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O

p-7 B _UAXTATE RO 0, FoEw gl ., 8, 40, 200 38 LY 1000 mg/kg/day

1 BEREMESS 6 PToD Cr1:CD(SD) T » M2, 28 AMIREMROREG L CTEERBOAERL L UZFD
BEA R L7, X512, 03 L0 1000 mg/kg \Z2WT | BEREMEA 6 IO RIEREA 21T, B
TOBAMND 14 AR &2 UIREKIZ X 2 FME O RIEME 2 008 TR L. ELF O % 137,

10.

11.
12.

—HCIREETIX, s A& (1000 mg/ke) H#F DOHEMEIZFHE D L WITIRERAS L S i,

e ARIRABEEE T, HoE H EREO M TR G- 28 HICHRE: - S0 ITE ITHET 8 i,
HET 2 BRI R IR RO DL, TOERBIETIIAELELRO BN,
BIERATIL, EmAEROBEORBICENOFERMKE, "D [ 5585 &I 1 & B 46
10-30 538 L ORRIEB) & (0-60 43) DA B2 IRMENRD bz,
REHERE Tix, Ao A ORI REIENMBIARBD b,

AR T, el EROMICABERmEN RO b,

RIEE TIX, ki M B O CREDOEN, HT pl, EAMMES LCRLEEOK F2
D BT,

MEAL AR Tl fd A BREO M AST BLOVALT OFE R &E, HETHREN. 8-
sa7 ) s EEOREREE ETTABVERAT 7 A—BBION) 7)) ROAR
RErERD b,

FEET R T, e AERECIE, HE 1 FHT BT OMALR) OFEME, 1 1 FIIZ RS oL Btk
DFEBREBENTRD BTz, B GHMAAR) OZERIIEEGIRE TRORE 1 FlIC LR 5
e,

BEEE T, ERAER O CHROES I LU ERICAEE R E, JPR O K
UAHRTE EICH B R RENEBO b iz,

TR AT LTI, £ (200 mg/ke) REDMEIZ KB OB #2381 2 H AR D
Hivl, FewE H EREO MM ATE OB LR oMWA., BIRORME LROBFED 7 L—F
T, REICRT DRME OILR, EEE ORRINEE, KBEOBEBRIIZIT DB EE.
FEIZ AR 1R OFRREARME D ZENE . B S O BiRAE O ZERE . MEICRTE B L OH 0RO R
R R SR BTz,

B GHIM& TR D D=L EOBRIZiE, BIEERRD 67,
MIEFHRRATICNL, BB 5B L 2 2 iR b oz,

UEDZ b, KRREHFETICBITS p-2 n X0 X707 b ROMEES (NOEL) [ZHET

200 mg/kg/day, MET 40 mg/kg/day & #HEERT 5,
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p-7 ey XT7T AT RO 0GR, FoEwmaidl), 8. 40, 200 XN 1000 mg/kg/day
% 1 BEMEMES 6 PO Cr1:CD(SD) 7 » MZ, 28 AMIREMK OGS L TEEREOFREBIRZE0

BEAHRF LI, S5,
TOEANE 14 AMEEE

1. WERYME
4 i
B
RlES

CAS No.

0 35 LU 1000 mg/kg {ZDVNTC | BRREMES 6 PEORIBTEAZ R IT, HEK

Mlfoe LIRSKIZ X 2 Bt D [ 2 R TR L 7=,

MErR L U5k

cp-Z Ry AT T B R p-Chlorobenzaldehyde
: PCAD

ARG rpuRy AT AT R
47Xy X7 T e K

1 104-88-1

EBIET RN TREEE S « (3)-1162 Y

M (HEE 0

ST
TR

WEA ARt e

:C1C4H,CHO?

m—@—cm

:C,II,C10VY

: 140.57"?

c AME; AR (Appendix 1-1) TRV IR Y
W 5 213-214°C/760 mmHg (101. 3247kPa) ¥
Ahal  ;47~50C

Sk 87°C (¥ Z Bk Y

& 1.200/55°C P

R K BIR, Tva—L, =T, AT BiEY

: 99. 06% (Appendix 1-1)
EERIE TR A L7 E OMIE 2R3 B Ml 2 AF L,
BRI E DLV DWW CHERR L 7~ (Appendix 1-2),
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T oL ik L OVF DR - B4y (p-Chlorobenzoic acid) 0.42% (Appendix 1-1)

AF& : 1000 g (BAERER & L)

e M DIEE OB WOGFHFIZB W TIEEE Y, BREIEEIC L —EBR{BRE,
TEURBRCEFBINMHDEOTES A EREIELBNRD LY,

PRAFSRAF CKKBREE Y, KRETD WO BT AR B D K VWBETIC RTRT
5V, EHHANEZBTD Y, WMEEITICATRT S Y, AEeEEMALT
BT 5 Y,
. WEET. BRREOSME FIZ THRAE L7 (ERE 1~10°0),

Rk EoEE : TSRS R X ORI 0 Y,
FREJORI7EZEFERAL, 7 V-V R_UFRTROE ST,

oAy s DB T E LT K1 g BRI, RBUER OB BHRTE
WIRAF LT,

ERWEBRMEONE  MERBR D &0 T X TORBREBREK TR, B IOEH L,

2. WK
WEBME N KIZHAETHAZ &L £, O30 F—3 g U TRRIEEN HPLC | ERIZT
WA D CARNMBA L0, HEAAS Ry R a (o y FEEVIG3828, FHTA T A
Rt & LT, A, AERLSIREEO®H Gk e LTHEM L,

3. BEROARS LK LESH
(1) #5ROFY

WRYE AL, IEDRE L 2D X2 IR A —TF — 2R Thlss, H—7T
Ho I LaER%, FEE(REK & Lz,

BERDEIT 2 ) — o N FHTERR., FAROBICIT~ A7 FREZEH L. WAL K,
FIEFS X OHE T & o AR o, SRR, 1 Ry R itk sIRAT (EHIEE 23~
256°C) L. #RE# 10 QI B ICHW Tz, BROBEIRIE, BERUS T 57010, R
W L LTI LT,

R R BB A= B Gk R E
AR (mg/mlL) (g) (mL)
2008 4E 1 H 29 H 0.8 0. 2004 250
IR S 4 1. 0010 250
20 5. 0030 250
100 36. 0004 360
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2008422 H 4 0 0.8 0. 2800 350
4 1. 4001 350

20 7. 0006 350

100 50. 0021 500

2008 £ 2 1 14 A 0.8 0. 2400 300
4 1. 2002 300

20 6. 0011 300

100 45. 0009 450

2008 412 H 20 A 0.8 0. 2404 300
TR RER I 4 1. 2002 300

20 6. 0007 300

100 15. 0009 450

(2) BHHEDALFSHT

Pe 5-BRIERIC, #RWE DX M TR EM 2 #ER L,

PR VE R 2DV T, 0.8 BE N 100 mg/mL 2 G I A5 MR L O EEZ O
FERERTFSBLN 4 HHORTHZMB LT, TOMRE, LEFRETENEN 1.2 BLWT
0.9 LHIEREEL L1z 5%LINTH D Z bt — Ll S, BERIIRERGF 8 BIW
14 HEICTENRFN 101 1 BLTN99. 0%, 100.6 BLTRIB. 1% TH Y., Z ORFENS., 5
BILHRMIR T T, BAFT M AMRE TH S &M L7z (Appendix 2-1 38K 2-2),

HIFLE & O A EIRARE O R T ORGSOV T R E OB % 08 LT R, 0. 8,
4. 20 36 J VY 100 mg/mL FHEK DS A F 13, FrE ORI L CHIEFIEE T 100. 5, 105. 8,
104.0 38 XU 104. 0%, BRI T 99. 1, 94.8, 102.5 BL N 98. 7% TH 72, T4 5
DOEEGFINTNHHEHIE L Lz 90~110%DEHFNICH Y . oL EMEE S 0. 0~1.2%
THIED 5%LATF THo=Z Ennh, R OB EILE 1 & HIWr L7= (Appendix 2-3 B LW
2-4),

(3) WELWHIE

BEME & LT, B E & v,

FEAETI (K 20 p g/mLl) : p— 7 B R AT AT E RO 0,020 g #FREE L, 20 mL 50 A A
TIAAEBR LTz, TR Ra 7T TER L TN 1000 ug/ml ERHR A S L 7= (BEHE)
M), ZDWR0.5 mL ZIEMEIC 25 nL BEDA AT T AR L, 7 Tk Rur7s o CER
LCHI 20 g/l ¥RIR & L7e BEYEVAIR) . FRBUE 1 [\, HPLC ~O@E A 3 M & Lz, i
Y A dCER L,

BEMEBS LU0 — b T T HRIFROFER . 7 b=k U 500 nL 2% LARIAK 300 mL
BXOT Mk Fr7Z 200 ml. OEGE TR, +HICREE LI bDEBEELS L U4 —
R TWER E Lz, RBZIT=IRTHREZEL, 4 BEURNICER LZZGRROZ o0 D& L
THEERD,

Vel HEAROHFE . 7 o7 RT3 020 b 0z EIEAKRE LT,
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PR E A RUR DOEREUREOE, IREEFETE R I X OV EMERER I W TR B R i
OFFENG 3 AL L, B HERBRICOWTIIEBRMEREE O L, b, TEMNE,HA
3 ROFH 9 RE L, 2k, #—MRROPBOREZZEMRBROFREOSHFTERL L
2o BHRHEMIE TR L. BRI E O BAIRIED 20 p g/mL AL, BEAKOEIS A 10%
UTFERDEDICT Mo Fur T Ml FBHEROFRIT | Al2->% 1 F, HPLC ~
OIEAEE 1 HE Lz,

EIE 2 1~ b 7T 7 (HPLC) O & CHIERIFIZL T o b Th 5,
g 7 o< - 77 7 (HPLC)

UV Detector L-4000 BRA S A LRUERT
Intelligent Pump L6200 PRt O SZBET
Column Oven 655A-52 RS B RUERT
Autosampler AS-2000 pRAltt H 28R
Degasser ERC-3315 o ARt A —T — A —
T F AL PR E Empower 2 HAR D 4 — & — AP A1t
HIE St
7T A :L-column ODS, 4.6 mm T.D. X250 mm,
WEE AN ALY E ST S
BEAR T b= RNYA/EBK/T FTE K7 Z (500 @ 300 : 200)
A= bV T =P UN/EEAK/T T Fa 7T (500 300 @ 200)
Ve E NI AN N il N = 7 A
HIE W = : 255 nm
BT ARE 1 40°C
i & : 1 mL/min
EAE :10uL
F— Y FTRE 1 10C
Gy AT 185

AT, AT A Z &R A ER L C6 BEA LT, p-Z v X XT T FOY
— 7 EfRE L ORI DWW TEBIRE 2 KD 7=,

Empower 2 ZH\WTIEHERIKO Y — 7 HE L BENOER LI-RERL V. SFEHAR D
HIEREZ KD, U roX L VAR OWESRYERE., 285, SH5RBIOBTFERE
B L7,

BT (ug/ml) X F R

PR B IR (ng/mL) = 1000
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EEEH (%) = i%%%?—xwo
o RBRBIET
OIS mimozrer 10

o RAER OB T
R0 = o wemreEisE

. HEBRAZE
(1) REHR

RECIZ, HERF v — LR « UANA—PRADt ERMAEGR 4 —4EED SPF Crl:CD(SD) 7 »
FERAWE, Ty MIBEMHRE TENAHWOGATWHIEETH D . UIFTERT CTOMEARR
NEETHDHI LS IORKEERE LT,

HEMES 46 DU (FE7E% MR 44 J8) %2 2008 45 1 A 23 BIC 4 B CHEA L7z, ZABOEY
OIKEFFIL, BT 83~99 g, MET62~T74 g THH7z,
(2) BeFed L OBk

S ANE, a2 OB ONTHL L B ARG, KMEE BEIfke RETO 5 HE, —ik
WIEBIEAE 1 H LA, & B ICIRE 25 ARES X OBED T R (B 5B AATT 4 B ISR ENE 2 £ e
Lo, #ER L OEMEIRRPICEZWITEEO o ho T,
(3) BT

B L OBME IR T, BE OO bR R B & HEE# 42 ICIEHK L T, 5 @i
TRBRIZHE U7 HE R K OBIEIIF &M B (R G-FRRRT~« B) OREIZE SN T, BILIEES
MBI X 0 SO TEFEENE 25 L ST 21T o7z, BT RO O R ES
X, HET 134~1563 g, MET 103~111 g TH Y | FIIKRE (7 113.9 g, HE108.2 g) D=20%LL
WTH T, B DA HEMES 4 ILEEEBR O ORI L CREIESH T, 2B, & nz
BT DOV THEGBRLERT B I —IRRRIC R RN 2 & 2 fR LT,

¥, WG ORERMIZ, BT 150~177 g, MET 114~131 g ThH V| VK E T
T163.4 g, MET123.0 g ThHoT,
(4) Bk IO — U o5

Eid, BESTANTSZ ARSI T = b CRENCH 2 1), Bo T BIZEM M CEnE
SEAEL, FEEFENEIT o7,

B -, BT RNIMREICRNT LT VICRIRE 5B L OZABOEYE S %
R L. &7 — YV ORNRIRTR Ule, BT ®RITMRIEICOS T L 7~ icilBRE 5, A5
HBLUEmEsE2HLL, &7 — VORI R LT,
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(5) EVEET
1) E1HBREE

B)ITIRE 22+3°C (CRHEEHE 21~25°C) . 1B 50+20% (FZHIFEFH 39~56%) . #ikiEl
5 10~15 [A], /BER, FBHIERY 12 BERT (8 1 00~20 : 00, A TJRBA) OBMEE = (303 5=)
THIE LT,

2) fB M B X OEE ik

757y b A& BRI AR 7 — 2 (260W X 380D X 180H, mm) |2, HIER L OB LHIR i
HERERZ 2 F7X 3 ud o, BRI TILT OINE Lz, 77— VB I ONGEIRITEE T
Rl KOG 7T B, ZO®%IT 2 I 1 FAZE Uz, ZIUEMH 2 FIYeERE g >0 b 0 & 32
U 7o, BENGKEEE KR X 1358 1 [BIEM U 7=, BMfAE =N O L OV &I
1A 1RIFERLZ BREFCERL T, BREREHFES IO vREREFEL 1 HEE
AL CREICHEA LTz,

3) fak}

AV = VR T EMAS LRy SR ERETEL CRP-1 2 SR RGIER 2 T
HAIZER ST,

RRICERBEZKITBNOD DEEMEH 25 VIMEVORESL, THLZe Yy |k
(070802, 071105, 080107) DEIRHI DWW THHT Lic, HEHRWHE O SHTTMEHAEAN AR
MO o F =S AR AR RIEEE NN LT o T, TR B &R EI
Aottt LGSV O ERETFIEEITEIL L 72, S ofiR. WFhoHEIC
A EE B 2 D EIERD B ds o 72 (Appendix 3-1-1~3-2-3),

4) HOBbK

FLIRTZAGE K % BB KEEZ O CTAMICERS Bz, 72720, RRERCIETRK
A L,

ARBICEPEL T TRAOL HEEMEOR LS, 2008 4 | H 7 DB L TF 2008 4 4
A 1 BIYFEERE R & RRFEEE O &R (301 53) M OB 2B L TOoMF L=, 04T
T AAREAERASENT o7z, SUER & FPEIIIHRASt (LB LRMIFIERT DEEYE
BEFRIEZIZHEI L7, DWORR. WThOEBEICHHRELE X D EITED e h
-7z (Appendix 4-1 B X 4-2),
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(6) BRAEDOHERL
HERBEOHR L S HOUWE S &2 DT RT,

wh& R e (Evin )
AR (mg/kg) (mg/mL) e i3
<R >
T HREE 0 0 6 (101~106) 6 (151~156)
RHERE 8 0.8 6 (201~206) 6 (251~256)
SR 40 4 6 (301~306) 6 (351~356)
= HER 200 20 6 (401~406) 6 (451~456)
% e H 2R 1000 100 6 (501~506) 6 (551~556)
< AR BRE >
xF HEHE 0 0 6 (107~112) 6 (157~162)
e H R 1000 100 6 (507~512) 6 (557~562)

SHBREC X, Rt L RO FIE CHAD A& # 5 LT,
(7) BB OG-
1) BEEORT

LEHZ D E MR 3P SD R T » R Cr1:CD(SD) 12, b &1 2 S MIC /0B S B 7= 4Bk
W O 0 GRFER) . 8. 40, 200 33 X 08 1000 mg/kg % 14 HMERR 1S L TisE ¥ o
FER. 40 mg/kg UL LD SREOHE R E O FEM AR B, 200 ng/kg YL Lo E
FEOHEMICRE R ORERIN T H 5 WK T A D H v/, 1000 mg/kg $-5-1F 0O HEHE
IR BEOAZ BN, Mo AST, ALT BLOTA DV EAT 7 4 —BIlHEREENED
Hile, THHOZ B, 28 ARIKER D& GEERBR CIX, TR & Rz mEIET
e s LT 1000 mg/kg/day i@ M EICRE L. BLFAK S5 TBRL7ZZ, 200, 40 BL T8
mg/kg/day Zm A&, THELS L OMEHEIZRET 5, ok, AL KT 1000 mg/kg/day
D2 HEICOWTIE28 A& 514 14 H AERIZ L 2 EEMEZ G 2 g2 E LT,

2) #&h-

WERMENE MIROIZRE SN D AR ZE L, ORCD REREN A KT 1 > (407)
IZHE->Ty L H 1A 28 DR, 9:00~12: 00, FREARIZ 11 : 30~12: 00 DRHICT 1 A
—PITNFBY o TFEBIOT 4 AR TN ) oD AW THRAIRIICE RIS D &S LT,

BHAREIT 10 nL/kg & L, SEKORGHEITRS B I HITVIIE R OFREICHES
WTEH L,
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(8) #lgz, WEk LUMRAIEH
D RIS
RHNZOWTHE « DEMWIOESL, SR, 1TTBVEIZOWT, BRERBEAES 1 A, &5
28 AOBAAZEHE I HE L CEEL, &5 1 ADLEHA (%5 28 AH SV EIEIE 14 A
OB} O) £ THATEEAN BLOFEHO L O 2R, H0IXFRTFC 1 g Lx,
2) FEANZR IR REEZE
EHENZONT, GBI B ONCEE- 7, 14, 21 BL V28 H, EE 7B LT 14 HIiZ,
R — IR BB AT o e, BEER X, 7F— VAL RE. IREASL, PR, R -
g, FRATE)/REL - BERl, RETE)/ BECOWT, S Un b Iy TR L
S5E BB S, HEBIR, STH, HEOIRE, RS, IRBREH, BEFLRE. o[, FRIE.
P, R DOWT, A= 7 ¢ —v RNTESE, 21T, BRECRE, PR, P&, ¥R
ITE)/EBREV - BRE | RETE/BTUE - 875, BRICHOWT, ZNENH LN CHE
OeRAar7T ) o FiEERCTRAaT &5k LT,
3) tRREMA
BHENZDONT, kB 4B ITEE 2812, #EREB LU FORIEEZIT- 72, BE
B L TR BT RR) . AR B . R (BT 2500 . BE (2R 2 BT) |
EAZAMS GREIEE D b O . ZBHRERMFIZOWVWTHLNLDEDA2T Y v
THEEMNTHEL, 20ORaT7Eiakl, -, #BHOBLIOHAREHNELHE LT,
BIECPU =2 (T A a—m V=7 U 7RG & AU TR L O% IR %2
F3EMAIEL, 1 g AL TRLER L7z, BREEHEITIABED RN EEE (A ——RX v 7 X
35 L U CompACT AMS, ZFEMTHEBAR L) ZHWTHIEL, 7 — ¥ DINEMEE 10457 & L
T 1 RERIIGE L7z,
4) AKEHIE
EHNONT, &5 L, 7, 14, 21 BXOV28 OOkeERl, BIE 7BL00N14 AR BTN
FkR BB EILRRE (6X-2000, M Bftm— T R - FTAOEZHONTHIEL, 1gH#
AL Cridk L7z,
LA F ORI L0 ISR L O TR 2B L,

Eron-Ulin|
INEPEINE () = &5 28 AKE(g) — &5 1 AAE(g)

o RERNE ()
REEIE (%) = BE | [ E () X100

[E14E 51 FH]
REHEINE ()= [FIE 14 HIKE (g —# 5 28 HIKE ()
s o) = _EEINEE

5 28 D16 HE (g)
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5) BEHEME
EHENZOWT, |G 1, 7, 14, 21 BL 28 ARG, FHE 7L 14 BiZ, &
A RIMLRFE (GX-2000, kA= — - T R - T A) ZAWTHIE L1 g B TRk L7z,
B GEARTA IS Y BARER T — VIR G L, TORITHERICRERB IR 5 8%
E LTz, 72720, FIRATHIIEEOHEZRIT Lic, LTFTORIZ LY EBEHE (g/rat/day)
FEILE,

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

AR (g/rat/day) =
6) JRIRAT
EHNZOWTERE 4 B X OWIE 2 Wiz, FEEETFTT v MHRH — 2 (KN-646, B-1
Al EHBETD 2O TERIR L, RS E®Z LK 3 BEOZERTO~®%, £7-4 21 K
MOZBRTOBLIVC@EEML, TREL7ZIRIZB AR THRERE LT,
REIHB B L UORE T

(OpH AREBRHE (IVTAATL9 DA, N AT} 4 00)
@A (Protein) PBRHRYE (RVTAAT LA, N AT FFT 4A0)
@  (Glucose) ABRHRTE (FVTAAT ()AL N AZY AT 40)
@7 ~ {E (Ketone body) ABRACE RVTAAT49 IR, N AT AT 1 00)
®vwrvrl s —% (Urobilinogen)  BRERMKIE (RVTAAT(9IAL N ATV A7 400)
®r Yt (Bilirubin) FBRARIE (IVTARTAVIA, N ATV A7 400)
O (Occult blood) AERACE RVTAATA9IA, N ATY AT 100)
®f7# (Color) IR 22

@JRE (Urine Volume) ENE

@Ot H (Specific gravity) JBYTEHE ORI EB T ET2)av-S, 7427)
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7) MR AR A

PNV THIRRFC 16~22 REHIOMBE T T v Mo —7 LREE L, BEEREINRE 0
i Uiz, O~@IZ DWW TiE EDTA-2K( 2 ¥ = 7 M TTEZERME ., T/ EBEAEH) TR
PU7ZMEA 1 ol Z2H, @, @IZ2WTIE3.8% 7 =B b U w7 5 CRUR L7 Mgk
1~2 nlL % 3500 [E#i5/%7C 10 3 fiE .00 8 U TR b mifE s vz, Sonziiiks &
OV A (IR AR T R BESE L 72,

MAEERB I UORESE
O Bk ¥ (RBC) BRIPUE (B Bhif BREHE0E & F-820, VAAy/2)
O~~~ b2 U v M (HL) AT (B B MERGTH S F-820, YAAy)A)
B~T 1 B EE (Hb) ST A MNES B UE

(B B ERFHEEEE F-820, YAkyIR)
O 7R M ER 72 FE (MCV) RBC, Ht fiidk v &M

(B #hmEkF 4L F-820, YA IA)
GEHFRIMLER~F 7 o 2 & (MCH) RBC, Hb{& 4 v B H
(B &M ERFHCEE F-820, VAATA)

O X RILER~E 7 o B 2 E (MCHC) Ht, HbE L W &
(H BN ERFHHCEE F-820, YAAy)A)

OfAFRMEREL (Reticulocyte) Brecher ¥ (85f&)

@i/ Mg (Platelet) ESHHUE (A B ERGTECEE F-820, VAAvIR)
© B i Ek% (WBC) BRIPUE (B B IMERFHECEE F-820, YAAy)A)
HImERk G 20k May—Grinwald—Giemsa 4@ (B540)
(Differential count of WBC)

@7 b wa e B (PT) fa VRS TAF ik

(iR ke[S B iR E 2L T KCA7 Vi, M=Fq -~ 4479))
QIEMAE S b v R 7T AF R =T DUk
(APTT) (iR I (B E L KCAT WE . M=Fq N A4597))
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8) Ik A

EHNZ DN THIRIFIC 16~22 BRI R S 72T v B2 —F LB L., BEEEREIIRL Y
i L7z, MAEHEE OS> HLOBIUOOIZ DWW T 1 nl. H729~/NU F b U 7 A~
RY F YT AENBROFE ], 1000 HAL/mL, BROFBASHD) K 20 BAL TAFERE, 3500
[El#x/ 53T 10 23 Oi DAy EE TR O 7= Mt & AV CTRAE Lz, foIEH IZ- D Tisr B
AIA Y BERE (B0 V= SRSt [T iR 2 2R B L. 3500 [EI4:/ 43 C 10 43
D LA BE TR DAL MG 2 VTR L, f5 S 7 it ds K OB AR i 1%, -20C
PUFCHifs R L, BT RIZEE LT,

BEEBRBLOWMETE
(DAST JSCC ¥ (B B WTEEE 7080 J6. H L7/ ey =27)
@ALT JSCC ¥ (B EVHTIER 7080 2, HSIAF/0y =2)
@7 NAYFRRT7 57 HZ—E  JSCCIE(HBY P HTEERE 7080 2, HNTf7)/ey —=27)
(ALP)
@ vy -GTP L-y -7 NEIN-3-TNVARF-4-=rur7=1 FEBEEA
By HrEEE 7080 2. H M7y /0y =27)
@7 z2— A (Glucose) XY X F—BiE (OB E 7080 72, A N 7))y —17)
@k L A7 a—/(T-Cho) BEHRE(BENVOHTERE 7080 £, B SLMTI /0y =17)
@KV 7 VY& FI6) Tl 7 ) v — L s
(B ES5HTEEE 7080 . HILM7)/ny =10)
e Y Le 2 (T-Bil) T U (HEISHTEER 7080 2. H S 7)) ey =27)
QRFEZEFE (V) > L7 —+-GLDH 1
(BB HTHEE 7080 #2. B NEMTI /0y =27)
07 L 7F = (Crea) Jaffe i (BB ATEEE 7080 iZ. A7) )0y -17)
@F ~U 72 (Na) A 7 AR B (ISE) &
(B @M HEE 7080 2. HALMTI /oy =27)
@H 1Y 75K A A L EIR B (ISE) 32
(LIBT3 E 7080 2. H YA 7))y —17)
@2 m—1(C1) A Z B EME (ISE) 15
(HEHTEEE 7080 2, H A7)0y =27)
@H N> A (Ca) OCPC £ (H B/ ATEEE 7080 /2. B STAA7) /Y =27)
EMY >~ (IP) Fiske-Subba Row 1
(B EVATEERE 7080 B, H I 7)/)0y -1")
B#E|) (TP) e Ly ME(HESSHTEERE 7080 2, HI7))ny -1")
W= T —2 75— MEEKKENE
(Protein fraction) (BB KEIEER AES320, =BA4 U /3 R)
@A/G t (A/G ratio) EROMEIVETR
G772 (Albumin) EAEERA W XY EH
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9) Wifx
EHNZONWT, &E 28 HOBABIOFEIE 14 AOBHICHR L, HARELHLEL.
T—F VR T TR, BT £ RIS, 2 ORE kT AIRMIZES LT,
Fz, LT ORE ML 10%PHEER L~ U SRICEE-RIF L, 728, IREB LW
N=HE=RITTE Y FY URTHEE-REL, BEBLIUWR LIKX T 7 IR THE. 7T0%
T8 )RR LT, M OWTIIEERZ EARRIBEEE L, ELADHDHAEEI
W, RHIE LTRER & BEE - RIF LT
FE REARA MO, /MINdS K OMERR) . IR, FRE. MR, FURIR. EROMAC @I
LOMEEE. OB, L. Rl H. TR BElEL 3. =R, BN A
TR EET) . BN, . B BREY R s o8 KRB
At RERE. RERE. RSHEL. R EMA. AiSZIR. KEGERRET) . IIE. F
B, B, R, ~"—F—R. KEBFEHEED. B BRUOBENRE,
iz, WIRMEE ORD b B GMULRE) 2 2ficonT, E£iz,
% 1 Bl B (No. 502) 38 L URRE (No.  556) 0 P ARAY B 5T % 1 H HHLAR
& DELFIRZ & THREL L 72,
10) #EEHEENE
EFNZONT, FIRMEFZE T EIKRE (FR-180A, XS =— - T N - T & H
WTUTDOHFICOWTERZHE LTz, BB, ELDHLHLEFIZO>WTIL, ELA6HYE
THIE LT,
A M. NI, FURR. BT, M. DN, FIR. R, MOMR, REEL. RSB BIK
AR, MR (RER G T) . IR, 7o
UToRIZEVEdEELZEILT,

e HRER ()
FRER R = e A e (o

X100

11) W SRR
BB B - A L2 2BORBE BRI OWTRT 7 ¢ VB ET L, ~~ b
VUV A VYRR AR L IRIER L O 1000 mg/kg G (M &) O
DWW THIRR LT,

BEROFER, R ER G ORE L ZZ SN2 D B LAY 5 OB, Bk,
AERE, KBBE I L OSMAERIZ DWW TIE, £ O OF S REOEIZ- DUV T b 251
OEREIT- T2, Fio, OB (No. 152, 155, 156, 551, 552, 553, 555){Z- DUV T,
JTHBD 0i1 red O BetiSAZAFRIL, PIERRAE O A HEZFER L 7=,
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5. #EEtFEMAE

BB RILEERE OB E & TEH L,

7)), BREHR. FAE, FEENES IOWNE, BE, RE, MKEORE, MK
(L0 AL 2R ORE X B Bds K UM E B ORI OV ORI fER SO REA LR L,
Bartlett ORREEIC K EHBMEEAMRT LTz, F0H(0>0. 05) OH A I —mBlE 5 T
TR L. REYEE (0=0. 05) DA 1T Kruskal-Wallis OMRERE THM Lz, —IoBLE)
BT OSSR, AREENHONTEGA (0=0. 10) i3 Dunnett ORREEZ HWTXEEE L Db
W& 1T 72, Kruskal-Wallis SEOMMTORER, AEENH LGS (0=0.10) 1%
Mann-Whitney @ U-RREEZ W RHREEE OB A2 1T > 7,

M7 — AR BB I L UM RER IR O BIRIAH . IR O EMERIE B I L IR HEE D Al
(2O T Kruskal-Wallis O EE T L AEZEDRH LILIZBE (p=0. 10) iXMann-Whitney
D U-HREEZ AW TR E DR AT 72,

XHRRE & OB EIC DN TL, AEAREEL 5% & L, b, HEHEM BT %
7R J7i%% INDIVIDUAL DATA @ FEHIZ T,
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1. —ikae

—BARBE D AR & Table 136 LTV 2, TNDTVIDUAL DATA 1-1-1~1-2-5 {277,

[#% 5-#fH]

SHRATI T OMEM & (8 mg/kg) . & (40 mg/kg) 8 X OV & (200 mg/ke) #F TlLk, HeME &
HICRFEZRD N -T2,

e FA & (1000 mg/kg) BTk, Bl H1285 18 A MBI R OMEN B L SN, &5
22 ALIRBIZIRE D M Bl S, 2 <3 A FCITIEFEE L72as, Sfilid 2~3 A Rfkke L
T bV, MECITIRE 23 HEAREIZRECREE & 2 VWITAMNRIE D OB EIGILAEBER v,
[R5 ]

SR I IIREME & bICRFE TR bR 2T,

1000 mg/kg #GEETiX, HEHMPIZED LN IED, HTRIE 1 X002 B, MTHIE

BIZE8D b7, M ITHEE L ICREIIFZDO b rh T,

2. FHMG—BKREEHE
7 R R ZR D B & Table 3~8, TINDTVIDUAL DATA 2-1-1~4-14-2 [Z/RT,
[ 5-HifH]
SREEERS KOMK - B - SR ERE T, HEME S &I TR ORI & A BT H 2 X REE &

g U CHERZBIRO O, 8. BEH 2 WITERESOMRITH P REITRD

IR DT,

R N ERECIE, MEME & B4R 75 28 RIZHRE - O IR [ZHET 8 fil, HET 2 FlICOR0FF
B2 RE A ZRD B AL, ZORBBICHETIIX B L B L CTHFERELRD L,
[l 2 ] |

Berm H BETEOHEME & & ICWF ORI IS b SRR ISR & i L TR R 7T
LT, #EE, BE D D DIMTER T EOMRITEI TR IR oo T,

3. HEEERE

FEREME DRI % Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 {2,153,

[ 5 4 98]

FHERERR T Cld, SBEHOMEM & b IR L i L CHRERZTRO b eh T,

BTk, REAEFOBEORBICAEREENRD b, MICITAEREIRED R
Mol

H3EENE Tk, KRR OBECHIERRIGE 0-10 DICOARA R EBENRD L), A&
IKIFR 72 AL Tl R o 7o, —0, B EREOMEIZHIEBRLA 10-30 4 d6 L OWAESE) & (0-60
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IV BIREEL RS biv, FEC B IAEROEM 23580 b iz,

[E11 2 34 ]

BT L OB REHE TIX, e EEOREME & b I BB S B L TRERAITR
HHIR Tz,

BT, e REHOROFNICA BERIERR O b, MIIIARERZETRD LR
o7,

4. KEHD
REHES % Figure 1 381002, Table 13 331 T8 14, INDIVIDUAL DATA 7-1-1~7-2-5 {Z/R T,
[# 5811
- - RAHERE I, HElfE e SIS R L i L CH B R ARITRO s o Tz,
REAELETIE, MTRE 28 BICAEBEREMENSRD b, ST o RTINS L O
M HH BRMEMARRB Sz, MEITA BRZITRBO bk,
(1195 4 |
F e ERE D REME & & 1T FBRE &l L CTH B RZELIIRD b7,

5. #fis
BT R4 Tigure 3 3104, Table 15 3K TN 16, INDIVIDUAL DATA 8-1-1~8-2-5 |Z7R,
[#¢5-HtHi]
i - - WA ERECIL, Bl HICKIREE & B U CHRE AR bR otz
R ERECIL, HECH G 28 B, HETHRG 14, 21 BX U 28 HIZABZ2AEMEBRD b,
(=118 #H ]
o PR O JEME & % 1T IREE & Bl U T EARARIERD b o T,

6. RRE
RIA DRLAE A Table 17~20, INDIVIDUAL DATA 9-1-1~9-4-2 (277,
[$ 5 4 34]
K- - SHEETIE, MM e HICHREEE B L TAERENRIIRD o T,
R I EREOMEME & S ICREOFE RN, BT ol EAYRES KOREEOFERIET
DEBH BT,
[lel4g 2 ]
i HEREOMEME & & I IRRE & Ll L CTH EREIIZRD b -7,

1. MKFHRE
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(425 14 T 5

U6 - o+ PR ELREC I, MM & b LCTHRRE & L LT A AR B AR S T

B T BECIL, Ao LIMIEI R R & Pl L CA RSB AT BT, METITAT 72
TR D AN,

LI 2 SRET T 15)

BT BAEC L, TR MUBRETI R TR & Pl L C AR A 72 & NS R MU BRARIC A 70
. BT~ R 2 Yy M~ w LV RE . TARILEARES £ TR LR~ 2 0
B RITA R EERRD bk,

8. MFILFMIRE

WAV F IR D kG % Table 25~28, INDIVIDUAL DATA 11-1-1~11-4-4 {25357,

[$¢ 5 BRI # T ]

EHEM I, BECRY U RY R #MCy -7 a7 U oyl s BREE & ik U CR B 72K
ERTD L0, Wb AREFNRE TIERP o7,

HHERECIL, T MY O MCEBRIEEARD S n, HEERFMZREL TR
Tzo HEZIZABEREITFED biginolz,

FHAERTIE, Ty 707 ) UOEICAEERIEENRD bl ARIKFNRERT
T ole, BEICIIFBERZLIIRO 6o T,

B BRI, HEMET AST B L UNALT O A B 72 SfEFED S, . BETieER. B-
77 Y SR OAZ R, Ty -6TP O FRIEER ST AA IV RRAT 7 4 —8E
TR 7T E) FOREERESENRD b,

(1198 1 4 T ]

ReEAERCIE, MM GICBE Y IR L R L TEERSERRD LI, S6I
WETR-7n7 Y vptlit, Zva—2RBLIO0Y L7 F = ORERRE, TAGH, 717
RUVBIOT AT I Ul OF BREMASRO bN, T OIS -F e T Mtk
WCOWTIHREBIZENRWZ & o, ZOMIZ OV TR TIRICRD bt TV RNE
LTHo b, HRMERS & OREMET RV &Rl LT,

xM

9. &

HIMRFT A% Table 29 35 X 1X 30, INDIVIDUAL DATA 12-1-1~12-4-2 |Z:"3,

(32 5- Wi T RE]

XHRREERS K OMK - b - mAERE T, HEME S BICEWETRITES Do Tz,

e M ERETIR, HE 1 BB A GMAUILRS) OZFEREIFEO b, M 1 BIIRE DL RMEORS
RBOHERFTED bz, £z, BRBENOEIE LT, # 1 FICEMOBENRD b,
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(1075 1 e T e

SPRREE T, HEMEE B ICERFEIT RITEEO biainois,

e AERE T, BN EED GMUAT OFMOFRD v, HIITERFH LIRS L
iR hoic,

10. BREEE

HEEBORE L Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 {234,

[$ 5 HARTHE 1 R

G- - S RRETIL, HEME L SIS HRBE L S L CREREITERD bk h o Tz,

EHEHTIE, MTHFROK TS LOCMAEROFEREME. INROH B L O EE
DA BREME, DIROMHNEEOFERFEIRD bl

e M EHEORE TR SR & B RO BEREOGERIME, e RBIB O EE
DA ERSHEEAREOEMICEE L 72 ZE (L Th D B AN EE 0 &b Lz,
([EI4 IR T ]

35 e BB CIRME O DR O I L O BRI EREENRD bz, £OMIZH &KE
FEREOMET T AR oOAE 8 B U & M U O A, MR o0 R 6 B B AT 7 i
M C AR D Aset 3 L OMH R B &, IR ORI & T B e m R, AN AE E B A B AR RE A
BOLNTZ, TNHOEIL, BEK TRHIIED LI TWRWI b mEFHRERIT
AR ] T DY

. REABFRE

TS BAEAL 2T % Table 35 38 KUY 36, INDIVIDUAL DATA 14-1-1~14-4-2 (27”7,

(#5245 HAR T e ]

BIE @ AT K OME - T - WS TIE. S BICREF LR b ol
B B CIL R ok IR Bz o A b3l 6 Bilis L OME 2 BllcRO B, & 51
METI1E 3 BNCBREE 72 R ERGRZA H 7R BTz,

B OB
HMBERB LMK - F - ST, B L S ICREFIIIGED bR o Tz,
B MERETIE, HEZ O 2 2 B TREFE 7o~ B ROBTZ R 0S8 B aLiz,

R et RRTE IS K OMK - P - R ERETIE. BERRME EROBFADHET 2 F2iX 34
WD b, METIXERROFT IR O S b o7,
R BT, RME LR OFANMECERE 5 . H5E 16, I CEE 3 FINR
Do, BRREEBIOI L — FOLERRO T, £7o, BERLEIZBIT DR
M OPLRDME 3 Bt K OME 1 5, BEEE/REESE OHNVRILIR D HE 4 B3 X OME 1 51
RO b,
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k. PHEREOME 1 FIZGBEERESE ORRILENRO b, [FFNZEE

DO RIZEED H e - 7, E o MOME 1 B B AR AN ORI D Hitlz,
HeBr iR Fs L OVE RS OMAVERR)

OB LMK - b - SJHERE T, ML B ICREFTRITRED b Ro Tz,

B FERECIE, JE 1 WIS D HUREE 22 PR RAE DA MRS L O BAE D EHEAER D b

Too MEIZIXRERTLITRD SN holz,

XPRERER KOV - A ERETIL, M & BICEREFTLIIEED b v o7z,
E IR RECI, M 1 Bl O BB E R ERIRIC T D EIENRO b, HCIRE
FTRIEERD Sile o 7=,
e I ERETIL, BEMES 5 FITRE 2B EmIZ i 0 2 FESRED b,

Z DA OARTT » AR - RIS KOs BT OREME & b 157 L — R IE S #HE 4 R
T LRI Lo T,

([E14 IR & T ]

i
xtRRRE T, BEEZR IR ER OB AEDME 2 BlICR S bivl, KECIEIRBEOFT RILHR
oo,
e AT, T LR ORADKE TR 6 4, 1T 1 6], 5E 1 I8
Do, BREEBIOZ L— FOTLERRO b/, £, BERESE OEMIR
JERRDHE 2 Blds K OME 1 BINZTRD Hide, BREEZR BUEIT 30T 2 IRME OIEIR ITRENE &
HIZFRD BT,
¥, e AEHORE 1 G CEREZRW AR LB RBEMNDOERBRD b,

BR R GMALLAR) -

STRRTE T, HEMEE ©ICRERTRIZEEO b o7z,

S FERECIL, M1 BLCRE R RMEOZEREIRD Oz, MR IR

Lo T,

HOHEME, LEHRB L OKEE

xtHARETS L O BRE O MEME & & ICBE I RIERD b iino T,

FOMOIET - AR . TREES X O E A EBEORME & b A7 L — RS IEE S % Gl
THEIIBD Lo,

]

TH

£
=
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#

2

p-Z7 BN AXTATE RO 0GHH, hwEw = idl), 8, 40, 200 FB kY 1000 mg/kg/day
% 1 BEREMES 6 PToD Cr1:CD(SD) 7 v MiZ, 28 AMIREMORG L CTHEERBLOARE IO
WEARF L, S5HI2, 038001000 mg/kg (oo NT | BEREMES 6 IEOEERER R IT. BE&
TOEAND 14 ARBEE 2 LRSI X 2o REM 2 0 TR LT,

—HRARRETIX, A A& (1000 mg/keg) BEDOHEMEIZIRIR SR G 22 BLARERO AL, K32 B &
THERe L CAHALNBI B W e, IREIE, #5528 BICHEM L/-FEM7e  ARREEIE Tl
FRFOHMBTED LN TRV | BEERE T HEORITIE ) OF BERIRES B J8IES) &7 O IR EHE
A, MO N EEBHEOAEREIE S LEET 2 LD LB X LN, FOM, AR (1000 mg/kg)
FEDOREMEZ — 1B PEDOWEED R S0, TR EOIHEN RO bz, EEROEITREKRT &
& BT REEMENTE O L LT,

77, B HER CIIECEREEMMTOSRD bhzn, O, SRS L IcHERS
ERFED b, TORRIII LTIV, HEE ORISR RIS b TV 5§l

DA E DFEFRf& O/ LRI & OB RIE S D,

MIFA LR T, REAEREOHEMEC AST B L WALT OABREMENRD b, HTRE
AEOFZREME, MTTABVEFAT 72— b 701 B, SSCHBERIZOWTY
BEZEMBED LN TNDZ ENG, HRWERGICHE L ZFEREREREZ 65, L
U, APl oo BAHAR 7007 FLICIEIA & 2o B B R 52 BT 5 2{KIEEB D b v TV 7y, —
Ji. TNANAYVERT 7 X —EORERGMEICE U TE, BT R C R m H & RS

BENHCBT 2 EESRO LN TNDEZ D, HEMROILECLLZTADIVERT 74—
B LHOWEEREZ L,

FIRPT R CHE, e &I CRE G ERIE TR & B EIRIME TR, BEDK L BT ER&T M
JRFR) DEREHRD DIz, BRFOEMIL, RO EREH B KRIE (dystrophy) & L TAH AL
TN D, AFER T, WAL AT 5L C R MAME 0D 5 12 AL PRI OO BR L 7 PR MHE 0D 28 14 % 1

TRD v, o MR rfl JOEERARME rBOBETE LEIZERD LN TND Z &,
— R TR H R E B B OMRMEA NGB DN TNE Z b h | R ER G B LA
b &l L7,

FIRET LT, M 1 BHCARE O 2B ORKE A ST0 Hil, HREMSTNRE CIERTNE
RECHREME Al 'S OB EE o R B Rz i@k, MEIZATE OB E R T BRI KOV OB
DERFETR R ERORTER NGRS DTz, AR E 1T @RI L ORFEEH 352 & n
B, INOOBICITABYED B ALFEHEEROES Lz OICRB LEEbE #REaNT, £
To. —RIREECTRD LN TV AIRIED ZOEELEZ LD,

:[II
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FREMERR AR TIE, BRI R R A EREICIRME B OBAIC YW TRBAHEES I L —
ROTTHEAGRD vl Hem A BB CIIRE R REICET 5 RME OILRESCRIEREAE O
VIR LR S, RRE TREBOENARD bz, —7FH., MRz Bk

BEOZITRD LT, Y EEIC LB E R GICRE L EEIN IR TR D
bL.oFEh, REICEABENBOH LN TND ZEND, EBREONRBRE & OBEESHR S
o, £oft, KREE TmMENOREIZ pll EDK T, HEIREEOE T I CIRLEBOET

RO BN, FHRWE & OFEMETH NI TERN- T,

REEE Tk, mAEREOM 1 #3 L O%s A & ORBMEICIRE 2 B8z 80 28 FIERT D
Bivlk, WAL, estrogen R ethanc—1-hydroxy—1, 1-diphosphonate 12 & % #EMEFEE 0k« 72
CEWE S D VT REHEIER SIC LD RBIEOERZEI LV BRT S L aNTHE Y, RRBRIC
BOTRD LK E OB ONTE, ZmAEMCETHOICEIL TV Z &b HRY
HIC L DRHRARBIETHHTREN L Z 2 DA, EE OB EININHEISE O Z(LAFE
DONTWDLZ ENLRBUHEOETHLAREELE Z 6N, FORBMFIIH L TR 7,
o, BEERCTRAEMAEHOMICIIR OGNS L UMM EROT BERIMENRRD b, Ry
BRGICBET 28 L E 2 b, WEAMREET I REIIRED o h T, SRS
I LTl o Tz,

FEHIRHE TIRICERD BN IR, WRIE, BREBHEOINT, B0 F, FER NI, &
RO, F, Bl MR, B ROKERE ORBER AT L, IREOH, AST B8 LW
ALT OFE ., BN, -7 u 7V U aFElks X Oy -GTP O, NFIER L CSRREED i
EIfE AR FIRFICII R T 2038 2 WIS FER D b, WTNIZ S EIEVERRD b,

R, MEEMRAE TIE, ol BREO M Tl I ORD 35R D L2, BEd 5 Z{b)

RBOLNBRNZ &b, Filo, EUEHIBKE TRIZRD DRI AN T X — % OF B RELMTW
THHHEGHHEK TRHIZEBD LA TWARNWELLTHD Z &b, Wb HEEFRERITR
V&I L7, M IEFERIRE CREHEHOME TR O bl y 6P OF BERAHIEMTH S
ZENL, BHEFHNEREREORWELEB X T, RERE T, KRAEHOMO®R 5 K
TR X EREOA) 38 L OEE IS TR O.DIBRE &I ENRD DAY, R R

TILDBIC B X e o e e b, mPETIE eV &I L7z,

UbED X Hic, HBRWERGICEE L4101 LT, SHRE Q00 ng/ke) BEOME | #35 L U
A (1000 mg/ke) BEOD MEMEZ M FE 7o B e Wi 236 1 2 3B AEASRED D v, T S = F SR C e

CURPERCHR R, BARE M, AST B L OVALT O, AT H 0@ ALED b L OBIBO R
ME LEOBAR O V— R AESOE L, BECHREREMIE, A EEOMREEDO LS X
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Figure 1  Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

* 1 Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
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Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
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Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Figure 4  Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 1  General appearance of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

Administration period (day) Autopsy Recovery period (day) Autopsy
Group Findings 1-17 18 19 20 21 2223 24 25 2627 28 day 1,2 3-14 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 6 6 6 6
No abnormal findings 12 12 12 12 12 12 12 12 12 12 6 6 6 6
8 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 - - -
40 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 - - -
200 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 -
1000 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 6 6 6 6
No abnormal findings 12 10 11 12 11 10 8 9 8 4 2 4 6 6
Salivation 0 2 1 0 1 0 0 1 1 0 0 0 0
Tremor 0 0 0 0 0 2 4 3 4 7 4 2 0 0

Values are number of animals with findings.
- : Blank value.
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Table 2  General appearance of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

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

Group Findings 1-17 18 19,20 21 22 23 24 25 26 27 28 day 1 2-14 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6
8 mg/kg Number of animals examined 6 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 6 - - -
40 mg/kg ~ Number of animals examined 6 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 6 - - -
200 mg/kg  Number of animals examined 6 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 6 - -
1000 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6
No abnormal findings 12 10 11 9 10 9 10 9 9 10 8 3 5 6 6
Salivation 0 2 1 3 1 2 0 2 1 2 3 0 0 0 0
Soil of fur on chest and abdomen 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Soil of perigenital fur 0 0 0 0 0 1 1 1 0 0 1 1 0 0 0
Tremor 0 0 0 0 1 2 2 2 2 0 2 2 1 0 0

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



_Ov_

Table 3  Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

Number Respiratory Tremor/ Bizarre behavior
of Posture Ptosis pattern Convulsion Rolling Circling Selfmutilation
Period Group animals Category 1 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12
8 mg/kg 6 6 6 6 6
40 mg/kg 6 6 6 6 6 6
200 mg/kg 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12
8 mg/kg 6 6 6 6 6 6
40 mg/kg 6 6 6 6 6
200 mg/kg 6 6
1000 mg/kg 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12
8 mg/kg 6 6 6 6 6 6 6
40 mg/kg 6 6 6 6 6
200 mg/kg 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12
Day21 0 mgkg 12 12 12 12 12 12 12 12
8 mg/kg 6 6 6 6 6
40 mg/kg 6 6 6 6 6
200 mg/kg 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12

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.

(to be continued)
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Table 3  Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047) (continued)
Number Respiratory Tremor/ Bizarre behavior
of Posture Ptosis pattern Convulsion Rolling Circling Selfmutilation

Period Group animals Category 1 1 1 1 3 0 0 1
Day28 Omgkg 12 12 12 12 12 0 12 12 12

8 mg/kg 6 6 6 6 0 6 6 6

40 mg/kg 6 6 6 6 0 6 6 6

200 mg/kg 6 6 6 6 0 6 6 6

1000 mg/kg 12 12 12 12 4 8 :|++ 12 12 12
R-Day 7 0 mgkg 6 6 6 6 0 6 6 6

1000 mg/kg 6 6 6 6 0 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 0 6 6 6

1000 mg/kg 6 6 6 6 0 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

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

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 4

Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

Number Pupil  Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period Group animals 1 1 2 1 1 1 1 1 1 1 1 2 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
8 mg/kg 6 6 6 6 6 6 6 6 0
40 mg/kg 6 6 6 6 6 6 6 6 0 6
200 mg/kg 6 6 6 6 6 6 6 6 0 6
1000 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
8 mg/kg 6 6 6 6 6 6 6 6 6 0 6
40 mg/kg 6 6 6 6 6 6 6 6 6 0 6
200 mg/kg 6 6 6 6 0
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
Day 14 0 mgkg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
8 mg/kg 6 6 6 6 6 6 6 6 6 0 6
40 mg/kg 6 6 6 6 6 6 6 6 6 0 6
200 mg/kg 6 6 6 6 6 6 6 6 6 0 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
Day 2l 0 mgkg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
8 mg/kg 6 6 6 6 6 6 6 6 6 6 0 6
40 mg/kg 6 6 6 6 6 6 6 6 6 6 0 6
200 mg/kg 6 6 6 6 6 6 6 6 6 6 0 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 11 1 12

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.

(to be continued)
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Table 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047) (continued)

Number Pupil  Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period Group animals Category 1 1 2 1 1 1 1 l 1 1 1 1
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
8 mg/kg 6
40 mg/kg 6 6 6 6 6 6 6 6 6
200 mg/kg 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 0 mgkg 6
1000 mg/kg 6 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 6 6 6
1000 mg/kg 6 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 28 : Day 28 of administration.
Category : The category number observed in each item. R-Day 7 : Day 7 of recovery.

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 test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
Bizarre behavior
Number Stereotype Walking Vocaliza- Respiratory
of Convulsion  Gait Arousal  Urination  Defecation  Grooming Sniffing backward  tion pattern

Pcriod Group animals Category 1 1 1 0 1 0 1 0 1 1 1 1 1
Pre 0 mg/kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12

8 mg/kg 6 0 2 6 0

40 mg/kg 6 6 6 6 6 0 5 1 6 0 6

200 mg/kg 6 6 6 6 3 3 0 5 1 6

1000 mg/kg 12 12 12 12 11 1 11 1 12 0 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 11 1 12 0 12 0 12 12 12 12

8 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6 6

40 mg/kg 6 0 6 0 6 0 6

200 mg/kg 1 1 0

1000 mg/kg 12 12 12 12 10 2 12 0 12 0 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 11 1 11 1 12 0 12 12 12 12

8 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6

40 mg/kg 6 6 0 1 6 0 6

200 mg/kg 6 6 6 6 6 0 1 6 0 6 6 6

1000 mg/kg 12 12 12 12 11 1 12 0 11 1 12 12 12 12
Day 21 O mgkg 12 12 12 12 12 0 12 0 12 0 12 12 12 12

8 mg/kg 6 6 6 6 0 0 6 0 6 6 6

40 mg/kg 6 6 6 6 1 1 6 0 6 6 6

200 mg/kg 6 6 | 1 0

1000 mg/kg 12 12 12 12 11 1 11 1 12 0 12 12 12 12

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.

(to be continued)
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Table 5

Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047) (continued)

Bizarre behavior

Number Stereotype Walking Vocaliza- Respiratory
of Convulsion  Gait Arousal  Urination  Defecation  Grooming Sniffing backward  tion pattern

Pcriod Group animals Category 1 1 1 0 1 0 1 0 1 1 1 1 1
Day 28 0 mg/kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12

8 mg/kg 0 6 0 5 1

40 mg/kg 6 6 6 6 0 6 0 6 0 6

200 mg/kg 6 6 6 6 5 1 5 1 6 0 6

1000 mg/kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
R-Day 7 0mgkg 6 1 6 0 0 6

1000 mg/kg 6 6 6 6 4 2 5 1 6 6 6
R-Day 14 0 mg/kg 6 1 5 1 6

1000 mg/kg 6 6 6 6 1 4 2 6 0 6 6 6

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

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 6 Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

Number Respiratory Tremor/ Bizarre behavior
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

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

8 mg/kg 6 6 6 6 6

40 mg/kg 6 6 6 6 6 6

200 mg/kg 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12

8 mg/kg 6 6 6 6 6 6

40 mg/kg 6 6 6 6 6

200 mg/kg 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day 14 0 mgkg 12 12 12 12 12 12 12 12

8 mg/kg 6 6 6 6 6 6

40 mg/kg 6 6 6 6 6

200 mg/kg 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day 21 0 mgkg 12 12 12 12 12 12 12 12

8 mg/kg 6 6 6 6 6 6

40 mg/kg 6 6 6 6 6 6

200 mg/kg 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12

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.

(to be continued)
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Table 6  Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047) (continued)

Number Respiratory Tremor/ Stereotype Bizarre behavior
of Posture Ptosis pattern Convulsion Rolling Circling Selfmutilation

Period Group animals Category 1 1 1 1 3 0 0 1
Day 28 0mgkg 12 12 12 12 12 0 12 12 12

8 mg/kg 6 0

40 mg/kg 6 6 6 0 6 6

200 mg/kg 6 6 6 0 6 6

1000 mg/kg 12 12 12 12 10 2 12 12 12
R-Day 7 0 mgkg 6 0

1000 mg/kg 6 6 6 0 6 6
R-Day 14 0 mg/kg 6 6 6 0 6 6

1000 mg/kg 6 6 6 0 6 6

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

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 7  Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
Number Pupil  Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period Group animals Category 1 1 2 1 1 1 1 1 1 1 1 2 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
8 mg/kg 6 6 6 6 6 0
40 mg/kg 6 6 6 6 6 6 6 0 6
200 mg/kg 6 6 6 6 6 6 6 0 6
1000 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
& mg/kg 6 6 6 6 6 6 6 0 6
40 mg/kg 6 6 6 6 6 0 6
200 mg/kg 6 6 0 6
1000 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
8 mg/kg 6 6 6 6 6 0 6
40 mg/kg 6 6 6 6 0 6
200 mg/kg 6 6 6 6 6 6 6 0 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
Day2l Omgkg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
8 mg/kg 6 6 6 6 6 6 6 6 6 0 6
40 mg/kg 6 6 6 6 6 6 6 6 6 0 6
200 mg/kg 6 6 6 6 6 6 0 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 9 3 12

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.

(to be continued)
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Table 7  Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047) (continued)

Number Pupil  Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature

Period Group animals C ategory 1 1 2 1 1 2 1 1 1 1 1 1 1
Day 28 0 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12

8 mg/kg 0

40 mg/kg 6 6 6 6 6 6 0 6 6 6 6

200 mg/kg 6 6 6 6 6 6 0 6 6 6 6

1000 mg/kg 12 12 12 12 12 11 12 12 12 12 12 12 12
R-Day 7 0 mgkg 6 6 6 6 6 6 0

1000 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6 6

1000 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 28 : Day 28 of administration.
Category : The category number observed in each item. 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 test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

Bizarre behavior

Number Stereotype Walking Vocaliza- Respiratory
of Convulsion  Gait Arousal  Urination  Defecation  Grooming Sniffing backward  tion pattern

Period Group animals Category 1 1 1 0 1 0 1 0 1 1 1 1 1
Pre 0 mg/kg 12 12 12 12 8 4 12 0 12 0 12 12 12 12

8 mg/kg 6 4 2 5 1 0

40 mg/kg 6 6 6 6 3 3 6 0 6 0 6

200 mg/kg 6 6 6 6 5 1 6 0 6 0 6

1000 mg/kg 12 12 12 12 7 5 12 0 12 0 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 8 4 12 0 12 0 12 12 12 12

8 mg/kg 6 6 6 6 6 0 6 0 6 0 6

40 mg/kg 6 6 6 0 6 0 6 0 6

200 mg/kg 6 6 0 0 0

1000 mg/kg 12 12 12 12 11 1 11 1 11 1 12 12 12 12
Day 14 0 mgkg 12 12 12 12 12 0 12 0 12 0 12 12 12 12

8 mg/kg 6 6 6 6 1 6 0 6 0 6

40 mg/kg 6 6 0 6 0 6 0 6

200 mg/kg 6 6 6 6 5 1 6 0 6 0 6

1000 mg/kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day2l 0 mgkg 12 12 12 12 11 1 12 0 12 0 12 12 12 12

8 mg/kg 6 6 6 6 6 0 6 0 0 6

40 mg/kg 6 6 6 6 0 6 0 5 1 6

200 mg/kg 6 1 0 0

1000 mg/kg 12 12 12 12 11 1 12 0 12 0 12 12 12 12

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.

(to be continued)
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Table 8 Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047) (continued)

Bizarre behavior

Number Walking Vocaliza- Respiratory
of Convulsion  Gait Arousal Urination  Defecation Grooming Sniffing backward  tion pattern

Period Group animals Category 1 1 1 0 1 0 0 1 1 1 1
Day 28 0mg/kg 12 12 12 12 11 1 12 12 12 12 12 12

8 mg/kg 0 6 6

40 mg/kg 6 6 6 6 6 0 6 6 6

200 mg/kg 6 6 6 6 6 0 6 6 6

1000 mg/kg 12 12 12 12 11 1 12 12 12 12 12 12
R-Day 7 0 mgkg 6 6 6 6 6 0 6 6

1000 mg/kg 6 6 6 6 6 0 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 0 6 6

1000 mg/kg 6 6 6 6 6 0 6 6 6

Values are expressed as the number of animals. Day 28 : Day 28 of administration.

Category : The category number observed in each item. R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.
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Table 9  Functional observation of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex

Period Group animals  Category 4 2 1 2 1 1
Week 4 0 mg/kg 12 12 12 12 12 12 12

8 mg/kg 6

40 mg/kg 6

200 mg/kg 6

1000 mg/kg 12 12 12 12 12 12 12

R-Week 2 0 mg/kg
1000 mg/kg

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.

Touch reactivity: touch response.

Auditory reactivity: response to Galton's whistle.

Pain reactivity: tail pinch response.

Proprioceptive reactivity: returning from enforced posture.

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 test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex

Period Group animals  Category 4 2 1 2 1 1
Week 4 0 mg/kg 12 12 12 12 12 12 12

8 mg/kg

40 mg/kg

200 mg/kg

1000 mg/kg 12 12 12 12 12 12 12

R-Week 2 0 mg/kg
1000 mg/kg

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.

Touch reactivity: touch response.

Auditory reactivity: response to Galton's whistle.

Pain reactivity: tail pinch response.

Proprioceptive reactivity: returning from enforced posture.

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 test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
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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' 3040 40'-50' 50'-60' Total
Week4 0 mg/kg 12 Mean  985.55 518.11 437.8 311.3 166.3 114.8 74.5 29.6 1134.2
S.D. 137.71 115.79 146.2 150.5 106.6 75.8 110.5 437 446.6

8 mg/kg 6 Mean 1057.77 565.60 694.0%*  376.0 198.7 201.5 94.2 20.0 1584.3

S.D. 167.49 101.42 167.2 194.5 161.8 150.8 78.6 24.6 695.4

40 mg/kg 6 Mean 1018.75 596.28 410.7 308.7 218.0 94.8 51.7 46.2 1130.0

S.D. 95.51 138.53 124.9 106.5 115.8 91.5 70.2 74.9 519.2

200 mg/kg 6 Mean  974.98 55535 413.2 298.0 144.3 96.3 76.0 67.8 1095.7

S.D. 135.63 89.61 146.9 65.3 107.4 72.6 74.4 87.3 384.0

1000 mg/kg 12 Mean  772.03** 47822 325.7 217.5 128.6 92.9 58.7 375 860.8

S.D. 193.51 149.04 180.9 141.9 128.0 117.0 91.5 68.9 587.9

R-week 2 0 mg/kg 6 Mean 1396.43 704.40 590.5 408.0 309.8 241.7 183.2 109.3 1842.5
S.D. 161.35 152.21 183.6 205.1 116.3 125.8 753 82.6 649.1

1000 mg/kg 6 Mean 1064.02* 625.88 705.3 379.0 223.8 182.5 144.2 98.2 1733.0

S.D. 23821 157.70 234.1 162.0 112.1 134.5 153.9 92.7 538.1

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

* . 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).



Table 12 Grip strength and motor activity measurements of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
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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' 3040 40'-50' 50'-60' Total
Week4 0 mg/kg 12 Mean  751.63 454.45 530.8 4743 317.6 204.4 129.0 69.1 1725.2
S.D. 102.74 68.96 164.4 207.5 209.4 216.8 167.8 112.2 888.4
8 mg/kg 6 Mean  860.83 430.05 603.5 323.0 264.2 122.2 12.8 39.8 1365.5
S.D. 117.77 63.77 264.8 187.6 131.2 63.0 15.6 45.2 473.6
40 mg/kg 6 Mean  800.42 413.95 507.3 337.0 194.5 72.0 73.3 8.3 1192.5
S.D. 99.82 107.43 189.7 162.5 129.9 65.1 71.6 12.1 394.7
200 mg/kg 6 Mean  812.85 475.88 487.7 4723 330.7 170.7 48.7 38 1513.8
S.D. 177.87 112.91 245.3 162.8 105.4 98.3 90.1 4.8 526.8
1000 mg/kg 12 Mean  654.03 429.89 360.8 245.3* 133.0% 98.9 43.6 11.3 893.0++
S.D. 104.11 82.20 1394 144.7 84.5 89.4 47.7 22.7 327.1
R-week 2 0 mg/kg 6 Mean  983.80 628.93 622.2 5433 424.7 367.0 210.3 194.5 2362.0
S.D. 112.47 81.76 267.4 201.0 208.8 187.8 167.7 128.0 1062.5
1000 mg/kg 6 Mean  923.52 577.05 715.7 474.7 402.5 339.5 167.8 156.2 2256.3
S.D. 194.39 98.25 237.0 177.6 135.5 79.5 79.8 101.5 719.0

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

* . 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 (Mann-Whitney's U-test).



Table 13 Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
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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 7 14 21 28 g % 7 14 g %

(6) (6) (6) (6)
0 mg/kg 12 Mean  162.8 224.6 293.2 357.3 404.4 2416 148316 441.8 469.0 67.5 16.772
S.D. 6.1 9.3 12.9 20.1 24.5 20.7 10.746 313 327 10.7 2.106
8 mg/kg 6 Mean 1633 227.0 290.2 347.3 392.7 229.3  140.460 - - - -
S.D. 8.0 12.9 18.5 21.7 26.5 221 12.563 - - - -
40 mg/kg 6 Mean 1613 221.3 282.8 344.3 392.2 230.8 142.952 - - - -
S.D. 7.5 7.0 13.0 21.6 284 224 9.963 - - - -
200 mg/kg 6 Mean 1642 225.7 292.8 356.8 407.7 2435  148.260 - - - -
S.D. 4.4 7.9 13.6 159 22.7 19.9 10.594 - - - -

(6) (6) (6) (6)
1000 mg/kg 12 Mean  164.5 220.8 283.6 3332 365.7* 201.2%* 121.889** 396.5 429.0 56.5 15.068
S.D. 6.8 11.8 16.8 294 38.1 325 16.274 49.8 51.0 16.6 3.556

Values in parentheses are number of animals.

* : 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).
- : Blank value.
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Table 14

Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

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 7 14 21 28 g % 7 14 g %

(6) (6) (6) (6)
0 mg/kg 12 Mean  122.6 153.7 174.8 199.4 217.3 94.8 77.300 236.0 243.8 28.7 13.470
S.D. 3.7 8.5 9.7 139 18.7 17.7 14.347 18.4 20.5 5.2 2.999
8 mg/kg 6 Mean 1222 148.7 175.5 198.5 216.8 94.7 77.648 - - - -
S.D. 5.6 4.6 9.1 13.0 15.3 14.4 12.843 - - - -
40 mg/kg 6 Mean 1247 157.3 186.7 212.0 231.0 106.3 85.367 - - - -
S.D. 3.9 9.2 9.0 16.3 11.8 11.1 9.077 - - - -
200 mg/kg 6 Mean 1223 149.8 172.2 198.5 219.7 973 79.572 - - - -
S.D. 3.9 8.3 12.1 10.9 13.4 11.9 9.424 - - - -

(6) (6) (6) (6)
1000 mg/kg 12 Mean 1233 150.2 180.3 205.0 221.2 97.9 79.642 2255 238.3 18.3 8.395
S.D. 49 7.5 8.6 9.1 11.3 11.5 10.513 12.1 14.7 10.6 5.075

Values in parentheses are number of animals.

- : Blank value.



Table 15  Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
Q) (6)
0 mg/kg 12 Mean  21.67 22.05 23.70 23.90 22.80 26.85 28.72
S.D. 1.72 1.30 1.56 2.18 2.10 2.78 2.34
8 mg/kg 6 Mean  21.33 21.72 22.67 21.90 21.30 - -
S.D. 1.03 1.30 1.52 0.90 1.05 - -
40 mg/kg 6 Mean 21.00 21.63 22.58 22.77 22.30 - -
S.D. 1.41 0.99 1.41 1.62 1.89 - -
200 mg/kg 6 Mean 21.17 21.92 23.87 23.75 24.13 - -
S.D. 1.17 1.16 1.70 1.66 2.37 - -
(6) (6)
1000 mg/kg 12 Mean  22.50 21.38 24.42 25.39 25.89%* 26.45 27.82
S.D. 1.68 1.82 2.12 2.17 2.91 2.90 3.04

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



Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
Q) (6)
0 mg/kg 12 Mean  16.92 15.72 14.00 13.98 14.05 18.37 19.60
S.D. 1.51 1.46 1.29 1.15 1.26 1.18 1.81
8 mg/kg 6  Mean 16.67 14.88 14.05 14.13 14.40 - -
S.D. 1.21 0.88 1.01 1.28 1.09 - -
40 mg/kg 6 Mean  16.33 16.05 15.22 14.53 14.48 - -
S.D. 0.82 1.10 0.77 1.03 0.62 - -
200 mg/kg 6 Mean 16.17 14.42 13.80 13.80 14.05 - -
S.D. 1.60 0.93 1.24 0.85 1.36 - -
(6) (6)
1000 mg/kg 12 Mean 1642 15.18 16.29%*  17.28%*  17.87%* 18.50 19.97
S.D. 1.56 1.25 1.09 1.73 1.60 1.83 2.00

Values in parentheses are number of animals.

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

- : Blank value.
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Table 17

Urinary findings of male rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047)

Number Ketone Urobili- Bili-

of pH Protein Glucose body nogen rubin
Group animals 65 70 75 80 85 - + 1+ 2+ - - 0.1 Eu/dL -
0 mg/kg 12 1 0 0 3 8 1 1 9 1 12 12 12 12
8 mg/kg 6 1 0 0 1 4 0 0 6 0 6 6 6 6
40 mg/kg 6 0 0 1 1 4 1 1 3 1 6 6 6 6
200 mg/kg 6 1 0 0 3 2 0 4 2 0 6 6 6 6
1000mgkg 12 [ 0o 1 8 1 2 |+ [1n 1 o o ]+ 12 12 12 12

Values are number of animals with findings.

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

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

(to be continued)
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047) (continued)

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+ A 1.020 1.030 1.040 1.050 meantS.D.)
0 mg/ke 12 11 0 0 1 12 0 1 2 5 4 9.04 £ 3.22
8 mg/kg 6 6 0 0 0 6 0 1 1 4 0 9.00= 3.22
40 mg/kg 6 6 0 0 0 6 0 1 2 2 1 10.17+ 4.34
200 mg/kg 6 6 0 0 0 6 0 0 3 3 0 11.33+ 2.60
1000 mg/kg 12 12 0 0 0 12 |: 1 8 3 0 0 :|++ 36.96 =10.48 ++

Values are number of animals with findings.

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

Color : A; Pale yellow or yellow.

[ J++,++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 18  Urinary findings of female rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047)

Number Ketone Urobili- Bili-

of pH Protein Glucose body nogen rubin
Group animals 65 70 75 80 85 - + I+ 2+ - - 0.1 Eu/dL -
0 mg/kg 12 2 1 4 2 3 7 2 0 3 12 12 12 12
8 mg/kg 6 1 0 0 1 4 2 1 3 0 6 6 6 6
40 mg/kg 6 0 1 2 1 2 2 1 3 0 6 6 6 6
200 mg/kg 6 2 1 1 1 1 5 1 0 0 6 6 6 6
1000 mg/kg 12 0 1 4 5 2 12 0 0 0 12 12 12 12
Values are number of animals with findings. (to be continued)

- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.
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Table 18  Urinary findings of female rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047) (continued)

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 meantS.D.)
0 mg/kg 12 12 12 1 3 0 2 3 3 9.50+ 6.83
8 mg/kg 6 6 6 0 0 4 0 0 2 10.67+ 8.07
40 mg/kg 6 6 6 0 0 1 1 2 2 7.00+ 344
200 mg/kg 6 6 6 0 1 0 3 1 1 10.83 £+ 7.58
1000 mg/kg 12 12 12 1 1 7 1 2 0 31.79 £ 20.80 ++

Values are number of animals with findings.

- ; Normal.

Color : A; Pale yellow or yellow.

++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 19

Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of p-Chlorobenzaldehyde (SR07047)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 80 85 - + 1+ 2+ - - 0.1 Eu/dL -
0 mg/kg 6 0 6 0 0 2 4 6 6 6 6
1000 mg/kg 6 1 5 0 0 5 1 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 - + 1+ A 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 6 6 0 0 6 1 2 1 1542+ 544
1000 mgrkg 6 5 0 1 6 1 2 1 14.92 +£5.23

Values are number of animals with findings.
- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.
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Table 20 Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of p-Chlorobenzaldehyde (SR07047)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 8.5 - + 1+ - - 0.1 EU/dL -
0 mg/kg 6 6 1 2 3 6 6 6 6
1000 mg/kg 6 6 4 0 2 6 6 6 6
Urine
Number  Occult Specific gravity volume
of blood Color 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals - A 1.020 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 6 6 6 0 1 2 3 0 1425+ 6.24
1000 mgrkg 6 6 6 1 2 1 1 1 14.58 = 6.70

Values are number of animals with findings.

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

Color : A; Pale yellow or yellow.
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 756.8 46.12 16.02 60.93 21.18 34.72 123.3 109.50
S.D. 33.2 1.61 0.67 0.96 0.48 0.60 27.2 11.82
8 mg/kg 6 Mean 776.3 45.48 16.12 58.62 20.78 35.42 126.0 102.72
S.D. 18.0 1.49 0.53 2.69 1.00 0.35 21.9 6.79
40 mg/kg 6 Mean 769.0 45.03 15.95 58.60 20.75 3543 132.7 112.03
S.D. 21.9 1.43 0.43 2.80 0.92 0.48 17.2 1.67
200 mg/kg 6 Mean 750.7 45.07 15.77 60.08 21.02 35.00 141.2 106.88
S.D. 44.4 2.18 0.62 1.92 0.59 0.58 29.5 7.30
1000 mg/kg 6 Mean 777.3 47.95 16.65 61.70 21.43 34.73 118.2 88.50++
S.D. 35.6 1.71 0.57 0.99 0.76 0.99 554 4.24

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

(to be continued)
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Table 21

Hematological findings of male rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047) (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 27.8 15.82 24.18 1.13 10.67 0.53 0.00 1.47 86.20 0.00
S.D. 8.6 1.05 1.95 0.47 2.40 0.21 0.00 0.60 3.03 0.00
8 mg/kg 6 Mean 20.3 16.18 24.67 1.27 10.73 0.60 0.00 1.00 86.40 0.00
S.D. 7.6 0.80 221 1.14 3.75 0.55 0.00 0.61 4.77 0.00
40 mg/kg 6 Mean 29.2 16.50 25.60 1.33 12.00 0.73 0.00 1.00 84.93 0.00
S.D. 4.8 1.24 2.13 0.65 4.69 0.78 0.00 0.49 4.83 0.00
200 mg/kg 6 Mean 30.3 16.37 25.50 1.20 12.40 0.53 0.00 1.20 84.67 0.00
S.D. 7.3 1.47 3.17 0.76 6.35 0.60 0.00 0.36 7.44 0.00
1000 mg/kg 6 Mean 30.8 15.65 21.38 1.13 12.47 0.07 0.00 1.87 84.47 0.00
S.D. 7.2 0.56 1.15 0.30 3.59 0.16 0.00 0.74 4.28 0.00
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 752.8 43.68 16.07 58.13 21.37 36.77 105.3 119.00
S.D. 49.1 1.45 0.94 1.99 0.60 1.29 52.1 17.39
8 mg/kg 6 Mean 758.7 43.82 16.25 57.77 21.43 37.08 100.0 127.82
S.D. 18.6 1.31 0.71 2.10 1.02 1.06 21.3 15.19
40 mg/kg 6 Mean 753.7 44.17 16.22 58.63 21.52 36.73 93.7 126.10
S.D. 20.3 0.97 0.60 1.40 0.72 1.08 3.6 12.30
200 mg/kg 6 Mean 775.8 44.88 16.23 57.97 21.00 36.20 106.8 128.02
S.D. 50.7 1.65 0.54 2.51 1.25 0.98 29.0 12.54
1000 mg/kg 6 Mean 748.2 4433 15.97 59.30 21.40 36.02 101.5 100.02
S.D. 41.0 1.73 0.55 1.92 1.06 0.71 21.9 10.97

(to be continued)
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047) (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 22.7 16.13 20.37 1.13 8.07 0.87 0.00 0.67 89.27 0.00
S.D. 6.6 1.16 0.92 0.93 3.53 0.64 0.00 0.65 4.50 0.00
8 mg/kg 6 Mean 22.8 16.00 20.25 1.13 8.33 0.53 0.00 0.40 89.60 0.00
S.D. 7.5 0.30 0.66 1.03 2.98 0.55 0.00 0.36 4.13 0.00
40 mg/kg 6 Mean 22.0 16.07 20.80 1.13 8.73 0.67 0.07 1.00 88.40 0.00
S.D. 7.8 0.58 1.29 0.73 3.64 0.33 0.16 0.83 4.29 0.00
200 mg/kg 6 Mean 255 15.80 20.37 0.93 9.00 0.60 0.00 0.60 88.87 0.00
S.D. 6.3 0.60 1.78 0.33 6.92 0.55 0.00 0.33 7.17 0.00
1000 mg/kg 6 Mean 27.7 16.43 19.30 0.80 8.80 0.13 0.00 1.33 88.93 0.00
S.D. 93 0.66 1.26 0.67 233 0.33 0.00 0.70 2.73 0.00
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Table 23  Hematological findings of male rats in 14-day recovery test following 28-day repeated oral dose of p-Chlorobenzaldehyde (SR07047)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 845.0 46.85 16.97 55.43 20.10 36.23 140.5 110.65
S.D. 279 2.34 0.75 2.09 0.61 0.52 28.4 14.55
1000 mg/kg 6 Mean 797.8* 44.88 16.27 56.28 20.40 36.27 126.7 107.18
S.D. 33.9 1.78 0.47 1.52 0.49 0.84 31.7 9.91
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 25.2 20.22 27.00 0.67 7.40 0.67 0.00 1.27 90.00 0.00
S.D. 4.5 2.48 3.98 0.33 3.14 0.74 0.00 0.59 3.90 0.00
1000 mg/kg 6 Mean 31.5% 17.47 24.28 1.13 8.80 0.60 0.00 1.73 87.73 0.00
S.D. 5.0 1.90 2.10 1.11 3.06 0.55 0.00 0.79 4.20 0.00

* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
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Table 24  Hematological findings of female rats in 14-day recovery test following 28-day repeated oral dose of p-Chlorobenzaldehyde (SR07047)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 769.3 42.13 15.92 54.78 20.68 37.78 86.8 108.75
S.D. 15.6 1.23 0.38 1.36 0.19 1.18 31.8 6.15
1000 mg/kg 6 Mean 759.8 40.22* 15.32% 52.93* 20.17**  38.10 97.7 109.33
S.D. 23.5 1.58 0.50 0.91 0.25 0.95 22.5 5.67
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 28.2 16.95 18.83 0.93 11.27 0.87 0.00 1.20 85.73 0.00
S.D. 5.5 0.76 1.10 0.65 3.20 0.69 0.00 0.62 2.74 0.00
1000 mg/kg 6 Mean 33.2 16.98 19.45 1.13 8.07 0.53 0.00 1.87 88.40 0.00
S.D. 11.5 0.38 1.40 0.47 2.20 0.65 0.00 1.31 3.38 0.00

* . 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).



Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047)

_ZL_

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 o B Y TU/L IU/L TU/L TU/L mg/dL
0 mg/kg 6 Mean 5.52 2.908 1.115 52.72 19.98 7.78 15.83 3.68 62.0 24.8 760.7 0.77 0.047
S.D. 0.15 0.088 0.035 0.80 1.40 0.78 0.76 0.53 8.8 2.8 187.7 0.18 0.014
8 mg/kg 6 Mean 5.55 2.947 1.137 53.15 20.15 7.53 15.18 3.98 60.7 26.5 965.3 0.38 0.050
S.D. 0.26 0.109 0.091 1.96 2.56 0.58 0.74 0.56 6.6 3.6 3513 0.15 0.013
40 mg/kg 6 Mean 5.47 2.880 1.117 52.75 20.38 7.43 15.48 3.95 56.8 233 787.2 0.57 0.048
S.D. 0.20 0.063 0.052 1.22 1.79 0.93 0.50 0.57 8.8 2.1 148.9 0.30 0.012
200 mg/kg 6 Mean 5.55 2.832 1.048 51.08 21.40 7.78 15.78 3.95 58.5 24.3 662.2 0.70 0.047
S.D. 0.18 0.074 0.090 2.04 2.34 0.65 1.22 0.67 34 33 105.5 0.39 0.005
1000 mg/kg 6 Mean 5.17* 2.767 1.158 53.67 19.53 8.40 14.23%* 4.17 77.2%% 39.3%% 9345 0.53 0.055
S.D. 0.10 0.144 0.101 2.08 3.09 0.63 0.98 1.11 6.6 5.5 193.2 0.46 0.014
* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

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



Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047) (continued)

_SL_

Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEg/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 170.2 61.5 60.2 9.35 0.503 143.0 4.978 104.2 9.68 9.13
S.D. 13.3 4.7 17.6 2.16 0.029 1.7 0.294 0.8 0.34 0.35
8 mg/kg 6 Mean 1533 55.0 39.0+ 9.75 0.497 142.7 4.797 104.0 9.88 9.20
S.D. 14.2 6.7 10.8 1.45 0.023 1.4 0.241 1.3 0.33 0.47
40 mg/kg 6 Mean 168.0 61.3 56.7 9.25 0.487 142.3 5.005 104.0 9.83 9.12
S.D. 15.1 9.3 16.7 1.72 0.012 0.8 0.184 1.1 0.23 0.58
200 mg/kg 6 Mean 173.2 60.3 54.8 10.98 0.510 142.0 5.098 103.5 9.72 9.08
S.D. 25.1 7.3 11.3 2.02 0.024 0.6 0.361 1.0 0.19 0.51
1000 mg/kg 6 Mean 146.0 67.5 123.2 10.38 0.500 143.0 4.905 103.8 9.88 9.47
S.D. 14.1 11.9 54.6 2.13 0.028 1.8 0.365 1.6 0.35 0.76

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



Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047)

_vL_

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 o B Y TU/L IU/L TU/L TU/L mg/dL
0 mg/kg 6 Mean 5.55 3.042 1.217 54.88 17.80 6.88 14.97 5.47 59.2 21.5 410.2 1.08 0.042
S.D. 0.37 0.197 0.091 1.89 1.68 0.59 0.90 0.23 32 2.1 76.9 0.28 0.016
8 mg/kg 6 Mean 5.50 3.068 1.267 55.85 18.12 6.70 14.73 4.60++ 59.0 24.2 416.2 0.97 0.047
S.D. 0.23 0.121 0.067 1.29 2.12 1.07 1.07 0.35 6.4 43 114.5 0.39 0.008
40 mg/kg 6 Mean 5.57 3.095 1.260 55.70 17.80 6.83 15.25 4.42 58.2 19.5 460.5 0.67 0.040
S.D. 0.20 0.119 0.071 1.41 0.85 1.15 0.84 0.93 3.1 1.6 111.8 0.29 0.017
200 mg/kg 6 Mean 5.55 3.083 1.253 55.62 17.67 7.25 14.90 4.57++ 58.5 22.3 477.0 0.85 0.055
S.D. 0.24 0.165 0.105 2.09 2.57 1.30 1.30 0.42 52 33 106.2 0.25 0.008
1000 mg/kg 6 Mean 5.20 2.925 1.288 56.30 17.18 7.65 14.37 4.50 82.5++  40.5++  585.7* 0.55%  0.058
S.D. 0.27 0.134 0.055 1.09 1.86 0.89 0.63 0.85 29.1 14.3 78.8 0.31 0.016
* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

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



Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047) (continued)

_(j‘L_

Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEg/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 113.0 54.5 9.7 11.78 0.533 142.7 4.823 105.8 9.63 8.53
S.D. 8.3 14.0 4.4 1.12 0.050 1.0 0.295 0.8 0.30 0.55
8 mg/kg 6 Mean 117.2 59.0 16.5 12.32 0.523 142.3 4917 104.5 9.68 8.78
S.D. 13.6 13.6 9.3 1.82 0.022 0.8 0.265 0.5 0.31 0.37
40 mg/kg 6 Mean 134.8 56.0 13.2 10.97 0.513 141.3* 4.995 104.8 9.87 8.82
S.D. 22.1 9.8 6.4 0.94 0.010 0.5 0.296 1.0 0.24 0.53
200 mg/kg 6 Mean 123.0 58.7 10.5 11.83 0.538 141.8 4.847 105.2 9.62 8.18
S.D. 18.3 17.2 4.4 1.14 0.030 0.8 0.170 1.5 0.25 0.31
1000 mg/kg 6 Mean 129.7 74.3 322%% 1037 0.545 142.5 4.822 105.2 9.83 8.88
S.D. 13.9 9.9 11.7 2.06 0.036 1.0 0.300 1.5 0.29 0.81

* : 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 27

Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of p-Chlorobenzaldehyde (SR07047)

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 o B Y TU/L IU/L TU/L TU/L mg/dL
0 mg/kg 6 Mean 5.67 2.860 1.028 50.58 21.03 7.57 16.23 4.58 57.7 24.0 461.3 0.47 0.050
S.D. 0.20 0.083 0.063 1.57 2.32 0.73 0.86 0.76 5.3 2.1 97.5 0.12 0.009
1000 mg/kg 6 Mean 5.45 2.795 1.052 51.25 22.18 6.95 15.07* 4.55 59.8 23.5 506.2 0.35 0.057
S.D. 0.24 0.104 0.032 0.70 1.58 0.29 0.84 0.77 2.1 24 83.4 0.23 0.012
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEgq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 182.2 62.2 60.8 14.70 0.522 141.8 4.895 105.3 9.82 7.65
S.D. 17.3 11.4 6.9 1.50 0.033 0.8 0.233 1.0 0.12 0.23
1000 mg/kg 6 Mean 149.7%* 66.8 59.0 13.77 0.470* 143.0 4.968 105.5 9.95 8.35%*
S.D. 7.3 9.7 21.9 2.01 0.024 1.1 0.454 1.0 0.36 0.22

* . 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 28  Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of p-Chlorobenzaldehyde (SR07047)

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 o B Y TU/L IU/L TU/L TU/L mg/dL
0 mg/kg 6 Mean 5.93 3.303 1.265 55.72 18.95 5.78 14.13 5.42 58.8 23.0 269.5 0.52 0.073
S.D. 0.31 0.183 0.091 1.66 2.36 0.48 0.62 0.88 9.1 2.7 83.1 0.17 0.015
1000 mg/kg 6 Mean 5.65 3.038%*  1.162+ 53.77* 19.88 6.27 14.77 5.32 60.3 21.3 326.8 0.70 0.075
S.D. 0.14 0.083 0.031 0.66 2.20 0.85 0.80 0.61 5.7 33 69.3 0.23 0.018
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEgq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 135.7 73.3 20.7 16.68 0.558 142.5 4.723 108.0 9.78 6.37
S.D. 15.9 11.0 15.3 1.68 0.038 0.8 0.203 1.8 0.37 0.23
1000 mg/kg 6 Mean 121.5 84.8 20.2 17.38 0.558 142.2 4.675 106.5 9.85 6.98%*
S.D. 17.9 15.1 7.8 3.61 0.026 1.0 0.191 1.8 0.25 0.52

* . 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=0.05 (Mann-Whitney's U-test).



Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

End of administration End of recovery

0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg

Number of animals examined 6 6 6 6 6 6 6
No abnormal findings 6 6 6 6 4 6 5
Ileum : Diverticulum 0 0 0 0 1 0 0
Lateral vastus muscle : Atrophy 0 0 0 0 1 0 1

_8L_

Values are expressed as the number of animals.
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Table 30 Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

End of administration End of recovery

0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg

Number of animals examined 6 6 6 6 6 6 6
No abnormal findings 6 6 6 6 5 6 6
Glandular stomach : Black patch, mucosa, multifocal 0 0 0 0 1 0 0

Values are expressed as the number of animals.



Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047)
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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 380.5 13.520 3.548 2.823 0.740 0.722 0.188 1.317 0.345 2.043 0.538 12.67 3.333
S.D. 28.3 1.565 0.261 0.339 0.053 0.149 0.033 0.120 0.014 0.044 0.032 1.70 0.422
8 mg/kg 6 Mean 368.0 11.798 3.202 2.682 0.733 0.708 0.190 1.267 0.343 2.113 0.577 12.65 3.435
S.D. 27.8 1222 0.157 0.159 0.055 0.103 0.018 0.119 0.015 0.081 0.043 1.78 0.357
40 mg/kg 6 Mean 3657 13.098 3.577 2.893 0.788 0.700 0.192 1.333 0.365 2.058 0.562 12.27 3332
S.D. 25.0 1.476 0.239 0310 0.056 0.119 0.023 0.088 0.020 0.078 0.019 2.58 0.464
200 mg/kg 6 Mean 3812 13.633 3.570 2.853 0.748 0.705 0.185 1317 0.347 2.097 0.552 13.37 3.495
S.D. 26.0 1.616 0.253 0.187 0.044 0.071 0.015 0.107 0.031 0.061 0.026 2.38 0.465
1000 mg/kg 6 Mean 324.0%* 12248 3.777 2.607 0.805 0.583 0.185 1.187 0.367 1.983 0.618+ 10.15 3.130
S.D. 37.0 1.772 0.237 0232 0.029 0.173 0.075 0.144 0.041 0.041 0.076 1.43 0.257
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test). (to be continued)

+: Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047) (continued)

Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 107% mg 107% g % 8 % mg 107% g %
0 mg/kg 6 Mean 7195 189.310 17.50 4,610 55.8 14.683 3.310 0.870 0.753 0.200 435.5 115.075 1.138 0.302
S.D. 2097 55.055 2.09 0.536 5.6 1.179 0.330 0.082 0.070 0.020 472 15.880 0.186 0.050
8 mg/kg 6 Mean 5725 156.020 20.63 5.588 59.2 15.993 3.202 0.872 0.778 0.213 414.5 113.412 1.280 0.352
S.D. 1451 37.981 428 0.964 9.7 1.506 0.389 0.105 0.058 0.008 91.9 26.545 0.165 0.057
40 mg/kg 6 Mean 589.5 161.743 17.93 4912 56.8 15.478 3.197 0.875 0.780 0.213 3922 106.397 1.285 0.350
S.D. 85.7 25.487 3.30 0.892 9.5 1.831 0.256 0.022 0.071 0.010 103.4 22.104 0.190 0.035
200 mg/kg 6 Mean 6748 177.380 19.18 5.052 56.8 14.998 3.078 0.810 0.722 0.190 3972 104.888 1.220 0.322
S.D. 54.7 14.941 2.62 0.753 4.0 1.794 0.257 0.103 0.053 0.026 36.4 14.929 0.145 0.045
1000 mg/kg 6  Mean 444.7%* 137.790 17.23 5.352 56.8 17.793* 2.848 0.883 0.647* 0.202 372.8 114.945 1.202 0.372
S.D. 93.0 25.984 4.63 1.387 6.0 3.188 0.229 0.080 0.033 0.033 69.2 15.246 0.204 0.062

* : 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).



Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047)
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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 207.0 6.337 3.052 1.537 0.745 0.492 0.240 0.763 0.370 1.898 0.922 12.58 6.050
S.D. 16.1 0.842 0.218 0.090 0.034 0.092 0.031 0.058 0.011 0.125 0.071 2.74 1.058
8 mgrkg 6 Mean  203.7 6.602 3.238 1.510 0.742 0.450 0.220 0.750 0.370 1.950 0.962 11.98 5.880
S.D. 14.2 0.705 0.176 0.132 0.034 0.079 0.029 0.059 0.026 0.071 0.058 1.21 0.376
40 mg/kg 6 Mean 219.3 7.138 3.255 1.638 0.747 0.458 0.210 0.828 0.378 1.878 0.857 13.73 6.267
S.D. 12.1 0.504 0.155 0.093 0.061 0.042 0.024 0.031 0.019 0.074 0.037 1.83 0.843
200 mg/kg 6 Mean 204.0 6.655 3.257 1.550 0.765 0.450 0.222 0.763 0.375 1.947 0.958 13.02 6.385
S.D. 12.4 0.794 0.267 0.058 0.056 0.049 0.022 0.053 0.016 0.071 0.084 1.72 0.830
1000 mg/kg 6 Mean 201.7 7.463* 3.695%*%  1.573 0.780 0.410 0.203 0.827 0.410% 1.827 0.907 11.15 5.545
S.D. 8.9 0.674 0.196 0.113 0.074 0.065 0.031 0.058 0.028 0.052 0.049 1.26 0.761
* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of p-Chlorobenzaldehyde (SR07047) (continued)

Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107%% mg 10°% mg 107%% mg 107 g %
0 mg/kg 6  Mean 5083 244.053 13.62 6.608 593 28.680 88.5 42,618 0.445 0213
S.D. 1212  49.640 1.50 0.842 5.9 2.062 22.1 9.597 0.171 0.070
8 mg/kg 6 Mean 497.0 241.978 13.30 6.557 612  29.933 92.5 45217 0.473 0.233
S.D. 1559  65.349 1.21 0.762 9.7 3.502 19.8 8.103 0.167 0.078
40 mg/kg 6  Mean 5468 248.013 14.65 6.677 653  29.832 938  42.632 0.460 0.213
S.D. 1085 37333 2.04 0.834 7.3 3.484 16.6 6.136 0.247 0.126
200 mg/kg 6  Mean 4602 224.590 14.72 7.225 61.3  30.125 958  46.878 0.525 0.258
S.D. 844  30.132 3.87 1.933 4.8 2.552 18.5 7.949 0.192 0.097
1000 mg/kg 6  Mean 3862 191.045 14.88 7.443 547  27.055 63.7+ 31.600*  0.370 0.185
SD. 1115  53.820 3.89 2.189 7.9 3.151 38 1.988 0.052 0.023

* : 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 33

Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral dose of p-Chlorobenzaldehyde (SR07047)

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 4355 13.885 3.188 3.073 0.710 0.775 0.177 1435 0.328 2.205 0.507 13.72 3.148
S.D. 329 1.441 0.254 0.135 0.051 0.116 0.019 0.189 0.034 0.098 0.036 1.41 0.157
1000 mg/kg 6 Mean 401.5 11.892 2.960 2.977 0.745 0.763 0.190 1.395 0.348 2.148 0.540 11.57%% 2923
S.D. 51.4 1.912 0.242 0.337 0.055 0.229 0.042 0.154 0.032 0.144 0.044 0.78 0.470
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 5347 122.127 22.20 5.123 63.0 14.558 3.363 0.777 1.098 0.253 691.7 161.010 1.548 0.358
S.D. 118.4 21.547 3.52 0.927 5.7 1.930 0.179 0.072 0.117 0.028 164.0 47.801 0.169 0.057
1000 mg/kg 6 Mean 6173 152.158* 21.92 5.458 63.5 16.180 3.280 0.830 0.992 0.250 594.0 148.053 1.473 0.367
S.D. 166.6 23.815 4.56 0.935 9.0 4.021 0.221 0.110 0.072 0.019 95.3 16.630 0.268 0.056

* : 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 34  Absolute and relative organ weights of female rats in 14-day recovery test following 28-day repeated oral dose of p-Chlorobenzaldehyde (SR07047)
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 228.5 6.698 2.927 1.602 0.697 0.455 0.200 0.793 0.347 1.968 0.867 14.43 6.333
S.D. 19.0 0.831 0.201 0.349 0.127 0.044 0.014 0.037 0.020 0.044 0.067 2.21 0.932
1000 mg/kg 6 Mean 2245 6.962 3.103 1.708 0.765 0.527* 0.233**  0.872* 0.387**  1.877* 0.835 16.15 7.250
S.D. 11.0 0.301 0.114 0.090 0.068 0.041 0.021 0.063 0.016 0.084 0.039 3.20 1.701
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg  10°% mg 107%% mg 107% mg 10°% g %
0 mg/kg 6 Mean 4053 176.610 14.18 6.210 62.8 27.613 90.0 39.657 0.627 0.275
S.D. 74.9 22.868 1.51 0.450 3.3 2.184 7.0 4.865 0.268 0.124
1000 mg/kg 6 Mean 4825 214.140* 15.78 7.008 68.3 30.487 93.7 41.885 0.558 0.250
S.D. 87.0 31.928 3.90 1.549 9.8 4382 11.2 6.116 0.171 0.080

* : 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 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)

End of administration

End of recovery

0 mg/kg

8 mg/kg

40 mg/kg

200 mg/kg

1000 mg/kg

0 mg/kg

1000 mg/kg

Number of animals examined

Organ: Findings
Lung: Accumulation, foam cell
Mineralization, artery
Metaplasia, osseous
Forestomach: Hyperkeratosis, mucosal epithelium
lleum: Diverticulum
Liver: Microgranuloma
Kidney: Regeneration, tubular epithelium

Dilatation, tubule, cortex
Dilatation, cystic, collecting duct
Hyaline droplet, proximal tubular epithelium
Cast, hyaline
Cyst
Testis: Atrophy, seminiferous tubule
Prostate: Cellular infiltration, inflammatory cell
Sciatic nerve: Degeneration, nerve fiber
Pituitary gland: Cyst, pars intermedia
Lateral vastus muscle: Atrophy, muscle fiber
Femur: Hyperostosis, metaphysis
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Values are number of animals with findings.
-: Blank value.

Grade; +: slight change, ++: moderate change.



Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of p-Chlorobenzaldehyde (SR07047)
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End of administration End of recovery

0 mg/kg 8 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals examined 6 6 6 6 6 6 6

Organ: Findings Grade

Lung: Accumulation, foam cell + 2 - 1 0 1
Metaplasia, osseous + 1 - - - 0 0 0
Fibrosis, focal + 0 - - - 0 0 1
Forestomach: Hyperkeratosis, mucosal epithelium + 0 0 0 0 2 0 0
Hyperplasia, squamous cell + 0 0 0 0 3 0 0
Stomach, limiting ridge: Hyperplasia, squamous cell + 0 0 0 0 2 0 0
Glandular stomach: Ulcer + 0 - - - 1 0 0
Liver: Microgranuloma + 5 - - - 2 3 4
Fatty change, periportal + 3 - - - 4 0 0
Kidney: Regeneration, tubular epithelium + 0 0 0 0 3 2 1
++ 0 0 0 0 0 0 1
Dilatation, tubule, cortex + 0 0 0 0 1 0 0
Dilatation, cystic, collecting duct + 0 0 1 0 1 0 1
Cyst + 0 0 1 0 0 0 0
Pituitary gland: Cyst, pars nervosa + 0 - - - 0 0 1
Femur: Hyperostosis, metaphysis + 0 0 0 1 5 0 0

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

Grade; +: slight change, ++: moderate change.
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