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34-V vy UAral) Ro28 HREIER D EGHEER (EE 14 HH)
% W @ Sprague-Dawley 27 v F & HWCEM L7, ML S EEHRRE L, 1
FIIXEEETH D 0.5% CMC %, o> 4 FEICITEBRYEEZ, £ h 10, 30,
100 3 X 18300 mg/kg O ET 28 HMich7- VbR O &5 Uiz, MEHE S §E
HARER(CHW AT 4 & tex IEES KO 300 mg/kg #¢ 51 1£4 12 )C, oo
FEIXZ 6PC & LTz,

B G- M Iz 300 mg/kg BEOME 1 PTFET L, RS IEE 21 (A . it T RS N6 oo 16 iR
BE AR D HiL, MBFERICIEATE OEEM, MR sEE s,

—HRRAE D ZE L & L TIX, 300 mg/kg B O MEME TR G B %I —REDOHRIED 5
VIZIIEB R 6 B68H - 7,

300 mg/kg fEDHMEME THE NI X Ol E E DM AR D H 7z, 300 mg/kg #f
DRBETIE, ORE, WETOMHAR X OO RE T O & MR E I
BBz,

FREFNRE T, R EICERTA018 OZELD 10 mgkg LL EOFEOIH
HET . B O LA 100 mg/kg LA EO#EO HEF X O 300 mg/kg B O iff THEHIZ X h
Tco AT CIEKEOEBENH O, MikFEmICITaiE RO AT E, BT LR
DIMIERDBLE Z v, IR, MiRELRR O o, BT, MR
FHYIZIE 100 mgrkg LA FOFEO MEIZ RAE RO A& A, 300 mg/kg BED
M U A R R MR R R o BN, RAME OIRE, IRME LR OEMR, #ET
TRME OIS LUOHEOMBEEABE I,

14 Ao RERIC L0, #ERSEEG5 IR U7 B 4 VR E
Fosm, OIS L CHMEDEBIMOHMEED SESOLIKIZEFET 55,
AT E RO R B @k, BigoRME OJLER X OCRME EE oM T H
A, MEoOMBREEOEIIIREBIURAEARIIBWTHED 2 WIiLEHE
fEm 2 Lz,

LEDORE, 34-V7 a2 s7nl) Fo 28 HRIKERHKREICX 58
SR I TMEHE & b 1T 10 me/kg/day K Th D &Ik Sz,

2. WRERME 5 KO
2.1. #%5% % E (Appendix 55)

a2— K4 . 34-Y7mruxXrUNrnl K 34-dichlorobenzyl chloride
fEIE -
G
A C-HsCl;
2y ME
CAS &= : 102-47-6
o = 195.47
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B 99.9%
AR o (0,375 B R 1A
EM : [34- 7oy s7al FOREZZEEREFICBIT»E

FAMRET TOEMBZEERBERES  P-56)] ICBWT, #RF
BRtGH A 2 HH oZEMERN G L, BEHMICB I 2 EEEN
e s TV 5,

A G

RERMN . SRIEGENREH#HP : 8~28C). T CHEBPE L THRE L7,

RELFT . WHRHEARE a2 v 71— No. R4

W EI D B EOFEEFEHE RO ERICIZRERSE(Z -7 1), v A7 B
IUOFEREZEHL, FZ7 PN TR HE -7,

WERYEY T LORE H—no vy bOEBRYE 5.0g ZEEL (2009 £ 7 A
22 B), RERY It LT, REBRERNICERE LT

PRGOS - Ykl K VRS LT, YRR E L,

2.2. K
A 0.5% Sodium carboxymethyl cellulose(CMC)
CMC
& T - [E PE AL E ik A S L CR R B R 3 [X)
2oy hEE 1115424
A H K
& R U2 fh R 3K T8 (78 S IR P9 )

2w &S : 8CT5N
BEARFR R 74 - RS FK 100 mL (2 0.5 ¢ OEA T CMC 2 2% LT,

RFEFHE CMC., HH AR & O3 A R X IR GEE ERE - 15~
25CHRAMF LTz, BEMRITFRREZ 10 HELNICER L7,
REEAT W EEREE., SEZEIERBYEMRE 2 v #— No.R10

3. A5k
3.1. 8%
3.1.1. GRS L O DR

BMEIAERT Yy —N A - VA—BASHEAFEREE ¥ —@FE)REART)
THE ST Crl:CD(SD)Z v F(SPE/VAR)Z A L7z, 7 v MIbEHE DT
RARGEERRTHEZEICHOYONIBPETHY . ARMITHOWTIEFLE+D
HLOBERT —HFVBEETHILDMALE,

3.1.2. AfrF Dk, AN EI X MR EFH
MERE L S0 4 IR OBV A 45 47 VEREA L 7= (HERE L % 2009 427 A 23 H), A
T OEERMEL., H71~82g. M61~73g THoT-, ZHIERABRHEEICE
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L /- IR E R PH(HE S0~110 g, i 50~110 )N TH » 7=,

3.1.3. B - B

Nt ., EhaidfE 12 HRT, M 13 HMoOmBE - BHEEIM 2Bz, AfrbE,
fihnie & G UBEETIToTc, £, BE - BRI EH kB0 @l 217
S>7z, BEHIE R IcEEREL I8 ehoTz,

3.1.4. BT

B EBAu H SR -1 e oRELZNE L, Zo& &, BfeREFEF
ICEEREEIN-FMB L CELIVEERECEIYMERIIRLEL, O
fhoEEKEORVWEM AR E L CHRERINCEMESICKBICE S L, #
STH. BAEMITY o TF A — T LVIERE N CEEE L,

3.2. BhipfA & E
3.2.1. il HEREE

NRYT—=V AT A FOHEEEMG F8, WEE 43)T, EiRIT 20~25C, BE
X 30~70%, FEPAKEREIZ 7~19 B 12 B, MR(A—/NV 7 b vy a7 —)H
Bk 10 BElHEg/FLL EIZfRE Lz, ABER P o EE0REEE 22°C, K&
24°C)HH L UNEE (B AKX 43%., i@ 69%) X EFEN TH » 7=,

3.22. ¥—IBXUIRERK
i, - IMEFE EWME L O 5 28 U ClE 21 em, #17 % 35 cem,
EE20em ODHEBA v a(ATFT LAy —210 EMICZIE LT,

3.2.3. % Ok

PG AT, BOBEMIE IS X CHRFZHE : 1~47, #f : 51~97) &5
AL T Lz Bad&iE, BOWMEICHES > FTHEAERSZLZALT
mi il L7,

324 BB L O — T OiN
mBRES, BBLIOEEEEEZ I —RIZEBAL, I—FFr—22fAWNWTH—
VicEEFEL TR LT

3.2.5. fidk(Appendix 56)

fAEHZIZ T v P ETEEEB(CRF-1, AV x4 VR TERALSH, HIUH
WAER)&E iz, LBt F—r v M=y FEE 090512, 090706)0 £
B DB I OMAEY ORI EEE THREL, AETOEEDEORIE I
Eurofins Analytics K.K.CR BB X)THIE Uiz, R EAFTLERE.
THhHLEE LR EEOHENTH -T2,
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3.2.6. kLK (Appendix 57)

KEKRGFFR)VEBKB(ARY A—F 3 A FEHTHBDICERE ¥ 72, KiBEKIX
ARERICBOWTHAKGEFA)ICKEEFEBR TP 7AZBMLTHEELED
Dbz (@R B, BRI L OHEZOREREL - 0.35~0.50ppm)., )
MR ERBRAE AT DK IEKDIEAD S L OFEDE IO W THRAS Y 7 v F AL
bR Rt o F — R ELT) THRAE L L 245, KEEKE ALTE
HEOHMEANTHS Z L 2R LE,

3.3, ABRO ENE
33.1. Z5HEB LUHOMAKR

REREEO B 5 H BT 0 mg/kg (REGHETE). 10 mg/kg A H (B AKH BB, 30
mg/kg (R EARE), 100 mg/kg (65 (R H ER)S L0300 mg/kg (K E RS
HERE Lz, ARBBIHE LT, SREICHES 6 ILA2R S L, 5 BECHES
it 60 L& e, e, EERBREIM L L OIS L OB H BRI e

mg/kg,

ERERBLE B34-Y27uaxvPrrznl FOSy MM
e &G m e T BRGURE - X-99)]

6 CEFR4T L., 2 RECHEMESZ 24 LA W=,
AT BREE
5 & s L OMERE S
FiE3 (mg/kg K &) VAiE i3
A %R 0 6 | 101 ~ 106 | 6 | 151 ~ 156
B i & 10 6 | 201 ~ 206 | 6 | 251 ~ 256
C FiH= 30 6 | 301 ~ 306 | 6 | 351 ~ 356
D & & 100 6 | 401 ~ 406 | 6 | 451 ~ 456
E & & 300 6 | 501 ~ 506 | 6 | 551 ~ 556
[m] 453 SR A
P 5 M & B 5 s K OME (K% =
ik (mg/kg 1K H) T S
A *fRR 0 6 | 107 ~ 112 | 6 | 157 ~ 162
E mkmHE 300 6 | 507 ~ 512 | 6 | 557 ~ 562
5 RHEORCEHAB

BiTs 14 BEXE
TiL, W5BME % 1000 mgkg, 300
100 mg/kg 3 X U 30 mg/kg ® HE T 14 ARFEHIROK S Lz, £OR

$. 1000 mg/kg, 300 mg/kg, 100 mg/kg 3 £ O 30 mg/kg FED FE (=S8 1T MEHE & ¢
EFhZ 100%, 0%, 0% LT 0%& 720 |, 1000 mgkg O H 21X &2 EHEMEE
Tdh-oT=, 300 mg/kg BREDHETIXZ L7 F=v OHEMAHEICHEE L TALIL,
MEICB W CHIAMEORGHNBEENT-Z b, R EE S & OBE N
Fbhil-, ABEHE LELUOEFHEZ D 1-Z7og2(Zaa 2 F )Ry
Tro7y MicBUIaRERNEGESE - EWEEFEEFEAR VCix, 10
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mg/kg L L OBEDOFER L O 50 meg/kg BEOMEIZRTHBEDILE . T L o4,
BB I OCEESRDONTWD, ThbDERICESE, KEAEICEAL
RS HFTE S 300 mg/kg & L, A 3 f%ﬁﬁ% BB X W
HIEHAEZZHEH 100 mgkg, 30 mg/kg 5 KO8 10 mg/kg ISR E Lz, < HEBF
IR EES Lz,

3.4, B HE, BHERKEE L O oO2ERE S
3.4.1. &5 5k
BREHBPZEAIFIPICROBREAEEZHOTCERE LT,

342, #5RBKI L O 5101 o R

AL E = H ﬁ%wﬁ& IOWNWT] CERR 15411 A 21 A EA%
® 1121002 5, FhE 15 < 13BRFE 2 5, BARMEIEE 031121002 5, Fik 18
11 A 20 E%%&E)&:%b\ BHREITMEERAEEE L, 5B 28
A& L7,

3.5, iR E R G oMM Fik, EHiRER L O 5B o R ERE
3.5.1. #ER E B 5 OB 5 ik

FICERLE B4-Y7ray2nr7al RO 0.5% (w/v) CMC WP To
CIEVERBRGREBRE 5 : P-57)) ﬂ::]’o‘lﬂ’C WERME OBRNIZE T D 28 HEO
CEMEDRHERINLTWDEZ END i [ 53 ®&é&%}ﬂ%h&5%%ML
GABR-7 A, 5 1 [\ LR 2 iﬁi(@tﬂiﬁ 8 A LOvikER 10 A (&M EFEFAH
By, 82 EDICHAR L,

BT 2 BB OMMEEOHBEYE ST A AR—F 7L ) I TE—F—
IZED L0 BETHD 05%CMC THIEWLSDOFEORRED AR T T AN

B LTARAT vy Lz, BE - BfLTHIALE, _mﬁgm*@%{’ﬁ o ol e
Mﬁ'{ﬁoto k. WEBRYE O E L 100%I2 R L TV B 7= ob il a8 134T
blrholo, SMREICIIEAE RS LT,

A LB E R 5L L OEERIT, 2FEETCOMIIRMEEREED

VIR ERE 2 v —No.RI13, 14N, 5B wIZ/I T RIZKEESE £

T%E%ﬁwfé’if? "o w1 —(No.R10,RI2~ 15N, S T, BiR(EHMHE: 15~257C)
THERAREL T,

3.5.2. BERE
G EIZ 10mL/kgAHE L L, BEEORBRICESHWTEIE L,

3.6. ¥ 5-i& o 1 R 4% ' iR TE ) E (Appendix 58)

BlEBLOE 2 EHERYEREA AN LR ER S RIZCOVWT, &
HERED 3 DD, HIBHCOWTIE L s BRI~ 7 2RI L,
HRYEORES L O 2R L,

ZORER, FHEHOESRPTOHEBDEREIIFRGEEA TH IR ERED
+10% LN (R EREICRHT 2 E - 91 3~1046%)’f§) e £, HSHEHO
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BHET D 3 T OREEOEEIBRIBRCVIBHFREHTH D 10%LLN 2.2~
4.]‘%)'637)’)730
VL TFICHlE T iEx =T,

3.6.1. %L

N7Ebh=bU AR ERERAR - PCB HEH. BRI FEHRA S, Lot No.
102U1779)

2) fATK

3) TS KR A RE R IE T Lot No.8C75N)

4) Sodium Carboxymethyl Cellulose ([F AL k& 4h)

3.6.2. fEUEFEE O R

WEBRHE THDH 3477l F(Lot No. 10808AH) % 4% #adh 'H
ELTHERALEZ, 34-YP27uou_yr 7ol FE 1001 mg (MEIC X 54 1EH)
AEMICED ENV . 7= I AEMXAARAT7 T A TCIEMIZ 100 mL 2 A X
7 v 7 L72(1000.00 pg/mL),

3.6.3. EEHEYRHR D R
fEHeEE G E T b= b U RS RLA(70/30, viVIIBIRCHR L, RED X D ITHE
HEWR IR 2L L 7=,

FEHE AR | BREUE IR 43 HX & (mL) & (mL) P HE PR R I % (ug/mL)
ST5 PR R 0.2 100 2.00
ST4 STS 50 100 1.00
ST3 ST4 50 100 0.50
ST2 ST3 40 100 0.20
ST1 ST2 40 100 0.08

3.6.4. MR O R
1) 0.0 mg/mL ¥ /%

0.0 mg/mL 7 & O # B B £ 518 5.000 mL # < o 7 1 4y T 200 mL & =
77 RAIWEVED, FR—NAEXy bBLBvaA 70ty hEHWTT
h= kU A/4ERIAK(70/30, v/iV)IRHE 95 mL /1%, 20 KR BE Li-, b
WM~/ 70Xy FT 2000 mL #8929, 7 b=bFULHERK
(70/30, v/V)IRIEZMZ A AT Z A TIEMIZ 100 mL ICAAT v 7 Lz, 2@
R e e LTz,

2) 1.0 mg/mL &

1.0 mg/mL JEE OB EHR 5 5.000mL 2~ 4 7 2 2y hT200 mL &=
AT TARAAZEYNEN, F—NAEXRy MBI 70Xy VEHWTTE
b= b UL RIAK(70/30, v/iv)IRIE 95 mL 204, 20 MRy E& L-, Lk
BErb~vA 7By T 2000 mL 289 &0, 7 b= AAERK
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(70/30, v/V{REZ#IMZ A AT ZAITIEMIC 100 mLICARAT v Lz, 2O
Wik E miraleE & LT,
3) 3.0 mg/mL % i

3.0 mg/mL B E O H R E R 54 5.000mL #~ 1 7 2 -~y hT200 mL & =
B7IRAILEV LY, F—AEXRy PBLATTA/Z 2Ry PEHAWTTE
h= kU AAERIK(70/30, viv)IRHE 95 mL #/Nz . 20 IRV EL LZ, Lk
BERMrb~vA 7~y hT 2000mL Z&Y &0, 7k F=FUALEERK
(70/30, v/iVIRKZMZ A A7 7 A TIEMIZ 100 mLICART v 7Lk, &b
2. TOBEBEPGHE—NVESy T 40 mL 28V D7 F=F U AERIK
(70/30\ VIVIBIKZIMZ A ATZ7 T AT TEMIC 100 mLIZAAT v Lz, Z®

IR % it & L7z,

4) 10.0 mg/mL %

10.0 mg/mL & O #RYWE I 5% 5.000 mL 2~ A 7 2 £-X» F T 200 mL %
SZAT7TAARCENLEY, A=A EXRy b BIXBvA 72y EHWTT
T b= b U AERIA(70/30, viv)IRHK 95 mL #0142, 20 ZREEIRY B L 7=,
FE#hS~A 270 E~Xy T 2000 mL 289 &0, 7 b= ULk RK
(70/30, v/V)IREZMAZ A AT FZ A TIEMIZ 100 mL IZARAT v 7Lz, &6
2, TOBWENE~A 70Xy FTIOmLAZEY 0 T7® b= U AKRK
(70/30\ VIVIRIEZMZ A AT T A TCTEMIC 100 mLICAAT v Lk, ZO®

Wi ZE et e L=,

5) 30.0 mg/mL % JE

30.0 mg/mL O EEYE K 59 5.000 mL 2~ 4 7 7 EX» T 200 mL &
ZATZ7FAAZEN LD, F—AERy P BIXUTwA 278Xy FEHAWNWTT
T b= b U LAERIK(70/30, v/v)IBHE 95 mL 21z, 20 EEHRY BB LT,
EiB#wrb~A 270Xy b T 2000 mL 289 L0, 7 h=hUAAEEK
(70/30, viV)IRIEZIMAZ A AT Z A TIEMIZ 100 mL ICA AT v 7 LT, &6
2. ZFDEEPb~A 278y bT4000mLZ2&V L0 7€ b=k AR
K (70/30, vIVIBEZINZ A A7 Z A TIEMIZ 100 mL ICARAT 7 L, &
DB & AT alkt & L7z,

3.6.5. HPLC &1

HPLC i Agilent 1100 series LC/MSD

T ds COSMOSIL 5C18-MS-1I Packed Column(4.6 X250 mm,
5 um, Nacalai Tesque, Inc., Manf. No. K64295)

— FAZ & COSMOSIL 5C18-MS-1TT Guard Column(4.6X 10 mm,

5 um, Nacalai Tesque, Inc.. Lot No. M9A2562)

77 AR 40°CIZ s E (FEHI1E : 40.0C)

B - T b= b VU /mEEAK=70/30 (v/v)

EAR 20 uL

i b UV 202 nm

d— T T —IRE  ACIZRT(ERE : 3.9~4.17C)
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i 1.0 mL/min

3.6.6. HHEMERGRPOMBRYE S EORH

FRERERB KOO0 2 HPLC THof L, Bohik/n< 77 40561
— JHEAEEE Lz, MERKOEY— 7 HBEEREOBRGBM LR _FIEICK
st mER TR L oo —2maEE & TIZo aralEih o 3,4- 7
na_rPrsal NREZRODEZ, FREEB L OERMEOME )G #
BMERGEFPoOEBRYEESEZRH L. RERMERBS I OBEOR HIZIX
Agilent 1100 Series ChemStation (Agilent Technologies) % i L 7=,

3.6.7. BAEDOELY Hu>

1) I & filg

INEECE TN BB LALT, MMEEeMLETELE,
2) ¥ 5tk v oo kB s

INEE I ENEREALT, MEFE6LETERLE,
3) BOBRICLoTRINDHE

INEE M ENBETLALT, AEE I ETELE,
4) B 5P OuE SR B OB R 2=

N T EUEREAL T, I EE M ETELE,

3.7. BAeEBMEREROLE
WA BEREN it E% TREANAL LY LT,

3.8. BB LI UME

LM TR S b S5 O 28 BB K OEEMRI O 14 A& Lz, &
BHOREFHEGHBEEZRAE 1 A& L, &G5HEGHEZHE 1 #H, DHEMHE
ZEE 1AL LT,

3.8.1. /E%E
B OEIIL, Fralk L OFRICE 1 RGBT 0K B IXFRT0 A& 1 [B) iR
L7z, ECEEIIRAZEBICH AR L. WEHEMRZERICHRAE L=,

3.8.2. —fi%IRHE D H 2R
LEMICHoEX 1 A IRGFETBIZ L. AIRMICBIE SN E TR ToREMEHE
OFEE, BREFY, HESDB LU TRL 25086 L =,

3.8.3. FEMZ kB E 5

BHREBETIC 1, BE5HEAZIREMRHETETHE 1 B, FHOIZIE—
EREAICUL FTOHERBIIZ2WTHEHE LT,

1) ﬂ—\““l\ﬁ_““‘.‘/“

REA MR, O AVOMIE, FETEBHOFE, EROFE, Hiovx-o
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hoFE, BEROFE,
) A—FrT 4= R

fHAEr—YrolRVETHOES S, RRTFTEOMRE ., IREKY mmﬁ%\
EDIREE, ﬁ%@?ﬁﬁ ﬁFROWEH(I%(%‘Jr(EULt)\ DA EAE ), T
DA M ZdkE, b BN RS BERT, BE. Bk, AEKE. ﬁelz

B . &R OIS,
DIRAY A

M, WREOFE, WEOAE, 2o FE, Rk OO &
ORE, BEAE., EHWIEE, ZHRHE Y B (E M ).,

3.8.4. tRAEMRE
AR 4 IS BERR M, BRI TN IE ), A A2 A e TR R e itk s
%“I‘) AR AREERE, SRR NS, AU P L AT IS X OMR B
(H'E)kiﬁ@%ﬁ@%ﬂ%(ﬁ%@@]%ﬂ”ﬂ'*% HH MRS )T D W TR
Ll L, BRESHENEMOREM 7 — P ~DBILITFER Lo T,

3.8.5. REHEIE

EEWIZONTE GG AGER 1 B XS ERZ, & 58 X O REHFE G X
Bl 1 BEFRTHRIE Lz, £, ECE®MIT O W T CH REFIC, 3Rz
PNZ DWW T HI R E AT e 2 E L7,

3.8.6. HEH & DM E
SEMIZOWTHER 1IFE, | HEOEBHEEARE LT,

3.8.7. JRREE

W 4 BIc2LEFHMITHONTITo 7, lBIICERT —VIC AL, FifiElR
DERRICFTHHEZERAE Uz, FifERERE, 9l &R 24 B#f'aﬁ@ﬁ&;%'z{ﬁﬂ
ELTz, BE, A, (REZREEMRERB X, RRERKII N-~LFRT 4
v 7 ASGRE(NANA TNV AT 4 ANVERXREH, HEHTROX)ZHWTZ Y =7
9P AT —H AL T AT 4 ARSI L - THIE LT,
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o ®\ H B 7 woE F &

EPEMA | % (Turbidity) —. + | AR THEL

il (Color)

b E (Specific gravity) R OK ik

pH

7 b K (Ketone) —~34

W HE [ (Protein)

B¥ (Glucose)

ML (Occult blood)

FRET = EU/dL

(Urobilinogen)

U LB (Bilirubin) i

YR —~4+ | BMEMAEICL D

(Sternheimer %),

EEME| K& mL ARV Y A HF—IZ LB,

3.8.8. I & 22 AY fR AL

BB IO REEHME rZost By, 17 ElofekickERiC
RTHAAERAE L, KX, B1WaeaocF Lo —7 LVl ARE:T CHIELIE
KEARE VI L 72, MKEMBREICIEIHERA L LT EDTA-2K 2 H L 7=,
EEL, 747U ) —HFvE, 7rber e r S L OIEHEES e R
7T AT R O EICIE, biEEEA E L TC32% 7 BT Y U AR /10 &
G e i o S A B L 7= it &2 ) 72, SRR M ER (X Brecher #5102 & W 848 L CEF
W7, Fotokmds Ol Eesid, Z2H B F 8 im ek 547 2 & (SF-3000/SFVU-1,
VAR w7 AR S, RERM )R LM EEEER - RIER BB EEE
(ACL100, BRXESf=F{b¥v by, HAHER)EZFA v,

10
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B mH B 47 /2 TER s B
AR i ER % (RBC) 104/ul. | DC # H#:
~F /1 r&E (HGB) g/dL SLS ~E /o s
~=< k27 VU w MA (HCT) % R I ER 2~ v 2 & R
B ARILEREFE (MCV) fL RBC, HGB, HCT {# L v B H
AR AR i BK i 4 38 & (MCH) pg
S AR MR M 5 SR R (MCHC) | g/dL
8 R R i R 2% %o Brecher 7
F L ER ¥ (WBC) 10%uL | 7a—H A b A MU —ik
—— . AATY 2 —2 TN R FAFR
H IR g P | kR R L BT T
i/ (PLT) 10uL | DC k& ¥
74 7Y J—%4% & (FIB) mg/dL | JEHELEEH ik
Za bor e ERPT) sec

EHELE S bR T FRF
IRE[i (APTT)

3.8.9. IMiEAF LA

BRGHMAB I OEEMRMMETZOGEHZADYIIRFRIIATHOEZHRAL 2,
BRI AR (M EERRE) & FFICER L 2miEo -~ > b U w7 Afnin
WaAuvic, MEREEIT, HEoriEE (Accute TBA-40FR, H.Z AT 4 /b
AT L AR S, iARRKBEET S L O B #85EEE o2 B (EA07, #kU
STy b, MSRERET)E H Vi,

11
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#oow om H L= 72 Aok OdE

TAN G%TyERTI)NIVATLT=YT| TU/L | JSCC #) ik

(AST)

T9=/T3) 327271 (ALT)

TWh) 75 284—t" (ALP)

7 LT Frsx—E (CK)

Y- MEIVE TV AT 2Tt (y-GT)

=2 ) AT Z—E (CHE) BTC-DTNB ik

RFZEFR (UN) mg/dL | 7v7-t"/LED %

Y w7 F=1# (CRE) R e A4S i s A A E A
(A5

B L A5 12—/ (TCHO) Ay ATR=VIATT=Y [aVAFu—iFyE =t Ik

HPERE R (TGL) )0 YRI RN =2 )T hn-bE -t
L-a-7" Ven v tv s —1 =

m#E (GLU) 77 akt—t’ /9" ha-i-6-
BRI e

WEULEY (TB) ETUVET AR =T

W H (TP) g/dL B Le 8

T7 I (ALB) VAR S A 7 A B

TT I e »ik B ALB/(TP—ALB)

(A/G)

H 7 A (Ca) mg/dL | o-JV) =NTRVvAvay7 Vi) sk

#EHE ) > (IP) VARVS VA% A VS R A ES VA B 0
=

F kU L (Na) mEq/L | A A EMRE

A1) A (K)

2 W= gle {CI)

3.8.10. fIMBLUOEENE

HKREPECBIUEIHBOLEHICO WTHB L, FrEEEWITISF
NWE—T VL DREBEIT., BREBIROHEM L TLHERLEZ, 28HIc-o
WTRBICRTHELY 0% FMHEEEFFRL~ Y V(BB L OBREZZ 7 ik T
BELKRELEZ, WO THMmANCAELZIES D& & bio, FHEE
MOHBEFIZIZERFIC R THEEZHEEL, FFCHBRERNICHE LA EICHE

DSWVTHTOFRELZTH L,

12
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PP w28 E Oolige, Ml Mo, FFIEL, BIR(EA), BEROER), BER EERCE
A). BERCER). TH. H“’ fE (i)

BB e KOk, Mk, WiR, B8 - BCEREBE). HHMEET)Y > 6,
VR B Rk 2 BB U N, RO' HL(?’?”:”"E’:b ﬁMin%l'ﬁlmﬂﬁzH:}\Tfﬁ
P ERE  |EE). HEiE - RE). + s, El. BB 5B, B, B
. HFIEE. Bl 4). B, 1&%(&?5‘)\ R B (ER), BN
R, INE(EA), FE. OB » /B - &), FEECHE - FEED).

HAHFE (), Eﬁﬂf(EE)\ TEEA, FARRCE ERAME), Bk
). AIRKIFEES

3.8.11. Fﬂi%ﬂﬁ%‘iﬁ’ﬁ&ﬁ

WRICRTEY, &8E - a2 RICL TH Hf&%éﬁ@ﬁ%;@ﬁ«_ L7,

1) Knﬁﬁ@&#iﬂ!ﬁaﬁ T I REEF Hx&@ﬁﬁﬁﬁﬁiooto BHEHEO2EBY, 72560
T L 1 Fl(EERBREO RS R, HEES 561)H HEE L ZaiRIC

%@“Hﬁﬁ%% o FH
2) MHEH, PEHEHBIOREHERICOWT, HEHEH THBRDEIZ

FBLEEZONAELBALNLTEB L OB
3) MIERBRHEGIHHRBLUEREHAEHOARARR TCEEBOALLNI-HE B L U I

R IR AETIETOFBICLTHERLEAAT 7 o ORI~ b F
Yy 2FVREEREL TIT2 2,

FWHEMAEENIRECB O THEBORME LRICED DN EM TR ED -
B, XHFEOME 2 ], 100 mg/kg B & O 300 mg/kg BEOHESR 3 {1 0 B ligic o
THZ7 v baw-7827 U HARR&D Systems, Inc., Minnesota, U.S.A.) & H T
TR R Yt 2 FEE L T,

3.9. WAl FEHHE

HEBXUFHE T — % TEEEEREZEL T 57 — % (HEEOF EEE).
HEREISE, b B0 ES B, BREHZE, FAE, BiE, K&, LEZF
MR, mMEElLrBE, 28 EE&B X OMEEL) I Bartlett O % 73 BUER E (&5
EKME 59%) % 1T o 7‘_ FOME, PRP—HKOBEICE—xRESBSITEE
KYE 5%) 2TV, AE OB A2 Dunnett O % H# (WM, A E K% 5%k L
1%)1Z & @i"TH{’ﬁik%ﬁﬁ&@?&]‘ﬂﬁm%ﬁoto B — R TRWESICIE.
Kruskal-Wallis @ & (6 B K #E 5%) %17, A E 742 &1L Dunnett B o A7 KR E (10
fl, AEAKE SUBLO 1%ICE DV MMBELEFELOMTREEZIT . BB,
BIERBREEIZ DWW TITESBED F RE (W, AEANE %) 217-7, 20
i ey AT HO S 1 Student @ t RE(TWM, 7 EAKLE 5%B LT 1%), F5HK
T WA Welch @ t (M, AEAKRKESBB LU I1%)ICLY ABEL &S
HERE OMT 2 BB EfT o7, SHEET — 2 THEHEEREME LW
TF—H(EFR, —HRIREE, “ﬂﬁ 7 PR R 2 AU BT RL)IE . Fisher O B EMESRIE(T
ll, AEARKESUNB LT 1%)ICL Y ARELSBHELEOR THBLRBROELEDKRE 21T
Slt, Fit, TOMODREMEMA T — # 13 Dunnett RUENL R E (WM, A 3 A
S%B LR 1%ICL > THBEELEEHEOM TREEIT- 72,

13
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WCEFMEMT 2 7 ML SAS(SAS Institute Japan Rz, BRI kX)) B L O°
EXSUS(ERX &t r—xo—3v—, EEREHPRE)ZFHEH L=,

4. SR AR

1. 3B 1= =5(Table 1~4)

300 mg/kg BEICIB VT ol 6 HICHE 1 PE(EMAETZ 561)03 % 1C L 72, 300 mg/kg
BHOMDOETHEITII%TH T,

BEHEBLIOCREYRABL T, TOMOR G L OB L=
iz nwehoiz,

4.2. — k& (Table 5~8, Appendix 1~4)

300 mg/kg BETiX, HETIIMELSAXBFE S HBLO9HIC2E, B 11 H) b
16 B 1R, MR PHAB 4 AL RIS A1 Ez@Blg3hi, [H
REOME 1 PCloid, BB 2 BICiiEds L OWEEE, 3 5 B iC B 38 EE) i 3 8l
gxh, A6 BT L=,

ToMOEGHRE L CHRBCRY 2T RITERGHRPEEI o7,

[ fEHIH] Clk. 300 mg/kg BB KO RBICREE TR TEEs o7,

4.3, FEH 720K HE O B 52 (Table 9~12, Appendix 5~8)
REWMBPBLOREYEAZEL T, £G5S IO A ICE S Rpr i3l
gahihoi,

4.4. FSHE KR A5 (Table 13 & X Y 14, Appendix 9 35 X T8 10)
BB LOCRENMAZBT T, SRGHOMECHAERELE "4 HE
Tl oz,

4.5. {KHi(Table 15~18, Appendix 11~14)
REBHEBLUREEHMEZEB LT, SEGHOMBEDKREIZH O 2 EEIX
HohighoTe,

4.6. {EAE(Table 19~22, Appendix 15~18)

300 mg/kg FETIE, AR 4 HOBEOEM & G RAECHE L TAERAEZ R
L7z, E£72, FEETIXEHEMBICE T 2O CHEEES R L TFH
BEhEmiEeas L,

OO GEHEOR G WM I L OCRIEYEFOEHEIZV O REEBHILIADL
y { sy LT el

4.7. 75 (Table 23 35 L U8 24, Appendix 19 35 L 1% 20)

e 5 WM THRETIE, 300 mg/kg FEDHED R &, HED LT @ [ £ (Casts) B K
O o0 P i o @ & 2 i Jo (Epithelial cel) X F E R @A~ L, o s bk
(Ketone)ds L UM D # & H (Protein) 287 /2R Z /8 L7-, £72. 100 mg/kg, 30

14
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mg/kg ¥ K O 10mg/kg FEDHEIZ I 1T 5 LR O L EG# Ad (Epithelial cell)72 & TNZ
10 mg/kg BEDMED pH A BRI AR LT,

4.8. I 14 ki 2 (Table 25~28, Appendix 21~24)

?ﬁ’—‘—f-yﬂﬁﬂﬂ%Tﬁf?“ﬂi\ 100 mg/kg 3 L T8 10 mg/kg #HEO MO B ERE ik
T % 4F B8 ER (Eosino) A B B 28 n%Z = L 1=,

[E 16 IR #& T R CiX, 300 mg/kg FEDOMED M/ MRE(PLT) A B E R EEE R L
T

4.9. I A LB H 4 (Table 29~32, Appendix 25~28)

BEHMETRTE, E#RGHOMHEOREEBICH L 2EHiXA b2
AradE,

FE R B THECIT, 300 mg/kg OO MPEGLUB LKL 25 0 — L
(TCHO) 2 L MCHE DT R U v ANa) R AERFmEL R L, MOKBE Y L e v
(TBYRFERIKEE 7R LT,

4.10. Z7'E EEF X OYA E H(Table 33~40, Appendix 29~36)

e 5 HE# TR T, 300 mg/kg TEDOMERE D ITd X OVF GG - £ - \Eho
Mokt EEB IO EE - DICAERFIEEL R L7, 30 mgkg Ezémmmﬂ%ﬂﬁ@
LU NEES T R S I = A=K [ I’Jﬁi@lﬂifff)%ll“x(ff ] {811 D #H >t B 8 AT R AR A A
i Ll

A AR T HETid, 300 mg/kg BEO MO FR o Maxt &35 L OH R E &, H#
DR Ieds 2 O MERE O B Ik (R < 42 - W), o - & - WIHDOF A EENA B R &M
., BEORIBER)ORAEENARREEZ R LT,

4.11. FHa Pk H (Table 41~45, Appendix 37~44)

G T IREFH R #V Tl ATE RO IEE 25 10 mg/kg FEOHE 1 PT, 300
mg/kg BEOHE 4 L35 KX O 3 PLIcEs &, 300 mg/kg BEDOMEICHEE LN RGN
7o FHIEO BT 300 mg/ke BEOMERER 1 TTICHELER S AL, BRI OO i R
fABEAY 10 mg/kg TEOME 2 PE, 100 mg/kg TEORE 1 PL, 5 L O 300 mg/kg T o HEHE
£ 1T S hiz, SRR X T 30 mg/kg BE O MERE(C B # 720 pAIR A 2 b 1381
AN T,

A {5 W e T REEF AR Eh ) i, B IE O s A A 300 me/kg BEDRE 1 LB X
CHE2 PCICBIE STz AR OMBEC ZF RRIRMELTEIE S 2ho T,

300 mg/kg FEDFE 6 AT T Licm@ERREOM 1 PLic, FREo mEaH,
B RO RAKE X OEBOBRABEBEINT,

4.12. 7 BRI Gk 52 A9 BT KL (Table 46~50, Appendix 45~54)
WRYWERG LD EZEZLNLIEPREIFBLVCBRICBEZ SN, Z0MD
lfzs - e B CTHHBIE IR » T2, ﬁ%iUwﬂjﬁU)Fﬁﬁ TLLTDO LS Thol,
BORTR « 5 HM& TRFFEZEBYICIT, B EAEO AL TEDL 10 mg/ke
BEOME 1 DE(EEE), 30 mg/kg FEDIE 4 ILE(EP%‘,Eﬁi{ 1 PC « §EEE 3 T, HE 3 PO(op s

15
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1 UG - 48 BE 2 JC), 100 mg/kg BEDOMEMER 6 PU(KE : %R 2 U - WREE 4 L, M
HREERE 4 T - 82 2 PL)E L TR 300 mg/kg #EDOMEMESR 6 DL(HE - & BE 3 L - ST
3P0, M ;@ 1T - P 4T - )8 1 PO CEEE S, 30 mg/kg L EOFEO®
HEds X OF 100 mg/kg LA RO R QM TIIA B RIS RSz, il B A RO /R L
R OB/ 10 mg/kg BEOME 1 PU(HEEA), 30 mg/kg REDOME 2 PTOREJE), M 1
PC(ERJE), 100 mg/kg HE DOMERES 6 PT(ifE : RS 3P0 - $2AF 3, M : P5HE 4
PC - R 2 PU), 35 L OF 300 mg/kg BEDOMERES 6 PU(HE : S 6 P, M« P&
S5PC - @2/ 1 D) CBZE I, 100 mg/kg LL EOBEOHEMETCIZEERBENA RGN
7. A1 E R F RO AKRESS 10 mg/ke FEOHE 1 VO(BREE), M 2 PE(EEE 1 PC - thag
JE 1), 30 mg/kg HEDKE 1 PE(h &), M 1 PT(P 55, 100 me/kg IF O B 1 PE(h
SEEE). ME 2 PU(HRAREE 1 DL - HRAE 1 PU) B LY 300 mg/kg BEOHE 3 PU(FEE)IC
%ﬂﬁﬁﬂtcﬁu%m;ﬁ@—%ﬁm@ S A3 10 me/kg B oD BE 2 P (&8 EE 1 T - R B 1 JT),
M 4 DT A% 1 PC - 8% )% 3 C) | 30 mg/kg BEDME 3 PT( 4% )% 1 T - 8 2 JT),
it 4 IE(@?T'_)\ 100 mg/kg #E O ME 1 PC(IR BE) IS K O 300 me/kg #F oo M AE& 3 PC(HE -
P A RE 1 P - 4R PF 2 PU JHE - RPEE 3 PC)CBIZR &4, 10 mg/kg BEB X U8 30 mg/kg
ﬁ%mﬁ&ﬁf FEERBEMA R S, AlE RSO BEM A 300 mg/kg HEDHE 1
BRI,
H'ﬁ TR 5 C ORGSR i oD R B K IR 7 sef BRI oD tfE 1 [T :bJ:U\ZSOO mg/kg e DM 1
L BEEE S o MmAS 10 me/kg BEFS KO8 300 mg/kg BEDBES 1 PLI, 6 B JGE R A3

100 mg/kg FEORE 1 VT3 X O 300 mg/kg FEOMHE 1 ICICE N ENE réﬂto

(] 152 30 P 1 R i AR B (T W%*ﬁﬁ%@ﬁmmﬁz) 300 mg/kg BEDHE 1
PL(EREE), M4 BB S h, ICAERHEMAA L, AIEMEOR
B DGR 300 mg/kg BEDOMEMES 5 VC(HE « R 5 PT, A PEE 2 T -
BRIE 3 POy CELEE & dv, MEREICAH BN A S iz, < HREE o MERE C B el
bzl st o . R 6 HIZAE T L7z 300 meg/kg BEOMED FITE IZ
[ KGR T Rk oot 1 K A EP*’“W@%H{H@&I&HJ‘ot(ﬁqﬂ%ﬁ@ﬁ@tfﬁm‘%ﬁéﬁérhf:o

BNEOFT R G R A TR SRR B I, RME LR OZEMED 300 mg/kg
BEDME 3 PU(RRIE), M 2 PUOER ) ICBLES é;h,t ﬁ%ﬁ%b@kﬁﬁ%%ﬁkﬂzm@ﬁwiﬂ
WAREDOIE 2 PL(REAE), M 1 PT(EERE), 10 mg/kg AEDHME 2 PE(RESE), 30 mg/kg FED
HE 2 PR ) . 100 mg/kg TEORE 1 PL(EREL), M 1 PLURE), 3 X T 300 mg/kg
BEDME 6 TC(BRJE), M S PC(PSEE 2 JC « 88 3 D) I E Sh, 300 mgkg BED
MERE I C AR R b, RME LI O FiE RS2 100 mgkg REORE 2
VL (8 )4 L U 300 mg/kg REDHBE 6 PE(/mi B 1 PC « o 5 PL)IC#Elst 41, 300
mg/kg BEICA B RBINB RS-, 300 mg/kg HOBEICHEB IS ER LW
EESMTHIEEIN T Yy baw -2 7 ) UHEKRTHEEELZR Lz, LI~
FEAIKILAEPRAEEEORE 1 VEFB KT 10 mgkg BEOME 1 LI L XN, RMEE
oD 458 I B8 5F 78 300 mg/kg BE O ME 2 PTICBLER S U7, JRANE o HE E PEAE A 300 me/ke
TEORE 4 U, M 4PLiCBlgEISh, MELDICEEREMNTH-> 2, BEAMAEN
30 mg/kg BEDOME 1 PC, 100 mg/kg BEOME 1 VL, 35 XL O 300 mg/kg #ED U 1 PLiZ
HE DO #RME(L DS 300 mg/kg FEOME 2 DT, ME 1 PRiT, FIE OMILEHAY 300 mg/kg
BHoM3RIcBHEsNEZR, WTHLOZBLLRETH- 1=,

[ 18 A A% T REFHm A B 12 1d . A 0 R PR M | i o0 8 7 R N A5 & BR
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Nisseiken Co., Ltd. (X-99)

O 2 PEFS J T8 300 mg/kg #E D B 6 POt 5 PEIZ#l52 S 4. 300 mg/kg B o Ml
HEAHMNA R ST, 300 me/ke BETIXILTA~O G IR ILE S HE 2 IEI2, R0
ORRHERES 3 TC, BIE OBRMEME 1 PTis, B8 o MR E» LH.’EZ VT2
BANER, WThoBELLBRETH-T-,

5. BE

34-v 7wyl Rid 10 mgkg, 30 mgkg, 100 mg/kg ¥ L O 300
mg/kg O H & THERED Crl:CD(SD)SPF 7 v hiZ 28 A HICH 7 » Ttk 0 #& 5
L. D% 14 H [# o> =18 w5k B ] 2 8% O 72,

—ARIRFED B EE TIX, 300 mg/kg BEOMEME T, BEEZIC DO RIES alz‘
FIRESAONDBINH -7, _@Jﬂﬂuiwﬁ&f’&c‘: ) [|] 15 5 R 0 ] R
ol o, HRHE ORI VICER T 244k Ll S,

A B& 6 HIZHE 1L L 7= 300 mg/kg Eﬁf@ﬁkﬁ@% VLRSS A | R ORI o0 I R
HEARD LI, M E OEM, MiiZErglegashz, 134- 270
nR_yTAre ) ROT7y MIBTS 14 ARKER D &GP BRGLR
F 7 1 X-99p)) T 1000 mg/kg & ¥ F L= H T HBEEICEEOEINR
LBRTEY, KERMEICL HEHTHT LEEBLZbNE,

KERGICLDEEL LT, Jﬁfﬂ%ﬁ’wﬁﬁmi\ g I CERT S2mHEO
273 10 mg/kg L EOFEOMERE, KO Z A 100 mg/kg UL EOREORER L
300 mg/kg BEOME TRIZ X7z, Il TIEAKRICB W THTH KBEO BERRED 5
o, MBEFEMICIEAIEREOfA{LITE, RELEORERIBIEZ I, i
(TEER . MREELRBO LN, RERWE & BEEOFEMET, BIERRE
kL, JEEEZETHZERALATWVWS 1-Zoa2(7 a8 AF )Rt
Y SDET vy MoK EROKE LZRRPCLATEEDINE . KT o4
BERAEDLNTND I LD, TR0 OEBLITAEREYE Ol E kB 5
HEBEMNHBERICLE > TAE LR EHEREINT,

— 7,300 mg/kg BEDHERE L © 12, BIREEOHIMN A & du, MAMKFMIZIX 100
mg/kg VL F O BE O RED I bR HE i“ffi@ﬁlﬁl%{ﬁd:)‘ﬁ 23, 300 mg/kg B O MEME I iF
HEFEPE IR A LB O, IR OYETR, FRABE RO, Mo &2 JRAH
BOBEERLLIOCHEOMBRENEZE SN, BT v M’D%u_ﬁasbgﬂf_F
B L OMETMIE, REMEMIETIIC a-globulin THD Z EMBiEH SNz, €
DD, ZTNHLOREIT., BEOEYONT V7R B EOFEYH
DFEEICXOEENFE L LETHZERALNTWELHET v MCEREKIZSE
BeBa2u 77 rBE DN EB LAEEEELZLONRS, AELITL-
suR2(Z2 e AFWRErERELEET y FITHBOHORTWS Y, i
BRI NTAFEEMNRAE LR oMNE, BEINZIRAE LEMROE
JE - MEB“OBEMEELLELZORD, 300 mgkg HOMETIZRER L OULE S
OMFE, METIERERO FEMRES, EAOORELHEELTHMLEZEE R
b7,

H%Hja%@%@ﬁﬁijbgtm*ﬁﬁﬁgm 300 mg/kg B O MERE & LN L | # R 4 E P

DEEEZEZ N, LALeR6, REMEE TR OME, @miE4EFr
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Nisseiken Co., Ltd. (X-99)

B K OR B ML AR AR R I AT e C B E L EH B O R Lix@RBo b v
ol

300 mg/kg ¥ D Rk 4 36 D M o> 1Al & 35 T UNEI 1 ] ) o0 e o SRR Al B 3 T R
AR LIS, BROBREL L TRHENTHY, MTIRE(ZR, FiE
PHERERVEEZ DA,

[ 5 T e T BRI, 300 mg/kg REDQHED /MR, MFERB L ORI L AT —

fBEzrLiz, TR TLAOEBBIZENCTHY, MENELEEZEZONTE, £
OfoE B IR EHEE TRIIIZBRED A TW WY, BHEFENLRE
FILRNE W L7, £72, 300 mg/kg HEOHEO RO EESBEMLIZR, O
BEXxIDMWL RN,

14 A OEEHMIC LY, HRYERSICER L= Blko i EEREE -
Be o s hn ., HEo RIS I OV HE o B i o FH 6 B B 0 B IS o B i & FE 9 5 08,
AT B RS 00 R LB 0BT R, B D R AN 00 BEAR S K ONR M LB 00 B 7T
W, MEOMEEMSOE(RIREBIUORERICBVWTHED S W IXEE
& s L=,

LA EDRER, tHRMEIC LD EEFNEE L L C 10 mg/ke B L o R CaiE
DHLREZ A, 100 mg/kg BELL L HEds L 08 300 mg/kg BE O i ik o Sk 25 (b
300 mg/kg Bf O MEME TR R L OFIRO EEBEMARD Sz, #£-T, 3.4-7
zaraSyPNsnl) FOBHMRXEROESGICL D EZEEIHELS 1210
mg/kg/day R THdEEZbND,

6. SCHR

1) BEABEHENEHDEREFESE(E  BEEBAETGIEREMEE)GE -
I-Zoe2(Z e AFWRCrErdTy MBI ORERD S 3 - 4
WA EMEARE, b R BRI Vol.7, pp.492-502, {LFWE &

2) WA eFT —% y— b, MSDS No. JTW323441, Fuole i T Rk S, KK
2009.

3) Swenberg, J. A., Short,B., Borghott, S., Strasser, J., and Charbonneau, M. : The
Comparative Pathobiology of « 2u-Globulin Nephropathy, Toxicol. Appl.
Pharmacol.97:35-46, 1989.

4) FFEETRE)  TRFrEERESE ] b ILEIE, pp.193-209, AL, 1994
5) BEFEELEYMEZEARE(R « BEAREFL ST 25 N=E)EE
0o-Yr7nuaXyYrNTy bxevgd 28 ARKERDKGEERR, [EF

W R B Y | Vol.8, pp.316-327, (LW E it EEE B HES, =i,
2001.
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Testing No. X-99
Table 1
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Mortality in male rats : Treatment study

61

Testing Dose (mg/kg)
day 0 10 30 100 300
No. of animals 12 6 6 6 12
1 0 0 0 0 0
2 0 1] 0 0 0
3 0 0 0 0 0
B 0 0 0 0 0
5 0 0 0 0 0
6 0 0 0 0 0
7 0 0 0 0 0
8 0 0 0 0 0
9 0 0 0 0 0
10 0 0 0 0 0
11 0 0 0 0 0
12 0 0 0 0 0
13 0 0 0 0 0
14 0 0 0 0 0
15 0 0 0 0 0
16 0 0 0 0 0
17 0 0 0 0 0
18 0 0 0 0 0
19 0 0 0 0 0
20 0 0 0 0 0
21 0 0 0 0 0
22 0 0 0 0 0
23 0 0 0 0 0
24 0 0 0 0 0
25 0 0 0 0 0
26 0 0 0 0 0
27 0 0 0 0 0
28 0 0 0 0 0
No. dead / No. tested 0/12 0/6 0/6 0/6 0/12

Mortality (%) 0.0 0.0 0.0 0.0 0.0




Testing No. X-99
Table 2
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Mortality in female rats : Treatment study

0¢

Testing Dose (mg/kg)
day 0 10 30 100 300
No. of animals 12 6 6 6 12
1 0 0 0 0 0
2 0 1] 0 0 0
3 0 0 0 0 0
B 0 0 0 0 0
5 0 0 0 0 0
6 0 0 0 0 1
7 0 0 0 0 0
8 0 0 0 0 0
9 0 0 0 0 0
10 0 0 0 0 0
11 0 0 0 0 0
12 0 0 0 0 0
13 0 0 0 0 0
14 0 0 0 0 0
15 0 0 0 0 0
16 0 0 0 0 0
17 0 0 0 0 0
18 0 0 0 0 0
19 0 0 0 0 0
20 0 0 0 0 0
21 0 0 0 0 0
22 0 0 0 0 0
23 0 0 0 0 0
24 0 0 0 0 0
25 0 0 0 0 0
26 0 0 0 0 0
27 0 0 0 0 0
28 0 0 0 0 0
No. dead / No. tested 0/12 0/6 0/6 0/6 1/12

Mortality (%) 0.0 0.0 0.0 0.0 8.3




Testing No. X-99
Table 3
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Mortality in male rats : Recovery study

Testing Dose (mg/kg)
300

day

1T

6
0

No. of animals

R1
R2
R3
R4
RS
R6
R7
R8
R9
RI10
RIL
RI2
R13
R14

oo o000 000D e 0D oD
je=]

(== = o R oo I o B oo B o Bl o i o= o B = 2 =]

==}

No. dead / No. tested 0/6 0/6
Mortality (%) 0.0

=
=

R: Recovery period.



Testing No. X-99
Table 4
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Mortality in female rats : Recovery study

Testing Dose (mg/kg)
300

day

#é

5
0

No. of animals

R1
R2
R3
R4
RS
R6
R7
R8
R9
RI10
RIL
RI2
R13
R14

oo o000 000D e 0D oD
je=]

(== = o R oo I o B oo B o Bl o i o= o B = 2 =]

==}

No. dead / No. tested 0/6 0/5
Mortality (%) 0.0

=
=

R: Recovery period.
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Testing No. X-99
Table 5 (1/2)

Repeated dosc 28-day oral toxieity study of 3 4-dichlorobenzyl chloride in rats and 14-day recovery study
Clinical sign in male rats: Treatment study

Dose No. of animals with elinical signs on day
(mg/kg) Clinical signs | 2 3 4 5 6 v 8 9 10 11 12 13 14

0 No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. ot animals with abnormalitics 0 00)° 0 00) 0¢ 0.0) 0( 00) a( 0.0 0¢ 00y 0C 00) 0 00) 0t 0.0) 0o¢ 0y 0 00) o 00) 0 00) 0( 0.0)

10 No: of animals observed 6 6 6 6 6 6 6 6 [ 6 ) 6 [3 6
No. of animals with abnormalities 0 00} 0 00) ¢ 00y 0f 00) o 00) 0 o) o 00) 0f 0.0) 0 00) 0 0.0) 0 00y o¢  0.0) 0 00) O 0.0)

30 No. of animals observed 6 [ 6 [ 6 6 6 6 6 6 6 6
No. of animals with abnormalities 0( 0.0) 0(  0.0) 0 0.0 n¢ 00) a(  00) 0 00y 0 00) 0( 0.0) 0f 00) 0f oy 0 0.0) 0¢ ) 0 0.0) o 0.0)

100 No. of animals observed 6 i} [ o [} o [ 6 @ [} 6
No. ol animals with abnormalitics 0¢ 00y 0( 0.0) 0( 0.0) bDe 0.0) a( 0.0) o o) 0 00) 0¢ 0.0 0( 00) o 0.0) a( 0.0) 0o 00) 0 00) 0 0.0)

300 No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormalities 0( 0.0) 0 0.0) 0( 0.0) n( 0.0) a( 0.0) 0 00) a( 00) 2( 16.7) 2( 167) 0 0.0) 1{ B3) 1( 83) 1{ 83) 1( B3)
Bilateral lacrimation 0¢ 0.0) 0( 00) 0( 0.0) 0( 0.0) (¢ 0.0) 0( 00) ¢ 00) 0¢ 0.0) 0( 00) 0¢ 0.0) 0( 0.0) o¢ 00) 0 0.0) 1( 83)
Salivation 0¢ 00) 0( 00) 0( 00) 0¢  00) 0( 0.0) 0¢ 00 0 00) 2( 16.7) 2( 16.7) 0¢ 0.0 L 83 1( 83) 1{ 83) L 83D

" Incidence(%).
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Table 5 (2/2

Repeated dosc 28-day oral toxieity study of 3 4-dichlorobenzyl chloride in rats and 14-day recovery study

Clinical sign in male rats: Treatment study

Testing No, X-09

Dose No. of animals with elinical signs on day
(mg/kg) Clinical signs 15 16 17 18 19 20 2 22 23 24 25 26 27 28

0 No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. ot animals with abnormalitics 0 00)° 0 00) 0¢ 0.0) 0( 00) a( 0.0 0¢ 00y 0C 00) 0 00) 0t 0.0) 0o¢ 0y 0 00) o 00) 0 00) 0( 0.0)

10 No: of animals observed 6 6 6 6 6 6 6 6 [ 6 ) 6 [3 6
No. of animals with abnormalities 0 00} 0 00) ¢ 00y 0f 00) o 00) 0 o) o 00) 0f 0.0) 0 00) 0 0.0) 0 00y o¢  0.0) 0 00) O 0.0)

30 No. of animals observed 6 [ 6 [ 6 6 6 6 6 [ 6 6 6 6
No. of animals with abnormalities 0( 0.0) 0(  0.0) 0 0.0 n¢ 00) a(  00) 0 00y 0 00) 0( 0.0) 0f 00) 0f oy 0 0.0) 0¢ ) 0 0.0) o 0.0)

100 No. of animals observed 6 i} [ o [} o [ 6 @ (3 [} 6 6 6
No. ol animals with abnormalitics 0¢ 00y 0( 0.0) 0( 0.0) bDe 0.0) a( 0.0) o o) 0 00) 0¢ 0.0 0( 00) o 0.0) a( 0.0) 0o 00) 0 00) 0 0.0)

300 No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormalities L B3) L{ 83) 0( 0.0) n( 0.0) a( 0.0) 0 00) a( 00) 0( 0.0) 0 00) 0 0.0) 0 00) 0 0.0) 0( 0.0) a( 00)
Bilateral lacrimation 1( 83) 0( 00) 0( 0.0) 0( 0.0) (¢ 0.0) 0( 00) ¢ 00) 0¢ 0.0) 0( 0.0) 0¢ 0.0) 0 0.0) 0(¢ 00 0 0.0) 0 0.0)
Salivation 1( 83) 1{ 83) (¢ 00) 0¢  00) 0( 0.0) 0¢ 00 ¢ 00) 0( 0.0) 0(¢ 00) 0¢ 0.0 0f 0.0) o¢  00) 0 0o) O 0.0)

" Incidence(%).
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Testing No, X-00
Table 6 (1/2)
Repeated dosc 28-day oral toxieity study of 3 4-dichlorobenzyl chloride in rats and 14-day recovery study
Clinical sign in female rats: Treatment study

Dose No. of animals with clinical signs on day
(mg/kg) Clinical signs | 2 3 4 5 6 v 8 9 10 11 12 13 14
0 No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormalities 0 00)° 0 00) 0¢ 0.0) 0( 00) a( 0.0 0¢ 00y 0C 00) 0 00) 0t 0.0) 0o¢ 0y 0 00) o 00) 0 00) 0( 0.0)
10 No: of animals observed 6 6 6 6 6 6 6 6 [ 6 ) 6 [3
No. of animals with abnormalities 0 00} 0 00) ¢ 00y 0f 00) o 00) 0 o) o 00) 0f 0.0) 0 00) 0 0.0) 0 00y o¢  0.0) 0 00) O 0.0)
30 No. of animals observed 6 [ 6 [ 6 6 6 6 6 [ 6 6 6 6
No. of animals with abnormalities 0( 0.0) 0(  0.0) 0 0.0 n¢ 00) a(  00) 0 00y 0 00) 0( 0.0) 0f 00) 0f oy 0 0.0) 0¢ ) 0 0.0) o 0.0)
100 No. of animals observed 6 i} [ o [} o [ 6 @ (3 [}
No. ol animals with abnormalitics 0¢ 00y 0( 0.0) 0( 0.0) bDe 0.0) a( 0.0) o o) 0 00) 0¢ 0.0 0( 00) o 0.0) a( 0.0) 0o 00) 0 00) 0 0.0)
300 No. of animals observed 12 12 12 12 12 11 11 11 11 11 11 11 11 11
No. of animals with abnormalities 0( 0.0) L{ 83) 0( 0.0) n( 0.0) 1{ 83) 0 00) a( 00) 0( 0.0) 0 00) 0 0.0) 0 00) 0 0.0) 0( 0.0) a( 00)
Decrease in movement 0¢ 0.0) 0( 00) 0( 0.0) 0( 0.0) I BR3Y 0( 00) ¢ 00) 0¢ 0.0) 0( 0.0) 0¢ 0.0) 0( 0.0) o¢ 00) 0 0.0) 0( 0.0)
Bilateral lacrimation 0¢ 00) 1{ 83) 0¢ 00) 0¢  00) 0( 0.0) 0¢ 00 ¢ 00) 0( 0.0) 0(¢ 00) 0¢ 00y O 0.0) o¢  00) 0 0o) O 0.0)
Salivation 0( 00) 1( &3) 0( 0.0) n( 0.0) 0 0.0) 0( 00) 0 00) 0( 0.0) 0 00) 0 0.0) 0{ 0.0) 0( 00) Deoo00) 0 00)

% Incidence(™).
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Table 6 (2/2

Repeated dosc 28-day oral toxieity study of 3 4-dichlorobenzyl chloride in rats and 14-day recovery study

Clinical sign in female rats: Treatment study

Testing No, X-09

Dose No. of animals with clinical signs on day
(mg/kg) Clinical signs 15 16 17 18 19 20 2 22 23 24 25 26 27 28

0 No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. ot animals with abnormalitics 0 00)° 0 00) 0¢ 0.0) 0( 00) a( 0.0 0¢ 00y 0C 00) 0 00) 0t 0.0) 0o¢ 0y 0 00) o 00) 0 00) 0( 0.0)

10 No: of animals observed 6 6 6 6 6 6 6 6 [ 6 ) 6 [3 6
No. of animals with abnormalities 0 00} 0 00) ¢ 00y 0f 00) o 00) 0 o) o 00) 0f 0.0) 0 00) 0 0.0) 0 00y o¢  0.0) 0 00) O 0.0)

30 No. of animals observed 6 [ 6 [ 6 6 6 6 6 [ 6 6 6 6
No. of animals with abnormalities 0( 0.0) 0(  0.0) 0 0.0 n¢ 00) a(  00) 0 00y 0 00) 0( 0.0) 0f 00) 0f oy 0 0.0) 0¢ ) 0 0.0) o 0.0)

100 No. of animals observed 6 i} [ o [} o [ 6 @ (3 [} 6 6 6
No. ol animals with abnormalitics 0¢ 00y 0( 0.0) 0( 0.0) bDe 0.0) a( 0.0) o o) 0 00) 0¢ 0.0 0( 00) o 0.0) a( 0.0) 0o 00) 0 00) 0 0.0)

300 No. of animals observed 11 11 11 11 11 11 11 11 11 11 11 11 11 11
No. of animals with abnormalities 0( 0.0) 0 0.0) 0( 0.0) n( 0.0) a( 0.0) 0 00) a( 00) 0( 0.0) 0 00) 0 0.0) 0 00) 0 0.0) 0( 0.0) a( 00)

Y Tneidence(%).




Testing No, X-09
Table 7
Repeated dose 28-day oral toxicity study of 3 4-dichlorobenzyl chloride inrats and 14-day recovery study
Clinical sign in male rats: Recovery study

Dose No. of animals with clinical signs on day
(mg/kg) Clinical signs R1 R2 R3 R4 RS R6 R7 R8 R9 RO R11 R12 R13 Ri4
0 No, of animals observed (8] b [ 6} 3 6 6 6 [ 6 [ G 6 6
No. of animals with abnormalities 0¢ 00 0 00) 0¢ 0.0) 0 00) a( 0.0) 0C 00) 0c 00) 0 00) 0 00) 0¢ 0.0y OC 0.0y 0C 00) 0¢ 0n) 0( 0.0)
300 Na. of animals observed 6 b 6 6 [ & 6 [ 6 6 6 [ & b
No. of animals with abnormalities O 00 0 00) a¢ 0.0) 0 00) 0 00 O 00) 0 00) 0¢ 0.0) 0 0.0) o 0.0y O 0.0) O 00) 0 00) 0( 00y

LT

" Incidence(%).
R: Recavery period.



Testing No, X-09
Table 8
Repeated dose 28-day oral toxicity study of 3 4-dichlorobenzyl chloride inrats and 14-day recovery study
Clinical sign in female rats: Recovery study

Dose No. of animals with clinical signs on day
(mg/kg) Clinical signs R1 R2 R3 R4 RS R6 R7 R8 R9 RO R11 R12 R13 Ri4
0 No, of animals observed (8] b [ 6} 3 6 6 6 [ 6 [ G 6 6
No. of animals with abnormalities 0¢ 00) 0 00) 0¢ 0.0) 0 00) a( 0.0) 0C 00) 0c 00) 0 00) 0 00) 0¢ 0.0y OC 0.0y 0C 00) 0¢ 0n) 0( 0.0)
300 Na. of animals observed 5 5 5 5 5 5 5 5 3 3 5 5 5 5
No. of animals with abnormalities O 00 0 00) a¢ 0.0) 0 00) 0 00 O 00) 0 00) 0¢ 0.0) 0 0.0) o 0.0y O 0.0) O 00) 0 00) 0( 00y

8T

" Incidence(%).



Key to Tables 9-12 (1/4)
Standard key to detailed clinical signs

1. Cage side observations
1-1. Posture
0: Normal (sitting, sleeping, or standing)
1: Flattened limbs spread out
2: Lying on side, limbs in air
3: Unable to keep body position
1-2. Respiration
-2: Severely decreased (abdominal respiration or gasping)
-1: Slightly decreased
0: Normal (respiration rate of the control animals)
1: Slightly increased
2: Severely increased (panting, shallow and rapid respiration)
1-3. Grooming
0: Normal (occasionally done or none)
1: Slightly increased
2: Increased
3: Severely increased (frequently)
1-4. Stereotyped behavior
(with description of type of behavior such as head weaving,
circling, retropulsion, self-destructive biting, licking, etc.)
0: None
1: Slight
2: Moderate
3: Severe (and frequent)
1-5. Tremor
0: None
1: Shight (temporal)
2: Moderate (continual)
3: Severe (continuous)
1-6. Twitch
0: None
1: Slight
2: Moderate (obviously present)
3: Severe (obviously and frequently present)
1-7. Convulsion
0: None
1: Slight convulsion (clonic)
2: Clonic convulsion
3: Tonic convulsion

29

Testing No. X-99



Key to Tables 9-12 (2/4)
Standard key to detailed clinical signs

2. Open field observations
2-1. Ease of removal from cage
0: Normal (easy, animal sits quietly, allows investigator to pick
it up, usually slight resistance to being picked up, with or
or without vocalization)
1: Moderately difficult (runs around cage, is hard to grab,
with and without vocalization)
2: Difficult (tail and throat rattles with or without
vocalization, may attack hand)
3: Very difficult (extremely aggressive)
2-2. Palpebral closure
0: Normal (eyelid wide open)
1: Slightly drooping (<50%)
2: Moderately drooping (>50%)
3: Eyelid completely closed
2-3. Exophthalmos
0: Negative
1: Positive
2-4. Fur-appearance
0: Normal
1: Slightly soiled
2: Moderately soiled
3: Severely soiled (crusty)
2-5. Piloerection
0: Negative
1: Positive

2-6.Urination (evaluate with the number of pools of urine on paper lining

open field area)
0: Normal (with or without urination)
1: Increased (pollakiuria and polyuria)
2-7. Urination
Number of urination is counted voided during 30 seconds
open field observation period.
2-8. Defecations
Number of fecal boli is counted voided during 30 seconds
open field observation period.
2-9. Diarrhea
0: Negative
1: Positive
2-10. Alertness
-2: Markedly low (stupor, little or no responsiveness)
-1: Low (somewhat stuporous)
0: Normal (alert, exploratory movements)
1: High (slight excitement, sudden darting or freezing)
2: Markedly high (hyperalert, excited, sudden bouts of
running of body movement)
2-11. Rears
Number of rears during 30 seconds open field
observation period is counted.
2-12. Abnormal gait
0: Normal (none)
1: Slight
2: Moderate (definite)
3: Severe (marked, or cannot walk)
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Testing No. X-99
Key to Tables 9-12 (3/4)
Standard key to detailed clinical signs

2-13. Vocalization
0: Normal (none)
1: Present
2: Sometimes present
3: Frequently present
2-14. Pinna response
0: Normal
1: Low response
2: Markedly low response
3: No response
2-15. Corneal response
0: Normal
1: Low response
2: Markedly low response
3: No response
2-16. Touch response
-1: No response
0: Normal (animal may walk away, turn the face, sniff, or bite)
1: Markedly high response (jump. run away)
2-17. Tail-pinch
-1: No response
0: Normal (vocalization, turn, biting, or show actual
muscle contractions)
1: Markedly high response (vigorous biting or attacking)
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Key to Tables 9-12 (4/4)
Standard key to detailed clinical signs

3. Observations made while handling animals
3-1. Positional passivity
0: Normal escape response
1: Low escape response
2: Markedly low escape response
3-2. Salivation
0: None (normal)
1: Slight (wetted fur on perioral region)
2: Moderate (wetted fur on submaxillary region)
3: Severe (wetted fur beyond submaxillary region)
3-3. Lacrimation

Colored lacrimation is recorded such as chromodacryorrhea.

0: None (normal)
1: Slight (slightly wetted cornea)
2: Moderate (wetted around eyelid)
3: Severe (severely wetted around eyelid)
3-4. Discharge
With description of type or region, such as nasal, auricular,
and vaginal, color, side, etc.
0: Negative (normal)
1: Positive
3-5. Dermal and mucosal color
-3: Severely blanching
-2: Moderately (globally) blanching
-1: Slightly (focally) blanching
0: Normal (pink tone)
1: Shightly reddish (dusky rose)
2: Moderately reddish (deep dusky rose)
3: Severely reddish (deep red flush)
3-6. Pupil size
-1: Decreased (contracted) pupil size
0: Normal (size of the control animal)
1: Increased (dilated) pupil size
3-7. Abdominal tone
-1: Decreased tone (completely flaccid)
0: Normal (slightly flaccid or slightly resistance)
1: Increased tone (extremely resistance)
3-8. Righting reflex
0: Normal (lands on)
1: Slight uncoordinated (lands on unilateral imbs)
2: Lands on side
3: Lands on back
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Table 9 (1/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Cage side observations:

Posture 0 0 12 12 12 12 12
1 4] 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 [ 6 [{] 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 b 6 6 6 6
1 {] 0 0 0 0
2 0 0 1] 0 0
3 0 0 0 0
100 0 6 6 6 6
1 0 0 1] 0 0
2 0 0 0 0 0
3 0 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
'!'iél:'[;-{i s e et TR e preeenssseas s i
-1 0 0 0 0 0
0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
10 2 0 0 0 0 0
-1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
2 0] 0 0 0 0
30 -2 0 0 0 0 0
-1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 4]
100 2 4] 0 0 0 0
-1 0 0 0 0 0
0 6 6 [i] 6 6
1 0 0 0 Q 0
2 0 0 0 0 0
300 -2 0 0 0 4] 0
-1 0 0 0 0 0
0 12 12 2 12 12
1 0 0 0 0 0
2 0 0 0 0 0
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Table 9 (2/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Cage side observations:

Grooming 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0

100 0 6 [ 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0
Stercotyped behavior o T T T /N 127 [ 27 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0

100 0 6 [ 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 4] 0 0 0 0
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Table 9 (3/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Cage side observations:

Tremor 0 0 12 12 12 12 12
1 4] 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 [{] 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 b 6 0] 6 6
1 {] 0 0 0 0

2 4] 0 1] 0 0

3 0 0 0 0

100 0 6 6 6 6
1 0 0 1] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0
T esssmstypenngrsiny T R A gensses g i
1 4] 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 [{] 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 b 6 6 6 6
1 {] 0 0 0 0

2 4] 0 1] 0 0

3 0 0 0 0

100 0 6 6 6 6
1 0 0 1] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 4] 1] 0 0 0
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Table 9 (4/15)
Repeated dose 28-day oral toxicity study of 3 4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Cage side observations:
Convulsion 0 0 12 12 12 12 12
1 4] 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 [ 6 [{] 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 b 6 6 6 6
1 {] 0 0 0 0
2 0 0 1] 0 0
3 0 0 0 0 0
100 0 6 6 6 6 6
1 0 0 1] 0 0
2 0 0 1] 0 0
3 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
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Table 9 (5/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Ease of removal from cage 0 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0
100 0 6 [ 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
Palpebral closare T o T T T /N 127 [ 27 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0
100 0 6 [ 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 4] 0 0 0 0
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Table 9 (6/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Exophthalmos 0 0 12 12 12 12 12
1 4] 0 0 0 0

10 0 6 6 6 6 6

| 0 0 0 0 0

30 0 6 6 6 6 6

1 0 0 0 0 0

100 0 6 6 6 6 6

1 0] 0 0 0 0

300 0 12 12 12 12 12

1 0 0 0 0 0
Fur-appearance 0O TR T T T R T
1 0 0 1] 0 0

2 0 ] 0 0 0

3 0 0 0 0 0

10 0 6 6 1] 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 [{] 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 12 12 12

1 {] 0 0 0 0

2 4] 0 1] 0 0

3 0 0 0 0 0
Piloerection T [ | 27 27T P 2 i2
1 0 0 1] 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

30 0 6 6 6 6 6

1 0 0 0 0 0

100 0 6 6 6 6 6

1 0 0 0 0 0

300 0 12 12 12 12 12

1 0 0 0 0 0
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Table 9(7/15)
Repeated dose 28-day oral toxicity study of 3 4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:
Urination 0 0 12 12 12 12 12
1 4] 0 0 0 0
10 0 6 6 6 6 6
| 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
100 0 6 6 6 6 6
1 0] 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
Urination #1 7 T T T Mean 0O T o 00T T T 000
SD 0.3 0.3 0.0 0.0 0.0
10 Mean 0.3 0.0 0.2 0.0 0.0
SD 0.5 0.0 0.4 0.0 0.0
30 Mean 0.0 0.0 0.0 0.0 0.0
SD 0.0 0.0 0.0 0.0 0.0
100 Mean 0.0 0.0 0.0 0.0 0.0
SD 0.0 0.0 0.0 0.0 0.0
300 Mean 0.1 0.0 0.1 0.1 0.1
SD 0.3 0.0 0.3 0.3 0.3
Defecations #2° [ Mean 00T 00T 00T 01 T 0.0
SD 0.0 0.0 0.0 3 0.0
10 Mean 0.2 0.0 0.0 0.0 0.0
sD 0 0.0 0.0 0.0 0.0
30 Mean 0.0 0.0 0.0 0.0 0.0
SD 0.0 0.0 0.0 0.0 0.0
100 Mean 0.0 0.0 0.0 0.0 0.0
SD 0.0 0.0 0.0 0.0 0.0
300 Mean 0.0 0.0 0.0 0.0 0.0
SD 0.0 0.0 0.0 0.0 0.0

#1: Number of urination was counted voided during 30 seconds open field observation period.
#2: Number of fecal boli was counted voided during 30 seconds open field observation period.
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Table 9 (8/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:
Diarrhea 0 0 12 12 12 12 12
1 4] 0 0 0 0
10 0 6 6 6 6 6
| 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
100 0 6 6 6 6 6
1 0] 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
‘Alertness ’ ' i 0 27 0 0T 0 0 0
-1 0 0 1] 0 0
0 12 12 12 12 12
1 0 (0] 0 0 0
2 0 0 0 0 0
10 -2 0 0 0 0 0
-1 0 0 0 0 0
0 6 6 6 4] 6
1 0 0 0 4] 0
2 0 0 0 0 0
30 -2 0 0 0 0 0
-1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
100 2 0 0 0 0 0
-1 0 0 0 0 0
0 b 6 ] 6 6
1 {] 0 0 0 0
2 0 0 0 0 0
300 2 0 0 0 0 0
-1 0 0 0 0 0
0 12 12 12 12 12
1 0 0 0 0 0
2 0 (0] 0 0 0
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Table 9 (9/15)

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study

Detailed clinical sign in male rats: Treatment study

Testing No. X-99

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:
Rears #3 0 Mean 0.7 0.1 0.0 0.3
SD 1.0 0.3 0.0 0.5
10 Mean 0.8 0.2 0.3 0.0 0.2
SD 1.0 0.4 0.8 0.0 0.4
30 Mean 1.5 0.5 0.5 0.5 0.3
SD 1.8 1.2 1.2 0.8 0.5
100 Mean L5 0.5 0.0 0.0 0.0
sD 1.8 0.5 0.0 0.0 0.0
300 Mean 113 0.6 0.3 0.2 0.2
SDh 1.2 0.8 0.5 0.4 0.4
‘Abnormal gait [ b g (- fBr=e=r 2
1 0 ] 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 1] 0 0 4]
3 0 0 0 4] 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
100 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
300 0 12 12 12 12 12
1 4] 0 1] 0 0
2 0 0 0 0 0
3 0 0 0 0 0

#3: Number of rears during 30-seconds open field observation period was counted.
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Table 9 (10/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Vocalization 0 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0
100 0 6 [ 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
Pinna response o T T T /N 127 [ 27 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0
100 0 6 [ 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 4] 0 0 0 0




Testing No. X-99

Table 9 (11/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Comeal response 0 0 12 12 12 12 12
1 4] 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 [{] 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 b 6 0] 6 6
1 {] 0 0 0 0
2 4] 0 1] 0 0
3 0 0 0 0
100 0 6 6 6 6
1 0 0 1] 0 0
2 0 ] 0 0 0
3 0 0 0 0 0
300 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
Touchresponse o A o o o [ 0
0 12 12 12 12 12
1 0 0 0 0 0
10 -1 0 0 0 0 0
6 6 6 [{] 6
1 0 0 0 0 0
30 -1 0 0 0 0 0
0 6 6 6 6 6
1 0] 0 0 0 0
100 -1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
300 -1 0 0 1] 0 0
0 12 12 12 12 12
1 0 0 0 0
o |~p1m.h ................................... — X M gy g e g i
0 12 12 12 12 12
1 0 0 0 0 0
10 -1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
30 -1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 1] 0 0
100 -1 0 0 0 4] 0
0 6 6 6 6 6
1 0 1] 0 0
300 -1 0 0 0 0 0
0 12 12 12 12 12
1 0 0 0 0 0
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Table 9 (12/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Observations made while
handling animals:
Positional passivity 0 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
10 0 6 6 6 [{] 6
1 0 0 0 0 0
2 0 0 0 0 0
30 0 6 6 6 6 6
1 0] 0 0 0 0
2 {] 0 0 0 0
100 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
300 0 12 12 12 12 12
1 0 (0] 0 0 0
2 0 0 0 0 0
e s TR S, S s i i
1 0 0 0 0 0
2 0 1] 0 0 4]
3 0 0 0 4] 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
100 0 6 6 6 6 6
1 4] 0 1] 0 0
2 0 0 0 0 0
3 0 0 0 0 0
300 0 12 12 12 12 12
1 0 ] 0 0 0
2 0 (0] 0 0 0
3 0 0 0 0 0
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Table 9 (13/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score -1 1 2 3 4

Observations made while
handling animals:

Laerimation 0 0 12 12 12 12 12

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6

1 4] 0 1] 0 0

2 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 12 12 12

1 0 0 0 0 0

2 0 0 0 0 4]

3 0 0 0 4] 0

Discharge T [ 2o iz 2. 27T 12

1 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

30 0 6 6 6 6 6

1 0 0 0 0 0

100 0 b 6 6 6 6

1 {] 0 0 0 0

300 0 12 12 12 12 12

1 0 0 0 0 0
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Table 9 (14/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score -1 1 2 3 4

Observations made while
handling animals:

Dermal and mucosal color 0 -3 4] 0 0 0 0

-2 0 0 0 0 0

-1 0 0 0 0 0

0 12 12 12 12 12

1 ] 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 -3 0 0 0 0 0

-2 D 0 D 0 0

-1 0 0 0 0 0

0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 -3 0 0 0 0 0

-2 0 0 0 0 0

-1 0 0 0 0 0

0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 -3 0 0 0 0 0

-2 0 0 0 0 0

-1 0 0 0 0 0

0 6 6 6 6 6

| 0 0 0 0 0

2 ] 0 0 0 0

3 0 0 0 0 0

300 -3 0 0 0 0 0

-2 0 0 0 0 0

-1 D 0 0 0 0

0 12 12 12 12 12

1 0 0 0 0 0

P 0 0 0 0 0

3 0 0 0 0 0
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Table 9 (15/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Observations made while
handling animals:
Pupil size 0 -1 4] 0 0 0 0
0 12 12 12 12 12
1 0 0 0 0 0
10 -1 0 0 0 0 0
6 6 6 6 6
1 0 0 0 0 0
30 -1 0 0 0 0 0
0 b 6 6 6 6
1 {] 0 0 0 0
100 -1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
300 -1 0 0 0 0 0
0 2 12 12 12 12
1 0 0 0 0 0
R e s s k. s e e e -
0 12 12 12 12 12
1 0 0 0 0 4]
10 -1 0 0 0 0 0
6 6 6 6 6
1 0 0 0 0 0
30 -1 0 0 0 0 0
6 6 6 [{] 6
1 0 0 0 0 0
100 -1 0 0 0 0 0
0 6 6 6 6 6
1 0] 0 0 0 0
300 -1 0 0 0 0 0
0 12 12 12 12 12
1 0 0 0 0 0
Righting reflex T [ R P g - far=es 2
1 0 ] 0 0 0
2 0 (0] 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 4] 1] 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 1] 0 0
2 0 0 0 0 0
3 1] 0 0 0 0
100 0 6 6 6 6 (4]
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 1] 0] 0
300 0 i2 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
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Table 10 (1/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Cage side observations:

Posture 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0

Respiration 0 2 0 0 0 0 0
-1 0 0 0 0 0

0 12 12 12 12 12

| 0 0 0 0 0

2 0 0 0 0 0

10 -2 0 0 0 0 0
-1 0 0 0 0 0

0 6 6 [ i} 6

1 0 0 0 0 0

2 0 0 0 0 0

30 2 0 0 ] 0 0
-1 0 0 ] 0 0

0 6 6 6 6 6

1 0 0 1] 0 0

2 0 0 ] 0 0

100 2 0 0 0 0 0
-1 0 0 ] 0 0

0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

300 -2 0 0 0 0 0
-1 0 0 0 0 0

0 12 12 11 11 11

1 0 0 0 0 0

2 0 0 0 0 0
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Table 10 (2/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Cage side observations:

Grooming 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 ] 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0

Stereotyped behavior 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 ] 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0
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Testing No. X-99

Table 10 (3/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Cage side observations:

Tremor 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0

Twitch 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0
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Testing No. X-99

Table 10 (4/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Cage side observations:
Convulsion 0 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
100 0 6 6 6 6 6
1 0 0 ] 0 0
2 0 0 ] 0 0
3 0 0 0 0 0
300 0 12 12 11 11 11
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 ] 0 0
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Testing No. X-99

Table 10 (5/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Ease of removal from cage 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

Palpebral closure 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

32



Testing No. X-99

Table 10 (6/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Exophthalmos 0 0 12 12 12 12 12
1 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

30 0 6 6 6 6 6

1 0 0 0 0 0

100 0 6 6 6 6 6

1 0 0 ] 0 0

300 0 12 12 1 11 11

1 0 0 0 0 0

S O g s i
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11

1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0
Piloerection 0 0 12 2 12 12
1 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 ] 0 0

30 0 &} 6 6 6 6

1 0 0 0 0 0

100 0 6 6 6 6 6

1 0 0 0 0 0

300 0 12 12 11 11 11

1 4] 0 0 0 0
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Testing No. X-99

Table 10 (7/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Urination 0 0 12 12 12 12 12
1 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

30 0 6 6 6 6 6

1 0 0 0 0 0

100 0 6 6 6 6 6

1 0 0 ] 0 0

300 0 12 12 I 11 11

1 0 0 0 0 0
e e R e R e
SD 0.3 0.0 0.0 0.0 0.0

10 Mean 0.0 0.0 0.0 0.0 0.0

SD 0.0 0.0 0.0 0.0 0.0

30 Mean 0.2 0.0 0.0 0.0 0.0

SD 0.4 0.0 0.0 0.0 0.0

100 Mean 0.0 02 0.2 0.0 0.0

SD 0.0 0.4 4 0.0 0.0

300 Mean 0.0 0.1 0.0 0.0 0.0

SD 0.0 0.3 0.0 0.0 0.0

Defecations #2 0 Mean 0.1 0.0 0.0 0.0 0.0
SD 0.3 0.0 0.0 0.0 0.0

10 Mean 0.2 0.0 0.0 0.0 0.0

sD 0.4 0.0 0.0 0.0 0.0

30 Mean 0.0 0.0 0.0 0.0 0.0

SD 0.0 0.0 0.0 0.0 0.0

100 Mean 0.0 0.0 0.0 0.0 0.0

SD 0.0 0.0 0.0 0.0 0.0

300 Mean 0.0 0.0 0.0 0.0 0.0

SD 0.0 0.0 0.0 0.0 0.0

#1: Number of urination was counted voided during 30 seconds open field observation period.
#2: Number of fecal boli was counted voided during 30 seconds open field observation period.
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Testing No. X-99

Table 10 (8/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:
Diarrhea 0 0 12 12 12 12 12
1 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
100 0 6 6 6 6 6
1 0 0 ] 0 0
300 0 12 12 1 11 11
1 0 0 0 0 0
Alertness 0 2 0 0 0 0 0
1 0 0 0 0 0
0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 ] 0 0
10 -2 0 0 0 0 0
-1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
30 -2 0 0 0 0 0
-1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
100 -2 0 0 0 0 0
-1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
300 -2 0 0 ] 0 0
-1 0 0 0 0 0
0 12 12 11 11 I
1 0 0 0 0 0
2 0 0 ] 0 0
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Testing No. X-99

Table 10 (9/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Rears #3 0 Mean 1.2 0.3 0.7 0.3 1.0
SD 0.9 0.7 0.5 0.5 1.0

10 Mean 23 1:2 0.8 0:2 ;
SD 2.0 B 0.8 0.4 15
30 Mean 1.3 1.2 1.2 0.7 2.2
SD 1.2 13 1.0 1.2 1.9
100 Mean 1.0 1.2 1.0 0.8 27
SD 0.9 1.0 0.6 0.8 1.4
300 Mean 0.9 0.8 0.3 0.4 0.6
SD 1.2 0.8 0.5 0.7 1.0
Abnormal gait 0 0 12 12 12 12 12
1 0 0 (] 0 0
2 0 0 0 0 0
3 0 0 0 0 0
L0 0 6 6 6 6 6
1 0 0 1] 0 0
2 0 0 ] 0 0
3 0 0 ] 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 ] 0 0
3 0 0 0 0 ]
100 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 ] 0 0
3 0 0 0 0 0

300 0 12 12 11 11 1
1 0 0 ] 0 0
2 0 0 0 0 0
3 0 0 0 0 0

#3: Number of rears during 30 seconds open field observation period was counted.
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Testing No. X-99

Table 10 (10/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Vaocalization 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 ] 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0

Pinna response 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 ] 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 0 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0
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Testing No. X-99

Table 10 (11/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Open field observations:

Comeal response 0 0 12 12 12 12 12
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

30 0 6 6 6 6 6
1 0 0 ] 0 0

2 0 0 0 0 0

3 0 0 0 0 0

100 0 6 6 6 6 6
1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 0 12 12 11 11 11
1 [t} 0 0 0 0

2 0 0 0 0 0

3 i} 0 0 0 0

Touch response 0 -1 0 0 0 0 0
0 12 12 12 12 12

1 0 0 0 0 0

10 -1 ] 0 0 0 0
0 6 6 6 6 6

1 0 0 0 0 0

30 -1 0 0 0 0 0
0 6 6 6 6

1 0 0 0 0 0

100 -1 0 0 0 0 0
6 6 6 6

1 0 0 0 0 0

300 -1 0 0 ] 0 0
0 12 12 11 11 11

1 0 0 0 0 0

Tail-pinch 0 -1 0 0 0 0 0
0 12 12 12 12 12

1 0 0 0 0 0

10 -1 0 0 0 0
0 6 6 6 6 6

1 0 0 0 0 0

30 -1 4] 0 0 0 0
0 6 6 6 6 6

1 0 0 0 0 0

100 -1 0 0 0 0 0
0 [ 6 4] [§] 6

1 0 0 0 0

300 -1 0 0 0 0 0
0 12 12 11 11 11

1 0 0 0 0 0
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Testing No. X-99

Table 10 (12/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Observations made while
handling animals:
Positional passivity 0 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
30 0 6 6 6 6
1 0 0 ] 0 0
2 0 0 0 0
100 0 6 6 6 6
0 0 0 0
2 0 0 ] 0 0
300 0 12 12 11 11 11
1 0 0 0
2 0 0 ] 0 0
Salivation 0 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
100 0 6 6 6 6 6
1 0 0 ] 0 0
2 0 0 0 0 0
3 0 0 0 0 0
300 0 12 12 11 11 I
1 0 0 ] 0 0
2 0 0 0 0 0
3 0 0 ] 0 0
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Testing No. X-99

Table 10 (13/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Observations made while
handling animals:
Lacrimation 0 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
100 0 6 6 O 6 6
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 ] 0 0
300 0 12 12 11 11 11
1 0 0 0 0 0
2 ] 0 0 0 0
3 0 0 0 0 0
Discharge 0 0 12 12 12 12 12
0 0 0 0 0
10 6 6 6 6 6
1 0 0 0 0 0
30 0 6 6 6 6 6
| 0 0 1} 0 0
100 0 6 6 6 6 6
1 0 0 ] 0 0
300 0 12 12 11 11 11
1 0 0 0 0
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Testing No. X-99

Table 10 (14/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score -1 1 2 3 4

Observations made while
handling animals:

Dermal and mucesal color 0 -3 0 0 0 0 0

-2 0 0 0 0 0

-1 0 0 0 0 0

0 12 12 12 12 12

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

10 -3 0 0 0 0 0

-2 0 0 ] 0 0

-1 0 0 0 0 0

0 6 6 6 6 6

1 0 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0

30 3 0 0 0 0 0

-2 0 0 0 0 0

-1 0 0 0 0 0

0 6 6 6 6 6

1 [t} 0 0 0 0

2 0 0 0 0 0

3 ] 0 0 0 0

100 -3 0 0 0 0 0

-2 0 0 0 0 0

-1 0 0 0 0 0

0 6 6 6 6 6

1 ] 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0

300 -3 0 0 0 0 0

-2 0 0 0 0 0

-1 0 0 0 0 0

0 12 12 11 11 11

1 0 0 0 0 0

2 0 0 0 0 0

3 0 0 0 0 0
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Testing No. X-99

Table 10 (15/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Treatment study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score -1 1 2 3 4
Observations made while
handling animals:
Pupil size 0 -1 0 0 0 0 0
0 12 12 12 12 12
1 0 0 1] 4] 0
10 -1 0 0 0 1] 0
0 i} 6 6 6 6
1 0 0 0 4] 0
30 -1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
100 -1 0 0 0 0 0
6 6 6 6 6
1 0 0 0 0 0
300 -1 0 0 0 0 0
0 12 12 11 11 11
1 0 0 0 0 0
Abdominal tone 0 -1 [t} 0 0 0 0
0 12 12 12 12 12
1 {] 0 0 0 0
10 -1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 1] 0 0
30 -1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
100 -1 0 0 0 0 0
0 6 6 6 6 6
1 0 0 0 0 0
300 -1 0 0 0 0 0
0 12 12 11 11 11
1 0 0 0 0
Righting reflex 0 0 12 12 12 12 12
1 0 0 0 0 0
2 0 0 0 0 0
3 0 0 0 0 0
10 0 6 6 6 6 6
1 0 0 0 0 0
2 {] 0 0 0 0
3 0 0 0 0 0
30 0 6 6 6 [§] 6
1 0 0 0 0 0
2 0 (1] 0 0 0
3 0 0 0 0 0
100 0 (] 6 §] 6 6
1 0 0 1] 0 0
2 D 0 0 0 0
3 0 0 0 0 0
300 0 12 12 11 11 11
1 0 0 0 0 0
2 0 0 0 0
3 0 0 0 0 0
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Testing No. X-99

Table 11 (1/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Cage side observations:
Posture 0 0 6 6
| 0 0
2 0 0
3 0 0
300 0 6 0
1 0 0
2 0 0
3 0 0
Respiration 0 -2 0 0
-1 0 0
0 6 6
1 0 0
2 0 0
300 -2 0 0
-1 0 0
0 6 6
1 0 0
2 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (2/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Cage side observations:

Grooming 0 0 6 6

| 0 0

2 0 0

3 0 0

300 0 6 0

1 0 0

2 0 0

3 0 0

Stereotyped behavior 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (3/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Cage side observations:

Tremor 0 0 6 6

| 0 0

2 0 0

3 0 0

300 0 6 0

1 0 0

2 0 0

3 0 0

Twitch 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (4/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Cage side observations:

Convulsion 0 0 6 6

| 0 0

2 0 0

3 0 0

300 0 6 0

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (5/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Open flield observations:

Ease of removal from cage 0 0 6 6

| 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

Palpcbral closure 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (6/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Open flield observations:

Exophthalmos 0 0 6 6

| 0 0

300 0 6 6

1 0 0

Fur-appearance 0 0 6 6

I 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

Piloerection 0 0 6 6

1 0 0

300 0 6 6

R: Recovery period.
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Testing No. X-99

Table 11 (7/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Open field observations:

Urination 0 0 6 6

| 0 0

300 0 6 6

1 0 0

Urination #1 0 Mean 0.0 0.0

Sn 0.0 0.0

300 Mean 0.0 0.0

SD 0.0 0.0

Defecations #2 0 Mean 0.0 0.0

SD 0.0 0.0

300 Mean 0.0 0.0

SD 0.0 0.0

#1: Number of urination was counted voided during 30 seconds open field observation period.
#2: Number of fecal boli was counted voided during 30 seconds open field observation period.
R: Recovery period.
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Testing No. X-99

Table 11 (8/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No, of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Open flield observations:

Diarrhea 0 0 6 6

| 0 0

300 0 6 6

1 0 0

Alertness 0 -2 0 0

-1 0 0

0 6 6

1 0 0

2 0 0

300 -2 0 0

-1 0 0

0 6 6

1 0 0

2 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (9/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Open field observations:
Rears #3 0 Mean 0.3 0.5
SD 0.5
300 Mean 0.5 0.2
SD 0.8 04
Abnormal gait 0 0 6 6
1 0 0
2 0 0
3 0 0
300 0 6 6
1 0 0
2 0 0
3 0 0

#3: Number of rears during 30 seconds open ficld observation period was counted.
R: Recovery period.
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Testing No. X-99

Table 11 (10/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Open flield observations:

Vocalization 0 0 6 6

| 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

Pinna response 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (11/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Open flield observations:
Corneal response 0 0 6 6
| 0 0
2 0 0
3 0 0
300 0 6 6
1 0 0
2 0 0
3 0 0
Touch responsc 0 -1 0 0
6 6
1 0 0
300 -1 0 0
6 6
1 0 0
Tail-pinch 0 -1 0 0
6 6
1 0 0
300 -1 0 0
0 6 6
1 0 0

R: Recovery period.
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Testing No. X-99

Tahle 11 (12/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2

Observations made while
handling animals:

Positional passivity 0 0 6 6

1 0 0

2 0 0

300 0 6 6

| 0 0

2 0 0

Salivation 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Tahle 11 (13/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2

Observations made while
handling animals:

Lacrimation 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

Discharge 0 0 6 6

1 0 0

300 0 6 6

1 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (14/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2

Observations made while
handling animals:

Dermal and mucosal color 0 -3 0 0

-2 0 0

-1 0 0

0 6 6

1 0 0

2 0 0

3 0 0

300 -3 0 0

-2 0 0

-1 0 0

0 6 6

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 11 (15/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in male rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2

Observations made while
handling animals:

Pupil size 0 -1 0 0

6 6

1 0 0

300 -1 0 0

0 6 6

1 0 0

Abdominal tone 0 -1 0 )

6 6

1 0 0

300 -1 0 0

0 6 6

| 0 0

Righiing reflex 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 6 6

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 12 (1/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Cage side observations:
Posture 0 0 6 6
1 0 0
2 0 0
3 0 0
300 0 5 5
1 0 0
2 0 0
3 0 0
Respiration 7 [ T e e e e 0
-1 0 0
0 6 6
1 0 0
2 0 0
300 -2 0 0
-1 0 0
0 5 5
1 0 0
2 0 0

R: Recovery period.
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Testing No. X-99

Table 12 (2/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Cage side observations:

Grooming 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

1 0 0

2 0 0

3 0 0

Stercotyped behavior 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 12 (3/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Cage side observations:

Tremor 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

1 0 0

2 0 0

3 0 0

Twitch T o 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Tahle 12 (4/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Cage side observations:

Convulsion 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 12 (5/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Open field observations:

Ease of removal from cage 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

| 0 (0]

2 0 0

3 0 0

Palpebrai closure 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Table 12 (6/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Open field observations:
Exophthalmos 0 0 6 6
1 0 0
300 0 5 5
1 0 0
Furappearance 0o o T 6 T 6
1 0 0
2 0 0
3 0 0
300 0 5 5
| 0 0
2 0 0
3 0 0
Pilocrection o o T 6 T o
1 0 0
300 0 5 5
1 0 0

R: Recovery period.

83



Testing No. X-99

Table 12 (7/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Open field observations:
Urination 0 0 6 6
1 0 0
300 0 5 5
1 0 0
Urnation#1 0 Mean T oo T Ao
SD 0.0 0.0
300 Mean 0.0 0.0
sSD 0.0 0.0
o o s e e
SD 0.0 0.0
300 Mecan 0.0 0.0
SD 0.0 0.0

#1: Number of urination was counted voided during 30 seconds open field observation period.
#2: Number of fecal boli was counted voided during 30 seconds open field observation period.
R: Recovery period.
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Testing No. X-99

Table 12 (8/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Open field observations:
Diarrhea 0 0 6 6
1 0 0
300 0 5 5
1 0 0
Alertmess 7 o T o 0
-1 0 0
0 6 6
1 0 0
2 0 0
300 -2 0 0
-1 0 0
0 5 5
1 0 0
2 0 0

R: Recovery period.
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Testing No. X-99

Table 12 (9/15)
Repeated dose 28-day oral toxicity study of 3.4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Open field observations:
Rears #3 0 Mean 0.3 0.2
SD 0.5 0.4
300 Mean 0.4 0.4
SD 0.5 0.9
‘Abnormal gait 0o o T 6 T 6
1 0 0
2 0 0
3 0 0
300 0 5 5
| 0 0
2 0 0
3 0 0

#3: Number of rears during 30 seconds open ficld observation period was counted.
R: Recovery period.
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Testing No. X-99

Tahle 12 (10/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2
Open field observations:

Vocalization 0 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

1 0 0

2 0 0

3 0 0

Pinna 1‘é'5~pof1vsve S 0 6 6

1 0 0

2 0 0

3 0 0

300 0 5 5

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Tahle 12 (11/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Open field observations:
Corneal response 0 0 6 6
1 0 0
2 0 0
3 0 0
300 0 5 5
1 0 0
2 0 0
3 0 0
Touch 1esponse J e T 0 0
6 6
1 0
300 -1 0 0
5 5
1 0 0
0 6 6
1 0 0
300 -1 0 0
5 5
1 0 0

R: Recovery period.
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Testing No. X-99

Tahle 12 (12/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Observations made while
handling animals:
Positional passivity 0 0 6 6
1 0 0
2 0 0
300 0 5 5
1 0 0
2 0 0
Salivation 0o o 6 T 6
1 0 0
2 0 0
3 ] 0
300 0 5 5
1 0 0
2 0 0
3 0 0

R: Recovery period.
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Testing No. X-99

Tahle 12 (13/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Observations made while
handling animals:
Lacrimation 0 0 6 6
1 0 0
2 0 0
3 0 0
300 0 5 5
1 0 0
2 0 0
3 0 0
s e ey TR R g g
1 0 0
300 0 5 5
1 0 0

R: Recovery period.
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Testing No. X-99

Tahle 12 (14/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week

Signs (mg/kg) Score RI R2

Observations made while
handling animals:

Dermal and mucosal color 0 -3 0 0

-2 0 0

-1 0 0

0 6 6

1 0 0

2 0 0

3 0 0

300 -3 0 0

-2 0 0

-1 0 0

0 5 5

1 0 0

2 0 0

3 0 0

R: Recovery period.
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Testing No. X-99

Tahle 12 (15/15)
Repeated dose 28-day oral toxicity study of 3,4-dichlerobenzyl chloride in rats and 14-day recovery study
Detailed clinical sign in female rats: Recovery study

Dose No. of animals showing scored clinical signs at week
Signs (mg/kg) Score RI R2
Observations made while
handling animals:
Pupil size 0 -1 0 0
6 6
1 0 0
300 -1 0 0
5 5
1 0 0
‘Abdominal tone o o T 0
0 6 6
1 0 0
300 -1 0 0
0 5 5
1 0 0
R1glmng Sl g pestinasatins il attonias el e 24
1 0 0
2 0 0
3 0 0
300 0 5 5
1 0 0
2 0 0
3 0 0

R: Recovery period.
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Key to Tables 13 and 14
Standard key to functional examinations

1.Sensor-motor response
1-1. Response to noise of Galton's whistle
-1: No response
0: Normal (ear flick or some evidence that noise was heard)
1: Increased responsibility (jumping, biting, attacking)
1-2. Visual placing response
-1: No response (no forelimb extension even after nose contact)
0: Normal
1: Increased responsibility (early vigorous extension)
1-3. Proprioceptive sense
0: Normal (hindlimb withdrawal)
1: No response
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Table 13 (1/2)

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Functional examination in male rats: Treatment study

Testing No. X-99

Dose No. of animals showing scored
[tems (mg/kg) Score sensor-motor response at week-4
Sensor-motor response:

Response to noisc of Galton's 0 -1 0
whistle 0 12
| 0
10 -1 0
0 6
| 0
30 -1 0
0 6
1 0
100 -1 0
0 6
1 0
300 -1 0
0 12
1 0

Visual placing response 0Ty
0 12
1 0
10 -1 0
0 6
1 0
30 -1 0
0 6
1 0
100 -1 0
0 6
1 0
300 -1 0
0 12
1 0

S e L S e e
1 0
10 0 6
I 0
30 0 6
1 0
100 0 6
1 0
300 0 12
1 0
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Testing No. X-99

Table 13 (2/2)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Functional examination in male rats: Treatment study

Dose Functional examinations at week-4
[tems (mg/kg)
Grip strength (N):
forclimb # 0 Mcan 3.94
SD 0.72
10 Mean 3.67
SD 1.25
30 Mean 3.20
SD 0.86
100 Mean 325
SD 0.73
300 Mean 4.00
SD 0.73
B e e e e T
SD 0.44
10 Mean 2.08
SD 0.68
30 Mean 2.03
SD 0.49
100 Mean 2.12
SD 0.63
300 Mean 2.50
SD 0.42
Locomotor activity # 0 Mean 10004
SD 4048
10 Mean 9152
SD 2356
30 Mean 11417
SD 4114
100 Mean 12313
SD 3059
300 Mean 11803
SD 2338

#:Measured data.
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Table 14 (1/2)

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study

Functional examination in female rats: Treatment study

Testing No. X-99

Dose No. of animals showing scored
[tems (mg/kg) Score sensor-motor response at week-4
Sensor-motor response:

Response to noisc of Galton's 0 -1 0
whistle 0 12
| 0
10 -1 0
0 6
| 0
30 -1 0
0 6
1 0
100 -1 0
0 6
1 0
300 -1 0
0 11
1 0

Visual placing response 0Ty
0 12
1 0
10 -1 0
0 6
1 0
30 -1 0
0 6
1 0
100 -1 0
0 6
1 0
300 -1 0
0 11
1 0

S e L S e e
1 0
10 0 6
I 0
30 0 6
1 0
100 0 6
1 0
300 0 11
1 0
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Testing No. X-99

Table 14 (2/2)
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Functional examination in female rats: Treatment study

Dose Functional examinations at week-4
[tems (mg/kg)
Grip strength (N):
forclimb # 0 Mcan 2.92
SD 1.14
10 Mean 2.54
SD 0.40
30 Mean 2.07
SD 0.48
100 Mean 2.35
SD 0.69
300 Mean 2.26
SD 0.32
B e e e e e s
SD 0.26
10 Mean 1.38
SD 0.34
30 Mean 0.98
SD 0.31
100 Mean 1.14
SD 0.35
300 Mean 1.08
SD 0.25
Locomotor activity # 0 Mean 13870
SD 1524
10 Mean 12909
SD 3332
30 Mean 14192
SD 1369
100 Mean 14073
SD 1210
300 Mean 13335
SD 2722

#:Measured data.

o



86

Table 15

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Body weight (g) in male rats: Treatment study

Testing No, X-99

Testing Dose (mg/kg)

day 0 10 30 100 300
1 193 + 7° (12)° 193 £ 9 ( 6) 194 £ 12( 6 ) 192 + 10( 6 ) 192 =7 (12)
7 245 + 14 ( 12) 249 + 11( 6) 251 + 18( 6 ) 248 £ 17( 6) 240 £ 14 ( 12)
14 308 +£22(12) 314 = 18( 6 ) 315 £24( 6) 314 £ 26 ( 6 ) 302 £ 16( 12)
21 361 £31(12) 370 = 21 ( 6) 373 £ 31 ( 6 ) 372 £ 34( 6) 354 £ 21(12)
28 396 £ 34(12) 405 = 26( 6 ) 407 £ 37( 6 ) 412 £ 41 ( 6) 389 = 22 ( 12))

% Figures represent mean + SD.

b g )
: No. of animals examined.
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Table 16

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Body weight (g) in female rats: Treatment study

Testing Dose (mg/kg)
day 0 10 30 100 300
1 15217’3(12)h 155 £ 6 ( 6) 152 £5 ( 6) 155 £ 8 ( 6) 154 +5 (12)
7 177 £ 9 (12) 175 £+ 6 ( 6) 175 + 13( 6 ) 176 + 15( 6 ) 176 +9 (11)
14 201 £ 10( 12) 197 £ 9 ( 6) 205 £ 13( 6 ) 200 £ 19( 6) 200 £ 10( 11)
21 222 £ 10( 12) 223 +£9 ( 6) 223 £ 12( 6 ) 219 £ 21( 6) 221 = 11 (11)
28 236 + 13( 12) 233 £12( 6 ) 242 + 15( 6 ) 233 £ 26( 6) 233 = 14(11)

% Figures represent mean + SD.

b : :
: No. of animals examined.

Testing No, X-99
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Table 17
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Body weight (g) in male rats: Recovery study

Testing Dose (mg/kg)

day 0 300

R7 425 £ 37 (6)° 419 £27 (6)
R14 461 + 38 ( 6) 459 + 26 ( 6)

*: Figures represent mean + SD.

b . )
: No. of animals examined.
R: Recovery period.

Testing No, X-99



Testing No. X-99
Table 18
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Body weight (g) in female rats: Recovery study

Testing Dose (mg/kg)

day 0 300

R7 258 £ 20° (6)° 23815 (5)
R14 271 £ 20 ( 6) W1l ¢5)

101

“: Figures represent mean = SD.

b . )
: No. of animals examined.
R: Recovery period.



Testing No. X-99

Table 19
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Food consumption (g/day) in male rats: Treatment study

Testing Dose (mg/kg)
week 0 10 30 100 300
1 256 + 1.8° (12)° 250 =14 ( 6) 26.1 £27 (6) 62 £23 (&) 258 £25 (127
2 2F1 £ 28 (12) 284 = 1.7 ( 6) BT+ B1 ( 6) 280 =28 (6) 284 + 2.1 (12)
3 297 £3.5 ( 12) 302 12 ( 6) 305 +43 (1 6) 308 + 38 ( 6) 289 + 45 (12)
4 27:1 £289 (12) 28.1 £ 1.9 ( 6 ) 28.1 + 38 ( 6) 299 = 1.7 (6) 308 =22 {12)**
Average 274 £ 1.7 279 &= 22 284 + 1.8 287 £ 2.0 285 = 2.1

<01

“: Figures represent mean + SD.
®. No. of animals examined.
**%: Significantly different (p<0.01) from 0 mg/kg group.
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Testing No. X-99

Table 20
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Food consumption (g/day) in female rats: Treatment study

Testing Dose (mg/kg)

week 0 10 30 100 300
1 182 + 1.4% (12)° 8.5+ 1.7 if 87 174 £ 12 ( 6) 1885 £25 (&) 17.7 £2.3 (12)
2 17.7 & 1.4 (12) 172 £ 26 ( 6) 181 + 1.8 { &) 1753 £20 (6) 178 £ 22 (11)
3 18.0 = 2.1 (12) 196 +20 ( 6) 8.6 + 2.0 ( 6) 174 £ 1.6 ( 6) 197 £ 24 (11)
4 17.0 = 2.4 (12) 146 £24 ( 6) 180 + 1.2 { 6) 146 £ 36 ( 6) 173 % 2.4 { 11)

Average 17.7 = 0.5 17.5 & 212 18.1 £ 0.5 170 = 1.7 18] == 1.1

“: Figures represent mean + SD.
®. No. of animals examined.
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Testing No. X-99

Table 21
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Food consumption (g/day) in male rats: Recovery study

Testing Dose (mg/kg)
week 0 300
R1 292 +36°( 6)° 3.7 £25 (1 6)
R2 294 + 28 ( 6) 3L =018 (&)
Average 293 + 0.1 31.8 + 0.1%**

% Figures represent mean + SD.,

®: No. of animals examined.

R: Recovery period.

*#: Significantly different (p<0.01) from 0 mg/kg group.
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Testing No. X-99

Table 22
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Food consumption (g/day) in female rats: Recovery study

Testing Dose (mg/kg)
week 0 300
R1 203 +24"( 6)° 211 £ 14 (5)
R2 21.6 £ 3.0 ( 6) 203 +24 ( 5)
Average 21.0 + 0.9 20.7 + 0.6

a ‘
: Figures represent mean + SD.

b , ;
’: No. of animals examined.
R: Recovery period.



Testing No. X-99

Table 23
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Urinalysis in male rats: Treatment study

Dose (mg'kg)
Items 0 10 30 100 300
No. of animals 12 6 6 6 12
Urine volume (mL) 21 = 9° 20 = 4 20 £ 6 21 = 6 34 + BH*
Color Yellow 12 6 6 6 12
Turbidity - 12 6 6 6 12
Specific gravity 1.015 3 3 4 1
1.020 9 2 2 4 4
1.025 0 1 0 1 1
>1.030 0 0 0 0 2
pH 8.5 11 5 4 6 12
>9.0 1 1 2 0 0
Glucose - 12 6 6 6 12
Bilirubin - 12 6 6 6 12
Ketone - 2 1 3 0 7
+ 1 2 0 2 4
1+ 8 3 3 4 0
24 1 0 0 0 1
Protein 14 2 2 2 2 4
24 10 4 4 4 8
Urobilinogen (EU/L) 0.1 9 5 6 6 11
1.0 3 1 0 0 1
Occult blood - 10 6 6 12
+ 2 1 0 0 0
Urinary sediments
WBC - 12 5 5 6 12
+ 0 1 1 0 0
RBC - 12 6 6 6 12
Casts - 9 4 4 6 1
+ 3 1 2 0 I
I+ 0 1 0 0 8
2+ 0 0 0 0 2
Epithelial cell - 0 L 4 4 6
+ 12 1 2 2 6

*: Figures represent mean + SD.
*: Signilicantly different (p<0.05) from 0 mg/kg group.
**: Significantly different (p<0.01) from 0 mg/kg group.
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Testing No. X-99

Tablc 24
Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Urinalysis in female rats: Treatment study

Dose (mg'kg)
Items D 10 30 100 300
No. of animals 12 6 6 6 11
Urine volume (mL) 14 + 4 16 + 4 16 + 7 16 = 4 20 =+
Color Yellow 12 6 6 6 11
Turbidity - 12 6 6 6 11
Specific gravity 1.010 0 0 0 1 0
1.015 6 6 6 3 8
1.020 6 0 0 2 3
pH 6.0 0 0 0 1 0
6.5 1 1 0 0 0
7.0 0 Lo, 1 1 0
7.5 0 1 0 0 1
8.5 7 3 4 4 10
=0.0 4 0 1 0 0
Glucose - 12 6 6 6 11
Bilirubin - 12 6 6 6 11
Ketone - 6 5 6 10
+ 6 1 0 1 1
I+ 0 0 0 1 0
Protein - 0 0 1 0 1
+ 0 0 0 0 > R
1+ 6 6 5 4 7
2+ 6 0 0 2 1
Urobilinogen (EU/dL) 0.1 9 6 6 6 11
1.0 3 0 0 0 0
Occult blood - o 6 6 11
+ 3 0 0 0
Urinary sediments
WBC - 11 6 6 5
+ 1 0 0 1
RBC - 12 6 6 6 11
Casls - 7 5 3 2 2
+ 3 1 2 3 4
1+ 2 0 1 1 5
Epithelial cell - 8 5 6 4 0
+ 4 I 0 2 g =
1+ 0 0 0 0 2

* Figures represent mean + SD.
*: Significantly different (p<0.05) from 0 mg/kg group.
#4%; Significantly different (p<0.01) from 0 mg/kg group.
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Testing No, X-99
Table 25
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Hematology in male rats: Treatment study

Dose (mg/kg)

801

Ttems 0 10 30 100 300
No. of animals 6 6 6 6 6
RBC (104/pL) 776 + 20° 768 + 41 766 + 30 757 + 38 738 + 39
HGB (g/dL) 156 + 0.5 154 + 0.8 155 £ 0.6 153 + 04 148 + 0.8
HCT (%) 46.8 + 1.6 464 = 24 464 £ 1.7 458 + 1.4 448 £ 29
MCV (fL) 60.4 + 1.6 604 + 1.9 60.6 = 1.6 605 £ 1.8 60.7 + 1.2
MCH (pg) 202 + 04 200 + 0.8 202 + 0.7 202 + 0.8 200 + 04
MCHC (g/dL) 333 + 0.3 332 £ 0.5 333 + 04 334 + 04 33.1 + 0.6
WBC (IOZIuL) 79.2 + 16.2 653 + 159 70.1 + 11.0 715 + 9.7 101.4 + 30.6
Differential leukocyte counts (%)
Neutro Band 0.8 £ 04 0.7 £ 03 04 + 0.2 06 + 0.2 0.8 £ 03
Seg 98 + 52 12.3 &+ 4.3 8.1 + 35 10.7 + 24 147 + 45
Lympho 86.8 + 54 83.5 + 54 88.9 + 3.1 858 + 1.9 81.5 + 5.6
Mono 3 % 1.3 20 £ 1.0 1.7 £ 05 1.8 £ 0.5 24 £ 1.0
Eosino 03 = 03 1.6 £ 1.3% 09 + 0.8 1.3 £ 0.6% 06 £ 04
Baso 0.1 + 0.2 00 + 0.0 0.0 + 0.0 00 + 0.0 00 + 0.0
Others 0.0 = 0.0 0.0 + 0.0 0.0 £ 0.0 00 + 0.0 00 £ 0.0
PLT (104/;.11.) 104.5 + 11.1 118.1 + 9.7 1149 + 12.0 1180 + 9.4 1226 + 8.6
PT (sec) 25.68 + 3.35 23.52 + 343 2588 + 7091 25.03 + 3.86 20.65 + 1.06
APTT (sec) 200 + 1.4 193 + 2.5 19.7 = 2.6 19.0 = 1.6 193 + 1.4
FIB (mg/dL) 303 = 30 296 + 35 294 + 44 317 £ 30 301 £ 40
Reticulocyte (%o) 19 £ 2 21 £ 3 19 £ 2 20 + 4 19 £ 3

* Figures represent mean + SD.
*: Significantly different (p<0.05) from 0 mg/kg group.



Testing No, X-99
Table 26
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Hematology in female rats: Treatment study

Dose (mg/kg)

601

Ttems 0 10 30 100 300
No. of animals 6 6 6 6 6
RBC (104/pL) 747 + 47° 750 + 23 768 + 15 746 + 15 739 £ 19
HGB (g/dL) 154 + 0.7 156 + 03 155 £ 0.5 151 + 04 150 + 0.6
HCT (%) 449 + 24 456 + 1.3 460 £ 1.1 446 + 1.1 443 £ 1.5
MCV (fL) 60.1 = 0.8 609 + 1.2 599 £ 0.8 59.7 £ 0.9 60.0 + 1.3
MCH (pg) 20.7 + 0.6 208 + 0.5 202 + 0.3 202 + 0.4 204 + 0.5
MCHC (g/dL) 344 + 0.6 342 + (0.5 33.7 + 0.6 339 + 0.2 339 + 0.6
WBC (IOZ/uL) 514 + 133 553 + 6.7 584 + 20.6 612 + 11.0 593 + 133
Differential leukocyte counts (%)
Neutro Band 04 + 0.2 0.7 £ 04 0.7 £ 0.5 06 + 04 0.7 £ 07
Seg 108 + 3.5 100 = 5.0 88 + 24 73 +£ 19 88 + 52
Lympho 846 + 55 87.0 + 49 877 & 2.5 88.8 + 2.0 87.1 + 4.7
Mono 2090 % 1.1 13 £ 04 1.6 £ 0.2 1.7 £ 0.8 1.9 £ 0.7
Eosino 20 £ 1.8 1.1 £ 09 1.3 £ 1.1 1.6 £ 0.9 16 + 1.7
Baso 0.0 £ 0.0 00 + 0.0 0.0 + 0.0 0.1 + 0.2 00 + 0.0
Others 0.0 + 0.0 0.0 + 0.0 0.0 £ 0.0 00 + 0.0 00 £ 0.0
PLT (104/;.11.) 126.8 + 11.1 1240 + 122 1155 £ 79 1215 £ 7.5 121.6 + 8.8
PT (sec) 1923 + 0.54 19.40 = 1.21 18.85 + 1.06 19.37 + 1.71 19.38 + 1.58
APTT (sec) 16.1 = 2.6 150 = 1.8 147 = 1.0 143 + 1.8 15.1 + 09
FIB (mg/dL) 260 + 23 247 + 15 246 + 22 257 +£ 24 203 + 47
Reticulocyte (%o) 10 = 2 10 £ 2 10 + 3 10 = 2 1+ 2

* Figures represent mean + SD.



Testing No, X-99
Table 27
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Hematology in male rats: Recovery study

011

Dose (mg/kg)
Items 0 300
No. of animals 6 6

RBC (10*/uL) 772 + 44° 761 + 28
HGB (g/dL) 152 + 0.5 149 + 02
HCT (%) 454 + 1.8 446 £ 1.3
MCV (fL) 588 £ 1.3 387 % 1.8
MCH (pg) 19.7 + 0.6 19.6 + 0.7
MCHC (g/dL) 33.5 = 0.5 33.4 + 0.7
WBC (10°/uL) 700 + 10.4 914 + 224
Differential leukocyte counts (%)

Neutro Band 0.6 £+ 04 0.7 £ 0.3

Seg 12.7 ¢ 5.1 110 + 33

Lympho 836 + 6.2 85.8 + 4.0

Mono 21 £ 0.7 1.3 £ 04

Eosino 1.0 £ 0.9 1.2 £ 09

Baso 0.1 + 0.2 0.0 £ 0.0

Others 0.0 + 0.0 0.0 + 0.0
PLT (104/;.1L) 100.6 + 3.9 121.1 + 18.5%
PT (sec) 23.50 + 2.50 23.07 + 2.44
APTT (sec) 186 = 2.1 202 = 1.7
FIB (mg/dL) 303 £ 26 316 + 21
Reticulocyte (%o) 12 = 2 12 + 2

* Figures represent mean + SD.
*: Significantly different (p<t0.05) from 0 mg/kg group.
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Table 28
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Hematology in female rats: Recovery study

I11

Dose (mg/kg)
Items 0 300
No. of animals 6 3

RBC (10%/uL) 775 + 31° 764 + 18
HGRB (g/dL) 153 + 04 149 + 0.2
HCT (%) 452 £ 1.3 440 £ 03
MCV (fL) 583 £ 1.6 5T = 1.7
MCH (pg) 19.7 + 0.5 19.5 + 0.7
MCHC (g/dL) 338 + 0.5 33.8 + 04
WBC (10°/uL) 662 + 284 504 + 14.3
Differential leukocyte counts (%)

Neutro Band 0.6 £ 0.5 0.8 +£ 04

Seg 96 + 2.8 10.1 + 4.1

Lympho 86.8 + 2.7 86.1 + 4.8

Mono 14 £ 0.6 1.7 £ 0.8

Eosino 14 = 1.0 1.0 £ 04

Baso 02 + 03 03 + 0.3

Others 0.0 + 0.0 0.0 + 0.0
PLT (104/;.1L) 1149 + 5.2 1248 + 104
PT (sec) 19.92 + 1.28 19.58 + 1.66
APTT (sec) 13.8 = 1.6 147 £ 1.6
FIB (mg/dL) 236 £+ 13 255 + 31
Reticulocyte (%o) 10 + 3 11 + 4

* Figures represent mean + SD.
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Table 29

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study

Blood biochemistry in male rats: Treatment study

Dose (mg/kg)

[tems 0 10 30 100 300

No. of animals 6 6 6 6 6
GLU (mg/dL) 143 + 19" 141 +10 149 + 4 145 + 8 133 £ 19
TP (g/dL) 6.06 + 0.35 6.20 £ 0.42 6.03 +£0.29 6.06 +0.35 6.25 +0.39
ALB (g/dL) 4.88 £ 0.30 4.98 £0.41 4.87 £0.22 484 £0.21 5.23 £0.39
A/G 4.19 + 0.46 4.10 = 0.37 426 £0.54 420+£1.15 5.24 £0.76
TCHO (mg/dL) 50.0 + 9.8 67.9 +10.6 523 +13.8 57.2 + 8.7 58.5 + 6.8
TGL (mg/dL) 28.8 + 10.8 31.3 +13.1 30.1 £9.9 30.1 £13.5 27.8 +7.2
TB (mg/dL) 0.055 + 0.006 0.050 + 0.021 0.052 + 0.007 0.046 + 0.005 0.046 + 0.003
CRE (mg/dL) 0.284 +0.053 0.249 +0.028 0.261 + 0.050 0.234 +0.034 0.318 +0.055
UN (mg/dL) 17.8 £2.6 158 £3.0 153 £ 3.8 14.0 £2.0 183 £ 4.0
AST (IU/L) 95.1+9.7 1006 £11.7 963 +11.9 853+76 1147 +32.2
ALT (IU/L) 30.5+6.2 328+£3.2 326+7.7 203 +5.0 463 £ 143
ALP (IU/L) 782 +243 665 + 180 751 £210 661 +244 715 £ 190
v-GT (IU/L) 0.17 £ 0.12 0.18 £0.19 0.12 £0.13 0.09 £0.13 0.21 £0.14
CK (IU/L) 268 + 63 331 £100 296 + 86 240 £ 75 282 £ 189
CHE (IU/L) 54 420 60 + 21 59 + 20 66 + 18 56 + 18
Ca (mg/dL) 10.41 +0.43 10.62 £0.52 10.46 +0.33 10.39 £ 0.45 10.57 £0.47
IP (mg/dL) 8.10 £ 1.03 7.90 +0.97 791 +0.39 8.29 +0.76 8.00 + 0.66
Na (mEq/L) 143 + 2 141 +3 142 + 3 142 =3 143 + 1
K (mEg/L) 3.37 £0.08 3.30 £0.18 3.42 £0.30 3.38 £0.26 3.44 £ 0.17
Cl (mEg/L) 102 +£2 101 £5 103 £3 102 +1 102 +£3

“:Figures represent mean + SD.

Testing No, X-99
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Table 30

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study

Blood biochemistry in female rats: Treatment study

Dose (mg/kg)

[tems 0 10 30 100 300

No. of animals 6 6 6 6 6
GLU (mg/dL) 112 + 16 116 =12 120 + 13 112 £12 107 £ 10
TP (g/dL) 6.27 +0.23 6.32 £ 0.27 6.47 +0.23 6.31 £0.15 6.28 +0.43
ALB (g/dL) 519 £0.19 5.14 +£0.07 538 £0.22 5.27 £0.09 5.34 £0.22
A/G 4,92 +0.98 4.60 = 1.28 499 +0.42 5.13 £0.83 596 £1.33
TCHO (mg/dL) 572 +83 59.6 + 14.1 67.6 +16.0 60.6 +13.5 71.3+99
TGL (mg/dL) 11.4+24 11.8 £3.5 18.3 +£9.3 128 £5.5 17.4 +5.8
TB (mg/dL) 0.058 + 0.009 0.063 +0.018 0.066 +£0.016 0.053 +0.007 0.059 +0.016
CRE (mg/dL) 0.341 +0.073 0.310 +0.058 0.317 £0.028 0.306 + 0.061 0.364 +0.104
UN (mg/dL) 18.8 £3.8 16.9 £ 2.0 184 +£22 18.0+£29 221+£74
AST (IU/L) 83.9 +13.0 80.2 +10.1 75.1+7.9 78.5 + 8.8 872 +11.7
ALT (IU/L) 26.7 +£3.4 258 +£5.0 257 £33 243 +44 27.2+46
ALP (IU/L) 427 + 94 486 + 101 402 £ 110 382 £80 360 + 80
v-GT (IU/L) 0.25+0.13 0.26 £0.12 0.15+0.13 0.16 £0.16 0.34 £ 0.40
CK (IU/L) 186 + 84 144 + 37 139 £ 25 129 + 28 155137
CHE (IU/L) 479 + 229 446 + 109 439 + 216 410 £ 163 263 £+ 109
Ca (mg/dL) 10.01 +0.20 10.08 +0.27 10.19 +0.28 10.21 +£0.25 10.26 + 0.14
IP (mg/dL) 6.59 +0.70 7.02 +£0.47 6.60 +0.51 6.63 +0.41 6.88 +0.63
Na (mEg/L) 142 £ 1 142 +2 139 +£3 142 +£3 141 +£2
K (mEg/L) 3.60 £ 0.25 3.53 +£0.37 3.52 £ 0.24 3.54 £0.29 3.46 £0.20
Cl (mEg/L) 104 +4 106 + 1 102 +4 103 +2 104 +£3

“:Figures represent mean + SD.

Testing No, X-99
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Table 31

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study

Blood biochemistry in male rats: Recovery study

Dose (mg/kg)

Items 0 300

No. of animals 6 6
GLU (mg/dL) 154 17" 175 + 12%
TP (g/dL) 5.79+0.22 6.04 £0.19
ALB (g/dL) 4.66 +0.26 4,80 +0.20
A/G 420 +0.83 393 £048
TCHO (mg/dL) 48.6 +8.2 61.1 +£5.7*
TGL (mg/dL) 39.2 +12.9 509 £ 124
TB (mg/dL) 0.062 +0.010 0.055 £ 0.012
CRE (mg/dL) 0.297 + 0.040 0.271 +£0.015
UN (mg/dL) 15.8 £ 1.7 15.8 £0.6
AST (IU/L) 70.1 +£49 71.7+2.6
ALT (1IU/L) 263 +3.2 305+53
ALP (IU/L) 501 +£78 494 +£ 110
v-GT (IU/L) 0.11 £0.18 0.10 £0.10
CK (IU/L) 142 + 30 162 +21
CHE (IU/L) 56 + 14 63 £ 16
Ca (mg/dL) 9.95 +0.30 10.09 + 0.35
IP (mg/dL) 7.18 £0.31 7.57 +0.85
Na (mEg/L) 142 + 1 141 =3
K (mEg/L) 3.60 £ 0.40 344 £0.22
C1 (mEg/L) 104 + | 103 +2

% Figures represent mean + SD.
*: Significantly different (p<0.05) from 0 mg/kg group.

Testing No, X-99
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Table 32

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study

Blood biochemistry in female rats: Recovery study

Dose (mg/kg)

Items 0 300

No. of animals 6 5
GLU (mg/dL) 123 +12° 121 £ 19
TP (g/dL) 647 +0.26 6.45 +£0.20
ALB (g/dL) 531 +£0.21 512 +0.26
A/G 4.86 +1.25 3.92 £0.67
TCHO (mg/dL) 653 +12.0 64.1 +13.0
TGL (mg/dL) 18.5 £4.8 200 £12.2
TB (mg/dL) 0.080 +0.012 0.054 £ 0.017*
CRE (mg/dL) 0.326 +0.028 0.331 +0.040
UN (mg/dL) 174 £14 183 £2.0
AST (IU/L) 75.8 +13.3 659 +7.2
ALT (1IU/L) 348 +£21.0 22.1+09
ALP (IU/L) 326 + 80 302 £50
v-GT (IU/L) 0.21 +£0.14 0.20 £0.18
CK (IU/L) 113 +26 96 + 12
CHE (IU/L) 494 + 161 432 +£ 134
Ca (mg/dL) 10.06 +0.28 10.11 +£0.22
IP (mg/dL) 5.86 +£0.39 6.43 £0.76
Na (mEq/L) 141 + 1 142 + 0%
K (mEg/L) 342 +£0.17 3.58 £0.30
C1 (mEqg/L) 105 +2 107 + 1

% Figures represent mean + SD.
*: Significantly different (p<0.05) from 0 mg/kg group.

Testing No, X-99
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Table 33

Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Organ weight in male rats: Treatment study

Testing No. X-99

Dose (mg/kg)
Organs 0 10 30 100 300
No. of animals 6 6 6 6 6
BW (g) 372 = 34° 374 + 26 374 + 32 380 + 38 363 + 10
Liver (g) 109 = 1.6 11.6 = 1.0 11.4 = 1.3 121 £ 07 14.6 = 1.6%*
Spleen (mg) 0T & 132 648 + 75 723 + 157 721 + 154 737 + 137
Kidneys (g) Left 1.43 + 0.15 1.50 + 0.07 1.48 + 0.24 1.56 + 0.17 1.74 + 0.13%
Right 1.44 = 0.16 1.45 £ 0.13 1.48 + 0.26 1.52 £ 0.14 1.77 £ 0.15%*
Total 2.87 = 0.31 295 £ 0.19 296 + 0.50 3.08 £+ 0.31 3.51 + 0.28%*
Heart (g) 1.33 + 0.08 1.29 + 0.12 1.32 + 0.19 1.35 + 0.16 1.31 + 0.04
Adrenal glands (mg) Left 31.0 + 49 33.1 = 5.7 342 + 1.2 30.6 + 4.6 30.1 + 6.8
Right 30.1 + 5.7 33.6 + 3.6 32.0 + 23 290 + 34 283 + 49
Total 61.1 = 10.3 66.7 = 9.1 66.2 + 3.3 595 £+ 1.7 584 + 11.6
Thymus (mg) 633 = 162 637 + 135 608 + 118 605 + 138 661 = 139
Testes (g) Left 1.58 + 0.11 1.49 + 0.15 1.69 + 0.13 1.60 + 0.13 1.50 + 0.14
Right 1.59 + 0.14 1.51 + 0.17 1.74 + 0.19 1.61 + 0.16 1.50 + 0.13
Total 3.17 £ 0.25 2.99 + 0.33 343 + 0.31 321 + 029 3.00 £ 0.27
Epididymides (mg)  Left 390 = 19 364 = 42 394 + 49 382 + 25 356 + 35
Right 403 + 29 380 + 35 398 + 38 392 + 26 378 + 40
Total 793 + 45 744 + 76 793 + 87 773 + 46 734 + 72
Brain (g) 2.02 + 0.07 2.00 + 0.06 2.00 + 0.04 2.01 + 0.03 1.96 + 0.07

*: Figures represent mean = SD.
BW: Body weight at necropsy.

*: Significantly different (p<0.05) from 0 mg/kg group.
*%*: Significantly different (p<0.01) from 0 mg/kg group.
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Table 34

Repeated dose 28-day oral toxicity study of 3.4-dichlorobenzyl chloride in rats and 14-day recovery study
Organ weight in female rats; Treatment study

Testing No. X-99

Dose (mg/kg)
Organs 0 10 30 100 300
No. of animals 6 6 6 6 6

BW (g) 216 + 10° 216 = 1] 225 + 12 215 = 21 218 £ 5
Liver (g) 6.1 £ 03 62 £ 03 6.5 £ 0.6 6.4 = 0.8 7.3 £ 0.4%*
Spleen (mg) 449 + 58 486 + 56 362 4 32%* 482 + 82 486 + 47
Kidneys (g) Left 0.83 + 0.05 0.82 + 0.05 0.81 + 0.06 0.85 + 0.07 1.02 + 0.13%*

Right 0.82 + 0.04 0.82 + 0.06 0.81 + 0.05 0.86 + 0.07 1.01 £ 0.10%*

Total 1.65 + 0.08 1.63 £ 0.10 1.62 = 0.10 1.71 + 0.14 2.03 + 023**
Heart (g) 0.81 + 0.06 0.84 + 0.06 0.82 + 0.02 0.83 + 0.07 0.85 + 0.04
Adrenal glands (mg) Left 35.7 £ 3.2 312 £ 3.5 309 +£ 3.8 36.8 = 6.1 37.1 £ 48

Right 336 £330 0.2 £ 2.6 3.2 & 28 35.2 % 50 36.L = 4§

Total 694 + 6.3 614 + 6.0 6l.1 + 64 720 = 11.0 73.2 £ 9.0
Thymus (mg) 451 + 101 520 + 86 505 = 107 523 +£ 90 481 + 126
Ovaries (mg) Left 36.7 £ 6.0 404 + 9.1 42.7 + 124 439 + 8.6 434 + 7.1

Right 382 + 8.8 393 + 64 409 + 11.5 43.8 + 11.7 435 + 7.8

Total 749 + 13.5 79.7 + 13.9 83.6 + 234 87.6 = 18.9 86.8 + 11.9
Uterus (mg) 547 + 160 490 + 176 520 + 217 415 £ 114 401 + 23
Brain (g) 1.83 + 0.04 1.84 + 0.04 1.84 + 0.04 1.88 + 0.05 1.86 + 0.03

*: Figures represent mean + SD.
BW: Body weight at necropsy.

*#: Significantly different (p<0.01) from 0 mg/kg group.



Testing No. X-99

Table 35
Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Organ to body weight ratio (%) in male rats: Treatment study

811

Dose (mg/kg)
Organs 0 10 30 100 300
No. of animals 6 6 6 6 6
Liver 2.92 = 0.27° 3.10 = 0.24 3.04 = 0.16 3.19 + 0.19 4.02 + 0.44**
Spleen 0.208 + 0.027 0.173 = 0.019 0.191 = 0.026 0.188 + 0.023 0.203 £ 0.037
Kidneys Left 0.384 + 0.013 0.401 + 0.024 0.393 = 0.035 0411 + 0.033 0.479 + 0.033%*
Right 0.386 + 0.013 0.388 + 0.013 0.393 = 0.039 0.400 + 0.024 0.488 + 0.040%*
Total 0.770 £+ 0.025 0.789 + 0.031 0.786 = 0.074 0.810 + 0.056 0.966 + 0.073%*
Heart 0.358 + 0.016 0.345 + 0.023 0.352 = 0.029 0.355 + 0.029 0.360 + 0.014
Adrenal glands Left 0.0084 + 0.0013 0.0089 + 0.0017 0.0092 = 0.0007 0.0082 + 0.0022 0.0083 + 0.0017
Right 0.0081 + 0.0014 0.0090 + 0.0014 0.0086 =+ 0.0009 0.0077 + 0.0016 0.0078 + 0.0013
Total  0.0165 + 0.0027 0.0179 + 0.0030 0.0178 + 0.0016 0.0159 + 0.0037 0.0161 + 0.0030
Thymus 0.169 + 0.035 0.171 + 0.039 0.162 = 0.025 0.158 + 0.021 0.183 + 0.042
Testes Left 0.425 £ 0.031 0.399 + 0.044 0.454 = 0.038 0.423 + 0.029 0412 + 0.031
Right 0.430 + 0.034 0.403 + 0.047 0.465 = 0.042 0.424 + 0.029 0.414 + 0.032
Total 0.854 + 0.064 0.802 + 0.091 0.919 = 0.076 0.846 + 0.057 0.826 + 0.062
Epididymides Left 0.106 £ 0.010 0.097 + 0.010 0.105 = 0.007 0.101 + 0.013 0.098 + 0.008
Right 0.109 + 0.006 0.102 + 0.010 0.107 = 0.005 0.104 + 0.012 0.104 + 0.009
Total 0.214 + 0.015 0.199 + 0.019 0212 +0.012 0.205 + 0.024 0.202 + 0.017
Brain 0.545 + 0.052 0.536 + 0.027 0.537 = 0.038 0.531 + 0.047 0.541 + 0.029

*: Figures represent mean + SD.
*#: Significantly different (p<0.01) from 0 mg/kg group.
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Table 36

Repeated dose 28-day oral toxicity study of 3,4-dichlorobenzyl chloride in rats and 14-day recovery study
Organ to body weight ratio (%) in female rats: Treatment study

Testing No. X-99

Dose (mg/kg)
Organs 0 10 30 100 300
No. of animals 6 6 6 6 6
Liver 2.84 £ 0.14° 2.85 = 0.10 2.90 + 0.18 2.97 + 0.11 3.33 £ 0.19%*
Spleen 0.209 + 0.030 0.224 + 0.021 0.251 < 0.013 0.224 + 0.029 0.223 + 0.022
Kidneys Left 0.383 + 0.015 0.378 + 0.031 0.363 + 0.032 0.398 + 0.046 0.469 + 0.065%*
Right 0.381 + 0.026 0.378 + 0.020 0.361 + 0.026 0.405 + 0.049 0.465 + 0.051%*
Total 0.764 £+ 0.038 0.756 + 0.047 0.724 = 0.057 0.803 + 0.094 0.934 + 0.115%*
Heart 0.375 + 0.014 0.388 + 0.023 0.364 = 0.017 0.385 + 0.018 0.390 + 0.013
Adrenal glands  Left 0.0166 + 0.0008 0.0144 + 0.0018 0.0138 =+ 0.0020*  0.0171 + 0.0018 0.0170 £+ 0.0019
Right 0.0156 + 0.0010 0.0140 + 0.0013 0.0135 = 0.0018 0.0164 + 0.0014 0.0166 + 0.0017
Total  0.0321 + 0.0017 0.0284 + 0.0030 0.0274 + 0.0037*  0.0334 + 0.0031 0.0335 + 0.0036
Thymus 0.210 + 0.051 0.241 + 0.046 0.224 =+ 0.038 0.243 + 0.026 0.220 + 0.056
Ovaries Left 0.0171 £ 0.0032 0.0188 + 0.0046 0.0189 £ 0.0050 0.0206 + 0.0050 0.0199 + 0.0032
Right 0.0178 + 0.0043 0.0182 + 0.0031 0.0181 + 0.0046 0.0203 + 0.0049 0.0199 + 0.0035
Total  0.0349 + 0.0069 0.0370 + 0.0072 0.0370 + 0.0093 0.0410 + 0.0090 0.0398 + 0.0053
Uterus 0.254 + 0.073 0.225 + 0.072 0.235 + 0.113 0.193 + 0.051 0.184 + 0.013
Brain 0.850 + 0.026 0.853 + 0.052 0.823 + 0.045 0.883 + 0.089 0.853 + 0.030

*: Figures represent mea<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>