VRICEE - RIELE, 28, BERB LW
N=F—ET Y Y R THEE-PRAFE L, RS I ORB LRIXT T R THEE. 70%
TH ) =R LT, I OWTIEEREZEARRBEEEE Lz, £EADH5HHEIC
DONWTEE, FRAlE LTRERAE LEE - R1F LT,
FE AR KOOI, /NIKdS JOMERR) . TR, FRE. BBR. R, BRUMEL f@I
B, BN, OB, L. foE, H. AT, .+ ZFEM. =M. RGOS
TR EET) . B, . BN BEED R R Lo KRB
At ML BEME. ASEL, EE LR, piSZIR. HEGEERES ). IR, F
B, B, IR, ~—F R KERE (BRI, )3 KO FHR,
11) ZeERHE
EHNZOWT, FIRRERCE T2 EMRAE (BR-180A, BERE4E =— - T U B - 5 1) & H
WTUTOBEBEIZOWTHERZHE L1, B, EAOHDIHEIZOVTIHE, EAAabE
THIE L7,
FEA M. TR, AURAR, IR, MU, OB, TR, B, BoAR. KR, R LK
AINCMR, FE5E (RERET) . JRE, 75
PLFoRIz L0 BEELE L Lz,

e oy HEXTEE (g)
X EE (%) = ZR A R (o) X 100

12) AR ER R

BRI E R LT 2B O RBE RIC O WT T 7 4 VBB HEY L, ~= bx
VUV A VR AR ER L KTHREERS 20N 300 me/kg & 5-HE (R H 21 O2H1IC
DUWTHR LT,

BEROFER, tHBMERGORBLEXONAEOLLNT-ATE., IR, Bl P
BLOKBEOFHICOWTIE, ZOMOBEHEOEMIC OV T b MM OFEH &2 17 -
7= 728, MEDRFIROIEIHEIZOWT 01l red 0 Yud (FPHEABTFOMERR) . HED B IR B
PMEIZDNT g7 0 7 et BEMERB D MIBIZ DV T ) o Y (%
~NEVT U ) ERL, FNENHRRE T o T
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5. #EEtFEMIA X

BHEERIIFEEREOBSM E & TEH L,

7)), BREHR, FE, FEENERS IOWNE, BE, k&, RE, LEPHIR
A, Mk PRI, 23 Ot B RIS L OUR E RO SHEIC SV CORAEE L OEERE
ZEHE U, Bartlett OMTIEIC L FE5BMEERT L, F28(p>0.05) OHEIE— Ikl
BIYHBOINTIETHT L. A8 (p=0. 05) D& 13 Kruskal-Wallis ORRE L THAT L 7=,
—TBLE DB O, ARENA BN (p=0. 10) (F Dunnett ORELEZ H U THE
FEREL DB AT > 77, Kruskal Wallis IEDOMIFORER, AEENHOLNZEHE (p=0.10)
iX Mann—Whitney 0 U-#EE & A HREE & O HLE A 1T - 7,

M2 — IR BB BRI L UERER B OB TH A . SRR O ENERIIE A 8 L IR E DR
(DWW T Kruskal-Wallis OREE THHT L AEZEDH LIS S (0=0. 10) [XMann—¥hi tney
D U-HREEZ AV TRHBIE L O AT o7,

SPPREE L OHEIREIZ OV TIE, AEAKHEE 5% & Lz, 2B, HitEMFECET %
JRJ71%E % INDIVIDUAL DATA OB EEIZ T,
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oo

1. —ReREE

— AR BE D RAE A Table 1 3B X8 2, INDTVIDUAL DATA 1-1-1~1-2-4 TR,
[#x 5-#71H]

SR, (KME& (12 mg/ke) B LM & (60 mg/ke) #ETrE, HEMEE HIZEFIIRO SN0 o
7

R (300 mg/ke) B TIX, &5 5 BICHIME THRE LUK 5D & BT 2T HI0558D b,

HETITZF O% B IEE, FEOHFEILGMREOER, DE) . XADE TR S,
L[] ] ]

XIS KOS ERE O & IR ITERO b o7,

2. FML—RKESE

M RRREEBIZE O RS % Table 3~8, INDIVIDUAL DATA 2-1-1~4-14-2 |ZR7,
[F& 51 ]

BEEL L OB RLG (K - PRI URMAE) FEOEM & bW T ORARHZH A8
APRTE L e L CHERZIRO T, EFF WEDH 5V IITEV R E S ORI TEIEH

# Ay 75
WILERO Lo T,
NEECE S

A EREORME - b ICOTILOMRERHC O SEREA (TG IREE & i L TARRETRO L
Y, R, BED L WITEHREEFOMBITEIZN2RE IO bviRnol,

3. WEERE

MERERR T D RAE % Table 9~12, INDIVIDUAL DATA 5-1-1

6-4-2 (21573,
(&5 18]

BHERERE TS, SHRGBEOMEM L OISR L I L THERETBD bkl

BHBIVCBEREHRICH, FRGHBEOHMEE LICTAERAETIRD LR o7,
(=118 2 2]

EAEHEORM & HICAHRERE, BOBLIUCBRREEEDOWTRICO R L G L TFH
HRAETEO LR holz,
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4. KE
KEHERLZ Figure 1 3L U2, Table 13 331 U814, INDIVIDUAL DATA 7-1-1~7-2-4 {Z=7",

[ #5151 ]

EHER KO ERE T, S b IR L I L THEARIEIRRD o T,
EHEE T, HTkhE 4 DUBREHRG 2B L CAERRENED o, AREBNER
FOHWMRIZOAEREEIBD LNz, o, THLRE T BICAERKESRED bk,
(=15 34 )

w A B O/ THRE MR 7 Gl L TAERIKERSTRO bt REHEMKICIIAER
RIEFRD Hiviz, MEIIIMEFFR A ERTRD bh o T,

5. E#fiE
fBEEE % Figure 33 L T04, Table 1533 KT8 16, INDIVIDUAL DATA 8-1-1~8-2-4 |23,

[#% 58]

R R LSO ERECIE, ML B ICRHHREE & ik L CHERZIZB O bk Tz,
BB T, B L IR 4B X077 BICABERIKMENTD S, BET#S 10 B LR
LA BREMED i L TR O,

(=195 R ]

EMENOBM L LICAERERIIRD LN,

6. SRK=E
ok E % Figure 5 3816, Table 17 3 L TY 18, INDIVIDUAL DATA 9-1-1~9-2-4 |TRT,

[#25-HA1H]]

RAERE T, MCTRE 7THBIU 14 RICHBEE L i L CHEREEIRD bivic, HTH
5 28 DIZHBERIRMENRD bz,

MABERE T, HTRETBLIU2 RICAERBENED LR,

EH BT, MM IR E T B LIRS BAREAHEE L CRR O b,

[Tl 15 4 |

M EHOETHE 7B X014 A, MTEIE 14 RICAERSENFED L7,

1. RE&
RIRABE DR A Table 19~22, INDIVIDUAL DATA 10-1-1~10-4-2 |57,

(¥ 5 1 #]
BEHER LOHHER TIE. Mt S OITHREE & ik U CTHERZEERBH bk h Tz,
EHEH TR, B L ICRBEOAERBENZ b NCER MBS L ORLBEOFERE N

DO LI, SOIZHETIE pH OFBRIET 25D bt
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(=118 2 @ ]
EHEFOM TRILEOAERIETARD bz, HEICIAEREITEO o,

8. MRZFHIRE

MR A DO A& A Table 23~26, INDIVIDUAL DATA 11-1-1~11-4-4 |25,
[$5 5 BRI K T ]

R ERECIL, HEME S B ICKTRRRE & i U CH BRI b o,

PHEHTIE, T e b EUREOABRERNSBO b, HEIIIAERELITER
O LR T,

EHERE . MM S BICRMERE, ~~ F27 Uy MEBIXONES o VU REOFERIK
72 HTNT A FAEZ B B s SUMR MO A E 2R EA RO Hiv, HETIEEA AR LBk~
B EVRER IO SRR OFERMIMELR S IO ERILROR B2 &M, T
7 b n s v RO ERIER BB b,

[[E0 4 1 e T 1]

BB ORY - HIZRMEREOEBEREEL LU hAES o OFBEREENRED L
iz, HETITMRMERE I K OV BRI R O B2 G & CIOEE R ER~E 7 B R
EB IO U REEOFERERME, 7o bo s B URAOFBERERISEO b,

9. MRILFHIRE

MR SE IR AT DR %2 Table 27~30, INDIVIDUAL DATA 12-1-1~12-4-4 (25K,
[$ 5-2) FI54 T ]

BHERM T, #T o207 ) BRI BREE L i U CHBRRIRMEMNR D b, i
WA EREITRD ol

HHERETIE, MC a7l raRkBILOIVa— 20 BR{ERMMEeb5NT B-7n
TV UHBEHOABRBENRD b, HIZIZARREMETRRD oo T,

EHERETIE, ML I o7 a7 ) CHEILORAEREMEAR SN a7 7 ) 50H
e, BEYAECVBIORZBEZERZOFGEREEIZBD LN, 62, T -Iu7 Uy
mt, FUZUEY FEIUERY CORBEREERSIC L a— 20 E2KME, #ET ALT
BLUORaLA7Tu—LORER&EMLRD bivic,

[IR148 S [T T e ]

EHEHORM S B ICRFEEBLCT N T AOFEREH 2O IR EY LV E OB E
AMEREO iz, b, ETT AT I, A/GHBIOT AT I UHBEEOR B2 EHE
BROWZTNHIRRAT 7 B —EBBIXWa -7 m7 U O FERKE, TT L7
DHBERIREB L CERY v OFELREHE LR O,
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10. B

H# T R % Table 31 38132, INDIVIDUAL DATA 13-1-1~13-4-2 |Z7R~T,
[$¢ 5 HARI K 1 B

AR S OMERH B Ok, M S I BEITRIER S b o Tz,

R ERECIE, HE 2 41 CHITE O REMERIRICE SR BT, MEIZERE T RITERD b7
o T,

SRR T, HE 4 B33 JLOME 5 B CrilE ORBMREIRIEIE N RO v, K16 CTidHE &M
i & DFiE BIRD v Te, £ 70 HE 4 Flds X OME 1 1 ThEBIRO LB A Ab3BD b,
1 BTl AL RO ZHIME B RENRD S, M, B 1 FEORHIERE X Ok /N
DD BT,

[[=176 1 % T 1]

STRETECid, mEfE & S ICREFRIIRD b7,

mHERE T, M1 Bk K OME 3 FICETE OMRPMEREIEE ., & 3 Bl L OWE 1 Flic R &
DT ERIEO LT E 1 B3RO b,

1. FEESE

IWEEBOMAEE Table 33~36, INDIVIDUAL DATA 14-1-1~14-4-4 (257,

[$¢ 5 BRI # T ]

EHERER L O HERE T LM & O IR & e L TR EREIIERD b o7,

E AR, HEMEORR, Bl L OBMROBAERICAEERBENRD b,

iz, m M EREORETOM, M, TEE, AR X O OM BE&ICH B2 NE, £z,
BRI L OB OMM ERICABR&EHEARD DN, SIREOREIZA ZEENED b
TWAHZ b, EEFPNRERITV LA LT,

(I 762 B R T 1]

R O MEME TR EROF E &, METHIBROBNEREOAR BRmEDRD
iz,

iz, mAEREORE CHEE ORISR0 BEEICAERIE, £72. M. FEEBID
BROMMERICAEREEIRD SN, SIRFORECAEREENIRD LTS Z
En, mEFHRERITRV R L,

12. REMBFHIRE
TREEAHAR AT L4 Table 37 38 X T8 38, INDIVIDUAL DATA 15-1-1~15-1-2 {2/~
[# 5 BRI T R
R @ BERRT FRGBERR LR M, PREU FOBOREICED b, RIS
2R BRI RS Hdz, 512, mAEREOME 1 Fli L OWE 2 I CREE T
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MR DOBMEAL, E7o, ME 1 I TEE RGBT R D JOEMEHIRIR M AR O b Tz,
BEJE T/ N ORI AL R 23 1= H B R O HERE 241 (45 6 #1) 12380 b,

F7o. RFHEE, EM & Z O EREOME IR E A/ N ERDYER L (011 red O
LEDRGIENHER SV TR Do d, m M ER O 2/ B0 ME
AL DBNEER D B LRl Tz,

C BT, FLYEEICRE R RV E O KEDS HEMES 5 6], B & 2 WS SR EL AR AE

TEMERS 5 B, SRR BRE RS DS HEMESS 5 B, BEE D D VITHEE RS /ALERE O
FHEAHE 4 Filds L OME 2 1, BEH D VIIPHFERREVEHIIRZ BB L OBREH DLV
PR EE R PRAIAE D IRRN S 6 BIIZERD bivTe,

F7o. EHEREOBEM TR H D VTR FE RS LR OBAEIC ABERENR 7V
— ROEFRD 5 WIEBIEIEMAFRD S iz,

iz, THEL EOHEOHET, &5 B0 ARME B O LRIt MEICHER
FRY72 7 L— RO S D WX BFIEBEIARO b, ZhoDEiT a7 a7 ) >
REG I EM R LT,

CBELHDWVIPFEERAETT ) R (LY CFROTHIE R R OTLER, &

FAEREOHMEHIIEED LI, S HIZ, 2R KO 4 FITREZ S > MBFEH 5
ni-,

BEHE 22 R IMER O3 MM UAE DS i ) ERE DM 3 BlIZa80 b7,
DEE - Mk« xS LR R EROMEE & b EERFIE 7 L — NS IER & R
W92 ZARIFRE D Lo Tz,

(TE115 S5 P e T b ]

gIE :

hild
2

e R

HTEBHE T, MR R ERIRE A K ONRAL, £, W1 TR kS
NEE T AERR DML DR B DT b G HIRE T RE & ik U CORBUFIEN
/}\ﬁ)wu %hf:o

DoE M ERETIR, LI AR B O KBS MR 5 1, A AREEAE I 2 Bl KO

W5 1), MREE TR BB TR S DS HE 5 IS K OMME 4 B, BREEZRSE S/ FLERME O RN 2
RO Tz,

E72. EHEROREM CRE D 2 VIR EFE R RME FROBAENFED Hivl,
OO HDIZE AL, BHGHIRK TR & g U TRILFIHRS 7 L — FICH LA
BT LN oI, BAEF /AT OFAEIIIEMARO S, Fio, A
F D JIE MM RO PR S OYRAR, YIRS R OBV MEITI R & D IR
AFRD BT,

BHAEME CILBEDH D WVITFHEER~T VT U VIS OTLESHEME2H 2580 S,
B 5 HARTE TR & SRl U TR BB L O L— RIZH LVRZEIERR S Lo T,
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ZOMOIE « MR AHEER X O A EREOHEME & b FIRFEL 7 L — R TEITEEIH &5
B9 5 2 IFER D il o7,

#

bl

2,56-UAFNAT =Y 0GR, FUErz ), 12, 60 38 L0300 mg/kg/day & 1 BELEMHE

& 6 UL Cr1:CD(SD) 7 v MZ, 28 BRIKER O&KL L CHERHO A 8L L0 OME 4 [t
L7z, &5612, 03B KV 300 mg/kg (DWT 1 BEMEMES 6 ICOREREA RIS, BGKTOHAMN
o 14 H [ 2 ket LIRERIC L 2 B0 EE M2 I TRET L7,

—HIRRE T, B H B (300 mg/kg) DHEMET X A0 EBRITOMIR, HEE SR S, Rk
WEIZIZIR, FEIRERE L O E AT D/ER Vb D Z L h | BEMESCRRAEIIEE 2
HDTRODRER G BE LB B2 oni,

AEB LOEHETE, HBEORTREHMZE L TEERRESZED b, F5HMFO
RE AN RS K ORI b A B ARENRD Hivic, BEOREXFE M I 6 A = R E A
FELCRO BN, EEMEPOEERNRIAE eEBEL R L. ZOFBEZINREIC L AE
BEERTbOLEZ LN, HIZOWTEH, REMMOIIICKER LOEHEOR B2 KM
DO LI, HEEFRROEITHALZ b, WHETIIH L EEBRYEER 5 ICEE L =2k &
EzbnT,

FOKBRTIL, S RO TR G AE L THRR SR Hiv. BRI b M b

WCHBZREMD D WIS EEEA SO bz, Zo2E, REOAEREES X OERORE
MEFNARELEEET 2 b0 L E X LN, KAROMS UM A&OM TR SO THIC
BERESWMBPED NN, —@Th Z L BLUOHERFH TRV L0 b FENENRER
W eEEBZ o,

RARE T, SHBROHE TREOFERBMAHO b, REOBEINCE D RKIEEB IO
BEAEREORAERE FLRDONZN, RFEEROABELEESD L OB ROBIEEME T2
EHROOLNTNAEZENDL, 2L OEITBIROBEANEICEE LAk B 2 b,
F/o, BETpH OFERETHRD B, BFICONTIEA LTl ElfE 2 HOMK
AT, FHEBEOH TIREBEOFZRIETARDLNTZOHTHY | BIEEEZTTLOEELDL
i,

MEFHREE TIL, mAEOHME THRLEE, ~~ 7V MEBIUONES 0w B RE,
TYERMER~E 7 0 BV BEOHERARMENED Hiv, S O ICHE/ECREARMERE O E 722wl
RO BN, ZTOEIF, A MANES oL OFEREBEED Z L LRy E RS (M
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L= A MBS EUAA S BMEEN & B 2 Hiv, MIREZEOENCREHE AN RA IR

T HMIED~E T Y LE DTS LK E A O RMEKOE M TERRD I TNAH Z &

. BB E ST BEE U 72 R M BRARE O TUHEIZ HE S < RTBEVER B 2 BT,

BHEORETE, DEMERILROTERBEB L) L SEREROFTERBENRD b, =

DEALITATE CBMOKIEM L (RAEVEMILRESE) 2 T 5 b Do LRI,

THEL EOMETT 7 b v B U RROFBERIER AR Hiv, B R0 o jm Bk
HI7R 25k & DB R STz,

[EIE AR FERIC LR MERE DA EREES A h~F o OFERFEESSRD L, H
DR EEMEITRRD bR d o7,

MEEAAORE TR EAEOHMICEADE T o 207 ) U HEROE B REERB LD a
a7 B DR EREEN. EE R U A BIORBEZEDOAEREHENRD S,
FNENKBRER G L DITHRER LOBHEE~ORER R s, sHETIE, HEIEE
LNTWD B-ra7 VU aEtbBIO NI 7)Y FOFEREHE, 7V 2—A0F B KE,
HEZRRO BN TN D ALT B LU= L AT o —)L DR ELEE, £7-. RO 5T 5 EiE
V> OFBRBEIC OO T O AHMEEER X OBEEIC KT T 2 BB E 2 b,

HRABEOHET o, -2/ n7 ) U RELEB L7 L a—20FERRER SN B-7 a7 Y 45y
EHOFERSEPZD S, GHELFROETH D ZENOHMMEREDRETH LT
BEMERZ 2L o7, £, BAZOHETIX o717 ) VY HELORIHE EREESED bz
N, BET—ZOHMBEZRNETHRETHY | HBRHERGOXETH L ATRERNE 2 b,

JRBRTE T, AR OIS J OB BOMGmEEICE B2 M E, FIRET R CEBROA
IR A A, AR A TR OB 2o/ N BE R DR ARAE A, B IR FLEHER & b &
LRI O KR, B0, SOEMEMBIR AR B, MIRALZFOTMA 2 31T 2 T RE S L O
B H OB LI 2 b OB KIZESS b D LR &7z, £, THAEB LORAEORH T,
Qo= 1TV Y I A R R A R OATER Y IMA D L — RHTR & B W BT
HNAEED D, WBRYERGICEE LA EE X LN, HEEE AT o, u T
NERETHZEND a7 u7 ) UBIEE TN, T v MNCRERMICEBTAENTHS, 4
[FIDFAERIC 5V TRBO BT ZHBIE, HEDAMCFIL 007 BTV U BHMETH D 2 LB LT
PRFE ERICRBLLTWAZ LD, a2 7 ) UBECEE LEEEEX NI,

WHEETE, sHEOREM IO EEIZHHE EREMFED b, MBS FRE
TR 72 5 S IS X OMREED b B RA~E VT Y LIk EO T, MO KEERE B &b
72 ARMEROME M ITTHED RS Hi, MRFAIREICBIT 2AMERIZZA S OEMEBEEL, JRin
B EBE D TLER & N OGYEDE ML L & i ST,

HIRRAT e B ofER X Ow AR OREMEIZATE ORBIEREILE AR D b, ZOE{biE
INFRALR AR Tl HER L O BEOREMEIC A B ORE 22 R T E RGBS L OuE 1L &

TRO LTz, WRWEIZIZ, R, ERESLOKEZIET 2ER M HE VShTnb 2 E
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2B T b DAL Z ORFMEIZ BT H 22 L EHEER ST,

F GBI T RIZE8 0 BT EOZe bid, BIEHIRKR TIIZ G380 b zid, T OE
ROo, BEEEZRTHOLELZLN, LORMOKREZIVEEST LSO LHES LI,
B, RN —RORARBIER R K OMRRERR AL ICI3, BRI E & TS BEE L2 EIERE D b e e

ST,

IED X i, WG IcBE LA LT, EHE 2 ng/ke) DHET o -7 Y v
Sy L DI BB TR HAv, AR (60 mg/ke) LA EOREM CRFIEMEEHIREICRIT S
ATE OV ERBF I KOl A L, HETmHEREASBEOZEB LRI b a— 2AORM, [liE o
BRRHEREIEANIE, BRI R ML LR ORI/ MED 7 L — REETR D 2\ 3B Eg N, mec
2k EUFFROIERERED LT,

= H B (300 mg/kg) TIE, —RREE CHEMICIRIES LUK AL E 8T, okEOHN, KED
7 5 NCIREAB L OHEOET, A h~TSr UKL S B, e X O
WREORFM (LY LB L ORBERROEMER) . T - B - MIEO S E R0, ik
FTRACEB T 2 BO LI E B A58 v, B AR T T /NE RO VR AR
B B i o> FLIFER O A ESCEEFE T iR D 5 > s L ONNE VT U ik OTLENR S LT,
F7, BTIEHFERSLOBMHEOK T, M CrIfts L KRS & & O 7R ILER D 1 1L TTHE 3 23
LTz,

INLEDOZ NG, KRBELETIZIBITS 2,5-VAF AT =Y L OMEEEE (NOEL) (37T 12
mg/kg/day Ak, HET 12 mg/kg/day & H#ESR4 5,

D B ZET—&v— b ERbR T EMRRSHE (2005)

2) [ERWELREEFR R RIREREREE S ¥ — FRHEH.

3) 2,5~ AFNT =D DTy MIET 2 14 ABKER D BSEE TR
(SRO7169P) iHihE Kot b etEarsti. (2008)
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Body weight of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
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Figure 2 Body weight of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
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Figure 3  Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline
(SR07169)

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).

**  Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).

++ : Significantly different from 0 mg/kg group at p=0.01 (Mann-Whitney's U-test)
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Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline

(SRO7169)
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
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Figure 5 Water intake of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Figure 6 Water intake of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 1  General appearance of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Administration period (day) Autopsy Recovery period (day) Autopsy

Group Findings 1-4 5 6-28 day 1-14 day
0 mg/kg Number of animals examined 12 12 12 6 6 6
No abnormal findings 12 12 12 6 6 6
12 mg/kg Number of animals examined 6 6 6 6 - -
No abnormal findings 6 6 6 6 - -
60 mg/kg Number of animals examined 6 6 6 6 - -
No abnormal findings 6 6 6 6 - -
300 mg’kg Number of animals examined 12 12 12 6 6 6
No abnormal findings 12 10 12 6 6 6
Lacrimation 0 1 0 0 0 0
Staggering gait 0 2 0 0 0 0

Values are number of animals with findings.
- : Blank.
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Table 2  General appearance of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Administration period (day) Autopsy Recovery period (day) Autopsy
Group Findings 1-4 5 6-13 14 15 16 1725 26 27 28 day 1-14 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 12 12 12 12 12 12 12 12 12 6 6 6
12 mg/kg Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 - -
No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 - -
60 mg/kg Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 - -
No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 - -
300 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 8 12 11 12 11 12 11 11 12 6 6 6
Lacrimation 0 1 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 1 0 1 0 0 0 0 0 0 0
Soil of perigenital fur 0 0 0 0 0 0 0 0 1 0 0 0 0
Soil of perioral fur 0 0 0 0 0 0 0 0 1 0 0 0 0
Staggering gait 0 4 0 0 0 0 0 1 0 0 0 0 0

Values are number of animals with findings.
- : Blank.



Table 3  Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
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Stereotype Bizarre behavior
Number Body position/  Respiratory ~ Tremor/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation
Period Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6
60 mg/kg
300 mg/kg 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6
300 mg/kg 6 6 6 6
Values are expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.
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Table 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2.5-Dimethylaniline (SR07169)
Ease of
Number Mucous Pupil Secretions/
of Removal Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals Category 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6
300 mg/kg 6 6 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

R-Day 7 : Day 7 of recovery.

Day 28 : Day 28 of administration.

R-Day 14 : Day 14 of recovery.
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Table 5

Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive Unusual head Walking Vocaliza-
of Gait  of movement stimuli Searching  Urination Detfecation grooming  movement backward  tion  Aggression

Period Group animals Category 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 11 1 11 1 12 12 12 12 12

12 mg/kg 6 6 6 6 4 2 4 2 6 6 6 6 6

60 mg/kg 6 6 6 6 6 0 6 0 6 6 6 6 6

300 mg/kg 12 12 12 12 12 10 2 10 2 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 10 2 12 0 12 12 12 12 12

12 mg/kg 6 6 6 6 6 35 1 6 0 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 0 5 1 6 6 6 6 6

300 mg/kg 12 12 12 12 12 5 12 0 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 11 1 11 1 12 12 12 12 12

12 mg/kg 6 6 6 6 0 0 6

60 mg/kg 6 6 6 5 1 0 6

300 mg/kg 12 12 12 12 12 8 4 11 1 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 10 2 11 1 12 12 12 12 12

12 mg/kg 6 6 6 6 6 5 1 6 0 6 6 6 6 6

60 mg/kg 6 6 6 6 6 5 1 6 0 6 6 6 6 6

300 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12

12 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6

60 mg/kg 6 6 6 6 6 5 1 6 0 6 6 6 6 6

300 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 5 1 5 1 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 0 5 1 6 6 6 6 6
R-Day 14 0 mg/kg 6 4 0

300 mg/kg 6 6 0

Values are expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.



Table 6 Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SRO7169)
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Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation
Period Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg ) )
300 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6
60 mg/kg
300 mg/kg 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6
300 mg/kg 6 6 6 6
Values are expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.
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Table 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Ease of
Number Mucous Pupil Secretions/
of Removal Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Pcriod Group animals Category 1 1 2 1 1 1 0 1 1 1 1 2 0
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 0 6
60 mg/kg 6 6 6 6 6 6 6 6 6 0 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 0 6
60 mg/kg [ 6 6 6 6 6 6 6 6 0 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 0 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 0 6
300 mgrkg 12 12 12 12 12 12 12 12 12 12 12 11 1 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 0 6
60 mg/kg ) 6 6 6 6 6 6 6 6 6 0 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
12 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 0 6
60 mg/kg 6 6 6 6 6 6 6 6 6 0 6
300 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 0 6
300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 0 6
R-Day 14 0 mg/kg 6 6 6 6 6 0
300 mg/kg 6 6 6 6 6 0

Valucs arc cxpressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration. Day 14 : Day 14 of administration.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration.

Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.
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Table 8 Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive Unusual head Walking Vocaliza-
of Gait  of movement stimuli Searching  Urination Defecation grooming movement backward  tion  Aggression
Pcriod Group animals Category 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 10 2 11 1 12 12 12 12 12
12 mg/kg 6 6 6 6 6 4 2 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
12 mg/kg 6 6 6 6 6 4 2 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 12 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 0 6
300 mg/kg 6 6 6 6 6 0 6

Valucs arc cxpressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.



Table 9  Functional observation of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period Group animals Category 4 2 1 2 1 1
Week4 0 mgkg 12 12 12 12 12 12 12
12 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6
300 mg/kg 12 12 12 12 12 12 12
R-Week 2 0 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6

_09_

Values are expressed as the number of animals.
Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response. Pain reactivity: tail pinch response.
Touch reactivity: touch response. Proprioceptive reactivity: returning from enforced posture.
Auditory reactivity: response to Galton's whistle. Righting reflex: landing performance from 30 cm above.
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Table 10  Functional observation of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Number Reactivity Righting
of Visual Touch Auditory Pain  Proprioceptive  reflex
Period Group animals Category 4 2 1 2 1 1 2
Week4 0 mg/kg 12 12 12 12 12 12 12 0
12 mg/kg 6 6 6 6 6 6 6 0
60 mg/kg 6 6 6 6 6 6 6 0
300 mg/kg 12 12 12 12 12 12 11 1
R-Week 2 0 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 0

Values are expressed as the number of animals.
Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response. Pain reactivity: tail pinch response.
Touch reactivity: touch response. Proprioceptive reactivity: returning from enforced posture.
Auditory reactivity: response to Galton's whistle. Righting reflex: landing performance from 30 cm above.



Table 11  Grip strength and motor activity measurements of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
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Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Week 4 0 mg/kg 12 Mean  954.87 421.10 4102 340.0 215.8 1922 142.9 86.0 1387.0
S.D. 95.65 46.26 207.9 226.0 157.7 128.8 114.0 62.1 811.7

12 mg/kg 6 Mean  904.68 403.88 390.7 264.8 189.2 149.2 127.5 95.8 1217.2

S.D. 87.58 64.49 215.7 156.0 155.8 153.0 117.7 100.6 840.4

60 mg/kg 6 Mean  927.87 410.23 491.2 339.3 1823 183.3 154.8 164.0 1515.0

SD. 151.87 52.12 251.9 151.1 91.7 116.4 171.8 216.2 891.6

300 mg/kg 12 Mcan  908.70 403.38 475.3 299.5 181.7 119.8 120.2 848 1281.3

SD. 11533 51.45 2204 161.2 165.2 101.4 103.1 131.2 682.0

R-week2 0 mg/kg 6 Mean 1278.23 528.22 451.8 364.7 286.7 197.5 1237 111.0 15353
SD. 10551 61.22 204.1 158.5 187.1 104.6 84.7 96.2 644.1

300 mg/kg 6 Mean 1184.72 517.93 602.7 404.3 219.2 150.0 179.3 73.2 1628.7

S.D. 39.38 44.38 300.4 207.2 37.4 111.8 168.3 92.9 737.9

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.



Table 12 Grip strength and motor activity measurements of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
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Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Week 4 0 mg/kg 12 Mean  822.08 357.89 601.7 475.8 368.2 2477 156.0 97.8 1947.0
SD. 10382 51.11 202.7 198.6 219.6 110.2 140.0 95.1 804.9

12 mg/kg 6 Mean  756.05 380.43 533.8 394.0 286.0 2277 179.5 87.5 1708.5

S.D. 28.84 59.28 250.2 160.3 175.5 152.3 1304 114.4 852.0

60 mg/kg 6 Mean  860.50 341.65 674.2 586.2 300.5 273.8 172.3 126.8 2133.8

S.D. 80.38 49.50 228.0 282.6 114.0 97.0 111.1 62.2 671.5

300 mg/kg 12 Mecan  753.38 350.87 4435 350.5 2114 1583 117.2 124.1 1404.9

SD. 12392 67.04 190.7 179.2 116.1 79.2 953 160.6 607.2

R-week2 0 mg/kg 6 Mean 1083.18 471.82 625.0 497.0 382.8 319.2 267.5 2135 2305.0
SD. 14853 55.86 171.0 177.4 1224 71.6 553 89.5 3114

300 mg/kg 6 Mean  953.67 418.60 615.0 466.7 331.2 342.7 2532 208.2 2216.8

SD. 17371 75.16 249.1 186.9 217.8 243.6 279.2 151.3 1091.4

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.
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Table 13 Body weight of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 4 7 10 14 21 28 g % 7 14 g %
Q) (6) (6) (6)
0 mg/kg 12 Mean 1559 185.5 2122 2394 277.4 342.0 389.7 233.8  149.790 433.2 462.8 72.5 18.705
S.D. 7.2 9.3 13.6 16.2 19.3 24.6 294 244 12.831 37.2 33.7 4.8 2.303
12 mg/kg 6  Mean 1585 186.5 213.8 240.0 277.3 339.5 384.5 226.0  142.565 - - - -
S.D. 6.5 6.5 6.9 72 7.6 14.9 20.1 15.1 7.144 - - - -
60 mg/kg 6 Mean 1577 183.8 205.3 230.8 269.3 3332 381.2 2235 141.477 - - - -
S.D. 8.6 12.4 13.6 14.5 20.3 27.9 38.3 31.7 15.153 - - - -
(6) (6) (6) (6)
300 mg/kg 12 Mean 1574 175.4*%  181.3%* 204.5%*% 236.5%*% 294.9%* 333.1*%*  ]75.7%% 111.429** 381.2% 415.2% 78.8 23.408%*
S.D. 4.9 7.9 10.5 12.0 13.2 18.4 21.5 17.2 8.218 31.2 332 9.4 1.662

Values in parentheses are number of animals.

Recovery day 0 is administration day 28.
* : Significantly different from 0 mg/kg group at p =0.05 (Dunnett's test).

** - Significantly different from 0 mg/kg group at p =0.01 (Dunnett's test).

- : Blank.
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Table 14  Body weight of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 4 7 10 14 21 28 g % 7 14 g %
(6) (6) (6) (6)
0 mg/kg 12 Mean 1283 145.6 156.9 165.0 177.8 198.5 219.0 90.8 70.676 236.7 2527 27.8 12.207
S.D. 59 7.7 11.6 11.5 14.0 17.7 22.1 19.2 14.109 25.5 314 8.4 2.467
12 mg/kg 6 Mean 1315 150.7 163.8 1733 184.2 204.2 225.0 93.5 71.110 - - - -
S.D. 6.0 8.8 14.3 14.0 14.7 17.5 19.3 16.8 12.166 - - - -
60 mg/kg 6 Mean 1278 144.7 156.8 166.5 179.5 199.2 224.5 96.7 75.303 - - - -
S.D. 4.9 8.3 9.2 10.1 13.4 18.8 224 18.0 11.803 - - - -
(6) (6) (6) (6)
300 mg/kg 12 Mean 1263 137.0 145.3*  156.0 167.2 190.4 207.3 81.0 63.997 226.7 245.7 28.0 12.873
S.D. 8.6 10.5 10.6 133 17.9 22.2 25.6 20.8 15.337 24.0 24.0 11.7 5.392

Values in parentheses are number of animals.

Recovery day 0 is administration day 28.

* : Significantly different from 0 mg/kg group at p =0.05 (Dunnett's test).
- : Blank.



Table 15 Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 4 7 10 14 21 28 7 14
(6) (6)
0 mg/kg 12 Mean 19.75 19.69 20.33 20.56 21.77 21.90 21.57 25.18 28.02
S.D. 1.29 1.57 2.03 2.01 2.02 2.02 2.05 1.45 1.86
12 mg/kg 6 Mean  20.50 19.72 19.88 19.87 20.85 21.20 20.98 - -
S.D. 1.64 0.91 1.08 0.80 0.55 1.32 1.26 - -
60 mg/kg 6 Mean  20.00 18.88 18.28 19.28 21.57 21.75 21.28 - -
S.D. 1.67 1.71 1.60 1.62 2.31 1.86 2.63 - -
(6) (6)
300 mg/kg 12 Mean  20.00 16.13**  11.82*%*  17.68%¥* 19.21++ 19.88% 19.41% 25.02 28.68
S.D. 1.35 1.58 2.75 1.67 1.84 1.27 1.66 1.83 1.22

Values in parentheses are number of animals.

* : Significantly different from 0 mg/kg group at p =0.05 (Dunnett's test).

** - Significantly different from 0 mg/kg group at p =0.01 (Dunnett's test).

++ : Significantly different from 0 mg/kg group at p =0.01 (Mann-Whitney's U-test)
- : Blank.



Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 4 7 10 14 21 28 7 14
(6) (6)
0 mg/kg 12 Mean  15.08 15.09 13.88 12.92 13.41 13.38 13.75 17.77 19.85
S.D. 2.31 1.55 1.60 1.61 1.60 1.60 1.98 2.86 3.15
12 mg/kg 6 Mean 1533 15.83 15.02 13.78 13.90 13.40 13.22 - -
S.D. 2.34 2.03 3.18 1.45 1.47 1.34 1.69 - -
60 mg/kg 6 Mean 14.50 14.00 13.90 13.00 13.22 12.68 13.33 - -
S.D. 1.64 1.92 1.54 1.38 1.46 1.56 2.05 - -
(6) (6)
300 mg/kg 12 Mean  14.50 11.90**  10.37**  13.29 12.89 12.83 13.11 17.28 20.12
S.D. 2.11 1.79 1.82 1.63 2.11 1.80 2.23 2.03 2.33

Values in parentheses are number of animals.
** - Significantly different from 0 mg/kg group at p =0.01 (Dunnett's test).
- : Blank.



Table 17  Water intake of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
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Number Water intake (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
(6) (6)
0 mg/kg 12 Mean 27.8 29.5 32.1 34.2 32.3 39.8 39.3
S.D. 2.6 3.1 3.0 3.8 3.4 2.2 11.3
12 mg/kg 6  Mean 27.2 30.3 29.5 31.0 28.5+ - -
S.D. 2.0 2.0 1.5 3.5 3.2 - -
60 mg/kg 6  Mean 27.3 37.5+ 36.2 41.7+ 39.5 - -
S.D. 2.3 6.8 6.1 9.9 8.3 - -
(6) (6)
300 mg/kg 12 Mean 27.7 59.4++ 69.1++ 72.1++ 72.9++ 57.2++ 56.5%*
S.D. 2.6 12.4 13.7 15.3 13.2 6.2 7.0

Values in parentheses are number of animals.

** : Significantly different from 0 mg/kg group at p =0.01 (Dunnett's test).

+: Significantly different from 0 mg/kg group at p = 0.05 (Mann-Whitney's U-test).
++ : Significantly different from 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
- : Blank.



Table 18  Water intake of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)
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Number Water intake (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
(6) (6)
0 mg/kg 12 Mean 22.3 23.2 22.7 227 238 29.7 303
S.D. 5.1 3.0 4.8 4.9 72 6.9 8.4
12 mg/kg 6  Mean 26.8 32.3++ 30.3+ 27.3 29.0 - -
S.D. 6.3 54 6.7 6.9 8.2 - -
60 mg/kg 6  Mean 22.5 28.5 26.8 26.3 30.2 - -
S.D. 33 6.4 6.4 7.7 6.4 - -
(6) (6)
300 mg/kg 12 Mean 22.7 503++  45.6++ 51.7%* 46.6%* 41.3 41.8%
S.D. 5.1 14.3 15.7 10.9 12.6 12.4 9.1

Values in parentheses are number of animals.

* : Significantly different from 0 mg/kg group at p =0.05 (Dunnett's test).

** : Significantly different from 0 mg/kg group at p =0.01 (Dunnett's test).

+: Significantly different from 0 mg/kg group at p = 0.05 (Mann-Whitney's U-test).
++ : Significantly different from 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
- : Blank.



Table 19  Urinary findings of male rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169)
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Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 60 65 70 75 80 85 - + 1+ 2+ 3+ - - 0.1 EU/dL -
0 mg/kg 12 1 0 1 0 2 8 0 0 6 5 1 12 12 12 12
12 mg/kg 6 0 0 0 0 1 5 0 0 1 5 0 6 6 6 6
60 mg/kg 6 0 0 1 0 1 4 0 0 5 1 0 6 6 6 6
300 mg/kg 12 [3 3 3 3 0 0 J++ [2 1 9 0 0 P+ 12 12 12 12
Urine
Number Specific gravity volume
of Occult blood Color 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals - + 1+ 2+ 3+ A 1.020 1.030 1.040 1.050 meantS.D.)
0 mg/kg 12 12 0 0 0 0 12 1 1 2 0 8 12.00 £ 9.90
12 mg/kg 6 6 0 0 0 0 6 0 0 1 2 3 7.08 +£2.80
60 mg/kg 6 6 0 0 0 0 6 0 0 3 1 2 12.33+£4.75
300 mg/kg 12 i o0 0 0 1 12 [3 6 3 0 0 ]+ 33.88+9.90 ++

Values are number of animals with findings.

- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe, 3+ ; Very severe.

Color : A; Pale yellow or yellow.

[ J++ or ++: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 20  Urinary findings of female rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 60 65 70 75 80 85 - + 1+ 2+ - - 0.1 EU/dL -
0 mg/kg 12 1 2 2 1 4 2 3 2 4 3 12 12 12 12
12 mg/kg 6 0 2 0 1 2 1 2 2 1 1 6 6 6 6
60 mg/kg 6 0 0 1 0 1 4 2 2 0 2 6 6 6 6
300 mg/kg 12 1 2 4 3 2 0 [ 9 1 20 J+ 12 12 12 12
Urine
Number Occult Specific gravity volume
of blood Color 1.000- 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals - + A 1.010 1.020 1.030 1.040 1.050 mean=S.D.)
0 mg/kg 12 12 0 12 1 1 0 5 1 4 14.00 £17.63
12 mg/kg 6 6 0 6 0 2 1 2 0 1 20.92 +£23.23
60 mg/kg 6 6 0 6 0 0 1 4 | 0 1125+ 3.72
300 mg/kg 12 11 12 [0 5 7 0 0 0 ]+ 2892£13.15++

Values are number of animals with findings.

- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.

Color : A; Pale yellow or yellow.

[ ]+ : Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).

[ J++ or ++ : Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 21

Urinary findings of male rats in 14-day recovery study following 28-day repeated oral dose of 2,5-Dimethylaniline (SR07169)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 70 7.5 80 85 - + 1+ 2+ - - 0.1 EU/dL -
0 mg/kg 6 0 0 2 4 0 0 5 1 6 6 6 6
300 mg/kg 6 2 1 2 1 0 0 6 0 6 6 6 6
Urine
Number Occult Specific gravity volume
of blood Color 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals - + A 1.030 1.040 1.050 meantS.D.)
0 mg/kg 6 6 0 6 1 2 2 1 17.08 + 6.62
300 mg/kg 6 S 1 6 2 4 0 0 25.00 + 6.44

Values are number of animals with findings.

- ; Normal, + ; Slight, 1+ ; Moderate, 2+ ; Severe.

Color : A; Pale yellow or yellow.
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Table 22 Urinary findings of female rats in 14-day recovery study following 28-day repeated oral dose of 2,5-Dimethylaniline (SR07169)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 60 65 70 75 80 85 - + 1+ 2+ - - 0.1 EU/dL -
0 mg/kg 6 0 0 0 0 1 5 1 1 2 2 6 6 6 6
300 mg/kg 6 1 0 0 0 2 3 3 2 1 0 6 6 6 6
Urine
Number Occult Specific gravity volume
of blood Color 1.011- 1.021- 1.031- 1.041- (mL/21hr,
Group animals - + A 1.020 1.030 1.040 1.050 meantS.D.)
0 mg/kg 6 6 0 6 0 1 1 4 13.17+ 4.77
300 mg/kg 6 5 1 6 [ 1 3 2 0 I+  29.67+£29.37

Values are number of animals with findings.

- ; Normal, + ; Slight, 1+ ; Moderate, 2+ ; Severe.

Color : A; Pale yellow or yellow.

[ 1+ : Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
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Table 23  Hematological findings of male rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet Methemoglobin
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL %
0 mg/kg 6 Mean 743.0 44.82 15.30 60.42 20.63 34.13 123.2 114.88 1.12
S.D. 324 0.37 0.09 2.66 0.94 0.24 42.0 13.88 0.29
12 mg/kg 6 Mean 752.0 44.88 15.37 59.68 20.42 34.23 126.0 112.37 1.18
S.D. 14.2 1.22 0.42 1.25 0.49 0.16 5.5 17.20 0.12
60 mg/kg 6 Mean 731.0 43.75 14.80 59.83 20.25 33.80 113.8 108.67 1.37
S.D. 23.6 1.86 0.62 1.03 0.42 0.26 21.8 13.98 0.15
300 mg/kg 6 Mean 688.5%*  42.13++ 14.15++ 61.25 20.57 33.58%* 156.5 128.87 2.45%%
S.D. 314 1.22 0.23 1.93 0.69 0.50 51.7 11.73 0.31

* . Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).

++ : Significantly different from 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).

(to be continued)



_99_

Table 23  Hematological findings of male rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169) (continued)

Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 6 Mean 28.7 17.62 27.92 1.33 10.40 0.47 0.00 2.60 85.20 0.00
S.D. 3.8 1.50 2.17 0.65 3.44 0.30 0.00 0.75 3.96 0.00
12 mg/kg 6 Mean 28.5 17.02 25.55 1.67 13.13 0.47 0.07 1.53 83.13 0.00
S.D. 9.1 1.76 3.83 0.59 3.37 0.30 0.16 0.93 3.68 0.00
60 mg/kg 6 Mean 32.0 17.60 27.65 1.87 12.87 0.33 0.00 2.00 82.93 0.00
S.D. 5.7 1.30 1.87 0.60 3.33 0.30 0.00 0.62 3.05 0.00
300 mg/kg 6 Mean 68.3++ 16.27 24.82 2.00 20.20+ 0.47 0.00 2.73 74.60+ 0.00
S.D. 16.5 0.43 1.72 0.57 10.51 0.30 0.00 0.73 11.20 0.00

+ : Significantly different from 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).



Table 24  Hematological findings of female rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169)
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Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet Methemoglobin
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL %
0 mg/kg 6 Mean 781.0 43.80 15.32 56.10 19.63 34.95 80.8 114.17 0.93
S.D. 34.8 1.41 0.44 1.45 0.50 0.56 322 10.27 0.38
12 mg/kg 6 Mean 767.0 44.12 15.37 57.53 20.03 34.83 922 116.57 1.12
S.D. 22.0 1.16 0.52 1.49 0.56 0.37 26.0 15.53 0.32
60 mg/kg 6 Mean 741.2 42.52 14.73 57.42 19.92 34.65 75.7 109.77 1.37
S.D. 39.0 1.81 0.49 1.47 0.47 0.44 17.2 12.23 0.40
300 mg/kg 6 Mean 680.3**  40.03%* 13.77**  58.88 20.23 34.40 107.7 118.08 2.12%%*
S.D. 20.5 1.54 0.46 2.73 0.67 0.51 27.6 9.13 0.41

** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test). (to be continued)
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Table 24  Hematological findings of female rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169) (continued)

Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 6 Mean 19.3 15.75 2145 2.00 9.53 0.53 0.00 0.73 87.20 0.00
S.D. 5.8 0.57 0.91 0.51 3.20 041 0.00 0.47 3.70 0.00
12 mg/kg 6 Mean 23.0 15.97 21.38 1.53 11.67 0.40 0.00 1.40 85.00 0.00
S.D. 10.6 0.66 1.62 0.73 4.14 0.44 0.00 0.55 5.10 0.00
60 mg/kg 6 Mean 253 16.70* 22.03 2.40 12.47 0.40 0.00 1.27 83.47 0.00
S.D. 6.1 0.53 1.07 0.80 4.24 0.62 0.00 0.69 4.82 0.00
300 mg/kg 6 Mean 44 5** 17.05%* 21.85 1.27 7.80 0.13 0.00 1.20 89.60 0.00
S.D. 16.5 0.38 1.61 0.69 241 0.21 0.00 1.52 3.78 0.00

* . Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 25 Hematological findings of male rats in 14-day recovery study following 28-day repeated oral dose of 2,5-Dimethylaniline (SR07169)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet Methemoglobin
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL %
0 mg/kg 6 Mean 834.3 48.52 16.10 58.17 19.28 33.18 121.2 111.27 0.95
S.D. 319 1.99 0.72 1.38 0.58 0.26 28.4 15.65 0.12
300 mg/kg 6 Mean 779.3**  47.28 15.48 60.70 19.88 32.77% 135.7 112.82 1.67%*
S.D. 242 1.66 0.42 2.60 0.74 0.31 30.1 13.53 0.18
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 6 Mean 222 20.57 28.15 1.20 6.07 0.80 0.00 1.60 90.33 0.00
S.D. 3.7 1.78 1.73 0.57 1.74 0.72 0.00 0.84 1.53 0.00
300 mg/kg 6 Mean 30.7%* 18.40* 26.20 1.13 11.80%* 0.27 0.07 1.40 85.33%* 0.00
S.D. 5.1 1.15 2.15 0.39 2.17 0.21 0.16 0.49 1.95 0.00

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett’s test).
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Table 26  Hematological findings of female rats in 14-day recovery study following 28-day repeated oral dose of 2,5-Dimethylaniline (SR07169)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet Methemoglobin
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL %
0 mg/kg 6 Mean 819.3 46.32 15.60 56.55 19.05 33.67 61.8 113.93 1.20
S.D. 20.5 1.35 0.43 1.79 0.52 0.33 15.0 9.96 0.30
300 mg/kg 6 Mean 760.0** 44,42 14.98 58.45 19.73 33.77 71.5 116.05 1.57%
S.D. 34.1 2.32 0.55 1.82 0.70 0.72 16.7 11.15 0.19
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 6 Mean 21.8 16.58 18.75 1.93 17.07 1.73 0.07 1.53 77.67 0.00
S.D. 44 1.03 2.07 1.17 8.82 0.86 0.16 0.78 10.21 0.00
300 mg/kg 6 Mean 24.0 16.57 20.22 1.80 16.07 1.00 0.00 1.60 79.53 0.00
S.D. 4.6 0.53 1.34 1.10 8.31 1.18 0.00 0.72 8.91 0.00

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett’s test).
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Table 27 Biochemical findings of male rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin al a2 B ¥ 1U/L 1U/L 1U/L 1U/L mg/dL
0 mg/kg 6 Mean 5.55 2.957 1.147 53.32 20.63 7.23 14.85 3.97 68.7 30.2 907.0 0.53 0.042
S.D. 0.10 0.060 0.069 1.56 1.83 0.34 0.55 0.33 10.9 7.4 208.8 0.15 0.008
12 mg/kg 6 Mean 5.37 2.978 1.247 55.43 17.55+ 8.15 14.88 3.98 64.0 27.5 766.7 0.47 0.040
S.D. 0.30 0.181 0.069 1.33 2.46 1.01 0.87 0.51 5.7 4.6 2329 0.12 0.011
60 mg/kg 6 Mean 5.38 2.930 1.202 54.48 16.50++ 8.18 16.27* 4.57 69.8 28.8 813.8 0.55 0.033
S.D. 0.19 0.121 0.077 1.72 0.56 0.89 1.31 0.94 7.7 5.0 338.7 0.23 0.008
300 mg/kg 6 Mean 5.37 2.878 1.158 53.68 14.23++  10.18%*  17.47%* 4.43 68.7 34.8 915.7 0.75 0.063**
S.D. 0.20 0.149 0.062 1.37 1.24 0.64 0.80 0.74 7.1 34 207.1 0.19 0.010

* . Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** - Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).

(to be continued)
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Table 27 Biochemical findings of male rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169) (continued)

Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEqg/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 181.3 64.7 48.3 9.25 0.545 140.8 4.975 104.8 9.67 8.68
S.D. 20.9 13.4 20.0 0.76 0.046 0.8 0.335 0.8 0.14 0.64
12 mg/kg 6 Mean 162.5 63.7 63.7 8.73 0.500 141.3 5.053 104.8 9.67 8.50
S.D. 19.7 10.8 34.4 0.86 0.042 1.9 0.325 1.5 0.27 0.86
60 mg/kg 6 Mean 156.7* 64.0 71.7 9.07 0.512 1423 4.598 105.2 9.48 8.10
S.D. 7.7 8.7 13.7 1.03 0.029 0.5 0.194 1.5 0.31 0.19
300 mg/kg 6 Mean 136.7%* 73.8 141.8++ 1837++ 0.617 141.0 5.128 104.7 9.78 9.88+
S.D. 14.7 9.1 68.0 7.65 0.090 1.4 0.387 1.2 0.29 0.93

* . Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** - Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 28 Biochemical findings of female rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin al a2 B ¥ 1U/L 1U/L 1U/L 1U/L mg/dL
0 mg/kg 6 Mean 5.45 3.032 1.255 55.67 16.00 8.30 15.00 5.03 59.0 19.8 474.0 0.72 0.033
S.D. 0.21 0.144 0.070 1.39 1.42 0.48 1.01 0.68 2.8 2.6 111.5 0.25 0.008
12 mg/kg 6 Mean 5.50 3.097 1.295 56.37 15.78 8.10 14.77 4.98 55.8 19.3 364.7 0.75 0.042
S.D. 0.13 0.074 0.056 1.04 0.82 0.54 0.78 0.79 5.7 55 105.0 0.15 0.010
60 mg/kg 6 Mean 5.48 3.095 1.302 56.48 15.35 8.32 14.85 5.00 57.3 21.0 3943 0.72 0.037
S.D. 0.34 0.245 0.078 1.42 0.73 1.05 0.90 1.35 6.9 2.8 84.8 0.26 0.010
300 mg/kg 6 Mean 5.57 3.173 1.328 57.05 12.52%% 9.58* 15.95 4.90 63.2 29.3%*%  382.0 1.12 0.072%%*
S.D. 0.22 0.154 0.061 1.12 1.76 0.80 1.04 0.93 95 6.5 64.3 0.53 0.019
* : Significantly different from 0 mg/kg group at p =0.05 (Dunnett's test). (to be continued)

** . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 28 Biochemical findings of female rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169) (continued)

Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEqg/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 130.5 53.2 11.7 10.92 0.513 141.3 4.802 106.2 9.45 7.70
S.D. 20.1 11.6 4.1 1.10 0.034 1.9 0.402 0.8 0.33 0.49
12 mg/kg 6 Mean 131.2 53.7 152 11.80 0.512 142.0 4.655 105.7 9.48 7.87
S.D. 25.2 10.8 5.3 1.59 0.031 0.6 0.278 0.5 0.16 0.50
60 mg/kg 6 Mean 131.2 63.8 14.8 13.00 0.527 142.0 4.538 105.2 9.48 7.55
S.D. 19.3 8.8 5.6 2.89 0.026 0.9 0.151 1.2 0.34 0.19
300 mg/kg 6 Mean 116.7 89.5%* 21.7 18.57++ 0.547 142.8 4.570 105.0 9.75 7.98
S.D. 18.2 14.1 11.0 4.60 0.029 1.6 0.443 1.3 0.27 0.66

** : Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
++ : Significantly different from 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 29  Biochemical findings of male rats in 14-day recovery study following 28-day repeated oral dose of 2,5-Dimethylaniline (SR07169)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, oy B ¥ 1U/L 1U/L 1U/L 1U/L mg/dL
0 mg/kg 6 Mean 572 2913 1.043 51.02 22.13 7.20 15.42 423 60.5 23.2 591.0 0.67 0.063
S.D. 0.19 0.055 0.053 1.24 1.66 0.42 0.88 0.96 3.7 1.6 73.8 0.12 0.008
300 mg/kg 6 Mean 5.60 3.027% 1.175%%  54.05%%  18.30%* 7.65 15.77 423 64.5 257 485.7* 0.72 0.045%*
S.D. 0.17 0.103 0.023 0.49 1.47 0.58 0.92 0.56 7.0 3.1 78.7 0.18 0.008
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 172.7 582 48.2 14.10 0.533 141.5 4.962 105.7 9.60 7.77
S.D. 12.7 14.9 10.6 1.23 0.030 1.0 0.185 0.8 0.22 031
300 mg/kg 6 Mean 155.7 61.0 42.0 15.90* 0.550 143.2* 4.902 106.7 9.45 8.18
S.D. 24.0 5.7 139 1.26 0.035 0.8 0.354 1.2 0.27 0.47

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
#* . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 30  Biochemical findings of female rats in 14-day recovery study following 28-day repeated oral dose of 2,5-Dimethylaniline (SR07169)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, oy B ¥ 1U/L 1U/L 1U/L 1U/L mg/dL
0 mg/kg 6 Mean 5.95 3.388 1.333 57.02 15.70 7.10 15.07 5.12 64.3 20.7 309.7 1.17 0.073
S.D. 0.23 0.149 0.147 2.70 1.83 0.37 0.45 0.92 6.0 2.5 77.8 0.26 0.014
300 mg/kg 6 Mean 5.75 3.217% 1.270 55.95 15.92 7.47 15.75 4,92 69.3 222 302.0 1.07 0.050*
S.D. 0.16 0.064 0.067 1.30 1.40 0.62 0.87 0.72 14.5 4.0 81.6 0.15 0.014
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 149.8 72.7 14.7 16.82 0.582 142.5 4.625 109.5 9.35 6.40
S.D. 29.3 144 11.6 243 0.035 0.8 0.232 1.8 0.19 0.46
300 mg/kg 6 Mean 128.0 82.8 14.5 19.73* 0.607 143.8* 4.733 110.0 9.25 7.68%*
S.D. 11.8 17.7 10.6 1.90 0.029 0.8 0.148 1.4 0.14 0.44

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
#* . Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 31  Gross findings of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Period End of administration End of recovery
Group Control 2,5-Dimethylaniline Control  2,5-Dimethylaniline
Dose (mg/kg) 0 12 60 300 0 300
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 4 1 6 2
Organ : Findings
Forestomach : Thickening, mucosa, focal 0 0 2 4 0 1
Kidney : Yellowish brown patch, multifocal, bilateral 0 0 0 1 0 0
Yellowish white discoloration, papilla, unilateral 0 0 0 0 0 2
Yellowish white discoloration, papilla, bilateral 0 0 0 4 0 1
Prostate : Small size 0 0 0 1 0 0
Seminal vesicle : Small size, bilateral 0 0 0 1 0 0
Stomach : Adhesion, spleen 0 0 0 1 0 0

Values are expressed as the number of animals.
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Table 32  Gross findings of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

Period End of administration End of recovery
Group Control 2,5-Dimethylaniline Control  2,5-Dimethylaniline
Dose (mg/kg) 0 12 60 300 0 300
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 1 6 1
Organ : Findings
Forestomach : Thickening, mucosa, focal 0 0 0 5 0 3
Kidney : Yellowish white discoloration, papilla, unilateral 0 0 0 0 0 3
Yellowish white discoloration, papilla, bilateral 0 0 0 1 0

Values are expressed as the number of animals.
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Table 33  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169)
Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
0 mg/kg 6 Mean 370.0 12.792 3.445 2.732 0.737 0.683 0.183 1.222 0.332 2.118 0.575 12.00 3.240
S.D. 28.3 1.974 0.329 0.365 0.053 0.118 0.023 0.086 0.028 0.087 0.044 1.35 0.276
12 mg/kg 6 Mean 3653 12.232 3.342 2.677 0.733 0.725 0.200 1.220 0.335 2.117 0.580 11.77 3.228
S.D. 19.2 1.750 0.388 0.134 0.075 0.107 0.023 0.074 0.016 0.063 0.038 0.75 0.281
60 mg/kg 6 Mean 3592 12.240 3.393 2.608 0.728 0.657 0.180 1.295 0.362 2.072 0.582 10.77 3.005
S.D. 39.0 2.011 0.217 0.275 0.065 0.134 0.018 0.108 0.021 0.082 0.050 1.43 0.379
300 mg/kg 6  Mean 308.0** 13.133 4.268*%* 3132 1.015**  (.878 0.283**  1.017** 0.332 2.002* 0.650% 10.18* 3.303
S.D. 18.5 0.805 0.190 0.510 0.141 0.171 0.041 0.075 0.031 0.054 0.035 1.16 0.281
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 107% mg 107%% g % g % mg 107% g %
0 mg/kg 6 Mean 6252 170.057 18.45 5.008 53.3 14.482 3.003 0.815 0.750 0.203 496.8 134.037 1.288 0.350
S.D. 40.0 19.911 4.01 1.104 4.5 1.646 0.203 0.070 0.073 0.030 64.5 10.148 0.080 0.031
12 mg/kg 6 Mean 6532 177.538 17.03 4.683 532 14.580 3.103 0.853 0.753 0.207 446.8 122.528 1.210 0.332
S.D. 151.0 32.001 1.52 0.579 5.0 1.503 0.237 0.097 0.043 0.019 93.1 25311 0.060 0.028
60 mg/kg 6 Mean 660.5 181.137 20.12 5.587 50.0 13.925 2.985 0.833 0.752 0.210 503.5 140.842 1.388 0.385
S.D. 216.7 42.609 5.20 1.177 113 2.928 0.178 0.049 0.089 0.013 40.1 11.054 0.243 0.034
300 mg/kg 6 Mean 5232 170.678 18.08 5.897 46.7 15.108 2.883 0.938* 0.645 0.208 345.8%* 112.203 0.980++ 0.317
S.D. 58.8 23.853 372 1.270 11.7 3.311 0.100 0.074 0.085 0.017 99.0 32.850 0.247 0.070

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).

++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 34  Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity study of 2,5-Dimethylaniline (SR07169)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
0 mg/kg 6 Mean 2018 6.465 3.193 1.585 0.788 0.435 0.217 0.737 0.365 1.912 0.953 12.55 6.193
S.D. 19.3 0916 0.172 0.080 0.042 0.039 0.023 0.070 0.034 0.079 0.072 2.13 0.618
12 mg/kg 6 Mean 2123 6.963 3.265 1.653 0.775 0.477 0.225 0.755 0.355 1.862 0.882 11.83 5.593
S.D. 18.1 1.172 0.310 0.262 0.080 0.062 0.021 0.078 0.019 0.073 0.065 2.03 0.960
60 mg/kg 6 Mean 2112 7.373 3.488 1.618 0.768 0.470 0.222 0.773 0.367 1.907 0.912 12.92 6.143
S.D. 21.6 0.925 0.186 0.151 0.043 0.080 0.023 0.074 0.016 0.051 0.083 1.71 0.755
300 mg/kg 6 Mean 186.3 7.688 4.135%*  1.642 0.888* 0.530 0.287**  0.680 0.365 1.870 1.018 10.25 5.587
S.D. 26.9 0.990 0.154 0.144 0.077 0.074 0.037 0.139 0.045 0.103 0.151 1.75 1.202
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 107% mg 107%% mg 107% g %
0 mg/kg 6 Mean 507.5 250.022 12.47 6.250 68.8 34.068 98.2 48.445 0.532 0.260
S.D. 102.5 31.029 2.65 1.699 10.2 3.515 213 7.660 0.242 0.110
12 mg/kg 6 Mean 5147 241.610 13.65 6.438 63.8 30.033 103.5 48.540 0.437 0.203
S.D. 1229 49.737 1.51 0.574 9.1 2.938 17.3 5.177 0.104 0.047
60 mg/kg 6 Mean 551.5 260.922 12.82 6.127 69.0 32.645 91.5 43.738 0.520 0.253
S.D. 134.9 53.398 1.72 1.089 10.8 3.393 16.8 9.578 0.134 0.081
300 mg/kg 6 Mean 403.8 216.878 13.88 7.463 64.2 34.867 85.0 45.660 0.352 0.188
S.D. 165.1 75.844 2.03 0.433 57 4414 19.4 8.881 0.093 0.045

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 35  Absolute and relative organ weights of male rats in 14-day recovery study following 28-day repeated oral dose of 2,5-Dimethylaniline (SR07169)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
0 mg/kg 6  Mean 4287 13.105 3.048 3.177 0.743 0.677 0.158 1.418 0.332 2.185 0.512 11.65 2.707
S.D. 338 1.875 0.254 0272 0.054 0.101 0.020 0.158 0.041 0.082 0.027 1.79 0.239
300 mg/kg 6 Mean 379.3* 11.297+ 2.982 2.963 0.780 0.752 0.198* 1.298 0.342 2.088 0.553* 11.75 3.103%*
S.D. 26.7 0.651 0.110 0315 0.043 0.120 0.029 0.071 0.018 0.116 0.035 1.00 0.261
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 10°% mg 107% g % g % mg 10°% g %
0 mg/kg 6  Mean 5123 120.177 20.63 4.808 68.2 15.832 3.155 0.738 1.058 0.248 636.3 148.968 1.472 0.342
S.D. 58.5 16.991 3.93 0.815 11.7 1.736 0.309 0.086 0.081 0.025 136.5 33.460 0.111 0.017
300 mg/kg 6 Mean 584.8 155.147 19.63 5.168 64.7 17.065 3.248 0.858* 1.043 0277 451.5+  119.485 1.455 0.387
S.D. 174.6 47.971 4.46 1.094 9.7 2.464 0.302 0.074 0.087 0.031 43.0 13.212 0.180 0.066

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 36 Absolute and relative organ weights of female rats in 14-day recovery study following 28-day repeated oral dose of 2,5-Dimethylaniline (SR07169)

Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
0 mg/kg 6 Mean 2342 6.662 2.840 1.738 0.745 0.445 0.190 0.845 0.363 1.978 0.855 13.52 5.755
S.D. 28.6 0.967 0.106 0.167 0.042 0.059 0.024 0.085 0.023 0.052 0.084 2.25 0.421
300 mg/kg 6 Mean 2248 7.003 3.115*% 1.765 0.788 0.532 0.233* 0.848 0.378 1.967 0.880 13.05 5.837
S.D. 223 0.844 0.245 0.136 0.089 0.116 0.029 0.072 0.025 0.091 0.081 1.66 0.842
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 10°% mg 10°% mg 10°% mg 10°% g %
0 mg/kg 6 Mean 4640 200.390 16.55 7.052 71.0 30.495 92.8 39.600 0.600 0.252
S.D. 86.8 41.883 3.19 1.014 8.9 3.796 143 3.629 0.241 0.069
300 mg/kg 6 Mean 4443 194383 14.87 6.610 68.5 30.785 104.2 46.802 0.653 0.293
S.D. 144.7 40911 222 0.731 4.5 4.206 19.5 10.464 0.254 0.124

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 37 Histopathological findings of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

End of administration

End of recovery

Item Group 0 mg/kg 12 mg/kg 60 mg/kg 300 mg/kg 0 mg/kg 300 mg/kg

Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade

Lung: Accumulation, foamy cell + 1 0 1 0
Granuloma + 0 - - 0 1 0
Metaplasia, osseous + 0 - - 0 0 1
Forestomach: Squamous cell hyperplasia + 0 0 3 4 0 2
Hyperkeratosis + 0 0 1 4 0 1
Fibrosis, submucosa + 0 0 0 1 0 0
Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 0 6 0 0
Microgranuloma + 0 2 2 2 3 1
Kidney: Edema, interstitium, papilla + 0 0 0 5 0 5
Necrosis, papilla + 0 0 0 3 0 2
++ 0 0 0 2 0 0
Cellular infiltration, inflammatory cell, papilla + 0 0 0 4 0 0
++ 0 0 0 2 0 0
Regeneration, collecting duct/papillary duct + 0 0 0 3 0 0
++ 0 0 0 1 0 0
Mineralization, papilla + 0 0 0 5 0 5
Dilatation, tubule + 0 0 0 4 0 0
++ 0 0 0 2 0 0
Regeneration, tubular epithelium + 2 3 3 4 2 4
++ 0 0 0 2 0 2
Eosinophilic body, proximal tubular epithelium + 2 3 3 0 0 1
++ 0 0 2 0 1 0
-+ 0 0 0 6 0 0
Cellular infiltration, inflammatory cell, cortex, focal + 0 0 1 0 0 0
Fibrosis, cortex, focal + 0 0 1 0 0 0
Cast, hyaline + 0 0 1 0 0 0
Prostate: Cellular infiltration, inflammatory cell + 4 - - 0 3 1
Spleen: Congestion + 0 0 0 6 0 3
Increasc, deposit, hemosiderin + 0 0 0 3 0 4
++ 0 0 0 3 0 2
Capsulitis + 0 0 0 1 0 0
Pituitary gland: Hyperplasia, tubular, pars nervosa + 0 - - 0 1 0
Cyst, pars distalis + 0 - - 0 1 1

Values are number of animals with findings.
-: Blank.

Grade; +: slight change, ++: moderate change, +++: severe change.
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Table 38 Histopathological findings of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 2,5-Dimethylaniline (SR07169)

End of administration End of recovery

Item Group 0 mg/kg 12 mg/kg 60 mg/kg 300 mg/kg 0 mg/kg 300 mg/kg
Number of animals examined 6 6 6 6 6 6

Organ: Findings Grade

Lung: Accumulation, foamy cell + 1 - - 0 1 0
Forestomach: Squamous cell hyperplasia + 0 0 2 6 0 3
Hypecrkeratosis + 0 0 2 6 0 2
Cellular infiltration, inflammatory cell, submucosa + 0 0 0 1 0 0
Fibrosis, submucosa + 0 0 0 2 0 1
Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 0 6 0 0
Microgranuloma + 3 3 4 2 0 2
Fatty change, periportal + 2 2 3 0 0 0
Kidney: Edema, interstitium, papilla + 0 0 0 5 0 5
Necrosis, papilla + 0 0 0 5 0 5
Regeneration, collecting duct/papillary duct + 0 0 0 2 0 2
Mineralization, papilla + 0 0 0 5 0 4
Regeneration, tubular epithelium + 1 0 0 3 0 2
++ 0 0 0 0 0 1
Cellular infiltration, inflammatory cell, cortex, focal + 1 0 0 0 0 1
Fibrosis, cortex, focal + 0 0 0 0 0 1
Spleen: Congestion + 0 0 0 4 0 0
Increase, deposit, hemosiderin + 0 1 1 2 2 1
++ 0 0 0 4 1 5
Bone marrow: Increase, erythropoiesis + 0 0 0 3 0 0
Pituitary gland: Hyperplasia, tubular, pars nervosa + 0 - - 1 0 0

Values are number of animals with findings.
- Blank.
Grade; +: slight change, ++: moderate change.
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