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3. EH

f-ryoayyANral FooGHERE: hyEr =) . 20, 100 KT 500 mg/kg

%, Sprague-Dawley & SPF 7 v b, HEICIEZELET 14 HREICM A REEHE 2B L T
R ET (42 HE) | MEICIIARECAT 14 HRICMZARELHME CHEIRMFAZE L
TEAL4BET (42~43 BH) BHEROTEL, RERSEMRVCERBERTELR
FtL7, BiZ, 0 XU 500 mg/kg R EHO—EHOBWIZOWTIL, ML b2 42 B
|5 L% 14 BEOKRESE 2321, EEE O E2RE LT,

31 REREEH

BRERE, BAHRIE. BREFEORNE. FE, BHEE, RHE (EHER) . @
RERE, MEEERERVCMEFRLEY (TSH, T R T, HIETIE., HRYEE
SEOEBIIVDLNRNo T,

—fRAREE T, S00 mg/kg WEHOMAEICREMFE 28 URENSBR I N0, #
WA TIEEE Th o 72,

MR BRREBOBRIIBIT 2FE > TOBETIE, HED 500 mykg HERTH
53 BLURICREZ2REN/NEHITH BN,

RBETIX, REHMRTHRECBVTHED 500 mgkg REHTEAERBRVCRE
WWEEIRD b,

BEEE T, REHEKTHRE CHED 500 mgkg REH TERERICEENE
HHiv, REHMD 500 mgkg B EHTHRBRERIEEIRD DL,

FREZERE TR, ARPBIBRBOREHIED 500 mykg HESHOBE T, FiF DR
EROHERED 500 mg/kg 58 OMERE TH O, MEBFEIZIX, 500 mg/kg 58
RBWTERORME OFEEM SRS, RAEOIE, B AR R
B A DI, 500 mghkg BEHDOBIZB T, BELRMARIZRT 5 MMEHRAKE,
BTE R LR 0 B HEB T R & OVRiT B RS I AR IS E S HERE I . BT B COL ANBER
HEIZH B iz, RECEEMED 500 mg/kg |5 CTHRIBROEHI IR L7120, AE(DE
B OWTRREHORERTROBREN RV OB T3 Z ¢ R TERMoT,

REZERECHONZEBRUAOELIZ. WTRY 14 BRAOKEIZLVEEH SV
R L b, AIFEOELEE X b,

32 HEREEH

HEY, ZEEFTRELLZER, REE, BRERUCZREZIIEBRHERSOE
EBRIWH LN ehote, Biz, HER, HIRHAR. B FREK. BXE, XE
RE, HERKEOCHARIERDEREOFEBIEIRD ONT, FLPRPOBER
BICHLEEIROOLNARNT L2225 500 mg/kg EFHITBWT b EBH DR,
BHEERUOXZIRRE,. BEMOEIRIERS, 2R OESTER EOAETERE~DEZEIT
2V EHEr LT,
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HAERTIE, HAROAREE, HARKUAER 4BOEK, £% 4 B0EFER
UHRFTRICEBRHERSICL2FBEIRD N 2o T,

500 mg/kg T HBETHEBED AR 0 B KOO AR 4 B DEFEITEFEPRD bz s,
A% 0~4 BOFOEREEMEITIIXMNBH L OMIZERIRD bR o1,

INLORRNS, ARBREGT C4-7uuav M Arnl) FeRERORET
BZEITXD, 500 mgkg BEHTHEOTREVE., BIMMOBRICHERDERE
WERT2EEXLONLZEMBBERSh, BERAECEESBD I, LizHo
T, AEREOWHREICR T2 KERSERHICHTIEREERVCESHEIIM
MESEIT 100 mg/kg S HIBF L. MHESEY & REMICB T 3 EMRBESHIRHTIER
EERCEZERIL. MERTH TV T 500 mgkg LLE, BB TiX 100 mg/kg
EHBT LT,

11
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4. #

EEFBAEERLRFEEERMCEMELEREORRILLY, 4-7 0y
SANTa Y ROTy hERAWEROBREZLIRERSEME  AERESEFER
BEEBLILOT, TORBERET D,

BB, ARRIIUTOEEZBTFL, HA FTA4SIZELL T, KRXEHERY Y
Y—F ¥ —TEHELIE,
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5 RE#MHERUEE
51 HRMERUVEEK
5.1.1 HEBRYE

/=R =Ry /2 = B B N ¢ MBUTOFERE EHICEAL
7o Fiz, RBREBBINCRABMARY MVOBIEIC L VHEERERSh TS &
BRES . A2316. IBRATEERD

A& 4y A4rsal) R
WFELTR 4-chlorobenzoyl chloride
il 4-7nuRBEHRI/ Y F
CAS B 122-01-0
ERATEREE 3-62, 3-1409
HERSUTRMER
Cl
0
Cl
FFR C;H«CLL,0
TR 175.01
FIRIZRBIT 3R EAFRRE-BEERH
R 12°C (& <)
PR 220~222°C
Ik R 118°C
ARE 20 mmHg/110°C
WE 1.377/20°C
BRR SR\ R
R 5% ;7% b (656 mg/mL) . DMSO, A% J—,
& /)—)v, DMF, =—5 1, 7 by, br=z=v
B ;K
HE (GC) 99.6%
% NEH
E (20/20) 1.3646
JEHTE n20/D 1.5788
AFE 1500 g
REFIE B, =R (GFAE : 1~30°C. EHE : 5~26°C) .

ipi

13
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RIFEET : HBE R T RRDERTFERVE 2 P74 4 PERER
WERNE
RV EOER : REHOBRRI L TFITITV, w27, REBIRE., F#

FREOEULHRERELZER L. EEOBRMEZR
BOENRIT. FBELRED. DBV ET D,
BREM : BREHBRTRICERSHERY VY —F8 & —HE
BRIV T, BREBMEOFRABIR A~ b
NVERERB LICRR, EREMATICHER LLBRARY
M EIRIERKRTH DV EERICEBER 2o

B2 .

BEONE : BRHE 5 g BHRERE L U THBENERT O KRR
FHRERICRE L, SRBRROODITR THRORERX
ETHEEHWLSS L,

51.2 4K

AR : MyET 2

REE : FHFA TR BRARELHE

oy hEE . VOM3906

R HE : £t

PRI ET : HRBASAFFCET S 2 BT M 4 ISR R B sE

2B, BEICOWTIR, ARBRICENL > TER L - HEREDTBEREENY T —
g Y EUOEERRR BRBRES  A2316) ITBWT, Moz BB TOHERDYE
DEEWICBFREENELONTWA D, roEnal MEBIR L,

52 BEROER

5.2.1 pofiick 2d-R 1Y)

HRIEARMY B OFEBRYMELR O FZ O ENCHRBERGRE LT, EE&%2 1 AERS
o, BAET T ARICHTEL, BEZFERAT 2 E TERKRERRICEEFE L,

522 HEREORS
E-A—ICHREROH 3EIOBELZEBR L%, FIICBEZ LIILEROHRY
BEHFAVY o OTRY, FRICHEE L, FTRYBRLTEAL., BEILHRE
LicZ b 2HERE ARV UV E-IZBT L EBIIE—I— 2D BOEMETEELEN,
FDOEHAAVY U F—ZMATe, BIZEEE AR s —Ziz, HEEIZAR
Tyl Llk, ARV VUF—DA%2T7 v 7 RETCHLTHHSCEGEERLE-Z, 2
Fe—b—ZBL, | BERAS TS, BBEITIFABICLEL, BEZERT ETH
T (GBEN. FEE : 1~10°C, EHME : 4~9°C) IZRELL, BB, FARRMEIFR
S7FATERL, BRIIBA LB TAN VKBERCOBRET >M2H5E, Bl

14
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72 BITR U SBRIZER U= = F AV T S TERNS L,

523 BERADZEN

AEBRYE D 1.00 XU 200 mg/mL K (HEE: hoEna ) ik, 8607 2K
WANRET (WBERN. 3728 : 1~10°C) T 7 B, ZO®REET 24 BHZETH
B EBRBREHR VP —F o F—THEREINTVWE (RBRES : A-2316, &
&HE3)

5.2.4 BERBEORERDR

HOoRE1BLEES 6B 20, B#REICAVWIEBEOHRIKIC W TREIZEH
THANIKERKER Y VY —F o ¥ —HEGEHREFT T GCIC LV BERERZERE L
7eo TORER, FRERIZBITDZETEICKHT 2HBRDEDOEIAIL 98.0~104.0%TH
D, WIFNLHFAREHEN (BE  REIRTHEIE ; 100.0£10.0%) THolz R
Tkt 4, 5) Z et HERBEOBBICHMBEI R o E L bz, SFEOEK
ZULTFICRT,

[RIE xRt SIEEDE]
wWBRME DO— ﬁﬁ’”&’l‘“fﬁ%’gk LTEALE,
AR : /A =0= R a=R I
oy S : KSSFK
REFE : e, EiR GFAHE . 1~30°C, EH|E : 5~23°C) .
B
RIS : MBS R HEBRDERFEE R ORI ETIEEDE R
e i
[RE]
AEA £ A=
Y R A Al FEMETERASH
[FERAMERUEER]
1) GCV AT A
BaA R URR A — g —
GC HP6890N
L0 H G2613A . .
T—F 9> 75 F oA G2614A Agilent Technologies
F—FAEY 7k GC ChemStation G2070AJ
2) XI¥
B4 R ORI A= —
i EMEF X AE240 Mettler-Toledo AG

15
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[EHERIR R CHEEEIR OFRE)

EEYE D 0.1006 12 0.1001 g #FIM L. ~F V- 2ML2 TC2E20mL & L TE#
Bk % AR L7 (BB £ 5030 XX 5010 pg/mL) , ZOEHEFRIKO 1 mL #1E
FRICBER L, ~F V22 T2ES50mL & U CGEERRE ARFAN L GIRBE .
101 34 100 pg/mL) .

[ ' = RRE DR
BRERAR Z EBIEAIZ n=1 TEERL, UTORIZH > THIEEZRBFE 2 ARFFARL
7o

- 1 IRAR 2 RAER
= % L exm ARE
om0 ey SRR )
4 1 50 - - 50
20 1 20 1 10 200
100 1 50 1 20 1000
VIR - ~F
[GC BB &MH]
BT A : DB-1 (0.32 mm LD.x30 m, fEE 0.25 pm. Agilent
Technologies Inc.)
Fy UTHA He
MEE—F AVvAREY hT7a—F—F
TE 0.50 mL/min
EAR 27Uy FNEAR
RA7U v b 5:1
EARRE 240°C
Rt Flame ionization detector (FID)
RHERRE 250°C
H, & 40 mL/min
Air fiE 450 mL/min
Make up 4 X : N,
Make up ¥ XE— K : AVABV N AT T v T RE
Makeup ¥ A i & 10 mL/min
F—7 U RE 70°C (Hold 0 43) —250°C (10°C/min. Hold 5 %43)
BEAE 1 puL

16
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EANER

FEANRFF AR EARR

1 3 EBRER (VAT 2EGMER)

2 3 EERKR (EER)

3 1 HEEZHAE (4 mg/mL)

4 1 HlEERIEF (20 mg/mL)

5 1 HEEZ AL (100 mg/mL)
BREBBRERVCRIEEZARBOREIT. EA% 24 BFRLIAICE
WL, 2B, R F—vavBBRT. F— U 7F7—AiC
B3 U4 BERFEOREESERINL TV A,

[RIEY AT LEE ]

HIEBRLAREICIZHERIR % 3 EEHREA L, 4-7 0V A7) ROFRRRRE
ROt —7 GROBREZER Lz, HEEEIRFERROEY —7 @BEOHEMELE
RENSHLUTE Lz, ZO/RE, RERHOMEMMEERZET 0.1%, ©¥— 27 @HEOMHE
MERREILISWUTTHY, HIEEEEH - THER THoZZ b, RHIEDOR
LENRER I,

[ERBD 470y M rul FEREOER)

BEREEZ IERAEL T4 2uaRr L 7ul FOE—7 BEOEHE (Qs)
RO, NCHEEAREZ IEELC4- I nuv M rral) ROE—2H
Q) ROz, UTORICLVHFERBFD 470Xy A rral NRE
(mg/mL) %KD, TOBREZAVTRRMECHT HEE (%) Z2EHLZ,

AERBP 47 oL rral FEE (mg/ml) = % XAXijéw
Qt CHERARED4-Z eV M) FOY—7 EiE
Qs CEEREDA-7uuR VS u ) FOEHY— 7 EHiE
A CEEBIETRO 4-sua RS A s a ) FEE (ug/mL)
F s FIRE

53 HBRIPERUVRFEORIREH

EURBRETA FIA VL VT olBERAVWEERBRBLEL IR THWA I &b
Sy be@BRLE, £, ZORRBRICERINEZRROT v MI—EERR, &M
RAEEHRBRICESHVWLR, 20, ZOBMEREI<ELNTEY, BEEHNEE
THHZENLER L,

54 RERBY

Sprague-Dawley & SPF 7 v b (Crl:CD(SD), AAF ¥ —/ X « U RXA—KA&H, E
AFEBEEVZ—) O 62 IRV 83 L2 Zh2h 8 BB TAFEY L, A%E %5k
1REEBELT, 3 HRORENR 2SS 19 BROILEBE #1T- 72, TORM., —i&%
REOCHE (1E/R) . AERE B 1, 3. 8. ISKT19BD5E) | FHFML—K
RECHEE Bk 14 BIC1E) RUOESERE BHb422b 1780 14 BFE) ZFEHEL

17
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TefE R, BRERE CHRASER D 46 (FEES 1935, 938, 944, 990) iZH bivie,
FNOLOREFERE, —RIRE, SFH2—BRREBEERCHERARICERER 2L, KEHE
NS BF I 48 PR OME 68 LA RN L, 10 B# CREER Lz, 728, A
DWTIE, BRERERENY. BIEY. BEEIROCREREHCSEL, Thbo
BN 45 BT LIZBRVBSINZ2WEE2HERABRE L Lz, BMRE - Bk
FOREEME REVERIOFE~BEDTROKE) ITXVRIIE, BoTHBE (&
ERBORE) OBEIZLY . EREHLEDEHEOLHEENTEHETHELR
55O BBCBIS T, BEOEIFITRaryYa—F 2RV uy JBEBERVE
EHMHEBEORAEDYE (T oy JEBETULERHEZER L, RREROCENORE
REBEZEEL B TE) TiTol, BEMEROKESHFBIIMET 395~476 g (F
YIEE : 428g) | MEIE 225~282g (EHKE : 248g) Tholz, HSITLLERIAIN
B S b, HE 14002 R REOM 4 IT13R5-5054 3 BRICRBRMH SR L. 8
MEBRBLEICBE L, RV Ol 11 ILIIBLAESH L L THEFAE Lo, k. #
BERE L ELBEEDOMIT., RBRHETECARSICL I RET REHEERORWEW
HRDoNT, REICAWRI-22D, REKTRIZABHORA L., BIMEERR
EEIBE L,

) . REREEEICHEV., BRI 60 IR UME 80 IETHh - 7228, EEIT itk 62 DLk U 83
EAMA S iz,

55 fHESEHE

Bhii, IREE 23+3°C (EHE : 21~24°C) | FERNBE 50+20% (ERIE : 40~56%) .
BB 10~15 El/h, BREA 12 B:R)/H (07:00~19:00) DEMMMEEE (FEXRES 908
BE) T4y hREBHMEYr — (W254xD350xH170 mm : )V — K= =7 Y
VIR EH) @IS, RETRMES 1 Lo 2 ILERE LR, 2B, iFHE 17
AL 4BETIE. K (RUAL b7 L—7 : BEF ¥ —IL X - Y K&
AN T ITRAFy B o —2 (W340xD400xH185 mm : A A&7 U 7 &)
WA U, BRHE NMF @ (BORHRBE, TV = 2 VBERTERASMTE, ny
F&ES 1 100713, 100817) 22T VARUGBIHIRIZ LY BBICERE ¥, Bk
AEAK (HBRBETHEKEK :: BBRKEEFER) 2BREERSY:, 2EL, 775
AF w7z ary—VIRABLTWARITHRAKEZER L, SERCEERFOR
AEEICE L Cx, #RFAREr » MIOWT, Eurofins Scientific Analytice THEH
LR EAFE L, FREIZSWTIL, Eurofins Scientific Analytice TEHIM (4£ 6
B) WCEHELESIEREAFE LR, BRI OWTI, KEBICERLIZKEDS
WEERELT v 7 HAEHE (B4 EEEBREY ¥ — X&) e (8
4E) IKEL, BEEAFELE, ThOHOF—FICL V88, SRR UK F O
BAMEIRBRBCEELEZ ATHREDRNVI L 2R L, SWREEDNDELE
BIEL,

18
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56 EihoER

B OB EERANI AR/ NEV R BAE (B : 855~916, M : 917~999) %22 T
ST, BESTHRIT. HIROCERERET E (HRE, B, YERUCEHEDIR) i 4#f0
FBEEOITT-, 2B, 1000 DALIXEE, 100 DAL (0 B2, 1 B2 . 10& 1
DONLIXEEEESL Lz, B/ —VIREER (B) JLREJTLEFT—YI5-0L%
i, RBRES, RERE, REE, %, DPES. FEES. IRTFER (EXO
FERERBEDOME) | AR B CREHOMHE) RUSR GREOH) 2R L,

57 HE5EE. BSHRRUVEBESEHECICKRERBE Th 5 0RIREH

B EZKIL, OECD Guideline for Testing of Chemicals 422 [Z# U, 05 %8R
Lz, BEHAMIX, BT 42 B (IEZAT 14 B, RECHIR 14 B, £0% 14 B
Bl . ECEEOMETIX 42~48 B (ZECRT 14 B, REHERCEEREMEZEL T
B I4BET) | EXEHEOHTITINR BRI E Lz, /2. RETH- 89 (EE
B 12106 ZTUE3108) I OWTHE41~43 Bl & L7, REHIBIIREXRTHR 14 B L
L, ZOMKRELE, BEREFKIIREZRERBRT—HEMZITOATWS 1E/A (7E/
W) & L7,

58 #{EHE

BEFEE, TolEEOBROBRESIEL T RO2BHEDRE L Lz, BRERE
X SmLkgFEEL L., 7V TAEY U FEAVWTERSREEZ | B 1ElL 08:48~12:12
ORCHREROBRE L 2 L BRERIIOBT ThHo BT O T 2% - T,
13:33~15:17 DR E Lz, STBEICIEE (o e av ) OREFRRICREL
7oo BEZ L OHRERRE (FREM : 0.1 mL, MKEMEZEREA) X, EEOK
EREBCEHLE,

59 BE=RUHEER

BEEIZ 20, 100 RT500 mgkg P 3FHEL L, HEZERETINBEHELMZ 458
WAk E Uiz, 1 BEUE 0 OB RE 1T 5 RE#E & U TERBE THERES 12T, RE
LARWEREREE LTHEREVUEAEM CTHE 10 Lz, 28, XRERVEH
BRIIBIIABOBNER SELE, MOBENEE 18EBLUBOE ST, BKEEK
THLUREE, AESMWE LTz, B % Texttable 1-1.X TN 12128 LTz,
Text table 1-1.2¥BRR (i)

RRE | BR5E | BRRRE | BEAE RECHE
(mg/kg) | (mg/mL) | (mL/kg) | 8 BYES
*FEREE 0 0 5 12 1001~1012 &!
ERER 20 4 5 12 2001~2012
mRBRE|] 100 20 5 12 3001~3012
mHEBHE | 500 100 5 12 4001~4012 %1

E1: BAESSEURO SILIY, REKREKRTHUR, AEBHLE L,

19
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Text table 1-2. B R ()

HERE | RE5R | RBRERE | REFE e FERECHE
(mg/kg) | (mg/mL) | (ml/kg) | %k | BMES | 8k | 99ES
*HEREE 0 0 5 12 1101~1112 10 1113~1122 %2
IERERE | 20 4 5 12 2101~2112 - -
mAHEE | 100 20 5 12 3101~3112 — —
EAREE| 500 100 5 12 4101~4112 10 | 4113~4122%2

E2: HAES 1I8FLRERO SILIE, HREERTBIRE, KESHE L,

510 HEEDHRTERM

ARBOBERIT, ERREBELE4- ooy Aarual) ROy hEANWE
14 ARREROREEMHRAR (REERERR) I"OBRE (&R 6) 22EB1T]k
ELlz, Thbb, BEERERRTII. WTNORERIIBWTHECEMIIHS
T, BEERVCOLEFRECERDERSOEZEEIRD LR >, 250 mg/kg
BEBHOE | FINFESAHIC—RREOBLARUOE LW EHEEORMEZ H- EER
DERLUEED, #5 9 BICHEME., BEFEITHRET 708, ALNREEDOK
ReEXOLNBHRIIA LN o2, 1000mgkg REFE T, HER OFHEI MR
T, BEERHTH LN, BEOKEEEMIAH . T-CHO OEEK U BUN OEEAHE
T, FFBREEOCEENM CHRO LN, £/2, ATEOMRERNMET, BRE OBRE
BRETHLN, 500 mg/kg BEHTIE., AIEOREESMEET, REOKREGE
BHETH LN, 250 mg/kg TEFHETIL, BB OBREBEIE A LN, LB T,
AR T, BEHMMEBRELBICALILRESHTLORENTFHEIND 500 mg/kg
EAEEL L, LLTAKL S TRLT100 XU 20 mgkg 2 2N E B R OMERABICHRE
L7,

511 BIRRVKREDEE

RBRBOERIX, RERBEZRE 1B, ®E1805 7BZ&RE 18, KERLK
B (REHMKTOEB) #KRE 1B, KE1B2»0 7THZHKE1H, RERIZAZ
EIROB, AR TRZRA 0B, HER (HAER) 2MF0BH (B%O0B) &L,
UTRARTEBIZONT, TR ERERORHICHAERVREL ERE LT,

5.11.1 —RREOHE

ZEEIZoONT, BEEMTFiIxEE 1B, #E5HMPIxER 3B (BT, REE
BROERE% 1~36/) | AERHETEZER 1E (Fiid) . ThBhiEsr, 2E&
KR, %, 1TERUCHIY R EO—BREICBI2EREOFELEHE L, 2B,
BE52BUBROCEYZ FICF - TOEHMNRBERIZ, AL —RREBEOBELFERT
1To7.
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511.2 HEO-BREBOHE. BEERE, BHARUBRENEDATE

HEM—RREBOBRIXESRBIZSWTITo T, ¥ 5-BEET BLEIF D) 12 1=,
T, EROERRBEEIRGHEPECRESMTEE 1 B, REREIIRE RS
HEhaEE 1|, REHEP. SEARFROCELHBTEIEESNZE (REEY
BEER 1. 7. 14 RUN20 H, RXBREMIIRE 7B, SHBEHIIEAL48) KEhE
T Tz,

HERE, BHREEAUVBRESEOREIL. BHTIIHENES 8~12 F, RKBELBM
TROBETEHMESBENVEE, EREHETIIHENES 1822 F0FFh ST
OWTIT o7, BMEHMPIX, REHOMTEAL4I B (&5 42~440) I, ToOMX
BREHBKRTE (5 6B, #E537H) (&, AREHETIR, XBEROEBAEFHOM
HECTAKHBKRTE (RE2E, MEL HITKREIR) ZiTo7,

FROBE REEKVHEIL. 8% 5 FAIEEBL, BEEIIH L TRSER
COBREZHR (FF7A4 2 ML) LIRRETIToT, 27 L. BREFHEOREICHE
LT, 794y FMeEfToRbotz, 08, 22— RIREBOBER EERED
BE - REERICOVWT, EEF—FUMIRA 2T LEEFREZAVTR&E L,
B REHBECOREMNSREHELUTICRLE,

RBe [ 9wEs
% M OB | 1101, 1103, 1105, 1106, 1107
{CAEE | 2101, 2104, 2105, 2111, 2112

A EEE | 3101, 3103, 3107, 3109, 3110
B REE | 4102, 4106, 4108, 4110, 4112

1) FHR—RREBOBE

r—VRBEL LTESR, B BETEH., FUFo-TOBEBLLT/—Unb0
BOHLE X, #E - KEOWRE., B - 500w, BEZEH, REGASIRE, 7K
FEIE. B ARREREE (RIR. WM¥E, B, BEILE. BEMEER) . A F) AR
AR, N RY U ITBORE, F—7 v 7 40— RREE L LCERRE, 5§
BETE, BRTE. H17. B8, FV, x5 R0 [E%k, kit BeEL, R
ZOWTEHEB L,

2) HEERE

BERS. BBERG, SRS, BRERAE, BILRS., ZRERKS. EHERE
IZDOWTRE LR,

3y #BARE

BEERAEIZE| & X, CPU 4 —Y MODEL-RX-5 (74 a—= =7 U IR
£t) ZHAVWCHIREOCSBEORBAZEIE L,

4) BREHEOUE
BAHREICSI&5E, ERBWAHB R EH L ¥ —NS-AS01 ettt =a—u ¥
A=V R)ERACTERESELZRIE L BIEREIX 1RE L L0 SBRE T 0~60
SORIEMEES L,
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511.3 *REAE

EBEEICHONT, Bk 1, 3. 8, ISRV 19 BITAHRERZRIE L, REHOHER I
RECEHEOMEIEE 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 BRUHKE
. RESWIITITARE 1, 4, 8. 11, 4 BRVEHRAIC, TEEOHIIHRE 1. 4.
8. 11, 15 B CGRREBWIIXESMFTORE 18 RV 22 B) | EiE 0, 4. 7. 11,
14, 17RG20 8, BALORC4 AXNCHBRBICKELRIE Lz, B, FROL
HBERIC RO TRERSN-EEORIL B OEERIE (13:20~16:59) KX,
08:19~11:16 DICABEREZ T o FR BT ATE N SHH 16 BRI E72%.
HARETEREEHICH L CTHEES 08:00~08:44 DEICEIE Ui, iR 25 HEoH81%
WOWTHE, HEACRIEL (BEL, F—2RRS8ZEE LBEIZEER L 2o
7).

5.11.4 BEEERE

2FFICO VT, REHOMR PIEREHOMIIRE 1. 4, 8, 11, 15, 32, 36,
39 RN 42 RIZ, REESMITEICAREE 1, 4, 8, 11 RN 14 BT, REHOMITEE 1,
4, 8. 11 BRWN15B, IR 1, 4, 7. 11, 14, TRV 20 BX WA 2 R4 BIZR
SEEZAFEL, fTEOREELOENS 1LY~V | BEEEZEH L, RERE
ROBREEOHEIL 08:19~11:22 DREIZIT o 7=,

5.11.5 EBRERE

BMEH MR EBE A ONWT, BRzERLER L, REHRFIEIRHOM
DEFEFEIZONT, REHBBEELLRZERPROONSIETHERERLER L. &k
L7z, BEHIRF OBEARICOWTEIMEEARRE OFEI OV THEN, REREH
B OERZOWTIISEOAL ERBRN ORI EHRGERBEOREL L, BEH
BRABERCREHPOROBEEHNETORK (A 2~ EHMPITE
BHROREFOREZR .

5.11.6 REHE

RERTR S HER TR, REHOFR CKREHOMESL 111 THREREBSY, T#H,
BRERD D VBRI F 2B LI b0 RBRIL E A Lz, KRB E %
0 BLRBELTKREETCRELALZBFEFAN, A—EHECI2FEHMIIRE 8 B
EThHot,

511.7 SHERURERE

1) BEOBE
RROERENT-MEYIILP RS, SREBEOREOETELBE L,

ST OFER (B0 BORERUEE) 1, &R 21 A»SER 25 B £ TOFq0-
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., 1B 2E (FR25 BRXFRTI0BFE T2 1 ED) 7V, ERSIM A 0.5 B BAr oF
AL, | BEACEHLE, SHBS 17THRETCRRETLTWEES, Z0oR%2FHA.0H
UL, BEBRVEBEOLUEOFELBER, SHESKET LEBEMIIRA 48T
HERZHEIE, RED, ERERUBAZHEEL LTHEREZEZ L.,

S L= BEMILEN S BOMRR T, MAREBMIIELEZIC, TREIVREEREIC
L7z, 2B, HIR25 BO 10RE TITHHBKET LR o7 20 mg/kg BE5HHD 1 4]
(V&R : 2106) RO 100 mgkg REEED 26 (B4pE S : 3108 R U03112) %, 1
VNG U RREET TR ERKBAREINTIC L Y iR S OREEREICM L,
IROF WA LI2FER. 26] (BES : 2106 KU3108) XBFERISRD bhiady
DTeTeDRIE L B2 L, RS OT — & BRI L VRS LT,

2) HEROBE

HER (E% 0R) CHERBRUREREEZ KA -, HEREIAREREOFE:
BED L, HZHELTCKERRE L%, BEMICET S, HEROEED
BELAERIBETER 1EToR, 228, BERERUECRIIEELE,

A% 4 RICEEZRE L%, 22 =—F VKRBT CBE L. BEXEBRTIEIC X
DRBRMBIESEHREITV., AR, B - EREZ2S0HEE - ABOREOFELR
Rz, WTROBEIZLARMEERAONR o120, BRERTRbRMoT,
7B, BEROEEIIEEINCRIE L., FERAM CHENCEHEZEHLE,

) EROMBERE, BEEOEWCLETHR. OBORLRR, BELENMORETE, B, £
EORF R, FRSODRLPRE E, AKEROEY, BHOR &, BIR. #. KA.
WSO X, B, B0, RERVEAONT VA RAZEELTHEL, EFLEL3E
BERELLE,
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511.8 REE EXKRAEZET)

BEHBKTHE (8568, %5 39~40 ) RUOYREHMKTE ((RE2HE, KX
11~12 B) KREBEZFEHE L7, REHRPIIREY B ORESHIC, #ETIIHEANES 8~12
&, EREHTHEANES 18~202FOEKBEEINTN SEE, KREHMPIIRESHHO
@KLY, ThHEFREREBE2E Yy PLEF—VREL, R - BREBEKT T 4EE
RE,. KWCTHHAEBR - EHEBEKTTZORO 0 RFMREZER LI, REERB % Text
table 2R L2 BB L 72 HZ A D 4 BEFRICOWT pHUA TULEE CORE L RE%L
ZORIZBONE20REREAVTEEERVCREDOBE LT 70, REIX 4 FFE D
REL20BHEOREZEGFHLTCIBEZEH L, KR, #REE2EY LIS
—DRINELZRETHELSD | HOEBERESR, #/KEEZ BV CHIE L,

Text table 2. RIRENEE .. AEERUVERARBZLL

BEEB HEF &

pH T=VaVAFAVIR-TEARBRK [7—7 LA BRat] »
=k F-VIVAFIVIA-TEA BRI [7—27 LA BEREH] ©
etk F-V3/AT{9IA-TEA RBRM [7—7 LA BR&4k] @
Fra—2 T=VavATi92-TEA BEBRIE [7— 7 LA BERESH] @
i 1-v3vAF49IA-TEA BREBRIR [7— 2 LA BrSit] @
ryLEy A=V ATAyIA-TEA BB [7T— 7 LA BREH) @
vavry )=y A-VavaF{yIA-TEA BB [7—7 LA BRREH] 2
=5 HIREE

i FERiE

RE (IEER) BEMAE y VEEHWEARERE (BAL : mL)
BEE KABETIED (BAL : mOsm/kg)

RE (Q0ERHE) AAVY U F—EROWERERE (B : mL)
BFAE Q4ERE) HEEHE

£ BRI EHSE

a) : AUTION MINI™ AM-4290 (7 — 72 L #%R4H)

b): HRIRBEREERE A—F7 > KX ¥ v  OM-6030 (77— L 1 X&)
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5.11.9 mEPRE
202 RKEBEBE DL WIREHEK TREORIE»H—K (16~20 /) #ER S
B, 205 b BERVCERERITIEA., BERCTHERITMEES ST (SWESHS
FOVIE, B L, ZEHEMIISRIED SIT) Bz onWT, 4 Y 7V U HEETIZEE L,
FEREIARD> & EDTA-2K AIERIMH#R (SB-41 : ¥R A v 7 2kt CMik® 1 mL %
BERL-, oMKl oW T, RO Texttable3.-1) (& L7-EHE ROFEIC X
DRELE, £, 38% 7 = VBT MY U ABENMRRE (K9 B L 1 FOE
A) ICEER LMK EE L4 (3,000 rpm, 1,600xg, 104 L. &b -migic
DU Texttable3.-2) ICEEHOHEBROFEICLVBRE LA, 28, B L7262
DU T, May-Griinwald-Giemsa @ I5IZ & 2 MKBHFEREZER U, iR 25 BRS
HEMEOCEBAMETICEHTRMET LEBERICOVWTHRE LS, ZORKE
IIFEEHRAT D B RS LT,
H1: REEEORENSSHEUTIIRLUE,
R BHES
xt BB | 1101, 1103~1112
AR | 2101, 2104, 2105, 2111, 2112
hAERE | 3101, 3103, 3107, 3109, 3110
SHERE | 4101~4112

Text table 3.MEFRENDIER. BIEERUVERBEILE

1) EDTA-2K MMMRIZ DWW TORE

®RAEHEER BEFiE By
% 1 BRE(RBC) 2AEL—F—Ta—HP g A RY—9 10%/uL
~F 5 1 ¥ E(HD) YT UARANELSOE UK g/dL
~= ;7Y > MEHL FRMFRB R CEHRMREE N SEH %
FH AR M EREHMCV) PEEL—F—Tu—PA kA Y —§EO fL
FH4 7 i B o £5, 3% B (MCH) FRORBEREO~NE S o EVBHLEE© P8
JEH R dBK 1 .38 8 (MCHC) ~NES o BRUAT A2V y MENSEH Y g/dL
7R i BR =R (Reticulocyte) RNABAI LA L—F—T7a—F A4 F A R —9 %
/T E (Platelet) 2REL—F—Tn—% A P A NY—© 10°/uL
i L B (WBC) 2EELV—F—Ta—FA hA MY —iE9 10%/pL
B MR 4 R ® ANFHXF—FPREILLEZT7a—t A b A M) —§& %
2BEL—F—Tao—HP AL AN —1E9
£ 3R WA o> e ot 8 RN FFYEF—BREILE BT r—F A A MY = 10%uL

EEL—F—Tn—P A FA Y —9

2) 7= BT R ULANEI Lo LB OV TORE

BEHER REHiE Bifiy
Zu oy e ER(PT) sy bEY s
EHLEs ha R

75 2 F L EER(APTT) 7ay hiEd s
74 7Y ) —%B(Fibrinogen) bFulRIIFTRAFUEYD mg/dL
ERAIE#RES

¢) : RAMIKRFMRERLE 7 N4 7 120 (Siemens Healthcare Diagnostics Inc., Hlinois, USA)
d) : MiEEERE B 845173E ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) ¢ BFPERNeut), HFEER(Eosino.). #FEEIK(Baso.). Y 23K (Lymph.). E¥K(Mono.)
B UOKRAGEREIROILUC)
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XTREED 1 6] (No. 1102) OMEFERE (7 KU 47 120) IZBWT, EIEBL VK
mMERDBENRETHEEDERRNRENZ-OBRHELER L, TORE. B
BELFBEORTRLZONFRENROONZ EnLHEIRNEELZRA L,

511.10 Mm&EEREE

MRFERE AR & RRFICERE L2 0EH 6 mL 2 EEREFIAVRRE (/Y
=7 PI-A— ey 7 TAEKRKESHE) KR, BOSBE (3,000 rpm, 1,670xg,
104550) L. B85 7-MBEIZ- 2T Text table 4.-1) IZERBOERAEROFEICL IR
ELiz, £72. ~NY UIRBRE (MK 1mL H72 0 20 Bizo~RY ) [TEERL
72 M¥# 2 mL 2304508 (3,000 rpm, 1,600xg, 10 23f) LCHS-micon\T
Text table 4.-2) IZRREOEBERUVFEICL VRE Lz, & 25 BROBEM R U
YHEPIT2HTFRERIRT LEBEHIC DWW THRE LB, FOREIIFEETr»
HERA LT,

Text table 4. MEFLFHREDEB., MEERUVFRABEL L

1) ZEELEBIZ OV TORE
BEHEE HIEFE BAr
ALP Bessey-Lowry i 9 IU/L
W= 1L 25 a—n(T.cho) CEH-COD-POD ¥ © mg/dL
NY ZUET A F(TG) LPL-GK-GPO-POD i£ @ mg/dL
U EEHE(PL) PLD-ChOD-POD i © mg/dL
¥ € Y L ¥ (T bilirubin) YA ARLE—FED mg/dL
7'V 22— Z(Glucose) INa—ARFe Fayfr—=2Eko mg/dL
RFEZEHRBUN) Urease-LEDH # @ mg/dL
& L7 = (Creatinine) Creatininase-creatinase-sarcosine oxidase-POD # @ mg/dL
F b+ Y U A(Na) A & RIREMREE © mmol/L
# U 7 AK) A A BIREERE Y mmol/L
HHR(C A FBREEE © mmol/L
H 7 B(Ca) OCPC @ mg/dL
Y L (P) T IFUBEY mg/dL
- ABE(TP) Biuret % ¢ g/dL
7 V7 2 (Albumin) BCG i g/dL
A/G ke REAVBBERVTATIUNLEH
2) A~ IR OB L LRIC oW TORE
REER HEHiE Bifr
AST(GOT) UV-rate i © IU/L
ALT(GPT) UV-rate # © IU/L
LDH UV-rate # © IU/L
v-GTP Ly-Z A% IN3HNARF 4= buF=y FEEo IU/L
ERRIERS
e) : BR{LFEHBDWERE TBA-120FRFE (HZAF 4 BNV VAT A RXBRKE)

5.11.11 mepRILEY (TSH, T RU T, HiE
5.11.10 TEOLNT-MIBIZ- DWW T, Text table SAICEROEERVUFEICLVREL
7. M¥EIEH 0.5mLx3 XEH L INF 2 —FICHEL., HIEE T-80°C DBHEE (&
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BHH . -70°C LT, EAME : -86~-72°C) ITRF LT, 772 L. IR 25 HRSHED
BHEOELHBTICE2HETRN/ELE LS8 Wik, BIEIRER Lo,

Text table 5. RV EVEIEDIEEH., MEERUHEABELR L

REEB RIEFE L2774
Ts CLEIA¥ D ng/dL
T, CLEIA# D peg/dL
TSH CLEIA P ng/mL
5 A E M 2R

f) : 2HBRELFRERE T AT 5 IMMULYZE (Siemens Healthcare Diagnostics Inc., Ilinois, USA)

XTBEED 1] (No.1001) DOFEAIEIZBWT T, OHIEENBELZ R LD, B
BEZER L, FOFKE, VEELIZEFBOBEEZRLEL-D, FIEESEAL
77

511.12 FHERE

1) IRRUCBEEENE

BRFREEA ROKRESBK T BIC2TOAEFEHYIZOWT, MEFRE. ikl
ZERBEROMPRNVEVREDOICRL U-EMiTRnEic, Zotosimiz(1 v
TNT RREET T EREIRGIETIC & 0 I EIE &8, TR ENENFE - BEIR - B -
EEE S ORE - MBONBRIC X 23 REANH 2TV, BRETZELE,
B, BE8HIC OV TITHREBCESRREROERERZH X 2. ROT, 2F0BR
EUOBELEAL, RERE, MRIECERERCOLPFVE CBIEORM Z1T- 28
BIZoNT, BT RTHRBEOCEERRHIE L., ThOoBEEE (EWER) L3k
BOKENGRE 100 g ¥ 0HEMEEZEH Lz, 2B, FREVEREEEL
HZ2FEBAEOREIZ DV TRERN 2 ICHE L, FOAFMECEML 72, FiF
25 BRA GBS R R P I LM T RSET L2 BEMIC OV T, 8ifl L THK
MEBFE S Bz, REFHZITV, BEOEEZHTE LS, KL LIRS L
7o

B, TEE, BRE* (ER/MEZET) | BIB* BAR, M, OB, FFE.
B AiLiR. HE (BERZST) . B TF

2) REMBERE

2TOEEFIZOVT, BUTIRTE2RENRBE/AERL U BRE 10 vol% R~
UVETCEEL, RFELE, BERHIIHIZIZY VEBREE 10 vol%dh < U VB EA
Lz, 72720, IRER, BRI VEBEER CABLEZ 3% I AV ZALTATE K -
2.5vol% AN <) VIECEEER, BRERUBELEEIT 7T VB CTEELZE, VU B
FEE 10 vol%e R A~ Y VRICEHBR LRE L, ROWT, XT 7088 LER, O
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¢ L (THREELEZSRE - MBIIEE - REOHELE) | A~ bFT VY - x2F Y
¥ (H-E) fa%iTofz, ERIZ, STRELTHIARBIRBI I2ABERVERE
HO2EEOEREMNRBEMBY V2B ORIRBEERMLII OV TITo 7, @
RIEDREBEIZ DWW TIEIEAIZHLE L, LEmEE, R, FRIR, ER/ME, B, B
TR, Big, BB (BEZ2E) RUOHBR (BER) 1XEM. BE, iR, BELE
FERCHEEIFAME N FERIFEAREZER L, 2B, TR, RERRUERE (K
BE) X HEREERMERETL L, FEABRFREEIERE L 2hoT, TORE,
EHEHE CHEBRYERSICIAE{EBRDN, BIBEOBIZE L CRM#EO R RN
EREET NICARER TERIREOLFIZOVT, WRICE L CIMobPRMEAE
B IR TRHREOEFIZOWVWTER L, B, BERIZOWTII H-E RE
ERXCTEHEBRDERSEORENRRD DN oz b, PASRAERIZ L 288i1ITD
ehhote, £, BEETR T NEFBM/ME) ZBEINR»o72d, a2uZ vl
VOREHBILEHREIZLIBERIITRLEI - B EE 2010 O _ERE/IMENE
AERE LB, ER/MEIZERMERSICL BB YEBMIIRERSZT
oo, RBREE~RIEITEE 2hoT:,

K, /N (Baade) | LEMHRE, FH (M) . R, R, ~—F B,
TEE, FRER. LR/ME, BIT., MR, B, STV >80, IBRIEY 38,
L. BARBIR. ]E. M (REXEEL) B, BHE, &, §. -85,
. BB (A= iRERET) ( BE. BB BB HTR, S TR, HFR.
el EEE. BERL. R, SRR, WELEA, FE. B, IR BE (BERZ
at) | LR (REX) . BE (BHE2El) | KBRE (BRxal) | X
B, KE (BER) . RIREORFEWA, EAE#SNE (FE2%EE LZENT)

5.12 #atfEin
5121 NS A—ZDEH

UTORICE D ZRRE, SR, SHREROHERLRET LI, SREHM, BRE%,
FEERE, HREER, HER £%404FE £B 0RVC4BOHEROM LS
BB L IcEH L, 28, HEROEEIZ SV TITBEIY S & MBI EHEE
KTz,

REBE%) = (RESHE/FEIEEME) %100

BHEE%) = M2 EREIS-EOR/RZR LEEDCE) x100
ZRR%) = (ERL-EOE/ZR LMD x100
HIREIB(B) =R 0B LI-BECOHE

HEER (%) = (M4 R HEMR/TIRER) <100

BIRR%) = (BHREE/AREBE x100

FEERE%) = GEEEE/HEREROEERE) %100
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HREER%)= NREFRE/HEAERE <100
HAEE%) = (HAERE/EREH) x100

Atk 4 BEFER%) = (£% 4 BOAEFIRE/HAERE) x100
£t 0 B O = HEH A REYHAE IR '

Atk 4 BOMN = 4£% 4 BOBETFREVAR 4 BOETFRK

5.12.2 BE

F PR BRLEFAREL OB DWW TR ENEEROREEIT> T2,

fRE, FEMMNE (HROEREEM : |5 1~42 A ROYRE 1~14 B, ZEFEME
5 1~15 B, HIR 0~20 R U 0~4 B, HAER : £% 0~4 B) | BfAE, BKE,
RIEPGRBAEK. HAY REAY)  REFTIE LB, SEHE, Bk,
ERER. EERE. HHE EBORV4H)  A—TFr 74— FREE HEEH.
Sh ERYEL) | EEERE (FHBEEE [  BAORVCEREDE. RREOEEHN
EH., MEERE. MREFERE, OFALE L RUREEER (&, TIREBEE) X,
B L ICEHER EERES RD RISRTERE O F I - THRE LT 299,

B OTHELARERZ

=2

o>
>3
Bartlett 2 7E FR7E*
p20.01, Eo8 p<0.01, RE4# p=0.05, 508 p<0.05, &4
Dunnett Steel Student Aspin-Welch
WIE BRIE DRE DIRE
<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
R E AR E (R BR E R E

%E%)?@T *: F=Slz/522
(72383, S|2>822)
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ERR, HERE, ARBEE, HERRCER 4 BAFRIZOWVWTL, I LI
EHER IBERZERD, Steel BRE (FEKE0.05 RT00.01, @R Z{T-o7 Y,

RRE, BER, ZHE, HER BERS, BIRE, BfRE., BERG, B
LR, ZhERRSIT. SHEOXEEYE., ME2 TR E-EEYER. SRESY
¥, HERHEMESDE., TERFOALNT-HMELIVEHL., BIFEENS ST
DENTH 5T 72% Fisher OEFEREERHEIEIZ L VRE (FEKHE 0.05 XU 0.01,
fl) 21T7o72Y,
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6. HERER
6.1 —f%IREE (Table 1-1~1-11, Appendix 1-1~1-34)

HETIE, 500 mg/kg B 5B CHENR®RE 12 BLUKE, #EHBZE LT /1205 7/12
FlizH BT,

REBEMETIX, 500 mg/kg B ERETHRENRSE 12 BLAK, 1/12 flic# R =0,
TR 16 AUBRIXA bt o7z, HBEED 16l (No.1102) T 1 BICRE RN AR
DHEEDFLR, FEOEBRUVEETHOBRTEALN, B2 BIC2MFTRMBET
L7,

FERECEFHE Tik, 500 mg/kg HEHETHEIE S 17 BIZ 1/10FlIcA bR,

20 KM 100 mg/kg R EHOWTNOBMIC LR EHEZE U TCEERA DR -
bl

WEEHTIX, WThoBICHAREHMZE L TREERA DN -T2,

6.2 FHMEL—RRECRE. BERE. BEHAERUVERENEDAE
(Fig. 1~5. Table 2-1~2-87, Appendix 2-1~2-261)
1) F—2sr—YNBE (Table 2-1~2-24, Appendix 2-1~2-73)
RECHEMERE R ONIEATELREME O 12 5 B 1 R DA EV R ORI ik, WTh
DEMIZHRERA DN d o T,

2) FITFoTHHLE (Table 2-25~2-48, Appendix 2-74~2-146)

HED 500 mg/kg IREFETERE 3~6 BICBRERMESEFNEN 1, 2, 4 KRV 2HITH
bivlic, "R VIRIIRDO K BET 2P BONREETHRE 1. 2 RV S
BIZE 16, 20 mg/kg TEBHETEE 2, 4, SKU6EIZENREN 1, 1, 1 RO 241,
100 mg/kg B 5B TRE 3 KU S HIZH | i, RELHEMED 100 mg/kg B 5H TR E 28
W1 B BEIZRWDIC OB R HED 100 mg/kg HERTRE SBIZ 1 A LRZN,
REPEENCBRBELHE Lz, £OMOBEREE Tk, JECH MR R R EC R
O 5 P R OREESMEEOREIFFIX. WThoBmIZ L RBEIIA LR

27,

3) A—TFr 74—V FNEE (Table 2-49~2-72, Appendix 2-147~2-219)
EEALEIDTHRITOFMB TERN, HIWIDEEZI R L-8 S5t BEL2S
DEBTHLNN, HBRHEREHITRoTRRA T b o7, TOMOEERIER
CIIRREC MR R OVFERR BB O 5 SR T R ORISR OREH R Tz, WT°
NOBMCLRBEILA DN o7, o, SIH ER D EHERCHEEOEEKIZIIRIR
HLEERMERSHLOMICEEREBIRD N o1,

4) HEBERE (Table 2-73~2-77. Appendix 2-220~2-233)
ZERBEMERE R ONSEAC AL BE M O 5 SRR T 3B M QNS AR Bhip M D AR IR BRI & TR
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DRETIZ. WThoBMIILEFIXA N0, $i-, EFHERIMEIC X REEEL
BB EHRESEHLEOBIIEREREZRR EFERARFICHLERERALN Mo T,

5) {BHHEIE (Table 2-78~2-82, Appendix 2-234~2-247)
AR ERBE MR J N FERRBLREME D1 5 BT T B 3 NS AR SKEV e e DIRZE RIS T8
ORFEIZIX., HRELZFERDERSH L OBICARREZIRD O 2T,

6) HBHFEEFHEOHE (Fig. 1~5. Table 2-83~2-87. Appendix 2-248~2-261)

HED 500 mg/kg WEHETREGIMKTED 50-60 53 DR OESHRICHREE L LL_F
EREENPRBO LN, AEL ORRELRBEMEIXA LT, 0-60 SHEOKRESBRIC
REFRRZODONRBNZ 6, BREEEHET L=,

RECEEME R O ERE RO R EHMK THRIZIT, dRELEERDERER L OM
HEREEIRDONR ST, ‘

R T I FRBE & L ~_EED 500 mg/kg RSB T 0-10 0 DOBOEHNEICAERE
. MED 500 mg/kg |EEET 30-40 ZOROEFRICERLESENRBD bR, —
BHEOBRBEAELTHD 0-60 HOREBEIZIIEFEIRD O TV RN &b,
BRMEE & HIWF LT,

6.3 {kE (Fig. 6~8, Table 3-1~3-7, Appendix 3-1~3-22)
) H®5HME
BT, #BRDERSEORSEHHATOZAERROFER R EHMPOKER
MERXREL LERXFEREZIRDLONR 2T,
REBM TIZ, ERYERSHORERN ., RREUEALHARSHMSP O RIER R
DEFEERVEHBFOEERMEIIHRBELEE~NFEREZTRED N2,
FEAECEEMETIX. 500 mg/kg B EHOREHMF OKHERAOBER R EHIRH
FOEEHMEICHBE L L_NEFEREZZED N2 o T,

2) kMM
MR & b ORISR 0D 4 B RS A D IR B R ORESHAT o0 D AR BB R BB RE & b
NEBREFBRD Hh o T,

6.4 {EfIE (Fig. 9~11. Table 4-1~4-7, Appendix 4-1~4-22)

1) #®E5HIM

HETIE, 500 mg/kg REFETHR S 36 HOBHEEICHBEH L E_FELREIZD S
ni=n, BELZ—BEOBETHY., TOMORERRTERRD LNV EDER
1 & M L 7z,

REEM T, $HBRDEREHORER, HRECRALHRSHMPOLAERA
OFMARIIHBH L EAFEREZIROONLE o7,
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FEABLEFHETIT, 500 mg/kg WEHOREMHE T ORHER ROBEERICKRIEL
HAREBERZIRD IR Po T,

2) REEHIRM
ek & BAREHMFOERERAOBHERICHRBE L L_REBREIRD LIRS

27,

6.5 RiRE (EXKEANEZSL) (Table 5-1~5-16, Appendix 5-1~5-30)
1) wEHMKTERE
EMEB I OWTIL ERUERRBEEO VWTHOEMICL BERA LN T2,
EEREBIZOWTIX, HED 500 mgkg BEHTEAERVREBICHBELEENEFE
REENPRED b, ERERETIIVWTIOEEER BV THLERDERER L
SR ORBICAERERERRD o T,

2) HREHBKRTRARE
EHEB ISV IR R UERRBEEO W TNOEMIC S BEIIA LN o,
EEHEBIZSOWTHER, WTFNOREEB IZBWT b HER OIERECREME O a5 B
HEREMBELOMICEERZIRD N -T2,

6.6 M#&E*¥EE (Table 6-1~6-10. Appendix 6-1~6-10)

1) BEHEKTRRE

HED 500 mg/kg TEFET, FHEAED bR 75 XF UVEBRICHBRELLNEE
RIEEVPRO BN, MOBEER T A —FITREFIT R, BRAELTHEZ L
e, EBRFERNTHEEANOE & HIET LT,

RECEEMED 500 mg/kg WEFHE T, EHRMERMDAKBECHBEH L L NAELSME
DRD BN, BEARELTHY, MOKRMIKRZAT A —FICEBEZAORRNT
Enh, EEZMEBHEFNOEL L HIBF Lz, 2 20 mg/kg 58T, EiE{LEy
MU RTITRAFURRICHRE L E_RFELREMBIBO OGN, AERICEEL A
WELTH o T,

FEREREEMED 500 mg/kg BREEHETT v b U B URMICHBE L L XFEREEN
BHOONTD, tOBERNRT A—FICRETRL, BELBRELTHEZ b, &
ERMEBEEENOEL L |l L7z, iz 500 mg/kg 358 CRE R ERBUT TR
HLUERFERBEISED DN, DEERICEER LW b, ABZMEE
#@WEAOEL L HB LT,

2) REHRKRTRBRE
HED 500 mg/kg WEEHTEEMATHY b 0BT RF VREIICKTBREL LGB R
EERBD OIS, MOBERAT A —FICRER R, BRALAELTHI LD
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b, EHFHEHHEAANOEL LB Ui, IR CXBHL LSRLKREICHER
RIRENRBDON-N, BEHBKTHRETEADNRWEBELEENLTHY, o
FRMERRNT A—FZRERZALNRNZ 0D, EEZHTEBHBENOE(L & Yl
L7,

FEATERREMED 500 mg/kg EFETT 12 b U U UREBICHBE L LARERBRERN
ROLNTD, MOBEER AT A—FILBET 2, BHLRELTHHI 1L, &
HEMNEBEHENOEL EHE LT,

6.7 IMiE{LEFEHBE (Table 7-1~7-10. Appendix 7-1~7-10)
1) BEHFEKTRRE

HED 500 mg/kg WEHTHBHELE_ NV a—RZHFEREENBD b8, ft
DT A= TEILEER & - TRELY Twﬁézmmbihf\MTiﬂﬁwim
EHRBNRNWT Ehh, BREEL L HE L,
*Mﬁ%@ﬁmm@gﬁﬁﬁfﬂ%ﬁkm&%tmeg WHBREENSED D

BHEAREETHO, TATIUVRCAGHRIZEERAORRNWI 0D, BRE
Em&ﬂﬁbta

FEATEREMED 500 mg/kg WEHOFEEITIE, XBELOBICAERERIRD LN
ot

2) WREHIRKTRRE

HED 500 mg/kg B EHE TR B L ILNERICEBELHESRRD b=, BE5HiMH
KRTHBREICRAONLVEMLREETH I Z b, ABENEBGEANOELL
HIEE LTz,

FERTELREME D 500 mg/kg REBHOELERIZIX, MBHLEOMICFELREZIRD LN
ol

6.8 MmHARIEY (TSH. T: RUT,) HIE (Table 8-1~8-5, Appendix 8-1~8-5)
1) BEHRMKETERRE
RRECHEMECIE, WBBBEL LR T30 100 mg/kg EBHTHERBIE. 500 mg/kg &5
HCTHEB/REME, TSHIZ 100 mgkg REFBTHFELRBENBO LN, WTFhbH
BLOHBERERAONANWI D, BRELHE L, Zof, BERUCIEE L
DR EBRYEBRESHENBELOBICAREREIRDONARP T,

2) HREHRKTRRE
HEROHEZEFEOFRYERSH L MBH L OMICERLEZZRD O h ol
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6.9 BEEE (Table 9-1~9-12. Appendix 9-1~9-46)

1) HBEHBERTRRE

BETIX, 500 mg/kg BEH TERBROEMERICHBIH LILFELREIED LN
720

RECREME CIX, 500 mg/kg 5B THIROES R X ERBICH B & L_FER
REPRD b,

EREHMHETIE, WThOoBREEEICLH. BRYWEREH L ARELOFIZEERR
ZREROONRNoT,

2) REHIMK TRRE

HED 500 mg/kg T E5FE T, MBHLUEAFRBOMEMERICEFEREME. LEBED
RBROMMERIZFEERSME, HO 500 mykg REH TTEERVLEOHENERIC
FERBENRDLONZR, WTFNLBEMREAEEDCAOE(THY . BE5HMK
THRECEERLZ DNV L ABZNEBEENOE L L HE L7z,

6.10 ZI#RATR (Table 10-1~10-6. Appendix 10-1~10-116)
1) BEHEKTHRE

HRYWEREDOFEBLEZONDENLE LT, 500 mgkg REFOHEOBEIIRE
ik, HHEOBIZATE OBERER L UBREREA LN,

Text table 6-1. 8|8 R (MR UIEXECHME) OBE

{310 # L3
B: ZELEE Eled Y
BE /AR B 5 E(mg/ke): 0 20 100 500 0 500
ik REF#: 7 12 12 7 5 5
Kidney
Irregular surface 0 0 0 i 0 0
Stomach
Thickening, wall, forestomach 0 0 0 5 0 5
Focus, raised, forestomach 0 0 0 1 0 0
Text table 6-2. BI#RFT R (XEREME) OKRIE
PRI W
B RELEE
AE /AR # 5 BE(mgkg): 0 20 100 500
PR BRERIE: 11 11 10 12
Stomach
Thickening, wall, forestomach 0 0 0 4
Focus, raised, forestomach 0 0 0 4

Foft, BiEOER (FAME) SHED 100 mg/kg BFEFED 1/12 )iz, BOBEEIC
RN HED 500 mg/kg B EHD 1/7 Fl & RECEEMO X BEE, 20 R T 500 mg/kg #&
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EEOL 111, 211 R V12 Flic, BREBOEKRARE (FHAIME) PO 20 mgkg &
EBEO 1/125IIcAH N0, HEEERRBEZHERLLBRHELLEELbNE,
2B, AHERECEY (RW 2 H :No. 1102) CEREDER. REABBEOKE
DOIER, BROXEHERVCBAENRL NN, 2FETREC L 2-REITHAL
NTRR»oT, £, &R 25 BRI %HEY (Nos. 2106, 3108, 3112) (ZHRAYE
HixHohiznotl,

2) REHMKETRRE

BREHFKRTEHRECALAEEILIE., KREBMIZIIA LRI T,

FEE FRICHAED 500 mg/kg FHEED 1/5 Bz, FIZREED 500 mg/kg EFHD
175 Blic, BORBEWICHFRAENITRBEEOM 2/5 fllcA bz, HEHAERG
REZENOER»SCBENELLEEZ DR,

6.11 RIBHBLERE (Table 11-1~11-17, Appendix 10-1~10-116)

1) HT5HFEKTRRE

EERMERSEOEELEZ OND B 500 mg/kg REHETHBEOER,. F. MO
i VPN % gy el

g : 500 mg/kg FEBEICB W TRME D475 Eit (b 23 iR
I, RAE OYEE, BERAER UBRHELLSBECA BN
P

Text table 7-1. /FIEEEPRE (MRUEXEIN ORE (B

MR i3 i3

B RELEE FERECHE

BE Rk ¥ 5 B(mg/ke): 0 20 100 500 0 500
A BEFE: 7 12 12 7 5 5

Kidney

Basophilic change, tubular cell 0 0 0 7 0 1
Minimal 0 0 0 1 0 1
Mild 0 0 0 3 0 0
Moderate 0 0 0 3 0 0
Dilatation, tubular 0 0 0 7 0 0
Minimal 0 0 0 5 0 0
Mild 0 0 0 2 0 0
Urinary cast, granular 0 0 0 2 0 0
Minimal 0 0 0 2 0 0
Fibrosis 0 0 0 1 0 0
Minimal 0 0 0 1 0 0
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Text table 7-2. HEHBFHRE (REHME) ORE (Bl

A i3
B RECHE
BEHRR % 5 B(mg/kg): 0 20 100 500
i BREK: 11 i1 10 12
Kidney
Basophilic change, tubular cell 0 0 0 12
Minimal 0 0 0 9
Mild 0 0 0 3
= : 500 mg/kg BERBIZEW T, RF LEMRIZI T 5

JREIARE, 8EFE LR O UNEM @R & O E R
NHERR SR A DTz, BT, AIE TUHL A/
BESBEMREE CHE LAl bh, BEABIIHK
ThHHIPLREOENEER L ERDEREDEELE
Z 72,

Text table 7-3. W BEHBFRE (MRUERBRHM) OKE (8)

R 3 e

B ARELEE SEAZECBE

BE # 5 B(mg/kg): 0 20 100 500 0 500
R CERGEE 7 12 12 7 5 5

Stomach

Hyperplasia, mucosal, diffuse, forestomach 0 0 0 7 0 5
Minimal 0 0 0 2 0 2
Mild 0 0 0 4 0 3
Moderate 0 0 0 1 0 0
Cell infiltration, mucosal, forestomach 0 0 0 7 0 5
Minimal 0 0 0 3 0 5
Mild 0 0 0 4 0 0
Edema, squamous cell, intercellular 0 0 0 5 0 3
Minimal 0 0 0 4 0 2
Mild 0 0 0 1 0 1

Text table 7-4. fRIBMBIFIRE (REHI) OLE (B)

451 i3
B RELEE
BERE 5 B (mg/kg): 0 20 100 500
Fr & BAEFE: i1 11 10 12
Stomach
Hyperplasia, mucosal, diffuse, forestomach 0 0 0 10
Minimal 0 0 0 7
Mild 0 0 0 3
Cell infiltration, mucosal, forestomach 0 0 0 10
Minimal 0 0 0 10
Edema, squamous cell, intercellular 0 0 0 5
Minimal 0 0 0 5
Erosion/ ulcer, forestomach 0 0 0 1
Minimal 0 0 0 1
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Féa it : MEDAEEEEBIC I W CEMBS S Do hd, RBAEHE
DM FH BT 500 mg/kg L HBRME ORE & ¥
W L7z,

Text table 7-5. /R EBHARBIEREMR (EHM) ORE (iR

151 [
B TR
B /AR 5 B(mg/ke): 0 20 100 500
B R mEMNE: 1 11 10 12
Thymus
Atrophy 3 4 5 10
minimal 2 4 4 5
mild 0 0 1 3
moderate 1 0 0 2

U bz, WS ONDRE - HBRICEL OB L OB, ZORFEOEIZ
TEREOZAONAELEENRCEENRERTR L, TORBABRFOERECRER
REPD, BROZTCEHE L, 28, 2WFRIECEY @FE 2 B : No. 1102)
TR U ANREBOEREELE, REBROEITEI BB ALNEZR, £HERRE
Ceo-RREE LTI ad ol i, 4R 25 H RS HREIH (Nos. 2106, 3108,
3112) TIRFEFETREENMRAONT, Kotk Lo ERIITATH > -,

2) REHIMKETRRE

BRICB W TRAE OFEEMEL, IR, B R O LA BEIZ 5 B T2 23,
Wb 14 BREIOAREIC L DER L, BETIIHEE L, BiBIKBWTHEEREOUVE
MR R ORI R E R A G208, Wiy 14 BREOKREIZL VER LT,

- Text table 7-6. fFRIEMEBFEREMR (KESW OKBIE (B

5 HE e

B RECHE FEATELEE

BEMEE # 5 B(mg/kg): 0 500 0 500
ik BREFER: 5 5 5 5

Kidney

Basophilic change, tubular cell 0 3 0 0
Minimal 0 1 0 0
Mild 0 1 0 0
Moderate 0 i 0 0
Dilatation, tubular 0 1 0 0
Mild 0 1 0 0
Urinary cast, granular 0 1 0 0
Minimal 0 1 0 0
Fibrosis 0 1 0 0
Minimal 0 1 0 0
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Text table 7-7. FEBMABERERR ((KESY) 0O£LE (B)

HER: HE i

) R FERBOEE

B /AR # 5 B(mg/kg): 0 500 0 500
TR REFIZ: 5 5 5 5

Stomach

Hyperplasia, mucosal, diffuse, forestomach 0 1 0 1
Minimal 0 1 0 1
Cell infiltration, mucosal, forestomach 0 1 0 1
Minimal 0 1 0 1

Table & O} Appendix (Z7RTZ DM OB Rik, HEWRRE OYREAKRZMER > L8
EOEEEBZ BN,

6.12 B (Table 12. Appendix 11-1~11-4)
HERPEFEOEMIIAONT. BEHBRRTEE R CEHEEM B HKiCiIx B &
SHBRYERERLOBICAEREZBTRDON R 5T,

6.13 ZER#E (Table 13. Appendix 12-1~12-4)
RREEFTIRELEZAE, XBRE, BFEEERVOZHRRICIMNBERLESERDERSH
LORBICHAEBLREIRD R ho T,

6.14 HHX#E (Table 14, Appendix 13-1~13-4)

HIRENV O 4 IR BB T, 1R 25 BRE R CTREBETH - 72 100 mg/kg B EEHED 1 4
(BWES :3112) &, HIE21~23 BIZ2FPEEICHH L, HER, ERBIRE.
EiRE, BHRRE. FRRE, TERRRUOHAERKICINBR L SERDERSHL

ORICERREIRD ORI 2T,
500 mg/kg B EH CHARICHBHLLULAFRLRFEIZOONEN BETHY,
B & Hlr L,

6.15 HERDEE (Table 15, Appendix 14-1~14-4)
100 mg/kg WEBHECTHAERE AR 4 AOMLICHBRELHFEREENIRD S
N, RECEELZWETH 7,
WTNOBREHIIBWTHARETE2F T IHAERIEIA ORI,

6.16 HERMAEHEE (Table 16. Appendix 15-1~15-4)

BB TORCIRIIRBET 1561, 20, 100 X500 mg/kg B EFHET4, 2 RNT
Bl ChoTo, £t 4 BAEFRITIIHNRE L SERYERSH L OBICERRERRD
bRieholz,
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6.17 HERDHKE (Table 17, Appendix 16-1~16-4)

500 mg/kg 5B CHERED £ 0 HRUBED AT 4 HOKEICKHBRE & NFE R
EEIEO NI, 1% 0~4 B OB OFEEEMEITIIXIREE L OMICEFELZITR
DoENRhoT,

20 RN 100 mg/kg B 5B Cld, HARROAER 4 BOMBEEAET OICAESE 0~4 BD
FORERMEICIINRBRE L ORICEEREZIRBD N1,

6.18 HERDAER 4 ABIRM A (Table 18, Appendix 17-1~17-4)
WTFNhOBREHEOHERICLARIBHREIZIA DN R T,
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7. B

g-rmuXrJAaral FOOKHEE: FUEoa ). 20,100 X T 500 mg/kg

% . Sprague-Dawley % SPF 7 v b, HEIZIZZASELAT 14 AR A REHIM A2 E L T
HRETE T (42 HRE) . MEICIIZCECRT 14 BRI A REHIBR R CEIRBE 2@ L
TRAL4BET (42~48 HE]) SBHIRORE L, RERSEERVCEERERELR
L%, B2, 0 &R0 500 mg/kg EFHO—EOBMIT OWTIIERES 1T 42 BE#H
EL7-%., 14 BEROKRELM 2. SEELOTHEEEZRET L,

71 REESEH

BEERE., BHRE. BREFEROAE. FE. BEE. RRE (EHEE) . L
RHERE., MRLEERER GRS AALEY (TSH, T; RUNT,) HETIE, RBRUER
S50EEBEIRD NPT,

—ARIREE TlE. 500 mg/kg REFHOMBEICR SR 28 URENBRE SRS, B
AR CIREEE Ch o7,

R —RREBOBRIIBITAFTH > TOBEB T, HED 500 mgkg EHTE
5 3 LA IR 7R JRIE DS /N TH DT,

RBETIE, REPHRTERREICBWTHE®D 500 mgkgREH#CTHEAERVRE
ICEENRED bz,

BEEE TR, BSYMKETHEHRE CHEOD 500 mg/kg R EH CHRBEERICHENR
WH, REEMED 500 mgkg B EH CHBREEIZEKENRD v,

REZERE T, HRENCERBROREREN 500 mgkg EEHOKET, AiB OERE
JE R OEREE D 500 mg/kg ¥ 5-BEOMERE CH b, HEBERIZIX, 500 mg/kg X 5.8
ZRBWTBEORMAE OMEEE (SR, RAEOILE, BRAER OB
BZH b, RMEOFEESLEIEL LTRAT (RE~MENT) KHhdh,
BRI & » TR RAFE IO EBEE SN, 28, REE OFEEELS R
FICA LN REHEICHEYTAE(LLEE X LN, 500 mg/kg BEFHOBIZBWT,
RELEARIZBT 2HBEAME, 578 RSB RO UNEHEIRRR & ORI B A
BESMECIA BN, 512, B TULAMBENERLBEECH 1 flickbh,
EBHRAKIVETHEINMMBOEEERE LERVEOKE L EXT-, BENIZEHE
LTWAHBRERAEEOZEEF L, BEABICHZIVER (~e—) Biadbh, Zon
o —NICHFEBEOBER AR R IS, MIREIITRAThHo =, 2B, BELEOWV
EBMBEERIIEBRICA SN E OBEER CMEERITHY Lz, HoORERESH
KRWTHBROEHFRA bR, BEHEOHEMNS LI 500 mg/kg B EHE K
BRMEORE LA L, REHOXBER CICALNEAREIL, FERERFEITBWY
TIHBEINRTWRWI END, HiR - HE - BAHOX FLRICERTAELEH
23k, 500 mg/kg BITBWTIE, Z Ok - HE - FHAHOX FLXRIZ, ®i L7
FREOEOLERITES R L AR Mb o ¢ HEENT-, KE{LOEEMIZONT
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IR EDRER TEHEOBRERR VDU TR R TEEhoTe,
FEERE CAHLNEZBBUAOENZ VTR 14 BREOKEIZLIVERED AW
BEELEZZENL, WThbAEEOERLEE I b,

7.2 AERESH

HEY., TRETCIRELEZAHK, XBEE, BREERVZRFZIERDERLEOE
B3R bhiehrotz, BiC, HER, MIRHAK. BiEk SREHR. BRE, XE
R HAERERUCHARIIEBRHEREOREBIZ D LT, BAYEPOMER
BIZHERENRBEDONARNI &5 500 mg/kg BEEEIZB W T HMEEIH DT REE,
RERRUOZIRE. BEYORRER. SEROHETER SOLHEBRE~DOEEIL
RUNEHBF L,

HAR TR, HEROAREE, HERROER 4 BOME, A% 4 BOEERR
VHRFTRICHBRMEREICLZEEBIIED LR 1T,

500 mg/kg BEHCHREOAESL 0 A RVEDCLER 4 BOBEILEKESRBD O, R
DFENRBTREELRITTZ ENHERINZN, £% 0~4 BOMOEEHEMEIZT
BELOMICERIRD ORI b, BEBRIEETHH LEEZI LN,

INOLDORRNL, ARREBGT T4 uurvy A rrnl) RERERORET
B iz Y. 500 mgkg WEBHOHEDOFREVE., BRBWOMBRICEBRYERS
WWRET D EEBZONDAE(NERLZ I, BERFEIVKEIRD LN, Lo
T, ARG OMHEMIZBIT A RERSEHICHT IBEEERVESEE I
HEFEIZ 100 mgrkg LRI U7z, 72, MRS L REWICR T 2 £EBEFHICK
THEXEEROESERIT, WTNOMEREY T 500 mgkg L E, R T
100 mg/kg & ¥l L7z,
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D

2)

3)

4)

X ik

d-rouXyArul) KOOIy b ERW: 4 BRERERDHRS
EHHB (BEEFERR) BREER YV Iy —F L & — ARBREE: C-RI53.
2010 4E)

Snedecor GW, Cochran WG. Statistical methods, 8th ed. Ames: Iowa State University
Press; 1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. J Am Stat Assoc 1955; 50: 1096-121.

e ARIEE (1981) : ZEZHFFME —5E & 5 H7-11, pp.23-27, 387-389, MR KFEHRE,
.
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Fig.1 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats
Motor activity of male rats (Week 6 of administration)
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Fig.2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorabenzoyl

chloride by oral administration in rats
Motor activity of female rats (Main group, Lactation day 4)
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Fig.3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats
Motor activity of female rats (Satellite group, Week 6 of administration)
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Fig.4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats
Motor activity of male rats (Week 2 of recovery)
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Fig.b A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats
Motor activity of female rats (Week 2 of recovery)
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Table 1-1 A combined repeated-dose/reproductive~developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings o Q 0 0 [0} 0 o] [0} 0 0 0 [¢] 0 ]
20 No. of animals 12 i2 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings (i} ¢ 0 0 0 0 0 0 0 4] 0 0 0 o}
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 (4} 0 0 0 0 0 0 0 0 0 0 0 ¢}
500 No. of animals i2 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings [4] 0 0 0 [} 0 0 0 0 ) 0 2 1 1

Salivation ¢ o6 o0 ©0o o0 ©0 o0 o0 o0 o0 © ‘2 1 1
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 No. of animals iz 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0] 0 o] 0 0 0 0 0 0 0 0 0
500 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 3 2 3 4 3 2 4 4 4 3 5 4 5 4

Salivation 3 2 3 4 3 2 4 4 4 3 5 4 5 4
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs

mg/kg 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43a)

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

20 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

100 No. of animals 12 i2 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 4] o 0 0

500 No. of animals 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 7

No. of animals with abnormal findings 5 5 4 3 4 4 5 6 6 7 2 3 4 4 0

Salivation 5 5 4 3 4 4 5 8 6 7 2 3 4 4 0

a): Day of necropsy
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Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose Signs
mg/ke 1 2 3 4 5 8 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 4] [0} 0 0 0 0 0 0 0 0 ¢} 0
20 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings o 0 o] 4] 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 0 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 No. of animals 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 9] 0 0 0 0 0 ] (V] (4] 0 1 4] 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Clinical signs in dams during the gestation period (Main group)
Administration
Dose Signs
ng/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12z 12 12 12 12 12 12 12 12 12 3 0
No. of dams with abnormal findings 6 o 0o o 0o 0 O o 0 0 O O 0O O O O O O O O O 0 O
20 No. of dams 11 11 11 11 11 11 11 1% 11 11 11 11 11 11 11 11 11 11 11 11 11 11 3 O
No. of dams with abnormal findings o o ¢ o0 0 0o 0 0 0 0 O O O O O O O O O O © O O
100 No. of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1 1 1 1
No. of dams with abnormal findings ¢ 0 0 o 0 0o 0 o0 0 0 O_ 0 O O O O O O O O © o0 o0 O 0 O
500 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1 O
No. of dams with abnormal findings 1 1 1 1 1 1 1 1 1 0 T+ 1 o0 0 1 1 0 0 0 o0 0 0 O
Salivation 1 1 1 1 1 1 1 1 1 0 T 1 0 0 1 1 o 0 0 o0 0 0O O

a): Gestation day
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Clinical signs in dams during the lactation period (Main group)

Administration
Dose Signs

mg/kg 0 1 2 3 4a) 5b)

0 No. of dams : 12 12 1z 1% 11 11

No. of dams with abnormal findings 1} 1 1 0 0 0

Smudge of peri-genitourinary area 0 1 1 0 0 0

Pale skin 0 1 1 0 0 0

Decrease in nursing behavior 0 1 0 0 0 0

20 No. of dams 11 11 11 11 11 11

No. of dams with abnormal findings 0 0 0 0 0 0

100 No. of dams 10 10 10 10 10 10

No. of dams with abnormal findings 0 0 0 0 [ 0

500 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 [¢] 0

a): Lactation day
b): Day of necropsy
¢): One dam was necropsied on lactation day 2 because all pups died.
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Clinical signs in female rats (Satellite group, administration period)
Day of administration
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals i0 10 10 10 10 10 10 10 10 10 10 10 10 10 .
No. of animals with abnormal findings 0 0 1] o] 0 0 0 0 0 0 0 0 0 0
500 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 [4] 0
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Table 1-8 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Clinical signs in female rats (Satellite group, administration period)

Day of administration

Dose Signs
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10
No. of animals with abnormal findings 0 0 1 0 0 ] 0 0 0 0 0 0 0 0

Salivation 0 0 1 0 0 o] 0 0 0 0 0 0 Y 0
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Table 1-9 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Clinical signs in female rats (Satellite group, administration period)

Day of administration

Dose Signs
mg/kg . 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43a)
0 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
500 No. of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 [} 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-10 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Clinical signs in male rats (Recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)
0 No. of animals S 5 5] 5 ) 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [}
500 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [y}

a): Day of necropsy
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Table 1-11 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Clinical signs in female rats (Recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 4} 0 0
500 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 [} 0 0 0 0 0 0 0 ¢ 0 0

a): Day of necropsy
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Table 2-1 A combined repeéted—dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 1 of administration)
Dose (mg/kg) ¢ 20 100 500
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 2 of administration)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 i2
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12

12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyil
chloride by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 3 of administration)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 4 of administration)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 5 of administration)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-6 A combined repeated—dose/reproductive—dévelopmental toxieity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 6 of administration)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 1 of administration)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
12 12 12 12

None
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 2 of administration)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12
Posture
Normal 12 i2 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12




Table 2-9

R-1072

A combined.repeated—dose/reprodﬁctive—developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 4 of administration)
Dose (mg/kg) 500
Parameter No. of animals 1
Posture
Normal 1
Convulsion

None

'Abnormal behavior'

None
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Table 2-~10 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 1)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 11 11 12
Posture
Normal 12 11 11 12
Convulsion
None 12 11 11 12
Abnormal behavior
None 12 11 11 12

-



R-1072

Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 7)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 11 11 12
Posture
Normal 12 11 11 12
Convulsion
None 12 11 11 12
Abnormal behavior
None 12 11 11 12
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 14)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 i1 11 12
Posture
Normal 12 i1 11 12
Convulsion
None 12 11 11 12
Abnormal behavior
None 12 11 11 12
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 20)
Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 11 11 12
Posture
Normal 12 11 11 12
Convulsion
None 12 11 11 12
Abnormal behavior
None 12 11 11 12
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Lactation day 4)
Dose (mg/kg) 4] 20 100 500
Parameter No. of animals 11 11 10 12
Posture
Normal 11 11 10 12
Convulsibn
None 11 11 10 12
Abnormal behavior
None 11 11 10 12




R-1072

Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 1 of administrgtion)
Dose (mg/kg) 0 500
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-186 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 2 of administration)
Dose (mg/kg) 0 500
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 3 of administration)
Dose (mg/kg) 0 500
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 i0
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 4 of administration)
Dose (mg/kg) [ 500
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
. chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 5 of administration)
Dose (mg/kg) 0 500

Parameter No. of animals 10 10
Posture

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
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Table 2-20 A combined repeated-dose/reproductive~developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 6 of administration)
Dose (mg/kg) 0 500
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 1 of recovery)
Dose (mg/kg) 500
Parameter No. of animals 5
Posture
Normal 51
Convulsion
None 5
Abnormal behavior
None 5
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Table 2~-22 : A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: home cage observation (Week 2 of recovery)

Dose (mg/kg) 0 500
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) 0 500 ~
Parameter No. of animals 5 5
Posture
Normal 5 S
Convulsion
None 5 S

Abnormal behavior
None 5 )
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Table 2-24 A combined repeated-dose/reproductive~developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Week 2 of recovery)

Dose (mg/kg) 0 500
Parameter No. of animals 5 5
Posture
Normal S 5
Convulsion

None 5 5

Abnormal behavior
None 5 5
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 1 of administration)

Dose (mg/kg) (4} 20 100 500
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 ) 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 12 12

Soft 1 0 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

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

Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 . 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection .

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 11 12 12

Soft 1 1 0 0
Reactivity to handlin

Easy v € 12 12 12 12
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

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

Dose (mg/kg) [ 20 100 500

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin '

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal . 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size ‘

Normal 12 12 12 12
Salivation

None 12 12 12 11

Slight 0 0 0 1
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 11 12

Soft 0 0 1 0

Reactivity to handling
Easy d 12 12 12 12
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 4 of administration)

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal : . 12 12 12 12
Mucosal membranes

Normal ) 12 12 12 12
Lacrimation

Normal 12 12 - 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 10

Slight 0 0 0 2
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 12 12

Soft 0 1 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study of 4-~chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 5 of administration)

Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 i2 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation . »

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None i2 12 12 8

Slight 0 0 0 4
Abnormal respiration

Absent P 12 12 12 12
Vocalization

None 11 11 11 12

Soft 1 1 1 0

Reactivity to handling
Easy
Slightly awkward 0 0 1 0
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: in-the-hand cobservation (Week 6 of administration)

Dose (mg/kg) 0 20 100 500

Parameter ‘No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin :

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 10

Slight 0 4] (4] 2
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 10 12 12

Soft 0 2 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos .

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 . 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy v 12 12 12 12
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy . 12 12 12 12
Fur condition ’

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

ﬁormal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 11 12

Soft 0 0 1 0

Reactivity to handlin
Easy v £ 12 12 12 12
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Table 2-33 . . A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 4 of administration)

Dose (mg/kg) 500
Parameter No. of animals 1

Ease of removal from cage

Easy . 1
Fur condition

Normal 1
Skin

Normal ) . 1
Secretions-Eye, Nose

Absent 1
Exophthalmos

Absent . 1
Palpebral closure

Normal 1
Mucosal membranes

Normal . ) . ’ 1
Lacrimation :

Normal ‘ . 1
Piloerection

Absent ) o1
Pupil size

Normal : 1
Salivation '

None : 1
Abnormal respiration

Absent 1
Vocalization

None 1

Reactivity to handling
Easy 1
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 1)

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 11 11 12
Ease of removal from cage

Easy 12 11 11 12
Fur condition

Normal 12 11 11 12
Skin

Normal 12 11 11 12
Secretions-Eye, Nose

Absent 12 11 11 12
Exophthalmos

Absent 12 11 11 12
Palpebral closure

Normal 12 11 11 12
Mucosal membranes

Normal 12 11 11 12
Lacrimation

Normal 12 11 11 12
Piloerection

Absent 12 11 11 12
Pupil size

Normal 12 11 11 12
Salivation

None 12 11 11 12
Abnormal respiration

Absent 12 i1 11 12
Vocalization

None . 12 11 11 12

Reactivity to handling
Easy ¥ 12 11 11 12
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 7)

Dose (mg/kg) o 20 100 500
Parameter No. of animals 12 11 11 12

Ease of removal from cage

Easy 12 11 11 12
Fur condition

Normal 12 11 11 12
Skin

Normal 12 11 11 12
Secretions-Eye, Nose

Absent 12 11 11 12
Exophthalmos .

Absent 12 11 11 12
Palpebral closure

Normal 12 11 11 12
Mucosal membranes

Normal 12 11 11 12
Lacrimation

Normal 12 11 11 12
Piloerection

Absent 12 i1 11 12
Pupil size

Normal 12 11 11 12
Salivation

None 12 11 11 12
Abnormal respiration

Absent 12 11 11 12
Vocalization

None 12 11 11 12

Reactivity to handling
Easy v 12 11 11 12
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 14)

Dose (mg/kg) ] 20 100 | 500

Parameter No. of animals 12 11 11 12
Ease of removal from cage

Easy 12 11 11 12
Fur condition

Normal 12 11 11 12
Skin

Normal 12 11 11 12
Secretions-Eye, Nose

Absent 12 11 11 12
Exophthalmos ,

Absent 12 11 11 12
Palpebral closure

Normal 12 11 11 12
Mucosal membranes

Normal 12 11 11 12
Lacrimation .

Normal 12 11 11 12
Piloerection

Absent 12 11 11 12
Pupil size

Normal 12 11 11 12
Salivation

None 12 11 11 12
Abnormal respiration

Absent 12 11 11 12
Vocalization

None 12 11 11 12

Reactivity to handling
Easy 7 12 11 11 12
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 20)

Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 11 11 12

Ease of removal from cage

Easy 12 11 11 12
Fur condition

Normal 12 11 11 12
Skin

Normal 12 11 11 12
Secretions-Eye, Nose

Absent 12 11 11 12
Exophthalmos

Absent 12 11 11 12
Palpebral closure

Normal 12 11 11 12
Mucosal membranes

Normal 12 11 11 12
Lacrimation

Normal 12 11 11 12
Piloerection

Absent 12 11 11 12
Pupil size

Normal ) 12 11 11 12
Salivation

None 12 11 11 12
Abnormal respiration

Absent 12 11 11 12
Vocalization

None 12 11 11 12

Reactivity to handling
Easy 7 12 11 11 12
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Lactation day 4)

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 11 11 10 12
Ease of removal from cage

Easy 11 11 10 12
Fur condition

Normal 11 11 10 12
Skin

Normal 11 11 10 12
Secretions-~Eye, Nose

Absent 11 11 10 12
Exophthalmos

Absent 11 11 10 12
Palpebral closure

Normal 11 11 10 12
Mucosal membranes

Normal 11 11 10 12
Lacrimation

Normal 11 11 10 12
Piloerection

Absent 11 11 10 12
Pupil size

Normal 11 11 10 12
Salivation

None 11 11 10 12
Abnormal respiration

Absent 11 11 10 12
Vocalization

None 11 11 10 12

Reactivity to handlin
Easy 7 g 11 11 10 12
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 1 of administration)

Dose (mg/kg) 0 500
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 2 of administration)

Dose (mg/kg) 0 500
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 . 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal : 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 500
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos )

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 1¢
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 500
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes :

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1072

Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed c¢linical signs in female rats: in-the-hand observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 500
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 : 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent ) 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size :

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1072

Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 500
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10




R-1072

Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

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

Dose (mg/kg) [ 500
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal ) 5 5
Skin

Normal 5 S
Secretions-~Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5

Palpebral closure
Normal 5 5

Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




R-1072

Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

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

Dose (mg/kg) (s} 500
Parameter No. of animals 5 5

Ease of removal from cage
Easy 5 5

Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal S 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal ' 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




R-1072

Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

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

Dose (mg/kg) (i} 500
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 )
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




R-1072

Table 2-48 . A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

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

Dose (mg/kg) 0 500
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 S5
Skin

Normal 5 5
Secretions-~Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 1 of administration)

R-1072

Dose (mg/kg) 0 20 100 500
Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion ]

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming .

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 3 4+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 0
Urination

None 11 8 11 9

Small amount 1 4 1 3

No significant difference in any treated groups from control group.



Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study of 4- chlorobenzoyl
chloride by oral administration in rats .

Detailed clinical signs in male rats: open field observation (Week 2 of administration)

R-1072

Dose (mg/kg) 0 .20 100 500
Parameter No. of animals 12 12 12 12
Arousal
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
Stereotypy
None 12 12 12 12
Gait
. Normal 12 12 12 12
Posture
Normal 12 12 12 12
Grooming
None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 2 4+ 2 5+ 3
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 1 0+ 0
Urination
None . 11 10 10 12
Small amount 1 2 2 0

No significant difference in any treated groups from control group.



Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 3 of administration)

R-1072

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 1 0 0 0

Normal 11 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 3+ 2 4+ 2 4+ 2 4+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ @ 0+ 0 0+ 0
Urination

None 12 11 12 12

Small amount 0 1 0 0

No significant difference in any treated groups from control group.



Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 4 of administration)

R-1072

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Means+S.D.) . 4+ 2 5+ 2 4+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 7 8 11

Small amount 2 S 4 1

No significant difference in any treated groups from control group.



Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 5 of administration)

R-1072

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 1 5+ 3 5+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ O 0+ 0
Urination

None 10 8 9 6

Small amount 2 4 3 6

No significant difference in any treated groups from control group.



R-1072

Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 6 of administration)
Dose (mg/keg) 0 20 100 500

Parameter No. of animals 12 S 12 12 12
Arousal

Normal 12 12 12 12
Convulision

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 1 0 0

Normal 12 11 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 1 5+ 2 5+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ O 0+ 0O
Urination

None 11 8 11 9

Small amount 1 4 1 3

No significant difference in any treated groups from control group.



R-1072

Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)
Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 2 6+ 2 6+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



R-1072

Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study of 4*chlofobenzoy1
chloride by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)
Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 i2 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 8+ 2 8+ 9+ 2 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 12 12 12 11

Small amount V] 0 ) 1

No significant difference in any treated groups from control group.



R-1072

None

Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Week 4 of administration)
Dose (mg/kg) 500
Parameter No. of animals . 1
Arousal )
Normal 1
Convulsion
None ; 1
_Abnormal behavior
None 1
Stereotypy
None 1
Gait
Normal 1
Posture
Normal 1
Grooming
None 1
Rearing 13
Defecation count 0
Urination
1




R-1072

Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 1)}
Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 11 11 12
Arousal

Normal 12 11 11 12
Convulsion

None 12 11 11 12
Abnormal behavior

None 12 i1 11 12
Stereotypy

None 12 11 11 12
Gait

Normal 12 11 11 12
Posture

Normal 12 11 11 12
Grooming

None 12 11 11 12
Rearing (Mean+S.D.) T+ 2 6+ 2 T+ 3 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 10 10 12

Small amount 0 1 1 0

No significant difference in

any treated groups from control group.
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Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 7)
Dose (mg/keg) 0 20 100 500

Parameter No. of animals 12 11 11 12
Arousal

Normal 12 11 11 12
Convulsion

None 12 11 11 12
Abnormal behavior

None 12 11 11 12
Stereotypy

None 12 11 11 12
Gait

Normal 12 11 11 12
Posture

Normal 12 11 11 12
Grooming

None 12 11 11 12
Rearing (Mean+S.D.) T+ 6+ 2 6+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0o+ 0
Urination

None 12 10 11 12

Small amount 0 1 0 0

No significant difference in any treated groups from control group.



R-1072

Small amount

Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 14)
Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 11 11 12
Arousal

Normal 12 11 11 12
Convulsion

None 12 11 11 12
Abnormal behavior

None 12 11 11 12
Stereotypy

None 12 11 11 12
Gait

Normal 12 11 11 12
Posture

Normal 12 11 11 12
Grooming

None 12 11 11 12
Rearing (Mean+S.D.) 6+ 2 6+ 2 6+ 2 T+
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 11 11 11

1 0 0

No significant difference in any treated groups from control group.



R-1072

Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 20)
Dose (mg/kg) 0 20 100 500

Parameter No. of animals 12 11 11 12
Arousal

Normal 12 11 11 12
Convulsion

None 12 11 11 12
Abnormal behavior

None 12 11 11 12
Stereotypy

None 12 11 11 12
Gait

Normal 12 11 11 12
Posture

Normal 12 11 11 12
Grooming

None 12 11 11 12
Rearing (Mean+S.D.) 6+ 2 5+ 1 5+ 2 5+
Defecation count (Mean+S.D.) 0+ 0+ 0+ 0 0+ 0
Urination

None 12 10 11 11

Small amount 0 1 0 1

No significant difference in any treated groups from control group.
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Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Lactation day 4)
Dose (mg/kg) 0 20 100 500

Parameter No. of animals 11 11 10 12
Arousal :

Normal 11 11 10 12
Convulsion

None 11 11 10 12
Abnormal behavior

None 11 11 10 12
Stereotypy

None 11 11 10 12
Gait

Normal 11 11 10 12
Posture

Normal 11 11 10 12
Grooming

None 11 11 10 12
Rearing (Mean+S.D.) 6+ 2 8+ 2 6+ 2 7+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 11 10 11

Small amount 1 )] 0 1

No significant difference in any treated groups from control group.



R-1072

Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: open field observation (Satellite group, Week 1 of administration)

Dose (mg/kg) 0 500

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None ) 10 10
Stereotypy

None 10 10
Gait

Normal . 19 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 6+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 9

Small amount W] 1

No significant difference between treated group and control group.



Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

R-1072

Detailed clinical signs in female rats: open field observation (Satellite group, Week 2 of administration)

Dose (mg/kg) 0 500

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 7+ 3 T+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between

treated group and control group.



Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

R-1072

Detailed clinical signs in female rats: open field observation (Satellite group, Week 3 of administration)

Dose (mg/ke) 0 500

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between

treated group and control group.



Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats

R-1072

Detailed clinical signs in female rats: open field observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 500

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 3 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between

treated group and control group.



Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

R-1072

Detailed clinical signs in female rats: open field observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 500

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None . 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 8+ 2 9+ 2
Defecation count (Means+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference hetween

treated group and control group.



R-1072

Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats

Detailed clinical signs in female rats:

open field observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 500

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 2 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ ©
Urination

None 10 10

No significant difference between

treated group and control group.



Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 1 of recovery)

R-1072

Dose (mg/kg) 0 500

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

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

None 5 2

Small amount 0 3

No significant difference between

treated group and control group.



Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 2 of recovery)

R-1072

Dose (mg/kg) 0 500

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 1 3

Small amount 4 2

No significant difference between

treated group and control group.



Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: open field observation (Week 1 of recovery)

R-1072

Dose (mg/kg) 500

Parameter No. of animals 5
Arousal

Normal 5
Convulsion

None 5
Abnormal behavior

None 5
Stereotypy

None 5
Gait

Normal 5
Posture

Normal 5
Grooming

None 5
Rearing (Mean+S.D.) T+ T+ 2
Defecation count (Mean+S.D.) O+ 0+ O
Urination

None 5

No significant difference between treated group and control group.



R-1072

Table 2-72 . A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Detailed clinical signs in female rats: open field observation (Week 2 of recovery)

Dose (mg/kg) 0 500
Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5.
Grooming )

None 5 5
Rearing (Mean+S.D.) 8+ 3 9+ 2
Defecation count (Means+S.D.) . 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Manipulative test of male rats (Week 6 of administration)

R-1072

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal : 5 5 5 5
Touch response

Normal 5 5 5 5
Tall pinch response

Normal ’ 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean:S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 91+22 97+23 70+ 7 87+24

No significant difference in any treated groups from control group.



Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Manipulative test of female rats (Main group, Lactation day 4)

R-1072

Dose (mg/kg) 0 20 100 500

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5. 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) 79+12 63+14 69+20 56+ 9

No significant difference in any treated groups from control group.



R-1072

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Manipulative test of female rats (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 500

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 69+16 50+16

No significant difference between treated group and control group.



R-1072

Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg) 0 500

Parameter No. of énimals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 84+26 98+23

No significant difference between treated group and control group.



R-1072

Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg) 0 500

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal S 5
Pupillary reflex

Pass, both 3 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) 68+20 47+13

No significant difference between treated group and control group.



R-1072

Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Grip strength of male rats {(Week 6 of administration)

Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 1393 776

S.D. 227 155

20 No. 5 5
Mean 1599 774

S.D. 114 134

100 No. 5 5
Mean 1322 724

S.D. 192 77

500 No. 5 5
Mean 1505 835

S.D. 207 147

No.: No. of animals
No significant difference in any treated groups from control group.



R-1072

Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Grip strength of female rats (Main group, Lactation day 4)

Dose Fore 1imb Hind 1limb
mng/kg g g
0 No. 5 5
Mean 1124 658

S.D. 302 56

20 No. 5 5
Mean 1014 684

S.D. 139 71

100 No. 5 5
Mean 1131 701

S.D. 181 131

500 No. 5 5
Mean 1070 585

S.D. 229 91

No.: No. of animals
No significant difference in any treated groups from control group.



R-1072

Table 2-80 A combined repeated-dose/reproductive-developmental toxicity'study of 4-chlorobenzoyl
chloride by oral administration in rats

Grip strength of female rats (Satellite group, Week 6 of administration)

Dose Fore limb Hind limb
mg/ke g g
0 No. ' 5 5
Mean 1107 484

S.D. 113 38

500 No. 5 5
Mean 1023 575

S.D. 227 116

No.: No. of animals
No significant difference between treated group and control group.



R-1072

Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Grip strength of male rats (Week 2 of recovery)

Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1399 750

S.D. 205 88

500 No. 5 5
Mean 1550 851

S.D. 130 66

No.: No. of animals
No significant difference between treated group and control group.



R-1072

Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Grip strength of female rats (Week 2 of recovery)

Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 1118 573

S.D. 92 100

-600 No. 5 5
Mean 1100 497

S.D. 162 55

No.: No. of animals
No significant difference between treated group and control group.



A combined repeated—dose/reproductive-deVélbpmental toxicity study of 4-chlorobenzoyl

R-1072

Table 2-83
chloride by oral administration in rats
Motor activity of male rats (Week 6 of administration)
Interval (minutes)
Dose
mg/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 466 402 349 316 294 313 2141
S.D. 45 53 - 79 51 91 68 275
20 No. 5 5 5 5 5 5 5
Mean 431 399 367 333 301 267 2099
S.D. 24 31 50 93 55 82 226
100 No. 5 5 5 5 5 5 5
Mean 418 387 378 310 305 328 2126
S.D. 105 61 33 79 58 60 313
500 No. 5 5 5 5 5 5 5
Mean 413 380 353 346 257 132w 1881
S.D. 23 50 52 57 88 80D 234

Unit : Count
No.: No. of animals

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

D: Dunnett's test



-R-1072

Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Motor activity of female rats (Main group, Lactation day 4)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 S 5 5 5 5
Mean 270 79 83 89 76 100 697
S.D. 121 75 78 114 88 97 417
20 No. 5 51 5 S S S 5
Mean 299 224 158 116 121 179 1097
S.D. 122 153 94 144 127 123 607
100 No. 5 5 5 5 5 5 5
Mean 387 271 214 210 195 151 1408
S.D. 108 145 101 118 94 143 619
500 . No. 5 5 5 5 5 5 5
Mean 259 188 99 97 92 61 795
s$.D. 121 125 131 103 82 78 454

Unit : Count

No.: No. of animals

No significant difference in any treated groups from control group.



R-1072

Table 2-~-85 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Motor activity of female rats (Satellite group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 411 314 221 214 220 180 1559
S.D. 75 100 114 95 103 131 530
500 No. 5 5 5 5 5 5 5
Mean 424 342 273 275 257 145 1716
S.D. 52 122 47 58 119 381

51

Unit : Count

No.: No. of animals
No significant difference between

treated group and control group.



R-1072

Table 2-86 ' A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Motor activity of male rats (Week 2 of recovery)

Interval (minutes)

Dose

mg/ke 0-~-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

0 No. 5 5 5 5 5 5] 5

Mean 470 397 399 337 286 357 2246

S.D. 24 66 51 70 36 68 172

500 No. 5 5 5 5 5 5 5

Mean 417» 388 347 324 264 285 2026

S.D. 34T 59 49 46 51 130 259

Unit : Count

No.: No. of animals

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



R-1072

Table 2-87 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Motor activity of female rats (Week 2 of recovery)

Interval (minutes)

Dose

mg/kg 0-10 | 10-20 20-30 30-40 40-50 50-60 Total(0-60)

0 No. 5 5 5 5 5 5 5

Mean 338 275 225 208 244 217 1508

S.D. 84 109 131 57 97 71 514

500 No. 5 51 5 5 5 5 5

Mean 420 375 323 310+ 293 253 1975

S.D. 54 66 42 39T 48 42 163

Unit : Count

No.: No. of animals

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



R-1072

Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study of 4~-chlorobenzoyl
chloride by oral administration in rats
Body weight of male rats (Administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 429 441 460 473 491 492 513 523 541 552 567 570 578 149
S.D. 21 25 28 32 33 37 38 41 44 42 47 48 48 30
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
20 Mean 429 439 451 466 480 484 501 511 526 536 551 556 568 137
S.D. 20 22 24 27 30 28 31 33 35 34 35 37 39 24
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 427 438 456 467 483 485 498 507 524 531 545 547 556 129
S.D. 18 24 26 27 30 29 30 31 33 36 36 39 41 24
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
500 Mean 427 436 455 469 486 486 502 511 5256 535 549 552 557 130
S.Db. 23 23 29 32 34 37 34 36 39 40 43 43 46 27
Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.



R-1072

Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Body weight of female rats during the pre-mating period (Main group)

Day of administration

Dose Gain
mg/keg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 247 253 257 260 267 19
S.D. 14 15 15 17 17 7
No. 12 12 12 12 12 12
20 Mean 249 251 258 281 267 18
S.D. 16 13 15 19 21 10
No. 12 12 12 12 12 12
100 Mean 246 252 258 261 267 22
S.D. 15 16 18 18 19 9
No. 12 12 12 12 12 12
500 Mean 249 248 255 256 263 14
s.D. 15 13 16 16 16 9

Unit: ¢

No.: No. of animals
No significant difference in any treated groups from control group.



R-1072

Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
. chloride by oral administration in rats

Body weight of dams during the gestation period (Main group)

Administration
Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12
1} Mean 274 . 295 305 326 344 374 419 146
S.D. 18 22 24 25 25 27 27 15
No. 11 11 11 11 11 11 11 11
20 Mean 272 297 309 330 347 376 422 149
S.D. 17 20 20 23 23 25 29 23
No. 11 11 11 11 11 11 11 11
100 Mean 269 291 302 324 340 370 417 148
S.D. 17 19 23 23 28 33 43 29
No. 12 12 12 12 12 12 12 12
500 Mean 270 288 296 315 329 360 403 133
S.D. 14 186 15 15 16 18 17 14

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group.



R-1072

Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Body weight of dams during the lactation period (Main group)

Administration
Dose —_— Gain
mg/kg 0 4a) 0-4
No. 12 11?) 11
0 Mean 325 337 11
S.D. 28 27 18
No. i1 11 11
20 Mean 327 345 18
S.D. 27 17 17
No. 10 10 10
100 Mean 321 335 14
S.D. 27 23 13
No. 12 12 12
500 Mean 305 318 13
S.D. 15 26 18

Unit: g

No.: No. of dams

a): Lactation day

b): One dam was necropsied on lactation day 2 because all pups died.
No significant difference in any treated groups from control group.



R-1072

Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Body weight of female rats (Satellite group, administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 Mean 247 283 258 261 269 267 269 276 278 282 285 287 286 39
S.D. 17 15 17 16 15 17 18 19 18 14 17 15 17 10
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
500 Mean 250 255 264 263 271 275 278 282 287 287 292 292 2886 46
S.D. 14 17 20 18 16 18 18 15 14 16 16 15 17 8
Unit: g

No.: No. of animals
No significant difference between treated group and control group.



R-1072

a}: Day of administration

Table 3-8 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Body weight of male rats (Recovery period)
Day of recovery
" Dose Gain
mg/ke 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 606 609 619 616 618 12
S.D. 57 62 87 71 73 21
No. 5 5 5 5 5 5
500 Mean 565 575 585 587 596 31
S.D. 55 56 57 55 59 13
Unit: g
No.: No. of animals

No significant difference between treated group and control group.



R-1072

Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Body weight of female rats (Recovery period)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 51
0 Mean 282 282 284 288 285 3
S.D. 13 15 18 13 15 8
No. 5 5" 5 -5 5 5
500 Mean 301 300 308 312 310 10
S.D. 21 22 26 28 26 11
Unit: g

No.: No. of animals
a): Day of administration

No significant difference between treated group and control group.



R-1072

Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Food consumption of male rats (Administration period)
Day of administration
Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 12 12 12
0 Mean 30 27 27 28 27 26 25 24 25
S.D. 3 4 4 4 3 3 3 4 2
No. 12 12 12 12 12 12 12 12 12
20 Mean 30 27 24 26 26 26 25 24 25
S.D. 3 3 3 2 2 3 2 3 2
No. 12 12 12 12 12 12 12 12 12
100 Mean 30 27 27 27 27 26 25 25 25
S.D. 3 ) 3 4 4 4 4 3 4
No. 12 12 12 12 12 12 12 12 12
500 Mean 31 27 28 29 29 28 29+ 27 - 27
S.D. 3 2 3 3 3 3 4D 4 4

Unit: g/rat/day

No.: No. of animals

#: p<0.05 (Significant difference from controcl group)
D: Dunnett's test



R-1072

Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Food consumption of female rats during the pre-mating period (Main group)
Day of administration
Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 19 18 17 18 18
$.D. 3 2 3 3 3
No. 12 12 12 12 12
20 Mean 20 17 18 19 19
S.D. 4 3 3 3 4
No. 12 12 12 12 12
100 Mean 19 18 19 18 18
S.D. 4 3 3 2 3
No. 12 12 12 12 12
500 Mean 20 17 17 17 18
S.D. 3 2 2 3

3

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



R-1072

Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Food consumption of dams during the gestation period (Main group)
Administration
Dose
mg/kg 1 4 T 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 17 22 22 23 23 25 20
S.D. 3 3 3 2 2 3 3
No. 11 11 11 11 11 11 11
20 Mean 17 22 23 24 23 25 21
S.D. 2 2 3 3 3 2 3
No. 11 11 11 11 11 11 11
100 Mean i7 21 22 23 22 25 20
S.D. 3 3 3 2 3 4 3
No. 12 12 12 12 12 12 12
500 Mean 17 21 21 22 21 24 19
S.D. 4 2 3 3 2 3 3

Unit: g/rat/day

No.: No.

a): Gestation day

of dams

No significant difference in any treated groups from control group.



R-1072

Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Food consumption of dams during the lactation period (Main group)

Administration
Dose _—
mg/kg 2 4a)
No. llb) 11
0 Mean 21 37
S.D. 6 5
No. 11 11
20 Mean 20 37
S.D. 8 10
No. 10 10
100 Mean 21 35
S.D. T 2
No. 12 12
500 Mean 19 35
S.D. 9 8

Unit: g/rat/day

No.: No. of dams

a): Lactation day .

b): One dam was necropsied on lactation day 2 because all pups died.
No significant difference in any treated groups from control group.



R-1072

Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Food consumption of female rats (Satellite group, administration period)
Day of administration
Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 10 10 10 10 10 10 10 10 10
)] Mean 21 18 18 19 19 18 17 17 16
§.D. 2 2 2 2 2 2 3 2 3
No. 10 10 1¢ 10 10 10 10 10 10
500 Mean 19 18 1@ 19 19 18 17 18 i7
S.D. 2 2 2 2 3 2 3 2 2

Unit: g/rat/day
No.: No. of animals

No significant difference between treated group and control group.



Table 4-6

R-1072

A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Food consumption of male rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 8 5
0 Mean 24 31 31 30 30
S.D. 4 3 3 5] 5
No. 5 5 5 5 5
500 Mean 24 35 33 32 32
S.D. 2 5 3 1 4

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.



R-1072

Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Food consumption of female rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 17 19 19 18 18
S.D. 2 4 4 3 4
No. 5 5 5 ] 5
500 Mean 18 21 24 23 18
S.D. 2 1 4 4 3

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.



R-1072

Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Urinalysis of male rats (Week 6 of administration)

1) 2) 3)
pPH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - 4= 4 ke ddhd bk “ dem 4 A b+ B LI
0 5 0 0 0 0 1 2 1 1 0 0 1 2 2 0 0 0O 2 3 0 O 0 5 0 0 0 0 0
20 5 0 0 0 1 0 1 3 0 0 0 0 3 2 0 0 0 0 5 0 © 0 5 0 0 0 O 0
100 5 0 0 4] 1 0 1 1 1 1 ¢ 0 3 2 0 0 0O 0 4 1 O 0 5 0 0 0 O 0
500 5 0 0 1 4 0 0 0 0 0 1 4 0 0 O 0 0 0 1 4 0 0 5 0 0 0 0O 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + . 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++ ; >125 mg/dL

3) - : <30 mg/dL +- : 30 - 80 mg/dL + ! 61 - 125 mg/dL ++ : 126 - 250 mg/dL et 251 - 750 mg/dL ++++ 1 >750 mg/dL



R~1072

Table 5-2 A combined repeated~-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Urinalysis of male rats (Week 6 of administration)
4) 5) 8) )
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg — 4= 4 ek EEE - 4 4+ 4+t 4+ L L L I LY Y DY
0 5 4 1 0 0 O 5 0 0 O 0 31 1 0 0 0 5 0
20 5 5 0 0 0 O 5 0 0 O 4] 1 3 1 0 0 0 5 0
100 5 5 0 0 0 0O 5 0 0 O [4] 1 3 1 ¢ 0 0 5 O
500 5 5 0 0 0 O 5 0 0 O 0 5 0 0 O 0 0 5 0
4) - : <0.03 mg/dL +- : 0.03 ~ 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 - 1,5 ng/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7} LY : Light yellow Y : Yellow DY : Dark yellow



R-1072

Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Urinalysis of male rats (Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No. -
mg/kg - =+ 4 A+ - =t A - 4= 4+ 44 4 S I = T - - & - ek d 4=t ket
(o] 5 5 0 0 0 0 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 0 1 4 0 0 0O 0 0 0 O
20 5 5 0 0 0 0 5 0 0 0 0 0O 5 0 0 0 5 0 0 0 O 5 0 O 1 3 1 0 ¢ 0O 0 0 O
100 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 0 0 4 1 0 O 0O 0 0 O
500 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 O 14 00 0 0O 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
Ps : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ : Severe



R-1072

Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Water intake and urinalysis (Week 6 of administration)

Male

Water Urine Osmolality

Dose No. intake volume
mg/kg mL./24h mL/24h mOsm/kg
0 5 Mean 38 12.3 1786
S.D. 5 5.9 441
20 5 Mean 36 8.1 1884
S.D. 5 3.0 344
100 5 Mean 39 13.5 1737
S.D. 8 6.7 304
500 5 Mean 51w 21.9% 1302
S.D. 12D 6.3D 448

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



Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oral administration in rats

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1072

1) 2) 3)
pH Protein Ketone body Glucose
Dose No. -
mg/keg 5.0 5.5 6.06.57.07.5 8.0 8.5 2.0 - d- 4+ 44 4 444+ — k= ke ekt ke - #= o+ Ad et HE+d
0 5 0 0 0 1 2 1 1 0 0 1 6 3 1 0 0 1 0 4 0 O 0 5 0 0 0 0
500 5 (0] 0 0 4 1 4] 0 0 0 2 3 0 0 O 0 0 0 2 2 1 0 5 0 0 0 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >800 mg/dL
2) - : <5 mg/dL +- 1 b - 7.5 mg/dL + : 7.8 - 30 mg/dL ++ : 31 -~ 70 mg/dL +++ : 71 - 125 mg/dL ++++ ¢ >125 mg/dL
3) - ! <30 mg/dL +- : 30 - 60 mg/dL + ¢ 61 - 125 mg/dL ++ : 126 - 250 mg/dL #++ 1 251 - 750 mg/dL ++++ : >750 mg/dL



R-1072

Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Urinalysis of female rats (Satellite group, Week 6 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - d= 4+ 4+ 4 - % 4+ tFE thts e s B T T T LY Y DY
0 5 4 1 0 0 O 5 0 0 0 V] 1 3 1 O V] 0 5 0
500 5 5 0 0 0 O 5 0 0 0 0 4 1 0 O 0 0 5 0
4} - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - ¢ <0.5 mg/dL : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

8) +- : <2.0 mg/dL
7) LY : Light yellow

: 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
: Yellow DY : Dark yellow

4+



R-1072

Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Urinalysis of female rats (Satellite group, Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS €O
Dose No.
mg/kg - - + 4t 4t - &= 4 ket ekt - ke 4 4 - - + +d 44 += + - += + +4 4 - 4= + 4 4
0 5 5 0 0 0 O 5 0 0 0 O O 5 0 0 ¢ 5 0 0 0 0O 0 0 2 3 0 0 ¢ 5 0 0 0 O
500 5 5 0 0 0 O 5 0 0 0 0 6 5 0 0 O 4 1 0 0 0 0o 0 1 3 1 0 0 5 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +=- : Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate

++ : Moderate

44

Severe



R-1072

Table 5-8 A combined repeated—dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Water intake and urinalysis (Satellite group, Week 6 of administration)
Femalie
Water Urine Osmolality
Dose No. intake volume
mg/kg mL./24h mL/24h mOsm/kg
Y] 5 Mean 27 7.3 1680
S.D. 5 3.4 413
500 5 Mean 33 12.2 1614
S.D. 6 4.2 285

No significant difference between treated group and control group.



Table 5-9 A combined fepeated—dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by cral administration in rats

Urinalysis of male rats {Week 2 of recovery)

R-1072

1) 2) 3)
pPH Protein Ketone body Glucose
Dose No.
mg/keg 5.0 5.5 6.0 6.5 7.07.5 8.0 8.5 9.0 - = A bk At - 4= 4 4 ke - 4=+ 4+ 4+ A4+
0 5 0 0 0 0 1 3 0 1 0 0 1 1 3 0 0 1 1 2 0 0 5 0 0 0 0
500 5 0 0 0 0 0 2 1 2 4] 11 3 0 © 0 i 8 1 0 0 5 0 0 0 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ 1 31 -~ 70 mg/dL +++ : T1 - 125 mg/dL ++++ 1 >125 mg/dL
3) - : <80 mg/dL +- : 30 ~ 60 mg/dL + : 61 - 125 mg/dL ++ : 126 -~ 250 mg/dL +++ 1 251 - 750 mg/dL ++++ 1 >750 mg/dL



R-1072

7) LY : Light yellow

Y : Yellow DY : Dark yellow

Table 5-10 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Urinalysis of male rats (Week 2 of recovery)
4) 5) 6) )
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/keg ~ 4=+ 4t AE+ - ot At hdda B A L ) LY Y DY
0 5 4 0 1 0 O 5 0 0 O 0 3 1 1 0 0 0 5 O
500 5 4 1 0 0 0 5 0 0 0 0 5 0 0 0 0 0 5 0
" 4) - : <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 -1.5mg/dL ++ ; 1.8 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/d, ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL MR >12.0 mg/dL



Table 5-11 A combined repeated-dose/reproductive-developmental toxicity study

chloride by oral administration in rats

Urinalysis of male rats (Week 2 of recovery)

of 4-chlorobenzoyl

R-1072

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg - 4= 4+ o+ E+ - 4=+ ++ +++ - 4=+ 4+ ++4 - 4=+ +4 e+ - +- - = 4+ 44 4 - 4= 4 4+ F+
0 5 4 1 0 0 O 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 1 4 0 0 O 5 0 0 0 O
500 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 O 5 0 0 0 0 5 0 0 4 1 0 O 5 0 0 0 O

SEC : Squamous Epithelial Cell
SREC : Small Round Epithelial Cell
PS : Phosphate Salts

co : Calcium Oxalate

+++

Negative
Slight
Mild
Moderate
Severe



A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

R-1072

Table 5-12
chloride by oral administration in rats
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 5 Mean 46 14.1 2093
S.D. 8 5.0 424
500 5 Mean 47 17.4 1881
S.D. 7 5.6 360

No significant difference between treated group and control group.



R-1072

Table 5-13 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Urinalysis of female rats (Week 2 of recovery)
1) 2) . 3)
PH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - d ok ket bt - 4= 4 et At dd+ - 4= 4 e+ A+ A+
0 5 0 1 1 0 0 1 2 1 1 0 1 31 0 0 5 0 0 0 O
500 5 0 0 4 0 0 i 2 2 0 0 4 1 0 0 O 5 0 0 0 O
1) : <10 mg/dL +- 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) : <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++ : >125 mg/dL
3) : <30 mg/dL += 1 30 - 60 mg/dL + : 61 - 125 mg/dL ++ 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >750 mg/dL



R-1072

Table 5-14 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Urinalysis of female rats (Week 2 of recovery)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color.
Dose No.
mg/kg - de 4 4 4 I 2 S T R S A B e A L L &) LY Y DY
0 5 5 0 0 0 O S 0 0 O 4] 4 1 0 O 0 0 5 0
500 5 5 0 0 0 ¢ 5 0 0 0 0 4 1 0 O 0 0 5 0
4) - : <0.03 mg/dL + 0.03 - 0.05 mg/dL. + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL

8) +- : <2.0 mg/dL

"
+ 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y

; 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
; Yellow DY : Dark yellow



R-1072

Table 5-15 ‘A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Urinalysis of female rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg - 4= + ++ +++ - +- + 4+ et - %= + +4 4+ - 4= 4+ 4ttt - 4= - = ok 4+ - %= + 4 o+
0 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 O 5 0 0 0 0 5 0 2 3 0 0 O 5 0 0 0 O
500 s 5 0 0 0 O 5 0 0 0 O ¢ 5 0 0 © 5 0 0 0 O 5 0 0 5 0 0 O 5 0 0 0 ¢
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell += : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++

: Severe



R-1072

Table 5-16 A combined repeated-dose/reproductive-~developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Water intake and urinalysis (Week 2 of recovery)

Female

Water Urine Osmolality

Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 5 Mean 28 7.0 2355
S.D. 6 3.6 393
500 5 Mean 33 10.7 2106
S.D. 5 5.4 781

No significant difference between treated group and control group.



R-1072

Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Hematology (End of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
ng/kg X104/ L g/dL % fL pg g/dL %  X10°/4L s s ng/dL
0 7 Mean 901 15.5 45.8 50.9 17.3 34.0 1.7 107.9 12.4 18.1 275
S.D. 42 0.3 0.6 2.3 0.8 0.3 0.4 11.4 0.5 1.1 26
20 5 Mean 896 15.5 45.7 51.0 17.3 33.9 1.9 108.3 12.8 19.2 286
S.D. 37 0.7 1.7 1.4 0.4 0.6 0.2 10.6 0.5 1.2 39
100 5 Mean 904 15.6 45.7 50.6 17.3 34.1 1.7 103.8 12.7 18.7 291
S.D. 46 0.3 0.9 2.3 1.1 0.7 0.2 7.1 0.4 0.8 12
500 7 Mean 924 15.9 47.0 50.9 17.2 33.8 1.7 106.2 13.3 20.2+ 305
S.D. 28 0.5 1.5 2.1 0.7 0.3 0.5 12.1 1.4 2.2D 51

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



R-1072

Table 6-2 ) A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Hematology (End of administration)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts {X10%?/xL)

Dose No.
mg/kg X10%/4L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 T Mean 98.5 72.4 23.0 1.3 0.3 2.6 0.5 71.3 22.7 1.2 0.3 2.6 0.5
S.D. 34.8 5.2 4.9 0.3 0.1 0.4 0.2 26.3 9.0 0.4 0.2 1.1 0.3
20 5 Mean 84.0 73.8 21.3 1.5 0.2 2.6 0.5 62.0 17.9 1.3 0.2 2.2 0.4
S.D. 19.4 8.6 8.1 0.7 0.1 0.8 0.2 14.8 9.0 0.6 0.0 1.0 0.2
100 5 Mean 106.1 75.8 19.9 1.2 0.3 2.4 0.4 81.0 20.6 1.3 0.4 2.4 0.4
S.D. 28.8 6.8 6.5 0.4 0.1 1.1 0.1 24 .4 7.9 0.6 0.2 0.7 0.2
500 T Mean 96.8 73.5 21.3 1.3 0.3 2.8 0.8 70.9 20.8 1.2 0.3 2.7 0.9
S.D. 26.7 4.8 5.2 0.4 0.1 0.5 0.5 19.9 7.4 0.4 0.2 1.0 0.8

LUC : Large unstained cells
No significant difference in any treated groups from control group.



R-1072

Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Hematology (Lactation day 5)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/ke X104/ 1L g/dL % fL PE g/dL % X10*/ 1L s s mg/dL
¢} 11 Mean 730 13.3 40.0 54.9 18.3 33.4 6.7 150.0 12.3 17.5 310
S.D. 45 0.7 1.9 2.9 0.9 0.3 1.3 17.3 0.4 1.2 55
20 S Mean 709 13.1 39.1 55.2 18.4 33.4 6.8 143.8 11.6 15.0e 364
S.D. 61 1.1 3.3 2.1 0.7 0.4 1.1 13.7 0.8 0.6D 47
100 5 Mean 715 13.3 40.0 56.4 18.7 33.2 6.8 131.7 11.7 18.2 281
S.D. 84 0.5 1.4 5.1 1.7 0.6 2.9 21.4 0.6 2.7 40
500 12 Mean 689 12.7 37.6 54.5 18.5 33.9+ 6.8 149.8 12.5 16.3 310
S.D. 75 1.4 4.1 2.0 0.6 0.5D 2.5 22.7 0.8 2.2 69

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



R-1072

Table 6-~-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Hematology (Lactation day 5)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/4L)

Dose No. -
mg/kg X102/#L  Lymph. Neut. Eosino. Baso. Mono. LuC Lymph. Neut. Eosino. Baso. Mono. LUC
¢] 11 Mean 121.8 56.5 39.4 0.8 0.2 2.6 0.6 69.6 46.8 0.9 0.3 3.1 0.8
S.Dh. 54.1 9.5 9.4 0.5 0.1 0.6 0.2 36.0 20.1 0.6 0.2 1.6 0.4
20 5 Mean 98.4 58.2 37.9 0.8 0.1 2.3 0.7 57.2 37.3 0.7 0.2 2.2 0.7
S.D. 20.9 6.0 6.6 0.4 0.1 1.1 0.3 13.8 10.0 0.3 0.1 1.0 0.4
100 5 Mean 102.5 60.9 34.3 0.8 0.2 2.9 0.8 59.9 38.1 0.7 0.2 2.9 0.8
S.D. 36.8 11.5 12.1 0.3 0.0 0.6 0.6 17.3 20.3 0.2 0.1 0.9 0.6
500 12 Mean 124.1 57.3 38.6 0.5 0.2 2.9 0.6 72.3 47.1 0.5 0.3 3.3 0.7
S.D. 42.2 7.3 7.4 0.3 0.1 1.0 0.2 28.4 16.5 0.2 0.2 1.0 0.2

LUC : Large unstained cells
No significant difference in any treated groups from control group.



R-1072

Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
’ chloride by oral administration in rats

Hematology (Satellite group, End of administration)

Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 1L g/dL % fL rg g/dL %  X10*/4L s s mg/dL
0 5 Mean 836 14.7 42.2 50.4 17.6 34.9 1.5 104.0 11.9 17.0 197
S.D. 19 0.4 1.3 1.4 0.5 0.4 0.3 12.0 0.2 1.8 27
- 500 5 Mean 824 14.8 42.4 51.4 17.9 34.8 1.6 102.3 12.5%= 16.2 218
S.D. 10 0.2 0.6 1.1 0.3 0.3 0.3 5.4 0.3T 0.9 18

## : p<0.01 (Significant difference from control group)
T : Student's t-test



R-1072

Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Hematology (Satellite group, End of administration)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/xL)
Dose No.

mg/kg X10*/pxL  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 70.9 T77.4 18.4 1.5 0.2 1.9 0.5 55.0 13.0 1.1 0.2 1.4 0.4
S.D. 5.7 8.9 9.2 0.6 0.1 0.5 0.1 7.8 6.2 0.4 0.1 0.2 0.1

500 5 Mean 62.4 77.7 18.2 1.5 0.2 2.0 G.4 48.1 11.7 0.9 0.1 1.2 Q.2+#
S.D. 8.8 8.3 8.4 0.6 0.1 0.3 0.1 6.6 6.4 0.4 0.0 0.3 0.1T

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)
T : Student’'s t-test



R~-1072

Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Hematology (End of recovery)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ pL g/dL % fL pg g/dL % X10*/pL s s mg/dL
0 5 Mean 952 16.3 47.0 49.3 17.1 34.7 1.7 107.8 15.0 20.9 277
S.D. 30 0.3 1.1 0.7 0.4 0.4 0.4 12.4 2.4 1.0 39
500 S Mean 887w 15.7 45.0 50.7 17.7 34.9 1.6 111.38 15.0 22.Tws 269
S.D. 207 0.5 1.8 ’ 2.1 ¢.8 0.4 0.2 20.1 1.5 0.6T 43

*» : p<0.01 (Significant difference from control group)

T : Student's t-test



R-1072

Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Hematology (End of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts {(X10?/xL)

Dose No.
mg/kg X10?/#L  Lymph. Neut. Eosino. Baso. Mono. LuC Lymph. Neut. Eosino. Baso. Mono. LUC
(4] 5 Mean 106.8 78.4 16.9 1.4 0.3 2.4 0.7 84.1 17.5 1.5 0.4 2.5 0.7
S.D. 19.5 6.3 5.9 0.6 0.1 0.9 0.5 18.9 5.6 0.7 0.2 0.9 0.5
500 5 Mean 90.5 79.2 15.8 1.2 0.3 2.8 0.8 71.2 14.6 1.1 0.3 2.5 0.8
S.D. 26.3 4.0 2.8 0.5 0.1 0.7 0.5 19.4 5.7 0.6 0.2 1.1 0.6

LUC : Large unstained cells
No significant difference between treated group and comtrol group.



R-1072

Table 6-9 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Hematology (End of recovery)

Female
: RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ L g/dL % fL Pg g/dL %  X104/pL s s mg/dL
0 5 Mean 860 15.6 44.1 51.3 18.1 35.4 1.6 112.9 11.8 17.3 191
S.D. 29 0.6 1.5 0.8 0.2 0.2 0.5 14.0 0.2 1.5 18
500 5 Mean 869 15.8 44.9 51.7 18.2 35.3 1.6 118.3 12.3n» 18.9 193
S.D. 36 0.5 1.7 0.5 0.2 0.3 0.3 12.0 0.2T 1.4 24

#» : p<0.01 (Significant difference from control group)
T : Student's t-test



R-1072

Table 6-10 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Hematology (End of recovery)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/4L)
Dose No.
mg/kg X10?/#L  Lymph. Neut. Lymph. LUC
0 5 Mean 59.8 82.4 13.56 1.6 0.2 1.7 0.7 49.4 7.8 0.9 0.1 1.1 0.5
S.D. 23.3 7.1 6.9 0.5 0.1 0.5 0.5 19.8 4.1 0.3 0.1 0.7 0.6
500 5 Mean 60.5 75.4 20.0 1.6 0.2 2.3 0.6 46.3 1.5 0.9 0.1 1.3 0.3
S.D. 17.9 6.4 5.9 0.3 0.1 0.8 0.4 16.8 2.7 0.3 0.1 0.5 0.1

LUC : Large unstained cells

No significant difference between treated group and control group.



R-1072

Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Blood chemistry (End of administration)

Male
AST ALT LDH T —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
ng/kg 1U/L 1U/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 T Mean 62 27 56 1 415 56 30 88 0.1 136
S.D. 8 6 14 0 99 9 22 13 0.0 15
20 5 Mean 60 26 62 1 416 53 35 86 0.1 127
S.D. 6 T 12 0 116 7 17 11 0.0 8
100 5) Mean 67 30 60 1 393 85 46 92 0.1 132
S.D. 10 3] 19 0 86 11 17 15 0.0 8
500 7 Mean 66 32 47 1 382 51 48 87 0.1 113#+
S.D. 8 6 [§] (4} 80 10 17 13 0.0 14D

## : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Blood chemistry (End of administration)

Male
BUN Crea- Na K Cl - Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
4] 7 Mean 11 0.28 143 4.5 106 9.7 5.6 5.9 3.1 1.13
S.D. 2 0.03 1 0.1 2 0.4 0.5 0.2 0.1 0.07
20 5 Mean 11 0.24 144 4.6 106 9.8 6.2 6.0 3.1 1.06
S.D. 1 0.03 1 0.2 1 0.3 0.3 0.3 0.1 0.05
100 5 Mean 11 0.25 145 4.4 106 9.9 6.1 5.9 3.1 1.11
S.D. 2 0.04 1 0.4 1 0.2 0.5 0.2 0.1 0.13
500 . 7 Mean 13 0.28 143 4.5 105 9.9 6.0 6.0 3.2 1.12
S.D. 3 0.086 2 0.1 2 0.3 0.3 0.3 0.1 0.06

No significant difference in any treated groups from control group.



R-1072

Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Blood chenmistry (Lactation day 5)
Female
AST ALT LDH 7 —GTP ALP  T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg IU/L 1U/L IU/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 11 Mean 71 49 38 1 257 54 40 107 0.1 121
S.D. 15 15 8 0 101 8 11 i2 0.0 12
20 5 Mean 86 55 43 1 259 58 37 115 0.1 120
S.D. 29 i6 15 0 89 18 10 32 0.0 3
100 5 Mean 73 48 40 1 308 58 31 112 0.1 113
S.D. 10 6 4 0 148 T 6 15 0.0 9
500 12 Mean 163 104 106 1 356 57 60 118 0.1 121
S.D. 302 174 239 1 205 12 26 26 0.0 15

No significant difference in any treated groups from control group.



R-1072

Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Blood chemistry (Lactation day 5)

Female
BUN Crea- Na K Ccl Ca P TP Albumin A/G
Dose No. tinine

ng/kg mg/dL mg/dL  mmol/L mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 11 Mean 12 0.24 142 4.0 106 8.9 8.4 6.0 3.3 1.17
S.D. 2 0.03 1 0.3 2 0.3 0.8 0.2 0.1 0.05
20 5 Mean 11 0.23 142 4.0 106 10.1 6.5 6.1 3.3 1.16
S.D. 2 0.03 1 0.4 2 c.2 0.6 0.2 0.1 0.04
100 5 Mean 11 0.23 142 4.4 106 10.1 6.7 6.2 3.3 1.11
S.D. 1 0.03 1 0.4 2 0.3 0.3 0.3 0.2 0.03
500 12 Mean 13 0.27 142 4.0 1056 10.1 6.4 5.7» 3.1 1.17
S.D. 4 0.02 1 0.5 2 0.3 1.1 0.4D 0.2 0.08

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



R-1072

Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Blood chemistry (Satellite group, End of administration)

Female

AST ALT LDH 7 —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
mng/kg IU/L IU/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 S Mean 64 30 45 1 207 54 19 110 0.1 139
S.D. 9 4 12 0 66 i2 2 16 0.0 13
500 5 Mean 56 25 38 1 243 83 34 129 0.1 130
S.D. 7 5 S 0 117 T 16 11 0.0 11

No significant difference between treated group and control group.



R-1072

Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Blood chemistry (Satellite group, End of administration)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 14 0.31 141 4.4 107 8.7 4.1 6.2 3.5 1.33
S.D. 2 0.02 1 0.2 1 0.2 0.3 0.2 0.1 0.09
500 5 Mean 15 0.32 141 4.4 106 9.9 4.1 6.3 3.5 1.30
S.D. 2 0.05 1 0.2 2 0.2 0.6 0.2 0.1 0.09

No significant difference between treated group and control group.



R-1072

Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Blood chemistry (End of recovery)

Male

AST ALT LDH 7 —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
ng/kg 1U/L IU/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 63 32 45 1 313 58 55 92 0.1 154
S.D. 17 8 5 0 50 17 20 20 a.0 19
500 5 Mean 57 26 46 1 285 53 44 87 0.1 165
S.D. 6 2 8 0 55 [ 11 5 0.0 27

No significant difference between treated group and contral group.



R-1072

Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study of 4- chlorobenzoyl
chloride by oral administration in rats

Blood chemistry (End of recovery)

Male
BUN Crea-~ Na K Cc1 Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 15 0.24 141 4.5 104 8.7 5.6 6.1 3.1 1.05
S.D. 2 0.03 1 0.1 1 0.4 0.5 0.1 0.1 0.05
500 5 Mean 16 0.24 142 4.5 106+ g.4 5.4 6.0 3.1 1.06
S.D. 1 0.04 1 0.2 1T 0.3 0.5 0.3 0.2 0.06

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



R-1072

Table 7-9 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Blood chemistry (End of recovery)
Female
AST ALT LDH r —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 10/L 1U/L iU/L 1U/L 1U/L mg/dL mg/dL ng/dL mg/dL mg/dL
0 5 Mean 71 42 51 1 185 56 17 112 0.1 142
S.D. 14 21 10 0 58 4 7 8 0.0 10
500 5 Mean 61 29 43 1 159 61 23 121 0.1 133
S.D. 14 13 7 ¢ 35 14 13 26 0.0 5

No significant difference between treated group and control group.



R-1072

Table 7-10 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Blood chemistry (End of recovery)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg ng/dL mg/dL mmol/L  mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
(1] 5 Mean 16 0.28 143 4.4 108 9.9 5.1 6.5 3.7 1.32
S.D. 3 0.02 1 0.1 2 0.4 1.4 0.3 0.2 0.09
500 5 Mean 20 0.30 142 4.4 109 9.7 4.8 6.4 3.5 1.22
S.D. 4 0.03 1 0.2 2 0.1 0.3 0.1 0.1 0.08

No significant difference between treated group and control group.



R-1072

Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Hormones (End of administration)

Male
Dose No. Ta Ta TSH
mg/kg ng/dL #g/dL ng/mL
0 7 Mean 84.0 9.6 3.82
S.D. 12.9 4.2 4.50
20 5 Mean 87.2 6.8 3.22
S.D. 11.4 1.1 1.33
100 5 Mean 67.2 7.3 4,36
S.D. 2.5 1.1 2.28
500 7 Mean 82.6 6.4 6.08
S.D. 15.3 1.9 2.59

No significant difference in any treated groups from control group.



R-1072

Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Hormones (Lactation day 5)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 11 Mean 77.4 5.4 2.40
S.D. 9.3 1.1 0.98
20 5 Mean 81.2 5.8 3.22
S.D. 8.9 2.2 i.26
100 5 Mean 97 .6%« 6.9 4.55+
S.D. 8.2D 1.6 1.728T
500 12 Mean 66.4% 4.3 3.80
S.D. 10.7D 1.0 3.40
* : p<0.05 #+% : p<0.01 (Significant difference from control group)

D : Dunnett's test
ST : Steel's test



R-1072

Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Hormones (Satellite group, End of administration)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL #g/dL ng/mL
0 5 Mean 78.8 4.9 0.920
S.D. 15.2 1.8 0.81
500 5 Mean 76.9 5.6 0.94
S$.D. 13.8 1.6 0.61

No significant difference between treated group and control group.



R-1072

Table 8-4 A combined repeated-dose/reproductive-~developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Hormones (End of recovery)

Male
Dose No. Ta Ta TSH
mg/kg ng/dL #g/dL ng/mk
0 5 Mean 87.9 6.4 4.22
S.D. 19.1 1.8 2.04
500 5 Mean 72.7 6.4 2.50
S.D. 7.8 3.0 0.74

No significant difference between treated group and control group.



R-1072

Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Hormones (End of recovery)

Female
Dose No. Ta Ta TSH
mg/kg ng/dL 7g/dL ng/mL
0 5 Mean 99.2 4.2 2.91
S.D. 10.2 0.3 2.24
500 5 Mean 105.2 5.0 1.81
S.D. 15.9 1.8 2.20

No significant difference between treated group and control group.



R-1072

Table 9-~1 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Organ weight of male rats (End of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. T 7 7 7 7 7
0 Mean 535 2.12 14.5 23.9 290 1.50
S.D. 38 0.08 0.9 3.9 42 0.11
No. 5 5 5 5 5 5
Absolute 20 Mean 540 2.16 14.6 23.5 299 1.57
S.D. 40 0.10 0.6 5.1 22 0.09
No. 5 5 5 5 S 5}
100 Mean 550 2.14 13.8 24.4 252 1.52
S.D. 40 0.04 1.7 2.2 75 0.10
No. 7 7 7 7 T 7
500 Mean 518 2.10 13.0 22.3 367 1.50
S.D. 41 0.05 1.3 5.4 118 0.12
No. i 7 7 7 7
0 Mean 0.40 2.7 4.5 54 0.28
S.D. 0.04 0.3 0.8 8 0.03
No. 5 5 5 5] )
Relative 20 Mean 0.40 2.7 4.4 55 0.29
§.D. 0.03 0.3 0.9 3 0.01
No. . 5 5 5 5 5
100 Mean 0.39 2.5 4.4 46 0.28
S.D. 0.03 0.4 0.4 12 0.02
No. 7 7 7 7 7
500 Mean 0.41 2.5 4.4 72 0.29
S.D. 0.04 0.1 1.1 23 0.03

No significant difference in any treated groups from control group.



R~1072

Table 9-2 A combined repeated-dose/reproductive~developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Organ weight of male rats (End of administration period)

Liver Spleen Kidney Adrenal Seminal Prostate

Dose (R+L) (R+L) vesicle
mg/kg g{g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 7 7 7 7 7 7
0 Mean 14.79 0.79 3.29 65 1.84 1.28
S.D. 1.88 0.11 0.27 13 0.11 0.19
No. 5 5 5 5 5 5
Absolute 20 Mean 15.51 0.74 3.56 58 1.99 1.45
S.D. 2.08 0.08 0.37 6 0.34 0.22
No. 5 5 5 5 5 5
100 Mean 15.93 0.87 3.62 65 2.07 1.51
S.D. 1.60 0.20 0.36 9 0.11 0.18
No. 7 7 7 7 7 7
500 Mean 14.30 0.79 3.60 75 1.64 1.21
S.D. 1.95 0.11 0.33 16 0.25 0.05
No. 7 T 7 7 T 7
0 Mean 2.76 0.15 0.61 12 0.35 0.24
S.D. 0.20 . 0.02 0.03 2 0.03 0.05
No. 5 5 5 5 5 5
Relative 20 Mean 2.86 0.14 0.66 11 0.37 0.27
S.D. 0.20 0.02 0.04 2 0.07 0.08
No. 5 5 5 5 5 5
100 Mean 2.90 0.16 0.66 12 0.38 0.28
S.D. 0.14 0.04 0.06 2 0.03 0.04
No. 7 7 7 7 7 7
500 Mean 2.77 0.15 0.71+ 15 0.32 0.24
S.D. 0.26 0.01 0.10D 3 0.06 0.02

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



Table 9-3

A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl

chloride by oreal administration in rats

Organ weight of male rats (End of administration period)

Body Testis Epididymis

Dose weight (R+L} (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW)
No. T 7 T

0 Mean 535 3.43 1280
S.D. 38 0.16 68

No. 12 12 12

Absolute 20 Mean 540 3.49 1346
S.D. 37 0.21 109

No. 12 12 12

100 Mean 533 3.33 1309
S.D. 37 0.32 96

No. 7 T T

500 Mean 516 3.43 1345
S.D. 41 0.31 91

No. T 7

0 Mean 0.64 242
S.D. 0.05 20

No. 12 12

Relative 20 Mean 0.65 250
S.D. 0.06 24

No. 12 12

100 Mean 0.63 248
S.D. 0.09 32

No. 7 T

500 Mean 0.67 262
S.D. 0.09 28

No significant difference in any treated groups from control group.



R-1072

Table 9-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Organ weight of female rats (Main group, end of administration period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)

mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 11 11 11 11 11 11
0 Mean 309 1.95 18.1 18.86 212 1.03
S.D. 25 0.04 2.8 2.6 66 0.10
No. 5 5 5 5 5 5
Absolute 20 Mean 306 2.02 18.7 17.7 200 1.07
S.D. 21 0.10 2.4 2.9 66 0.04
No. 5 5 S 5 5 . 5
100 Mean 311 2.00 17.6 18.2 181 1.01
S.D. 27 0.07 2.6 1.9 40 0.08
No. 12 12 12 - 12 12 12
500 Mean 290 1.98 17.4 19.1 142+ 0.96
S$.D. 22 0.07 2.4 3.1 51D 0.05
No. 11 11 11 11 11
0 Mean 0.63 5.9 6.0 68 0.33
S.D. 0.05 0.9 0.9 20 0.02
No. 5 5 5 5 5
Relative 20 Mean 0.66 6.1 5.8 66 0.35
S.D. 0.05 1.1 1.2 28 0.02
No. 5 5 5 5 S
100 Mean 0.65 5.6 5.9 58 0.32
S.D. 0.06 0.4 0.7 9 0.02
No. 12 12 12 12 12
500 Mean 0.69 6.0 6.6 49% 0.33
S.D. 0.05 0.8 1.1 17D 0.03

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

D: Dunnett's test



R-1072

Table 9-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Organ weight of female rats (Main group, end of administration period)

Liver Spleen Kidney Adrenal Ovary Uterus

Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 11 11 11 11 11 11
4] Mean 10.33 0.69 2.07 82 111.6 672
S.D. 0.65 0.10 0.14 5 13.9 161
No. 5 5 5 5 5 5
Absolute 20 Mean 10.31 0.65 2.15 84 108.3 686
S.D. 1.02 0.04 0.11 11 9.4 112
No. 5 5 5 5 5 5
100 Mean 10.33 0.70 2.19 87 105.8 635
S.D. 1.30 0.16 0.13 17 18.7 101
No. 12 12 12 12 12 12
500 Mean 10.19 0.60 2.05 76 100.9 627
S.D. 0.83 0.08 0.13 8 11.3 49
No. 11 11 11 11 11 11
0 Mean 3.36 0.22 0.67 27 36.4 220
S.D. 0.26 0.03 0.05 2 5.4 63
No. 5 5 5 5 5 5
Relative 20 Mean 3.37 0.21 0.70 28 35.5 224
S.D. 0.28 0.02 0.07 4 3.9 32
No. 5 5 5 5 5 5
100 Mean 3.32 0.22 0.70 28 33.8 203
S.D. 0.27 0.04 0.04 5 3.3 22
No. 12 12 12 12 12 12
500 Mean 3.52 0.20 0.71 27 34.9 217
S.D. 0.23 0.02 0.04 4 4.4 24

No significant difference in any treated groups from control group.



R-1072

Table 9-6 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Organ weight of female rats (Satellite group, end of administration period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 S5
Absolute 0 Mean 280 2.03 16.2 17.0 322 0.94
S.D. 13 0.09 1.8 2.5 48 0.07
No. 5 5 5 5 5 5
500 Mean 278 1.96 18.7 16.2 264 0.95
S.D. 8 0.08 2.5 1.8 37 0.04
No. 5 . b 5 5 5}
Relative 0 Mean 0.72 5.8 6.1 115 0.33
. S.D. 0.04 0.6 1.1 14 0.02
No. 5 5 5 5 5
500 Mean 0.71 6.0 5.8 95 0.34
S.D. 0.04 0.7 0.6 15 0.01

No significant difference between

treated group and control group.



R-1072

Table 9-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Organ weight of female rats (Satellite group, end of administration period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/ke g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 53 5 5 5
Absolute 0 Mean 7.37 0.53 1.92 69 85.8 545
S.D. 0.64 0.05 0.10 6 24.5 107
No. 5 5 5 5 5 5
500 Mean 7.62 0.50 1.92 66 84.7 611
S.D. 0.57 0.04 0.14 8 11.0 147
No. 5 5 5 5 5 5
Relative 0 Mean 2.63 0.19 0.69 25 30.4 184
S.D. 0.12 0.02 0.03 2 7.5 32
No. 5 5 5 5 5 S
500 Mean 2.73 0.18 0.69 24 30.4 219
S.D. 0.14 0.02 0.05 3 4.3 50

No significant difference between treated group and control group.



R-1072

Table 9-8 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Organ weight of male rats (End of recovery period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg . g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 587 2.23 13.5 23.6 255 1.63
S.D. . 67 0.09 1.6 3.7 88 0.18
No. 5 5 51 5 5 5
500 Mean 561 2.17 14.1 19.5 318 1.687
S.D. 55 0.05 0.7 1.7 114 0.19
No. 5 5 5 5 5
Relative 0 Mean 0.38 2.3 4.0 43 0.28
S.D. 0.03 0.1 0.3 13 0.01
No. 5 5 5 5 5
500 Mean 0.39 2.5 3.5% 56 0.30+
S.D. 0.04 0.2 0.27T 18 0.01T

®: p<0.05; #»: p<0.01 (Significant difference from control group)
T: Student's t-test



R-1072

Table 9-9 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Organ weight of male rats (End of recovery period)
Liver Spleen Kidney Adrenal Seminal Prostate
Dose (R+L) (R+L) vesicle
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 17.16 0.78 3.81 63 1.99 1.45
S.D. 4.20 0.12 0.44 11 0.24 0.20
No. 5 S 5 5] 5 5
500 Mean 14.54 0.80 3.73 62 1.77 1.52
S.D. 1.49 0.14 0.07 11 .21 0.17
No. 5 15 5 5 5 5
Relative 0 Mean 2.89 0.14 0.65 11 0.34 0.25
S.D. 0.41 0.02 0.03 2 0.05 0.02
No. 5 5 5 5 5 5
500 Mean 2.59 0.14 0.67 11 0.32 0.27
$.D. 0.15 0.01 0.06 2 0.05 0.02

No significant difference between

treated group and control group.



R-1072

Table 9-10 A combined repeated-dose/reproductive-developmental tox1c1ty study of 4-chlorobenzoyl
chloride by oral administration in rats

Organ weight of male rats (End of recovery period)

Testis Epididymis

Dose (R+L) (R+L)

mg/Kg g(g/100g BW) mg(mg/100g BW)

' No. S 5
Absolute 0 Mean 3.28 1358
S.D. 0.26 158

No. 5 5

500 Mean 3.53 1414

S.D. 0.19 486

No. 5 5

Relative 0 Mean 0.55 233
S.D. 0.04 35

No. 5 5

500 Mean 0.63+ 254

S.D. 0.05T 31

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



R-1072

Table 9-11 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Organ weight of female rats (End of recovery period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)

mng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW)

No. 54 5 5 5 5 5

Absolute 4] Mean 269 1.92 18.2 12.7 253 0.924
S.D. 14 .05 2.3 1.8 43 0.10

No. 5 5 5 5 5 5

500 Mean 294 1.96 15.5 14.4 266 0.94

S.D. 26 0.08 2.7 2.0 45 0.07

No. 5 5 5 5 5

Relative 0 Mean 0.72 6.8 4.7 94 0.35
S.D. 0.05 1.2 0.7 14 0.02

No. 5 53 5 5 5

500 Mean 0.67 5.3+ 4.9 91 0.32»
S.D. 0.06 0.6T 0.6 14 0.01T

#; p<0.05 (Significant difference from control group)
T: Student's t-test



R-1072

Table 9-12 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Organ weight of female rats (End of recovery period)

Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 7.30 0.49 1.96 79 89.8 614
S.D. 0.67 0.03 0.20 11 22.86 198
No. 5 5 5 5 5 5
500 Mean 7.53 0.53 2.04 T6 97.6 587
S$.D. 0.75 0.05 0.17 8 14.3 171
No. 5 5 5 5 5 5
Relative 0 Mean 2.71 0.18 0.73 29 33.3 230
S.D. 0.16 0.01 0.07 4 7.5 78
No. 5 S 5 5 5 5
500 Mean 2.58 0.18 0.70 26 33.3 200
S.D. 0.09 0.01 0.08 4 4.6 58

No significant difference between treated group and control group.



R-1072

Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
. chloride by oral administration in rats

Gross pathological findings (End of administration period (D42))

Organs X

Se
Dose{mg/kg
Numbe

“o=
N
S
o
o
S

: M
): 500
Findings r: T

Kidney
Irregular surface
Cyst
Stomach
Thickening,wall, forestomach
Focus, raised, forestomach
Focus,dark red,glandular stomach
Thyroid
Aplasia

o OO0 OO
QO HERO OH

M : Male



R-1072

Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorcobenzoyl
chloride by oral administration in rats

Gross pathological findings (End of administration period (D42))

Organs Sex: F F

Dose(mg/kg): 0 500

Findings Number: 5 5
Stomach

Thickening,wall, forestomach 0 5

F : Female



R-1072

Table 10-3 A combined repeated-dose/reproductive-developméntal toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Gross pathological findings (End of administration period (L4))

Organs Sex: F F F F

Dose(mg/kg): 0 20 100 500

Findings Number: 11 ’ 11 10 12
Stomach

Thickening,wall, forestomach 0 0 0 4

Focus,raised, forestomach 0 0 0 4

Focus,dark red,glandular stomach 1 2 0 1

F : Female
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Table 10-4 A combined repeated-dose/reproductive-dévelopmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Gross pathological findings (End of recovery period)

Organs Sex: M M F
Dose(mg/kg) : 0 500 0 500
Findings Number: 5 5 5
Epididymis
Focus,white 0 1 - -
Stomach
Nodule 0 1] 4] 1
Focus,dark red,glandular stomach 0 0 2 0

M : Male, F : Female
- : Not applicable
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Table 10-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Gross pathological findings (Undelivered)
Organs Sex: F
Dose{mg/kg)}: 20 100
Findings Number: 1 2
All tissues
Not remarkable 1 2

F : Female
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Table 10-6 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Gross pathological findings (All littermates died)

Organs Sex: F
Dose(mg/kg): 0
Findings Number: 1
General descriptions
Discoloration,pale,skin 1
Smudge,around urethral openings 1
Kidney
Focus,white 1
Irregular surface 1

F : Female
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Table 11-1 A combined repeated-dose/reproductive~developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose{mg/kg): 0 20 100 500
Findings Number: 7 12 12
Adrenal
Number examined 7 0 0 7
Not remarkable T 0 0 7
Bone+Bone marrow, femoral
Number examined 7 [} 0 7
Not remarkable T 0 0 7
Bone+Bone marrow,Sternal
Number examined 7 0 0 i
Not remarkable 7 0 0 7
Cerebellum(Pons)
Number examined T 0 0 7
Not remarkable T 3} 0 7
Cerebrum
Number examined 7 0 0 7
Not remarkable T )] 0 7
Epididymis
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Eye
Number examined 7 0 ¢ 7
Not remarkable 7 0 0 7
Heart
Number examined 7 0 0 7
Not remarkable 6 0 0 6
Cell infiltration,interstitial 1 0 0 1
minimal 1 0 0 i
Intestine, duodenum
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Intestine, jejunum
Number examined 7 0 0 7
Not remarkable 7 0 0 T
Intestine,ileum(Peyer’'s patch)
Number examined 7 o] 0 7
Not remarkable 7 [} 0 7
Intestine,cecun
Number examined 7 0 0 7
Not remarkable 4 0 0 3
Cell infiltration,mucosal 3 ¢ 0 4
minimal 3 0 [ 4
Intestine,colon
Number examined i 0 0 7
Not remarkable 7 0 0 7
Intestine,rectum
Number examined T 0 0 7
Not remarkable 7 0 0 7

M : Male
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Table 11-2 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (D42))

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

31
=]
o=

M
100
12 12

~O0OR
5]
o
-3

Kidney
Number examined
Not remarkable
Cyst
minimal
Dilatation,tubular
minimal
mild
Basophilic change,tubular cell
minimal
mild
moderate
Urinary cast,hyaline
minimal
Urinary cast,granular
minimal
Cell infiltration,interstitial
minimal
Fibrosis
minimal
Liver
Number examined
Not remarkable
Microgranuloma
minimal
Lung(bronchus)
Number examined
Not remarkable
Accumulation, foamy macrophage
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Pancreas
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Cyst,anterior 1lobe
minimal

12 11

Sy

PR I RPROd 9 A 9 WWh ] O] 00000000000 00000G I

OO0 OO0 OO OO0 OO0 OO0 D000 0000 OO0
OO -l ©O-1-1 =3~ -1 I DBNUI N0~ RROWNNRERORWR NS00 0

QOO0 OO O0O00 C©O OO OO COOO0OO0 COOCO COOOOCOOCOOOOOOoOC

M : Male
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Table 11-3 A combined repeated~dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose(mg/kg) : 0 20 100 500
Findings Number: 7 12 12 7
Prostate
Number examined 7 o] 0 7
Not remarkable 1 0 0 5
Cell infiltration,interstitial 3 0 0 2
minimal 6 0 4] 2
Salivary gland,submandibular
Number examined 7 0 1} 7
Not remarkable 7 0 (1] 7
Sciatic nerve
Number examined 7 0 (0] 7
Not remarkable 7 0 o 7
Seminal vesicle(Coagulating gland)
Number examined 7 0 [} 7
Not remarkable 7 0 Q 7
Spinal cord,thoracic
Number examined 7 0 ] T
Not remarkable 7 0 0 7
Spleen
Number examined 7 0 0 7
Not remarkable 6 (¢} 0 4
Hematopoiesis,extramedullary 1 0 0 3
minimal 1 o] 0 3
Stomach
Number examined 7 12 12 7
Not remarkable T 12 12 0
Edema, squamous cell, intercellular 0 0 0 5
minimal 0 0 0 4
mild . 0 0 0 1
Erosion, glandular stomach 0 0 0 1
minimal 0 0 0 1
Cell infiltration,mucosal,forestomach 0 0 0 7
minimal 0 0 0 3
mild 0 [¢] 0 4
Hyperplasia,mucosal,diffuse, forestomach 0 o] (0] 7
minimal 0 0 0 2
mild 0 0 0 4
moderate 0 0 0 1
Testis
Number examined 7 0 0 7
Not remarkable 7 0 0 T
Thymus
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Thyroid
Number examined 7 1 0 7
Not remarkable 5 0 0 5
Ectopic thymus ¢ 0 0 1
minimal 0 0 0 1
Cyst,ultimobranchial 2 [0} 0 2
minimal 2 ¢} [ 2
Aplasia 0 1 0 0
present 0 1 0 0

M : Male



R-1072

Table 11-4 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: M M M M
. Dose(mg/kg) : 0 20 100 500
Findings Number: 7 12 12 7
Trachea
Number examined 7 0 0 7
Not remarkable 7 0 (¢} 7
Urinary bladder
Number examined 7 0 0 7
Not remarkable 6 0 0 7
Cell infiltration,muscle layer 1 0 0 0
minimal 1 0 0 0

M : Male
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Table 11-5 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chioride by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex:
Dose(mg/kg): 0 500
Findings Number:
Adrenal

Number examined

Not remarkable
Bone+Bone marrow,femoral

Number examined

Not remarkable
Bone+Bone marrow,sternal

Number examined

Not remarkable
Cerebellum(Pons)

Number examined

Not remarkable
Cerebrunm

Number examined

Not remarkable
Eye

Number examined

Not remarkable
Heart

Number examined

Not remarkable
Intestine, duodenum

Number examined

Not remarkable
Intestine, jejunum

Number examined

Not remarkable
Intestine, ileum(Peyer's patch)

Number examined

Not remarkable
Intestine,cecum

Number examined

Not remarkable

Cell infiltration,mucosal

minimal

Intestine,colon

Number examined

Not remarkable
Intestine,rectum

Number examined

Not remarkable
Kidney

Number examined

Not remarkable

Basophilic change, tubular cell

minimal
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F : Female
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Table 11-6 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: F
Dose(mg/kg): 0 500
Findings Number: 5
Liver
Number examined 5 5
Not remarkable 2 0
Microgranuloma 3 5
minimal 3 5
Lung{bronchus)
Number examined S 5
Not remarkable 3 5
Accumulation, foamy macrophage 2 0
minimal 2 0
Lymph node,mesenteric
Number examined S 5
Not remarkable 5 5
Lymph node,submandibular
Number examined 5 5
Not remarkable 5 5
Mammary gland, inguinal
Number examined 5 5
Not remarkable 5 5
Ovary
Number examined 5 5
Not remarkable 5 5
Pancreas
Number examined 5 5
Not remarkable 5 5
Parathyroid
Number examined 5 5
Not remarkable 5 5
Pituitary
Number examined 5 5
Not remarkable 5 5
Salivary gland,submandibular
Number examined 5 5
Not remarkable 5 5
Sciatic nerve
Number examined 5 5
Not remarkable 5 5
Spinal cord,thoracic
Number examined 5 5
Not remarkable 53 5
Spleen
Number examined 5 5
Not remarkable 2 2
Hematopoiesis,extramedullary 3 3
minimal 2 3
mild 1 0
Stomach
Number examined 5 5
Not remarkable 5 0

F : Female
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Table 11-7 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex:
. Dose{(mg/kg): 0 500
Findings Number: 5
Stomach (continued)
Edema,squamous cell, intercellular 0 3
minimal 0 2
mil 0 1
Cell infiltration,mucosal, forestomach 0 5
minimal 0 5
Hyperplasia,mucosal,diffuse, forestomach [} 5
minimal 0 2
mild 0 3
Thymus
Number examined 5 5
Not remarkable 5 5
Thyroid
Number examined 5 5
Not remarkable 3 5
Cyst,ultimobranchial 2 0
minimal 2 0
Trachea
Number examined 5 5
Not remarkable 3 4
Cell infiltration,submucosal 2 1
minimal 2 1
Urinary bladder
Number examined 5 5
Not remarkable 5 5
Uterus
Number examined 5 5
Not remarkable 5 5
Vagina
Number examined 5 5
Not remarkable 5 5

F : Female
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Table 11-8 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
L Dose(mg/kg) : 0 20 100 500
Findings Number : 11 11 10 12
Adrenal
Number examined 11 0 V] 12
Not remarkable 11 0 0 12
Bone+Bone marrow,femoral :
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Bone+Bone marrow,sternal
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Cerebellium(Pons)
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Cerebrum
Number examined 11 0 0 12
E Not remarkable 11 [0} 0 12
ye
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Heart
Number examined . 11 0 0 12
Not remarkable 11 0 0 11
Cell infiltration,interstitial 0 0 0 1
minimal 0 0 0 1
Intestine, duodenum
Number examined 11 V] 0 12
Not remarkable 11 0 0 12
Intestine, jejunum
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Intestine,ileum(Peyer's patch)
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Intestine, cecum
Number examined 11 0 0 12
Not remarkable 11 0 0 11
Cell infiltration,mucosal Q 0 0 1
minimal 0 0 0 1
Intestine,colon
Number examined ) 11 0 0 12
Not remarkable 11 0 0 12
Intestine,rectum
Number examined 11 0 0 12
K'dNOt remarkable 11 0 0 12
idney
Number examined 11 11 10 12
Not remarkable 10 11 9 0
Basophilic change, tubular cell 0 0 0 12
minimal 0 0 0 9
mild : 0 0 0 3

F : Female
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Table 11-9 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
. Dose(mg/kg): 0 20 100 500
Findings Number: 11 11 10 12

Kidney (continued)

Cell infiltration,interstitial 1 0 1 0
minimal 1 0 1 4}
Liver
Number examined 11 0 0 12
Not remarkable 7 0 0 8
Microgranuloma 4 0 V] 4
minimal 4 0 )] 4
Lung(bronchus)
Number examined i1 0 0 12
Not remarkable 7 0 0 9
Hemorrhage, focal Q 0 0 1
minimal 0 0 0 1
Accumulation, foamy macrophage 4 0 0 3
minimal 4 0 0 3
Lymph node,mesenteric
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Lymph node,submandibular
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Mammary gland, inguinal
Number examined 11 0 0 12
Not remarkable : 11 0 0 12
Ovary
Number examined 11 0 (4] 12
Not remarkable 11 0 0 12
Pancreas
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Parathyroid
Number examined 11 0 0 12
Npt remarkable 11 0 0 12
Pituitary
Number examined 11 0 0 12
Not remarkable 11 0 0 11
Cyst,anterior lobe 0 0 0 1
minimal 0 0 0 1
Salivary gland,submandibular
Number examined 11 0 0 12
Not remarkable 11 4} 0 12
Sciatic nerve
Number examined 11 0 0 12
Not remarkable 11 0 0 12
Spinal cord,thoracic
Number examined 11 0 0 12
Not remarkable 11 0 0 12

F : Female
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Table 11-10 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
. Dose(mg/kg) : 0 20 100 500
Findings Number: 11 11 10 12

Spleen
Number examined 11
Not remarkable
Hematopoiesis,extramedullary 11

minimal
mild

Stomach
Number examined
Not remarkable
Edem? gquamous cell, intercellular

m
Cell 1gfiltration submucosal

[

e b
OV O
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RRHOROOUIUHN Wk =N

mi
Erosion,glandular stomach
mlnlmal
mild
Erosion/ulcer, forestomach
minimal
Cell infiltration,mucosal, forestomach
minimal
Hyperplasia,mucosal,diffuse, forestomach
minimal
mild
Hyperplasia,mucosal,focal, forestomach
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Thymus
Number examined
Not remarkable
Atrophy
minimal
mild
moderate
Thyroid
Number examined
Not remarkable
Cyst,ultimobranchial
minimal
Cell infiltration,interstitial
minimal
Trachea
Number examined
Not remarkable
Cell infiltration,submucosal
minimal
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
Vagina
Number examined
Not remarkable
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F : Female
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Table 1i-11 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (End of recovery period)

Organs Sex: M F
Dose(mg/kg) : 0 500 0 500
Findings Number: 5 5 5
Epididymis
Number examined 0 1
Granuloma, spermatic 0 1 - -
mild 0 1 - -
Kidney
Number examined 5 5 5 5
Not remarkable 4 2 5 5
Dilatation, tubular 0 1 0 [}
mild 0 1 0 0
Basophilic change,tubular cell 0 3 0 o]
minimal 0 1 0 Y]
mild 0 1 0 o]
moderate 0 1 0 0
Urinary cast,hyaline 1 0 0 0
minimal 1 0 0 o]
Urinary cast,granular 0 1 0 0
minimal 0 1 0 0
Cell infiltration,interstitial 1 1 0 0
minimal 1 i 0 0
Fibrosis 0 1 0 0
minimal 0 1 0 0
Stomach
Number examined 5 5 5 5
Not remarkable 5 4 3 3
Cyst,epidermal 0 0 0 1
mild 0 0 0 1
Erosion, glandular stomach 0 0 2 0
mild 0 0 2 0
Cell infiltration,mucosal, forestomach 0 1 0 1
minimal 0 1 0 1
Hyperplasia,mucosal,diffuse, forestomach 0 1 Q 1
minimal 0 1 0 1
Thymus
Number examined 0 4] 5 5
Not remarkable 0 0 5 5

M : Male, F : Female
- : Not applicable
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Table 11-12 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex: F
Dose(mg/kg) : 20 100
Findings Number: 1
Adrenal
Number examined 1 2
Not remarkable 1 2
Bone+Bone marrow,femoral
Number examined 1 2
Not remarkable 1 2
Bone+Bone marrow,sternal
Number examined 1 2
Not remarkable 1 2
Cerebellum(Pons)
Number examined 1 2
Not remarkable 1 2
Cerebrum
Number examined 1 2
Not remarkable 1 2
Eye
Number examined 1 2
Not remarkable 1 2
Heart
Number examined 1 2
Not remarkable 1 2
Intestine,ducdenum
Number examined 1 2
Not remarkable 1 2
Intestine, jejunum
Number examined 1 2
Not remarkable 1 2
Intestine,ileum(Peyer's patch)
Number examined 1 2
Not remarkable 1 2
Intestine, cecum
Number examined 1 2
Not remarkable 1 2
Intestine,colon
Number examined 1 2
Not remarkable 1 2
Intestine,rectum
Number examined 1 2
Not remarkable 1 2
Kidney
Number examined 1 2
Not remarkable 1 2
Liver
Number examined 1 2
Not remarkable 0 1
Microgranuloma 1 1
minimal 1 1

F : Female
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Table 11-13 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex:
Dose(mg/kg): 20 100
Findings Number: 1
Lung{(bronchus)

Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular

Number examined

Not remarkable
Mammary gland, inguinal

Number examined

Not remarkable
Ovary

Number examined

Not remarkable
Pancreas

Number examined

Not remarkable
Parathyroid

Number examined

Not remarkable
Pituitary

Number examined

Not remarkable
Salivary gland,submandibular

Number examined

Not remarkable
Scilatic nerve

Number examined

Not remarkable
Spinal cord,thoracic

Number examined

Not remarkable
Spleen

Number examined

Not remarkable

Hematopoiesis,extramedullary

minimal

Stomach

Number examined

Not remarkable
Thymus

Number examined

Not remarkable
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F : Female
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Table 11-14 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (Undelivered)

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

N
(=)
[
<
(=}

Thyroid
Number examined
Not remarkable
Cyst,ultimobranchial
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
Vagina
Number examined
Not remarkable

P R R e OOmE
DN N NN NN RPN

F : Female
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Table 11-15 A combined repeated-dose/reproductive~-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (All littermates died)

Organs Sex: F

. Dose(mg/kg): 0

Findings Number : 1
Adrenal

Number examined
Not remarkable
- Bone+Bone marrow,femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum{Pons)
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenum
Number examined
Erosion
minimal
Intestine, jejunum
Number examined
Not remarkable
Intestine, ileum(Peyer's patch)
Number examined
Not remarkable
Intestine, cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Dilatation,tubular
minimal
Vacuolation, tubular cell
moderate
Regeneration, tubular
mild
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F : Female
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Table 11-16 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (All littermates died)

Organs Sex: F
Dose{mg/kg): 0
Findings Number : 1

Kidney (continued)
Urinary cast,granular
minimal
Urinary cast,red blood cell
mild
Liver
Number examined
Not remarkable
Lung(bronchus)
Number examined
Not remarkable
Lymph node.,mesenteric
Number examined
Atrophy
minimal
Lymph node, submandibular
Number examined
Atrophy
mild
Mammary gland, inguinal
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Pancreas
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Salivary gland,submandibular
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Hemagggoiesis,extramedullary
m
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F : Female
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Table 11-17 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Histopathological findings (A1l littermates died)

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

T

Stomach
Number examined
Edem?igquamous cell,intercellular
m
Erosion/ulcer, forestomach
mild

Thymus

Number examined

Atrophy

severe

Thyroid

Number examined

Not remarkable
Trachea

Number examined

Not remarkable
Urinary bladder

Number examined

Not remarkable
Uterus

Number examined

Not remarkable
Vagina

Number examined

Not remarkable
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F : Female
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Table 12 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Estrous cycle in female rats during the pre-mating period
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 4] 0 8 4 3.3+0.5 4.3+0.4
20 12 0 [¢] 0 6 6 3.5+0.5 4.3+0.4
100 12 0 0 0 8 4 3.3+0.5 4.1+0.3
500 12 0 ¢ 0 [ 6 3.5+0.56 4,1+0.3

No significant difference in any treated groups from control group.



R-1072

Table 13 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)
[} 12 2.9+1.2 12/12(100.0) 12/12(100.0) 12 2.9+1.2 12/12(100.0) 12/12(100.0)
20 12 3.2+1.1 12/12(100.0) 11/712¢ 91.7) 12 3.2+1.1 12/12(100.0) 11/12( 91.7)
100 12 2.2+1.0 12/12(100.0) 11/12( 91.7) 12 2.2+1.0 12/12(100.0) 11/12( 91.7)
500 12 3.3+1.9 12/12(100.0) 12/12(100.0} 12 3.3+1.9 12/12(100.0) 12/12(1006.0)
a): (No. of copulated animals / No. of mated animals) X 100

b): (No.

No significant difference in any treated groups from control group.

of males which impregnated females / No. of copulated males) X 100
¢): (No. of pregnant females / No. of copulated females) X 100



R~1072

Table 14 A combined repeated-dose/reproductive~developmental toxicity study of 4~chlorobenzoyl
chloride by oral administration in rats
Delivery data on dams
No. of No. of
No. of females Delivery Gestation No. of implan-~ Implan- No. of No. of Live birth
Dose pregnant with index length corpora tation tation stillborns liveborns index
mg/keg females liveborns % a) in days lutea sites index % b) (%)c) % a)
Total 12 12 100.0 193 186 8 168
0 Mean 22.1 16.1 15.5 96.8 { 3.9) 14.0 90.6
S.D. 0.3 1.9 1.4 6.3 { 8.0) 1.5 8.4
Total 11 11 100.0 167 163 1 152
20 Mean 21.9 15.2 14.8 97.2 ( 1.0) 13.8 92.4
S.D. 0.3 3.8 4.1 7.1 ( 3.3) 4.5 16.6
Total 11 10 90.9 159 157 4 146
100 Mean 22.0 15.9 15.7 98.8 ( 2.3) 14.6 93.4
S.D. 0.0 2.4 2.4 2.6 ( 3.9) 1.8 4.1
Total 12 12 100.0 194 189 1 181
500 Mean 21.8 16.2 15.8 97.6 ( 0.8) 15.1 95.9%
S.D. 0.5 1.4 1.1 3.0 ( 2.2) 1.3 7.28T

a): (No. of females which delivered liveborns / No. of pregnant females) X 100

b): (No. of implantation sites / No.

¢): (No. of stillborns / No. of liveborns and stillborns)
d): (No. of liveborns / No. of implantation sites) X 100

of corpora lutea) X 100

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

ST: Steel's test

X 100
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Table 15 A combined repeated-dose/reproductive~developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Sex ratio and external examination of pups
Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total T4 4 66 87 0
0 12 Mean 6.2 7.8 0.44 6.0 7.9 0.43 ( 0.0)
$.D. 1.3 1.7 0.09 1.3 1.6 0.09 ( 0.0)
Total 74 8 74 74 [}
20 11 Mean 6.7 7.1 0.49 6.7 6.7 0.50 ( 0.0)
S.D. 2.3 2.7 0.07 2.3 2.6 0.08 ( 0.0)
Total 82 4 81 63 0
100 10 Mean 8.2 6.4 0.57%+ 8.1 6.3 0.57ws ( 0.0)
S.D. 1.7 2.1 0.11D 1.7 1.¢ 0.11D ( 0.0}
Total 89 2 84 20 0
500 12 Mean 7.4 T.7 0.49 7.0 7.5 0.48 ( 0.0)
S.D. 1.6 1.4 0.09 1.5 1.5 0.09 ( 0.0)

a): No. of liveborn males / No.

d): (No.

of liveborns
b): No. of live males on day 4 / No. of live pups on day 4
c¢): No. of liveborns with external abnormalities

of liveborns with external abnormalities / No.

#%: p<0.01 (Significant difference from control group)
D: Dunnett's test

of liveborns) X 100
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Table 16 A combined repeated—dose/reproductive—developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Viability index of pups
Viability
No. No. of live pups 1index on
Dose of postnatal
mg/kg dams Day 0 Day 4 day 4 % a)
Total 12 168 153
0 Mean 14.0 12.8 90.4
S.D. 1.5 4.3 28.6
Total 11 152 148
20 Mean 13.8 13.5 97.7
S.D. 4.5 4.3 3.3
Total 10 146 144
100 Mean 14.6 14.4 98.7
S.D. 1.8 1.8 2.7
Total 12 181 174
500 Mean 15.1 14.5 96.3
S.D. 1.3 1.4 6.3

a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100
No significant difference in any treated groups from control group.
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Table 17 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats
Body weight of pups
Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 12 llb) 11 12 llb) 11
0 Mean 6.5 10.1 3.5 6.2 9.6 3.3
S.D. 0.5 1.0 0.8 0.5 0.9 0.9
No. 11 11 11 11 11 11
20 Mean 6.4 9.6 3.2 6.1 9.3 3.2
S.D. 0.6 1.7 1.2 0.5 1.5 1.1
No. 10 10 10 10 10 10
100 Mean 6.4 9.3 2.9 6.0 8.8 2.8
S.D. 0.3 0.8 0.6 ¢.3 0.8 0.6
No. 12 12 12 12 12 12
500 Mean 5.9%w 8.6+ 2.7 5.7# 8.5 2.9
S.D. 0.4D 1.2D 0.9 0.4D 1.1 0.9
Unit: g

No.: No. of dams
a): Postnatal day
b): All pups in one dam died.

%: p<0.05;

T

p<0.01 (Significant difference

D: Dunnett's test

from control group)



R-1072

Table 18 A combined repeated-dose/reproductive-developmental toxicity study of 4-chlorobenzoyl
chloride by oral administration in rats

Gross pathological findings in pups on postnatal day 4

Dose (mg/kg) 4] 20 100 500
Male
No. of pups examined 66 T4 81 84
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 87 74 63 90

No. of pups with abnormal findings 0 0 0 0
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