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5. B

1,L3-ERX (P2 AFIN) 7OAFH 2% 10, 60 BL300 mgkg/day DI E
TSD%H 7w b (Ci.CD(SD)) DHEHEIZACELRT 14 H» & XXE 2 TilEldst 42 H
i, MESEIR, A ERTOHE 4 BETROKG L, KEHSHEEB LI UEHIE
A, RENCENSOELORIBHIZDOWTHRA L. 1| BOBWEIIH T
£ 1200 (efEEMST), MTE 127 (REEE U O RS L T80 300 mg/ke
B SPLEE U, WRBEICIIEE BRK) 0AZESLE.

RE#R 55

N EEAREE UT, 300 meke BETHTHME 1 F, AREEMOM
A, WEDMERE, WHZRE TIIFEBICBWTHTY ORELE OR R &%
B L OALITE, REEAENMIETE, REIERAERE, FME OZM 2 1
TRH N, O 300 mgkg BE TR, MARMERES ZOH MERE D S E,
725 INCRED OEMEAHE, ALAT (GPT) J&MHEB LN ALP {EHO &M@, &)
F OB LU EROSENE, FESIURIBOHNEZOSMENM TR
oz, NSO 2 B ORERIZEDIERT S, H2WidEEHE
MzERLZ. ZTOf, FEi7EREER, BEREDLIOOREEERE THH 5
WIE D B3 7 <, HREREZ RS 52 BLIEERD SN - 7z,

RN -

B LHEER, ZRE, hE, oM, EREE, @il SRE &
R, MER, MBI UOHHETE, el TRHERS, AR, i,

FE RO 4 HAERFE, SR, —BIRE, AESITHRONTNTHRBRMEC
BRI 2E/EED s ko,

PEDERNS, 1,3-EX (T2 AFI) 2 70NFY 2 ORBMBRRA TITE

VA REREGEEHICET 2 ERE RIS ~ B 60 mg/ke/day, HIEFEFEICTHE
THEESE M ORBMB I NEEHY & D 300 mgkg/day EEZ 51D,
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6. ¥5

1,3-BEZ(F I AFI) L 70andF3 38 EB L UOEERORICAWS N,
HWEHROBMEZET—F — MIIWZXIUL T v I LDs %Y 700 me/kg T, K&
BIUBRIZH U EEE9d 5. £z, OECD TG423 T L =R O# 512
L A52EERBR T Category 4 (>300-2000 mg/kg b.w.) [ZHEINAR]. TD
IO EAMEERIVRIBEOEREZE T 2N, NERGBIOEEREFEIC
DWTOHIRIZAW., §E, OECD IZ L 5BF bEME DL HRIZRH 2%
HHEFELO-RELT, Sy b2AWTRERGEEN - £HEREEEFERR
BEEL, REKRSIZIX2BERIVOAERAEIIRTTEZEIIDODVWTRHLED
THET 5.
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7. MBI TS

7.1 BRI

711 £

L3-EX (2 AF)N) randtd (B ; 1,3-BAC)
WAFIIRD 2 DTS5 (YT bFE—PH).

@ 1, 3- Cyclohexanedimethanamine, @ 1, 3- Bis (aminomethyl) cyclohexane

712 CAS HZHE
2579-20-6

7.1.3 PR

PR 244°C, BS/EEE S —T70CLLR, 5k 113°C, ELEL 0.940~0.950 (20C),
VERRMEIIAK, 73—, nA"FHURTR. TIVREAFTIEAORKT
H5.

7.14 AFE (Edn)

715 AFH
20053 H 22 H

71.6 1w NEBE

7.1.7 BhE
99.98%

718 {RESRH:
BB (A" 1~10C, BEFEAE 28~84C), K, EFHA
(R A EEZERERNAEDADIEICLY, BRPORBHAFERTERLZ.)

719 REEH
BB RESE (42)

7.1.10 ZEHOHER

LRIz BT, B5BRAN & RS TRICRARNARY MLE (IRiE) T
BEME OFRIBIA R MIVEREL, REBRICHE R U7 BRYE ORFEICEl
WENWT & 2R L GRETER 121, 12.2).
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BIEMEER - BT — U TERERNIOCERE (FTIR-8300, BRR =t SEESERT)
FiE

(1) BIVIR (KBr) OLIC#ByEsE—wE-5 L.

2) (1) DEIZHDS—HOEIVR (KBr) 2FBFXIH-.

(3) HIEREFITEY FL, RAXRT MVEHIEL .

7.1.11 B EOER
RER (TLFL, <A77, B8 EH

7112 EEBR TEOEBRYMEOTHR
BHME IR SR TROLEMNERE, RERAY IV EFRL, ABKTET
WCHREFEL T,

72 fitk |
ik GRRAiKBELEE MILLIPORE Simpli Lab : B3 U R 7 #Rl& 2 A
TR 7= 7KEK)

7.3 IEBREW)
73.1 B
AV

732 HHE
Crl:CD(SD)

733 FREREH
TowmbsmnrsdRRICE<HEHSN, ¥RT—INEETHD, ZEHOHE
EOAFNAEETH 5.

734 WEHL N
SPF

735 WAK
AAF ¥ —)VA - UN—HAatt (EAREEN)

7.3.6 AWK
Mt 55T, M 67 UL
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73.7 AR
W% 7 SR

738 BE

MR —RIREZ S HEEHBEL, RRENRFTHI T E2HREL
7o, £z, 8MANMOBIORERTHICKEZAEL, AEENNAEDSND
ZEERER L.

739 Bt

WEHMZE A, RESRBHETRREZERIERL-. BIzoWTi, BE
BTHMNSHARNEZ S HREEHER L=, TOHE, 2o EMINT EEIT
72<, HEBIZHREIIFRD SN .

7.3.10 ?ﬁ%&ﬁﬁﬁéﬂ%‘ri@ﬁ%
SR 25 9 A

7311 #5BRMGRAE
Y OREHPHIEIGEE L 20%TH D I EEHER LT~
I ; 307~370g, M ; 197~239¢g

7.3.12 BV _
BLBEAEIH I AERMNEESHBZECLD, SHOFEAENTIZE 12725
XD L, HE48 UL, MESSPLAEfEAH L7,

7.3.13 EOFF|

7.3.13.1 B4 VT HG

(1) B IZ i TRERR U CREMRER U .

() F—IIZIERBRES, Hh, BE - SbhoEmE s, B, ZRBILN
r—UHREREE LTIV BT,

7.3.13.2 BT

(1) BB/ FIRIC K D EEER L .

Q) r—YlERBRES, #RYE4, BWES, 0, ¥4 (A2, S,
i, XEEE, 2BBEERLNT—UBEEREL IV EMFITT.

7.3.13.3 H4E I8
(1) £ 0~4 Bi3fEEEN 2 Thlaho 7.
) £% 4 HOEKERERIZ, AEBEOELES (1 EH0 1 BN SIRICEHE
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ROGEHICEFTEMIZ) ZHtk <> TEHR UEERSRR L.

73.14 REEYIOLE
B TRORTEBY IR - SR 5BEAHICRBRINSEBA L.

74 EIRE
741 BESE4
Ty b RUAFAEE BREHFE 4125, BERTE 2121 )

742 HERE

7421 BE

41255 21.6~224C (GF&#B 19.0~25.0C)
2121 5 21.8~23.7C (FFZEHiF 19.0~25.0C)

7.4.2.2 MXHEE
4125 %  52.9~64.9% (A4 35.0~75.0%)
2121 3 45.4~59.1% (GFEHiB 35.0~75.0%)

7423 B&
6~20 BB, =N 7L w3 a7 — itk

7.4.2.4 MRS
12 K|,/ H (7:00~19:00)

743 MFEBM
7431 —
(1) B2 &M OEIR - wE R 2 bk <
F—r I V—THELEAT L ABD 0 FTIF SRR — (195W x 325D
x 180H mm, ~FTUHRZRBHEASE) 2L, 12~15 HIZ 1 [ L 7=,
(2) IR - W I :
=" L —T7RE LRI —F%— &S — (265W x 426D x 200H mm,
FERURERBERESE) EEAL, 6~7HIZ 1 BB .

7432 ~L—
ZEHREA— N7 L —=TREALET I I T LB N L — (M URZEEHER
2it) OBBFERL, FEALHM L. TOMOHRIE, EBREWAKE (R—%
Fwv 7, ARFy—IVA - UN—KAS) 28z L —2FEHL, 5~8 HIZ
1 [EA3HE L 7z,
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74.3.3 #fH%
F—h7V—THELUEEMA AT L AREEAR (M FUREERER L)
AL, 5~8 BiZ 1 E5c#LL 7=,

7.4.3.4 KR
F—rI L —TBE LR =Rz — MUK (200 &5 WiL 700 mL, R
DRMESRBRINSH) 2HEAL, 5S~8 HIZ 1 WAL -,

7435 BE

() O HAM &t OIEIE - HE LR 25 < HifE
FT—r IV —TRELERAT LV AREE (MU 2ERERAH) 268
AL, 12~15 HiZ 1 =3Z# L 7=,

(2) g - WHE KR
NN IAZT ARBHRERR (1700 b, T353R KKEH) OF
R THELZAF—IVERE (FFURZRmkatt) 2880~

744 R

7.4.4.1 TEME

ik - WEME O —20RA— N V—TRE L -EREYARE (R—%
Fvu7, BAFY—ILX - UN—KAEH) 2FHL, FL—B50WERY —
RFR— N — DRI L /2.

7.4.42 ERYE OHER

MEENEARBRSE 7 —TEBL AR EZREENSATFL, RER

S DERYEBEN, fBEROEERETBEHFOREIIHEHT L TWEHI L
WL~

745 ﬁ]ﬂ
7.4.51
WEHEIRE U - 2Ry A BB R (CRF-1, AU T2 ¥ IV T kA2

7452 ¥HE
BB E U, RS-, /2720, FifffR IR B K OEEER
WOy HFNhSERIET.

7453 ERYE OHER
MEEANAREROTE Y —TERBLUIZANTERE/REENSATL, AL
0wk (@w FEBR 050609, 050707) DOREEEEOFEIMERED, &

19



B041798
ME ORFERETFIREOREICEE L TSI LR L L.

74.6 ERAHK
74.61 T
5um 74 )L %, AN L ZAKEK

74.6.2 K
R P 2k, AHHERE L.

7.4.63 3
MRARET T v —TKEREECHRICERL, 5500 ENR
B sk O FIEEOAEIZEA L TNS I L 2R L.

74.7 B
1 —H7m 0 IR IS 1 IS, IEEEE 1, BE - BbifZ2 S8
FOMOBRIZ 1 PL& L 7.

75 #5

751 KRR - Bk

g0 GRERNERE). Sy  NAIBY T 2EEBE LT 4 AR T IVERGE %=
BTG Lz

752 [E¥K
1 H1[E, 823~11:34 DEIZHZE L 7~.

753 HiRE
7.53.1
ZEERT 14 ARB I ORI 2 THERGH ETOR 42 AR & L.

7532 iR - HEE
ZREORT 14 F R, AR, BB IO BERTHE 4 H (D HZHF 0
H&d3) £TELE. 12720, il iahoMEHIMmEHRTE L.

7533 HoOEEEY (F5FF1H)
R TH 9 42 A& L.

754 BWEEHBOERFEH
OECD JiA R4 JNZHEINTNWS.
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755 HEBIUVHEREHEMH

10, 60 BXTN300 mg/kg D 3 Al &

HERERBE L T0, 30, 100, 300, 1000 mgkg % 1 BEMEMES 3 LD SD %5
v MZ 14 AERDEE Lz GEES  B050279). ZOH#5%E, 1000 mgkg
BEOMERE R HINFE T H 2 VTSI X 7=, 300 mg/kg B T ERBHELL
ELT, HiBHEBEOKENERE - BICRDSNERYEICERTAHDEEZS
N7z, 30 BXU 100 mgke H TIHEBRMEICER T 22 IITD s NRho 7.
INSDR/PBLUOARBORLGHMZBEL, ARBOEHEIIHS M oE
FHBNTFEEIND 300mgkg &L, ATFALK S THAHE 60 mg/kg, KA
10mg/kg D3 AEZEE L. Kz, B EEK) OB z2HKGT 20 E R
Iz,

75.6 H5KE
5mLkg & U, BEHICHELARIZEDWTHEIELZ.
7.6 LS ROFR
761 Hik - HE

WERE R FAEFIIIEEREL, BE FRUK) Z2maEmss, AA) >
F—RAWTHCERE I ZHAKL -, AEEN 4~8 HRIZ 1 A& L, #5ITHt
THETHH EBRYERESIE2), REERE : 49~69C, FFEHB 1~
10C) - BSFi%ETT 8 A ZBEECRELL. FA”IMTo—5 > THRIATO
FAFIEICTERL =,

7.62 ‘ZEM - H—OER
RBHERTEMINAZBEEROSNY T —a > GREBES : B050280) T,
B - BITRAESLG T T8 HRoREEB I —%A, 2 BXT 200 mg/mL O
BETGCHEIZIDERINTVS (BHER 123).

7.63 HREDHER

PIERASLE X O E 2 R T 2 B ORIk Z A BREIC GCIRIZX D
ML, RBEEOTHENRERELIONUNTHS LR L. SRFED
SREWEEL 92.0~1085%ThH o2 (RMAFER 124 BLU125). ok, B
BIAHIZBNT 2 BLU12 mgmL OFGWRNBRIEZRPL 272D, BRI
FhbOEBEEMTL, RERPHANICH D I e,

1.7 B 5RO

REMR TEES NZEGROSIND) T—a > ERES : B050280, XKid
* Validation of the Analytical Method for 1,3-BAC Concentration in Preparation) D75

21
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771 GC S

GC AT A HP6890 (HEWLETT PACKARD)

NIh HP-1, 0.25 mm LD. x 30 m, 0.25 um, Agilent
F¥ U7 IHA: Helium at 30 cm/sec, measured at 80°C

5 LA —T > ¢ 80°C (0 min) — 30°C/min —> 290°C (3 min)
HEAL: Splitless, 300°C

FAR: 1 uL

BHES FID, 325°C

B041798

H; (40 mL/min), Air (450 mL/min), Makeup gas: He, 25 mL/min

772 BEEEVAROFH
TRIEWVEERK (ST-2, ST-4, ST-8) ZFHELL /=.

VR LI S
$S-1  13-BAC, #150mg — S0mL/ 7&h> 1000
$S-2  SS-1, 1mL > 20mL/ 7R 50
ST-2  SS-2, 1mL > 25ml/ TR 2
ST-4 $S-2, 2mL - 25ml/ YEhHR» 4
ST-8  SS-2, 4mL > 25ml/ TEbh> 8

22
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773 HAPHAROFM
TRICEWEHATR EFRL /=

B041798

e 59R . ; I
1k Mk
(mg/mL) (ug/mL)
5 B5, 1mL —» 50mL/ 7 b2 (AR, 40 pg/ml) 40
A, 1mL. > 10mL/ 7k 4
1 #5, ImL —» 100mL/ 7t k2 (BIK, 120 pg/mL) 120
B %, 1 mL - 30mL/ 7t&hk» 4
A, IlmL > 50mL/ 7 b2 (C¥E, 1200 pg/mL) 1200
60 Ci#,lmlL — 30mL/ 7&b2 (D, 40 pg/mL) 40
D#,1mL — 10mL/ 7tk 4
774 GC#ll#E

ERES (ST-2, ST4 BLUST-8) BLUGREHERZFRMERTE L= GCITIEAL
T, 7R 501D 13-BAC OE—VHfEEEIE L. QT LR ERERO
BEBLIVFOE—VEENSRERO KA ERDE. REBEHO—RABINY
HEAEAENSBSNE—VHBEERWT, FFHART O 1,3-BAC DEE%
ko, REHRROFRERNSBEKTO 1,3-BAC DREZHE L 2.

7.8 eliE AR
HHREER KT8 300 mg/kg BEOMEMES 5 TEIZ, # 5 IR T 14 HE O E IR 2
i, AL, MEKEETDRRWY TSI MELTREL .

23
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7.9 BEHERR
_— BE B5 R TR *1 [E118 I A& 7 g =2
(mg/mL) HE *a M *b M *c M *d
. . 7%3 12 5 54
(00101-00107)*5 (50101-50112)  (00108-00112) (50113-50117)
12 12
10 mg/kg 2 - -
(00201-00212)  (50201-50212)
12 12
0mgke 12 10301-00312)  (50301-50312) B B
7 12 5 5

300 mg/kg 60
mErse (00401-00407)  (50401-50412)  (00408-00412) (50413-50417)

*1, KBS HORB (343 H) [T
) EHAMRTORE (G S7TH) 1T

*3, B
*4, Y751 b &L TRER DM o7,
*5, BT

BRER D S Bra~*d ZLL T O X DB HzRE L.

*a, HEERBRENY (55 42 HOM\HIETH £ TIREEHHET)
*b, HEEREBREIY)

*c, HEMITEENY)

*d, W51 FEW

W7 D —ERMER 2.6 BITRLUE.

710 RERSEHICET L85 - REHEE

TRoHEBZRELZ. HORZIHGMBHEE 1 H, B 1~THEH 1HEE
L. % 43 HUBZ2EEBBE L. £k, BORBRIAZER 0 H, 7k
ETHZHMEOHELE.

7.10.1 —ARIREE
BEENI L B 2 B 5, %), FoMoHRIE 1 B 1 EFRIFICEELZ.

7102 fTEIRE

PLFICREE 7.102.1 HOFMERERIT, 2608 DWW TR S MiETH
21, BREHRT I 1 E, BT TNTNS 13:00 BT o7z (D
FRABEOSHARZE LN /). B 71022 HOBERED X TN
71023 HOHFESHEORE T, HIIEH 5 o Ee Rl @HESO/N
XWEIZ 5 ) L, 56 ED 13:00 BIEIC 1 HEfT o7z, MIH BN 508 A

24
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IEWEN 2 &8 S &R L, WEHIRIFIZ 1 mfTo 7. BESHETOBRE T
BB OEERPED SN oD, MEMBORERTFhRhoz. ARE
EEOBIERIZEIRY A —FR— -2 (265WX426D X200H mm, ~F7
Rl datt) RICENEETELE. TEREICEL 751 > RBERGD
Binolz. 71021 HB I 7.1022 THOFE S EEERAMER 12.7 1TRT.

7.10.2.1 FE7RE R BIZR

(1) =L —YNTOES
R—LT —PNTOMOERT 2N 1 5 BEBEL /-

C REBEHE  IREE, RMRIERE, sREMEE, PR

RN R TROBER -
FMOEREZCS LEFUN S, r—I0oWMO MU THEL .
BREEE : r—VO0 5 0WOHUEE, N R RT3, g,
Mg OME, BREOGH), #E GEEOFEI), B (IR, IRBESIR
), MIE RO, 7Y, WE, i, SE, BALE

BR)YA—T 274 =)L B TO#RE
F =TT 4=V EOHFLIZEYEBNTHSEMNT 2 PEBEELE F—
T T 4=V RIZEMW R ANDENC, FORZBMIES M TRKERELR).
REHH 35 B0, BEEE, BER, PEE, K46 - B8, ik, EEEHR
M, BSfTORE, Rk, MAOMESE, mEERE, ER1TE, RETE

7.10.2.2 BERERREE
(1) R 2 BOsE
F =TT 4 =)V RNTHREL .
MEEH « B, MRS, ERERR, T—IVE S FRIE,
78 i 1F ] S 5
(2) TBhHEE
FIOIINT F—AT—D[A I . mSﬂE%WTﬂﬁbt
MEHEE - e, BIEED

7.10.2.3 HEEENE ORIE

ﬁ%ﬁ%éﬂﬁ%ﬁ(ammmm fm%m%ﬁAﬁ)%mmt §t e & 56
41 A (B520OB8KTHR) I, S h—Fx—-MRyr—Jcamzsl, r—
D&t o=, RIEERT ﬁtmTUﬁ RE— b — DL, 1 R
HE L~ b, WEEIZEERBENS 10 2 EITES L.

7.103 E
HRBREMB IO HEEE S HE 1, 8, 15, 22, 29, 36, 2 BXN43 H, &
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SIZHERIEEM TIH 50 BL U 56 HICRIE Lz, MY TS5 1 MEMIIHmES)
MERBROBHETHE Uz, BRABREYIIE 1, 8BXUR15H, KRB UAMIIT
R0, 7, 14BXV20H, A LZMIIMHE 0 B4 HicllE Lz AlEicid
BF LMK (PB3002-S: A MT— - ML FHRASH, EB-3200S : iRtk Bik
BUERT) ZRWE. :

Xz, FEENMEZEBIUOMY 751 NI | HOEEZ2 AL, KRR
BN IACEC R, HIEBLUOMERMZZNENELH, HRoABLUWE O O
DERBEZHEMETHEHL 7=,

7104 EfHE

M EBREY B L RIE ML, 5 1~8, 8~15, 22~29, 29~36, 36~38, 43
~50 HP KLU 50~52 H, Y751 FNEMDITEE 1~8, 8~15, 15~22, 22~29,
20~36, 36~42, 43~50 HB XN 50~56 HICHIZE L7z, MEABREM I IARTERE
CRICHEETHELR. 270, REFHRPTREL TWAREIIZHIE Lo 7z
(5 15~22 I3 2HAci R O~ Dtk & HEERT). HEORENER SN
P#OHOMEX, BRHEANSEBLZ. BIEITIEEF LK (PB3002-S
A RT— - FL RS 2HWVWE. Wi r—2m0ORRA A E 2 )
FL, SHIEHBO 1 EH=0 0 1 AESEHEEEEH L.

7.10.5 MRFEERE

HAREYTIIE 2 H, HEESFYBIUHY 751 N TIEE 56 H, B
BREMCIIWE 4 HIZ, 24F8MEFR4BEI VBRI EZ. AlESREY
(GRmsEY) & U, BRBRBYESEYESO/NIWAIIZ S #, ERESIYH X
iS55 hEiEes, HBRBREVISBHNEBHESD/NIWIEIZ S
LU BV OHEMIRFICAHROEWZ R NNV ES—ILF U DL
(x> TH =), KEAREHRRSL) 2EENES U TREL, BRERIRELD
FimL7~. FERUAZMERZAWTTLEOEBERALZ. 9), (10)DHIEITIE,
BEIRHIEF & L T32why %y TOB=F MU AKEHEZ[ AL, 12,000 rpm (5
AEOIMEEE 12,000 g), 4C, 3 2RO B L TESNMEEEH W=, 20
OIEE OREIZIE, BEIES EDTA-2K TR L= miEE Mk, &b, o
WL 7o =ML 7.1082 TR HRFA ORI H, THR4FEHIVBRSEZ
2%, MBI OBIEIZER L2 > 2. BROMKD S OMEIRAR TRIZE
FELE.
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H H 5 %
(1) ARinEkE B =Kot — Y —FCM
2 "NEJOERE ST UARNEYOE VB3
(3) NI hZ vy ME BRINEALE — R T L —H—FCM
4) FERIMEREE (MCV) 1), GLDEH
() FRMmHKmEEEZ (MCH) (), QX 0EH
(6) “FHFRiMER M AREE (MCHC) 2, LoEH
(7) MR MLEREL RNA RAIZLS5 L —Y—FCM %
(8) /Mg HORAEALEE =R L —H —FCM
9 oozt UK (PT) JeEELAR A K
(10) {EMEALER 7 RO AR T 9 X5 O RER SCEGELR A R
(APTT)

(11) HImEREK B R EE AL S L ——FCM &
(12) B IMERE 432 Wright B8R KEARIZ D W THIE

IE AR

(D-3), (7, 8), (11) ADVIAI20 UNA TV AF 4 HIL#kREH)

9), (10) CA-510 (A Ay 7 ARA =)

(12) MICROX HEG-50, HEG-50VF (4 A0 > #kRA4&4h)

7.10.6 IMEE{LERE

SRR IR L 72 iRk O — B & iR - dEYET T 30 4y BA L ERER, 3,000 mpm
(mAREOIEE 1,600g), # 4C, 10 2R OHEL, Bo5NZMEERAWT
TROEHBZHE L. B OlmE2FIz DN TERMmS HICRIELE. BR
D IMIFIIH-80°C GrAH#E : —60°C LLF) O 7Y —H—RNTREL, HMBKT
FETITBEEL .

IH H i} S
(1) ASAT (GOT) UV-rateik (JSCCIKE{X)
(2) ALAT (GPT) UV-ratei: (JSCCH KR IEL)
(3) 7vGT T-IH I )p-= a7y REEK (SSCC
=853
(4) ALP p-Z b7 )V CEIEE (JSCCH K
(5) BEVIE BeRik (BODiE)
(6) RFEER B%%&-UViE (Urease-LEDH{E)
7 ZVF7rF=r B23%7% (Creatininase-POD{E)
8 ZIa—2=A B5=iE (HK-G6PDH{%)
9 MWaILVAFo—)b B:32ik (CO-HDAOSHE)
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(10) MV Z U551 R B23R1%k (GPO-HDAOSE, 7V tY L ilkik)
(11) #REH Biureti#

(12) 7ILT3 > BCGi#

(13) A/GLL (11), (12)&DEH

(1D AN A OCPCi#

(15) MR > BisRiE (PNP-XOD-PODER)

(16) > b U7 (Na) A F BN E ML

A7) AV T L (K) 1 F U BIN B

(18) 7 a—)L (Cl) A g B EMIE

HIEMSE . TBA-200FR (B HZ)

7.10.7 HEDFRBRE

HRREYICDOWT, EHOEBWMBED/NS WEIZ 5 BIOBY) 25 38 H DA 7

ﬁ@&@@%ﬁﬁﬁ—/ HELTESNEZFHEREAWT FeQEBZHE L
PRI GEIIZERIL, PERVESNKEFH L. FRRORBRKEIC

i%ﬂm#b HERIE DR ENEEDNSLENEBD SN 5 7=, RILE,

FEREEERVWERE, HEBYORREIIERL -7, BROREKUBEIC

AWzno T RISEEL /~.

H H bk
(1) pH RERAETE (OVTAAFA9PR, N AIV A5 1kt
2 &=HA AEAE (OVFIATA9A, N AV AF ok R ath)
3 TIha—A RBHEE VFAAFAIR, N ALY A ik a4t
@ AR AEBE VAT, VAL 37 kR a1tk
5 EUuIEr ABEIE QUFATI9IA, N ALY A RS
6y i  HEEBIE (VFAAT19IR, N ALY AT DR RS
(7 wovy J—r AERHEIE (UFAAT49IA, N ALY A7 kR

PEHR . 7 =T w7 100 ONT I AT 4 WIIERESH)

7.10.8 REERE

7.108.1 BREEE

SHEEHEY O DS, HRBREY TIISHOEMES DN WIRIZ 5 Fl, #E1E
BB LMY TS FETIEeH, HREBREM TR HAE<EMESD
INEWIEIZSHIO FROBEEELHE L @ERAHOBEREEOTHELR).
HEVETEMZEY S DN THERB IR HE2HE Lz, BIEICEXEFR
. (AW120 : R BEREUERT, AG204: A RT— - ML B2 Z2H W0
7=, 7, mHHOKERREL, THCEDODWTHMER GHEER) Z2EH
L. Wb Lkl ah->~HOBREEEIIAE L ahoaZ.

28



N
{

B041798
M, DK, g, =g B, Mg, iE BE, BB Rk

7.10.8.2 JRERHI R A
BRENSREYIIFME, SRAOEYIIE 7.10.5 HOHEIZEWFE T THE XS
Mz iWr - fin L, ZRIESEEBHR L=, 2L sh - I3 BiER% 26
HIZENEN LA ETLEE I T8, FRRICERL . FET#HIEenIT
AR L=,

7.10.8.3 BRI BT

2O TRHRORE M ZERIL, 10vv%HIE ) CEEREE RV 2K THEE
U, R{eL7=. 72720, BECEMUANOHORBER IR LKL T 7 ik THE
Et, 10vv%HiED) CEEMRILTY IR EL .

e, bIedk, BRR, U CONED CRSE - BRED, &, W, BE (F—h,
28, i, B, i, B8R, BRI - BRUME GRAD, GOBE, HE, EEE,
Bl (D, B GUfD, BEbe kK2R WD, mEREME @mAD, Ko> (B
ERE L), AZRRESE, B GEAD, 75, B, ot CRIEJran), A
R (FrfD, B8, WIRARERN

HHREE & 300 mg/kg BEOBGEBEFEY D D6, HRBREY TIXEMESTDO/NE
WHEL 5 B, B EBREM Tl ot H AN < ERE O/ WIRIZ 5 Hlo LESRE
- A, WE#BESDEEYORNERREETAMR S NZFREEMITDONT, Hik
WHESTINTG 74 A, A hF2U 2 - TF D OREEAZERL, &
MU=, CORE, %BRYEEOREENEONSIEBLNMHEDTE, =155,
ZefE REBLVEIE, HOBRPBIEREAICEDONAE. 20D 10 B
L 7R 60 mg/kg B D 130 & Rt ORMETRINL MRS 5 6, BIE SRR TR OM
HEMEEIZDWT, MEOR, +EE, £, BEBIVRIE, BOMES
FURERERICDOWTERZERL, SRl

711  AEFEFRAFICET 288 - RBEEHAE

7.11.1 EFABRERT

7.11.1.1 # A

BBEO MR BRI D WTIERGFRBHE M SEBLE A £ TOFH I BTG 25
RLUTHEBE2BREL, FEERHHEBSIOEEERBEMY (AR 4~6
HThWEY ORERXEREHRL .

7.11.1.2 R
BEOHE & MEFBREY THE | HE 1 ORI ZRT, 515 B GCReRiEH) 0%
FH SRR 14 NHEBRRFES 7. KRB H O X HH 5 MOk 2 4 H T 51

29



B041798

FIZIRILL, Bl 2 0WEBEERADICEFRROONEEBEE2XBRE L,
FTOHZEMERONELE., ZNSOBENSROERAZERL /=

(1) ZEFMEH : CRR%BE, XEHRAETICELZAE

(2) KERALETIZH L 7= 5B o m%k

(3) ZKRE (%) : (XEEWEFBEEYME) X100

(4) Zha%E (%) : (ZEShE LZEHYE) X100

711.2 B I UHEE OB
KRLUZMEIEFAZ BRI RS . HMEOBEIIER 21 A5 25HETLH
2 [ a9k, R4 Tro7z. A1 9 ROR R THRAZ T LTS E
FUMZAMEEL, ZOAZEMEONELE. 2B, T 4BORATHHIE
TUZEWIEH T OB (ME 0 B) Zfrolz. KEMHERE 25 AERT
LA LUIRWESIL, ENBMEE U, 2L AEY (BB (3548 E 5%
4H (WME4H) ETHESE, B, B8, SROAKOWHEIREZ7FHEER
L7z,

711.3 WHER TEROBRAE

BB ISR IR LT E2HE L THEARPIUVERBEZREL. £
7=, ESWGEEDRBEICREL, BEROAEEER L. AREMICERNPZD 5N
TWEEIL, FEE 10 vol%lit” o AKIBIRICIRE L, BKOA MK EHE
RU. 2B, ESGMTERORD SN2 WEITIRT R & L.
INSOEENSKROEHEZEMNL 2.

(D) {FRM  FIR0 A SRS T HE TOMM

(2) HEE (%) : (ERNEMRZEE) X100

(3) BERE (%) : EREHEE) X100

(4) IRE (%) : GRHEVRE BIRED X100

7114 FEROBE - RE

7.11.4.1 FrAEROEZE

E 0 HIiCHERSE (HEANK, HERR, HBLUANEREEOHEZR
HL-. FO®REE, —BRE ECORECFHBESEL.

NS OERMNROEBEHEEHLZ.

(1) HAER (%) : (HEEREMHERE) X100

Q) FERD 4 HAERFER (%) : (FF 4 HAEREHEARE) X100

71142 AH
g 0 BE 4 HicedER2EEeEsEIClE L. #leicidEF LIRF
(PB3002-S : A hF— « FL F#kREH) 2RWVWE. £, 4B 0BLTV4HD
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WEXOFELEM TEPHZEHL, BNEEZ KD,

7.11.4.3 Hlk&

%4 EEFRONOBEZFONREREL, B8 & RRICZEBIESE/218,
iU 72, ETIRITOWTHE, 10vv% Y CEERE RV Y RICEE, BEE
UZetk, REEMSETTEHRLUE. 220, ARSETRECRASN AV D%
(305l

712 RREHERYRAT

FAERITET ST %1%, BEYEICERLZREEERFME L. b, 3
TEEEIE O BB E DA ER L OEBH B O RN SBRA L.

T —A i, LHEIEREE TR FHNAEEZHBTUE. 7255 Bartlett
BIZ KD EIEOREZ1T, 280F L WS~ &S #2808
&L <720WEEId Kruskal-Wallis DRE 217077, BEREICHEEENRO S NG
13 Dunnett 1 ¥ 7 |3 Dunnett O L HL# %217 - /2. 38O TH H 1 Kruskal-Wallis
DREN STV, HERICEBEENRED N5 E1E Dunnett MOZE LI 21T o
7=, RREIZBITHLEDOEHRT — #13 Kruskal-Wallis DIRE 21TV, HEEN
A 5N Dunnett MOZEHB Z1T o7z, iz, WHABFEREITST
L et T — # V3 Wilcoxon DJEFLFIERE TrMEAE & O 2 BERLE 21T o /2. T Ot
DFHE S — & 1 Fisher DEEMREICLDRTE Lz, SREOHBKEL 5% &
L7z, MEREZE2ERBR A7 A MITOX, =HER S AT L8Rt =
FAWTERL .

REMEMBAT OXMREHIE TROEB O TH S, —RIRE, TERE GEHH/E
REIZR, BEERETORITY T 20H) BIOFHBRFTRIZDOWTIL, #HEHFEr
e RmL3ho Tz,

% W LR E

IKE, REHENE, BEE, nEPRE, mRALERE, FEER, TERE
HETF—4 (Bh, AREEE), WA, BFREK HERS (HWEARK &
ERE)

Kruskal-Wallis & Dunnett #4026 5 H i

FRWTE (pH, HA, YNVa—X, ok, CUNEY, #ifl, oy ) =7
V), ARFEAK, KBRS ETICRLUZEBEHORK, EHEMEHE ®
IRHERS, BERE, HE, WAER, ARHORER, HAERO 4 HEER
Wilcoxon O NENFIFRE

VSBELEAIR e [ N

31



B041798

Fisher DHEEHERTE ‘
HEERMEmOREIR, KE®E, kK, WER, ik @), AR
BT 5REY OFRBEK

713 2 Ea—F T AFLDOER

LRIZRT T —F Ok, BB IOERICIILeetRlBR I A7 L (MITOX, =
HiEh s AT L8RS 2HEHLE. YEATLDIEa—F 7Ok
A=) T — Y WEHE, T—YNEOHMEERFELZ. 2 E1a—F I XF
LAD70 2= HFFELTB41798 (IEER) ZHWE.

T — & IE I L UM

K, BT, G RBEN, BEE, MRERE, MRAECERE, RRE (pH,
BH, JIVa—A, bR, EUIE, #m, oovy /J—452), BEH
B, WHEMGEMRE, A, KERAE, SRk

F— 5 it

R EE, R
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8. FR

8.1 RKiEHk5FHME

8.1.1 —fRiREE

%59 % Tables 1-6, Appendices 1-6 IZ/R 9.

FELAN 300 mg/kg BEDHE 1 #] (B S 00405) 23R SN, =D 3 AL
DIERAERB IS v IV, ECHOICIEARRESKT, ER FEBIUHEE
REORENRD LN, HE5H 25 HIZE T L.

BEHIRSR OmEIR & U THEED 300 me/kg BEOHE 11 4, M 16 HITHE X N/=.
R BFREESE FB LT v IS0 300 mekg #HOM 1 51 (EFHWHES
50409), B CTXHIEEBE TAMEREIC SO S,

TOM, MBEOHMY T MEW 1 FIZEORBAASNZA, 3 A&
BL. 10 BLTN60 mekg BEOMH & H BB IERT 2 BildZd 56/
mof.

300 mg/kg BEOHERMEESMB L OHEY 7 I bEIY T, BS5OHIEITE DRI
IR L.

8.1.2 frEmReE

8.1.21 FERH7AERBIER

& 5L % Table 7, Appendices 7, 8 IZ/R7 .

BT, M EbEBMEOEREEZ ONLSEETRD s NRh o .

8.1.22 HERERRE

% 5. % Table 8, Appendices 9, 10 IZ/RY .

TR T B RBHER X HRE O R, HESDEBRMEBOEELEZI SN
LEMIED SN h -7,

8.1.23 HIEEHEOHE

k& B % Figs. 1, 2, Tables 9, 10, Appendices 11, 12 IZ/RT.

M & B &PE B IOEHOEHER, SEBRYERGH I NHESOMICH
BEERD N T

813 H#HE :

%EBL % Figs. 3-5, Tables 11-20, Appendices 13-22 {Z/RT .

300 mgkg MO THRIEMOMBINE S H S 2 HETRODSNZ. L,
[EE AR O o BB & S IR L, MEERERTOOEEX SN,

10 BL X 60 mgkg BEDHE, HBRYE 55 OME TN IRAE & ORICA R AL
OYSY AVAS I SoW il

33



B041798

8.14 BiEE

& % Figs. 6-8, Tables 21-25, Appendices 23-27 12757,

300 mgkg HOMETHIR 7 H, BEUHBOMY TS5 1 NEWTEF 22 HICEMS
DEMERUEZD, WS - BEOETH - 7. FBEOHE Tl BT N
T THERS L7208, HERtEMAA BAdER0 o nkh - 7=,

10 BELTN 60 mgrkg BEOMERE, FIE B QMM Tl REE & ORICAHEZITERD
SNEho Tz

8.1.5 MIKFRRT

#5 K % Tables 26, 27, Appendices 28, 29 12777

RGBT ROBRE TR, MRDKEO &[S L O E mEkE O mEHEMAS 300
mg/kg HOHEIZRD 5Nz,

[ MR TR OBE T, I/ OEMES L OE Bk &5 ¢ Bk e Al
78 300 mg/kg BFEDORE TRD SN0, HGHIEK THRORETEN W Eh b,
IR EEZSND.

METIIHRSHBB IO REMBRTREORES DB EORBICEEEIIR
STz,

8.1.6 IMiKAELFRE

#5 % Tables 28, 29, Appendices 30, 31 IZ/R7.

REHER TROBEAETIE, BEBROKMED 300 mgkg B OKE, ALAT(GPT)iE
OEENFEIRHOMICERD SNz, £z, ALP {EHA 300 mg/kg B DM TH5-HAR
HRTHTHEHEEENZ, REHFRK T TEREZRLE.

ZOM, EHBRTROMRET/ N I—ABLT NI T U1 ROEMHEMN 10
mg/kg Bt DHE, ASAT(GOTHETEDKAED 60 mgkg HOMTRDO SN/, LrL,
INSOEIAREDOEERINWI ENS, BRI LEEZENS.

8.1.7 HEDRERAE

#iHL % Table 30, Appendix 32 I[Z/RT .

REES LU R ARQRRIEG QRN 300 mgke BETR® Sz, Bl
EEZEZENBBEF O TR E0G, BRNAEILEZEISNS.

818 HREEER

% . % Tables 31-36, Appendices 33-38 {Z/RT .

B TR OBME T, BB OB LM EROEMEL 300 mg/kg B DHE,

“ﬂf@za‘ocl:amum@*ﬁi@g@mmm FBEOMETRD 57z, FIEMRK THROMK
2B NTH 300 mg/kg BEOHED B EEO S EER, HYEREORMEDN

?p’éﬁ&b STz,
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T A, [EEHIRIHE T OBRE THIE O E RO S EH 300 mg/ke B O T
DEND, BEHEK TRORER I VRBOBETIIEN RN &M 5, #3
Rz bEEZ NS,

10, 60 mg/kg B DHEHETIIRHERE & DRICHEZIZRD Ssho 7=,

8.1.9 PR

#55L % Table 37, Appendices 39, 40 IZ/RT.

B GEmAEY T, AlEBEDONEL 300 mg/kg ﬁ@ﬂﬁ/ﬁﬁm Hil B G D& 5
H B NWITHTE & B O E DY 300 mg/kg BEOMES 1 FlIZERD 5N, ERIEED
&L T, BRBIUVER FEO/NIEHY 300 mg/kg BEDOMHE 2 # (BiEH
00403, 00406) (ZH 531, 1 41 (B 1 00403) (XM AITE, 1 6] @EES 00406)
R TH - 7= MERBIEY T, s 0EIEED sHano 2.
FELE T, MBEREOBRENL, TR, EEBI Um0y — )L RO R
WNEY, FEBIVOEBOERYZRD SNz, EOMIiz, MIRORREGl,
& D/hEE, BiORERE/EDRD Sz,
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8.1.10 FHHEMEPTR

A5 5L % Table 38, Appendices 39, 40 {ZR9.

WHRYEIZERT 252 5152008 300 mg/kg BEOHEREDE B L OHEOREH,
R EARTERD N, NS OREKRME FRICRL .

XhE 1 #BYEICERTY 5 LEDN S HEREEE & T OFEERN

3] HH It
AR RS RE EEERE B E R @E%ﬁ_
WEH A1 (mg/kg) 0 [0 60 300 0 300 0 10 G0 300 0 300
Pl R 7T 12 12 & 5 & 12 12 12 11 5 5
ZAVEN .
= ORI IR IR CYERCY IR CHER G IR GI IR G PR CY IR €Y
MBRELRORREBRIE + 0 0.0 0 0 5 0 0 0 0 0 5
+++ 0 0 0 &6 0 0 0 0 0 10 0 0
+4+-4++ 0 0 0 O 0 0 0 0 0 1 ¢ 0
ISR LR o s T + 0 0 0 6 0 0 c 0 0 11 0 0
WEOBE + 0 0 0 2 0 0 o 0 0 2 0 0
+4 o 0 0 3 0 0 0 0 0 8 0 0
+4++ 0 0 0 0 0 0 0o 0 0 1 0 0
A8 ORI SEEREE + 0 0 0 0 0 3 0 0o 0 1 0 2
++ 0 0 0 6 ¢c 0 0 0 0 0 0
+++ 6 0 0 0 0 0 0 0 0 1 0 0
EE &> By Gy B> by
HEHIE O#ERE + 0 2 0 2 0 0
+++ 0 0 0 1 0 1
+4+4++ 0 0 0 1 0 0
MMl o + o} 0 0 1 0 0
b1 Mt ORI IR TR GYRRG)
HBE HEENOHRER + 0o 0 0 2 0 0
BTiER ++++ 0 0 0 2 0 0
BEEREOER ++ 0 0 0 1 0 0

TU—FR: +. Bf; ++. BE; T1T, PHE, T+, GE

SCi, TS RE LR ORBE IR & ALTUHER S NTRT B R T OBRRTER
SE TSI RIS AY 300 me/kg BEOMSERICRED SN, N5 5, S,

i o Hil TIIBB 2 R > Tz, ﬂ@&%%ﬁ%fﬁ B 72 T B R B OBRE
PEB RS 300 mg/kg BEOMEMES A, BRI PR R M A0 T M R 128 208 R B D A 3
7, ItfE2 FicED 5N, m?m%&%&%m%% WHARFORENEN S .

KBTI, S OZEHD 300 mekg BEOKE 4 #1, 10 mg/kg BEOHE 2 HlIZEED 5
7=, 300 mgkg BED 1 HIZERD 5 N7 BIEEME OFERIISHMROUE A
et 2o TW e, —F, 10 mgke BETH 5NIZFEME OZEMITBEMILELT
HU, 60mgkg BTERBHSNTHLT, AREOEENRNI &5 BRFES:
VD2 &R L7, EEBmEHE TIX, 300 mgkg BED 5 FlH 1 FHTRME
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DFEHNRD 5Nz,

B EARTI, BR EERERNOMIZEE DY 300 mg/kg BEDHE 2 4, KTF15925% 300
mg/kg BEDOHE 2 B, R AT OZERD 300 mgkeg BOME 1 BlicBdoNE. &
NEOEIIHERREOREZ KM LU THRHL T, FERBEHNSHTIE, <
NS OELIZFRD SN ho Tz,

O, Ex OHMBREIBRGEBIVRIERENSHYONHEEL2SDRBETH
DHENTE. LML, ZN5I3Ty M TIRFERNICRET A2 THD, Z0OR
BRWICHSNARENR NN EMS, HBYWE SRR NE S
WL 7=,

FETEYTIE, ATHRYELEORBEEEE, BEERERIRRSE BEOH
Ifil, MEEROZERE, MDD o1, KiE, RIROEWHNRD SN, TOMIz, H3E
/2R OSFERMNED SNk,

8.2 EFEREFHE

8.2.1 A:FAi%RE

#t 5L % Table 39, Appendices 41, 42 (TR .

AR E T, SHOESERAMIICE LIRS, B#EHEICL2ERAHOEE
HBHWEERIZRD NN o7, B, REMENERTEHY 300 mg/ke B
D 1 il (EBHEF 50405) 28D SN/, HEEDRBIZ XD REDHER I N,
RBLORER, KEHREFNZREL, REHE, KBEHK, KRR ETILH®RL
REHOEE, 25 NNIZREBEOWNTIUC DR E RS 5 & R & ORIz
BEEIRDSNZN - . 128, 300 mg/ke B OIERIEENY) 1 # (EHS 50403)
OMFHENL, FHEERP IR EERICHEMMEDRENRD Sz,

822 MBI UMHEIRE

#5 5% % Table 5, 40, Appendix 5, 43 {257,

FoAR, Sk, BRE, BRRBIUVSHEBONVWT NI B ERSHE
KRB EORICERERERED SN 2.

HEH DL TIL, 300 mgkg BED 1 #] (Bi)E+7 50405) THBHHIZBWTIRRD
BLOEETEORMANBD 53, H 8 Flif o #% HEE L /=255 4 FillE 3 510338
T, WE I BT B2 0N EFELMIITRTHEELE. BF 1 HUABOWE
TENCIIRE IR S Taho 2.

FOMO I B L OWETEOREITRD oo 7z,

823 HERADOEE

823.1 HFEROEHER

& 5L Tables 41, 42, 45, Appendices 44, 45, 48 1Z/R7".

HEERE, WEANEK, WERBIUHERD 4 HEFEONWTNICHHRBEME
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BGR SR S ORICABRERRD SNah o 7. , FTAERO—IR
BBIUOARRETEASHENTNIC %?&%%ELE@T%E% VKRR 5 N7E

27z

8232 fHE

#E L% Tables 43, 44, Appendices 46, 47, 50 [Z/R9 .

M OARBEBIUORERNES DHEBRYMBERGH OGBS OMIZERZEITER
LRSS AV AV IS Y el

8.2.3.3 Hkx

& % Table 46 Appendix 49 \ZRT.
J:f&4 HOAFROHRBIOFRTC ROFIKRTIL, #MBHEICERT 2 REE A
SRR 5N oz,
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9. BEBIOH

L, 3-EX (T AFN) r0AFH %10, 60 BLU 300 megke DAET
SD % Z v b (Crl:CD(SD)) DMEHEIZATE T 14 A2 5 53E & B THEVIE! 42 AR,
MR, 2B ERTHEE 4 DETROBES L, REBSSEEBIOERRES
T, RENIZENS OB DOEERIZ DN THRFL 7.

RE#RG5HEHE

FET7R 300 mgrkg B OH 1 PR SN, RIKAE, v )%, BREHKT,
Rig TEBLIOHEBREBOREZRUESE 25 HICRT LA, REEREORE
X, IR ERORBEBFER, BREERLELEMRZE BEOoHm, o
WCHEBEIEORNRD SN, EEEY T3R5 WM OWED 300 mg/kg BED
LB, M le B TR N, F, FBOHI1ACEREESHKTBLIUYT v
PTIERRD SNz, BEFEOHRLZET — 72— M X NIERER I VRIZ
HUBWRIEEZRETHIE0G, RECKETEHMOH OELIIRBMENE T
SREMAERAICLOFERINERLEEZEZSND. 2, KEBEINOMENL 300
mgkg BOHETRED SN, HGOFIEICXDEEMEmMEZRLZ. SHHER
BR, HERERIVEHRESRRE TRERMEDEE I/, MERE R
B9 52RO s o 7.

FHEREORE, BRYEIZERNTSEEZZ NS TERDMHELT, fIF®
L DRk B ZOALTUE, BB R AOE MR, BB R R 300 mgke
BEOMERE, FMEOSHENRBEOH TRD SN,
ABERBEORECEE IFEE LA TH2EEMEEROBGLELESICELA
SNBHENTHO, BEINHRBOBERE LU THELEOHMENRDSNDS
[3, 4]. #BREIILZEBSIVRITH UEWIIEEZELTBO[1], chs —#
OB BR GBS FY BN TR N, —F, HERFNEY TIIEEL
WDHEIT, BiHRFE LK ORBMERA L &R R RE SR Th o
T2 eEMmn, MEEEDITREENMZRLTWEHDEEZSNS. T, MRS
BB NT, BMmEREOEED 300 mgkg BOBTRD SN, §IEOREMEE
LEEETEHDEEZ NS,

KRS OZEMEDY 300 mg/kg BEOHE 5 FlH 4 Fl S SHEEIGRDO 5N, BBRWEICE
R 2BEZBALENS. —F, MEREFED TIIRHEOEHN LHIOAIZ
AN ENG, BIEEHMAZRLTVLHDHDEEZLNS.

MEFERE, MKELFREBIVREEEDORE, 300 mgkg #IZTBWT, #
FRIMERE D EEB I OREA DOIKENHE, ALAT (GPT) {EMEB LN ALP EHED
EEAE, BIEOHH B LI UMM ERDSEDH, P XG0 HMERD
EEDET, WINLRSHEKRTRORETERD SN, HEHREE TROM
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ETIE, ALPEMROEENY, MEEEORMENETRDSNE. LhL, Bk
DEALLEET 2 EEX SNOWMBEMABENZRETRTRENBD 5N THRNT
LS, TOREBORELL TRBERDD, H2WEHEHENEERICZLL
ReLEZ 5N 5.

HBRMHEICERT 2 I 5 ORI, HEMBICLOIBRERAKERSD, &
LZWIEHEL, BEEMERLTHLIHDEEZ NS,

R EENE

HEAM, TRBER, ZHRE, oS, EIRGE, SRR, FEK BRE, HE=x
BLUDGREBOBRE TIIRBYE TRRT 22CIIRD S nish >/ BHED
B TIL, 300 mg/kg #HD 1 FLTH KRB ICBITDHERD BAHE L UEETE
DRMPFADEN, FHCWRNEFE L. LirL, 1 F7ZTOELTHE 1 0%
HHETTEIORE IS NN ENG, SGAICHITS BT TH
BYMBEICERLZWEERMBELEEZ SN,
MHZRAEICBNT, 300 mghkg BOBETIXHERBIWER LERIZHENA SN
7278, EHIRAZRE L 300 mgkg BED 1 HlERREZBNRILUZ. BRTELESN
THFIIRRE AN EBH L NS R, BELEABRT~JETIOICH2E
MzEL, TORMETS. H5OHICEBYEOREZZT/- T, K28
M ORERBEICHBEESNS Z &10k25. o T, 5 THROKRERE TIX
FRBILUOHBEE RN A SN0, RERNOE TR EOR 52
Rl BEMEAMR N o 7oy, BDDINWIEREEZITTHZORENE N> bDEF
MEN, ZRICIEFELRZNOEDOLHEREIND. 2B, BRPBIVER HE
DIRERENS, REATOHRGHMZ 2 B8R LE LEBEITE, ETE—#SREAD
Mo OEEE /R AIEEEIIEE TER N,
FTEROREIZBWT, HERE, HEANE, HMERBIUHEIRD 4 HAER
B, IHI—RIRE, ARRE, AEBICEHROVWTNITOEBMHICERT
HEIFRD SN o, Lo T, #BEHEIRIMROBEBIVEEA
EEBEZRFTHOTIHRVWEEZ NS,

DEDESiZ, 1,3-EAX (T2 AFI) 70ONFT 2 2HEROKRE LI
B —ERMA TR E LT, 300 mekeg BETIRLAVEE 1 4, KREEMO
MEIDHE, REEDSHERE, HHERE CTIIFBICBWTHIIENOREN R, R
BELEOKE HEANOEENRD ONF. 25 ORI 2 EMOREREIZXD
Md5h, HOIWRREEMEZRLEZ. EEBRESEANOEEIIHEYMPR IV
FiERIZH L THHBYEITER T 5 2LIEERD s e o7z,

L= T, ARG FICB T2 RERSEHICHATIEZERIIMA LD
60 mg/kg/day, AFHFEAEREICEATIEZEEIIMHEOBBYBIVCRBMLED
300 mg/kg/day & Z 535,
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10. & 3R
[1] "B LeT—FI—Db, 1, 3-EX (73X AF)) ranFd, =zEH
AR 24, 2001,

2] BFEAL, 1, 3-EX (TI/AFI) 2 70NFH 0Ty b2 fWzik
NG L 2atkmitilll, =2 tFRERFTY Glikds 1 B041797),
2006.

[3] Gopinath C, Prentice DE, Lewis DJ, editors. The alimentary system and pancreas. In:
Atlas of Experimental Toxicological Pathology. Lancaster: MTP Press; 1987.
p.61-67.

[4] Greaves P, editor. Forestomach. Digestive System 1. Forestomach. In: Histopathology
of Preclinical Toxicity Studies: Interpretation and Relevance in Drug Safety
Evaluation. Amsterdam: Elsevier; 2000. p.331-337.
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Fig.1 Motor Activity of male rats treated orally with 1,3-Bis (aminomethyl) cyclohexane in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig.2 Motor Activity of female rats treated orally with 1,3-Bis (aminomethyl) cyclohexane in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig.3 Body weight changes of male rats treated orally with 1,3-Bis (aminomethyl) cyclohexane in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig.4 Body weight changes of female rats treated orally with 1,3-Bis (aminomethyl) cyclohexane in the combined repeat dose and

reproductive/developmental toxicity screening test
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Fig.5 Body weight changes of female rats (satellite animal) treated orally with 1,3-Bis (aminomethyl) cyclohexane in the
combined repeat dose and reproductive/developmental toxicity screening test
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Fig.6 Food consumption of male rats treated ofally with 1,3-Bis (aminomethyl) cyclohexane in the combined repeat dose and
reproductive/developmental toxicity screening test
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Fig.7 Food consumption of female rats treated orally with 1,3-Bis (aminomethyl) cyclohexane in the combined repeat dose and

reproductive/developmental toxicity screening test
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Fig.8 Food consumption of female rats (satellite animal) treated orally with 1,3-Bis (aminomethyl) cyclohexane in the combined
repeat dose and reproductive/developmental toxicity screening test
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Study No. B041798
Table 1 Clinical Sign - Summary Male
Test Substance Day 1 2 3 4 5 ] 7 8 9 10 1 12 13 14 15 16 17
Dose (ng/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No Abmormality 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 1% 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No Abrormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 1% 1% 12 12 1% 12 12 12 12 12 1% 12 12 12
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 12 12
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 2 12 12 1% 12 12 12 12
300 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 {2 12 9 12 12 12 9 12 11 {2 9 2 8 12 10 12 8 12 i1 12 5 12 §
Death + ¢ ¢ 0 0 0 0 ¢ 0 0 ¢ ¢C 0 0 0 0 06 0 0 0 0 0 0 O0O0CO0COQO0CO0O O O® 0 0 0 O
Decrease ‘in t 0 6 0 ¢6 6 0 0 ¢ 9 O C O OOCO QO COCCOCOCOOOOTOTOODTTCOODTCOCTOOTDIDI O OO
locomotor activity
Irregular 4+ 0 0 0 0O G 0 OO0 O 9 0 O0OCOOTOTO0OOTODCO0OCTCOCTO0OO0OTO0OTOCTO0OTO0OTOC O O TCOC OO 0 0 0
respiration
Rale + 0 0 6 606G 0 00 0 6 0 0 OTO©OO®O0OOCODTO0OTOCTOOTOOTOTOCOC O O0OTUDODCOCTCOC O O
Abnormal fur 01 + 0 0 O0 O0O O O O0COC O COCTO0OOQ O O O O OC 0 DGO CO0CTO0OODOTDODTOE O O0OCOCO0OTO0OCO0C 0 0 0
Ptosis t 00 0 0 0 O0OCO0OODCOCTCOCTODTDOIDDODDODCDOG OO O OTCOCCDODTODOD O OO OO COC O O OO0 O O
Salivation t o0 000 00O O0O0TO0OCTO0DOTODODS3IT DO O 3 0 I 0O 3 0 4 0 2 0 4 01 0 7T 0 6
+, Present; 1, Slight; 7, Moderate; 3, Severe;

Time 19, Before dosing;

01, Vhole body;

Time 20, After dosing;
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Study No. B041798
Table 1 Clinical Sign — Summary Male

Test Substance Day 18 19 20 P3| 22 23 24 25 26 27 28 29 30 31 32 33 M
Dose (mg/ke) Rindings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
1, 3~BAC Number of Animals 12012 12 12 12712 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 12 12
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No Abnormalily 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 13 12 12 12 12 12 12 12 12 12 12
I, 3-BAC Number of Anmimals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 1% 12 12 12 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 112 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 12
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 10 10 10 10 ¢ 10 1 1010 13 4011 o1 1111 1111
300 No Abnormality 12 712 6 12 312 5 11 4 11 6 11 5 11 &5 11 5 i1 & 11 5 11 5 11 5 11 4 11 3 i1 4 11 4
Deaih + o 00 o000 O0O0OTO0CTCO0CTO®CO0CO O T1T O COCO0O OO OGS OGO O O OO0 O O O 0 O
Decrease in $1 o0 0O0OO0OTODTOOTO® OO TIT T OO OTODODO OO0 S S® QO O O O O D-0 0 O 0 O

locomofor activity
Irregular + o0 o0o09090966 01 ¢ 1 111 0 000060 O0O0OO0OO0CO0CT0I T COECCOEOO OO DI O
respiration
Rale + ¢ ¢ ¢ ¢ 060 06 01 1 ¢ 1 1 1 00 O0OGTOCTOCCO0OO0OODOO0OCTOC G DO OO O O O
Abnormal fur 01 + ¢ 0 0 0 0 O0OOOCOCTCGEOOTOO 1T T G & OO0 0 0 0 06 0 06 00 90 0 0 0 0 0 0 9
Ptosis {1 0 0 0 00 000 OCOOTOCTI1IT 1 ¢ Q0O O OO0 OO O CO0CCOCTOQGBOC 0O O O 0O O O 00
Salivalion 1 ¢ 5 ¢ 6 0 5 ¢ 7 0 8 0 5 ¢ 6 ¢ 6 0 6 0 6 0 6 0 6 0 6 0 7 0 8 0 7T O 7
+, Present; 1, Slighi; 2, Moderate; 3, Severe;

Time 10 , Befare dosing;

01 , Whole body;

Time 20 , After dosing;
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Study Ne. B041798

Table 1 Clinical Sign - Summary Male
Test Substance Day 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 B4 55 86 57
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 5 5 6 5 5 & &5 5 §5 &6 § 5 5 §
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 &5 5 5 &5 &5 §5 5 &5 § 5 §5 §
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 1% 12 12 12 12 12 12 12 12
i No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 1% 12 12 12
il No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1, 3-BAC Number of Animals 1Moo o115 5 5 5 5 5 5 5 5 5 5 5 5 5
300 No Abnormality m 3 n 31 21 21 51 611 411 411 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Death + 000 G0OQO0COTOD0DOTOCCO0OCO0OO0CO0OTO0COCOTO0D OO O OO O0CDJT D O O O O 0 O
Decrease in 1 oo 0 0 0 O0OOCCCO0OCTOTODTOTD0DTOTCOCTO0OTCOCTO0OCOCTCOC O O OCO0OCCC®TO0O O DO O O O
locomotor activity
Irregular + 0 0 6 6 6 00 O0OOCOTOCTOCTOCOTCDOD OO0 O OO0 OCTO0OTCO0OCCOCTO® O COCO0OO0 OO0
respiration
Rale + 0 0-¢ 0 0 0 0 0 O0O0COTO0OCOCO O OOTCO0OCD0D D0 OO0 O0OCODO0OUO0OTOCTO OO O O
Abnormal fur 01 + 00 0 0 0 0 O0OCOOOTO0OCODEOTD®THGEDOCEODCOEEDODOOC O OO OO0 0O O O
Ptosis 1 ¢ 0o 0 00 6 000 0 O0OTUOOOJO-0 0006 ¢ 00 0 0 0 0 0 0 0 0 0 0
Salivation 1 0 8 0 8 ¢ % 0 9 0 6 O &5 O T ¢ 7 O O O O O O O O O O O O0 O 0 O
+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20 , After dosing;

01 , Whole body;
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Table 2 Clinical Sign - Summary Femaie
Test Substance Day 2 3 4 5 6 1 8 9 10 11 12 13 14 15
Dose(ng/ke) Findings Time 10 20 [0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
1, 3-BAC Number of Animals 17 17 17 17 ‘1 17 17 17 17 17 17 17 7 1% 17 7 %7 17 17 17 17 17 1 17 7 171 17 17 17 17
i} No Abnormality I A A S A S W O I A R O A O A A A A I A v A & S A D N O
1, 3-BAC Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 13 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No Abmormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i3 12 1% 12 12
1, 3-BAC Number of Animals : 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 2 2 12 12 12 12 12 12 12 12 12
60 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12
1, 3-BAC Number of Animals ISR VAR S S A % N & A AN A D A A A D A S ' A & A A W D A YA S VAN YA Ve ¥
300 No Abnormality 17 17 17 47 17 17 1 17 17 17 17 17 17 16 17 15 17 13 17 t4 17 13 17 13 17 14 17 12 17 12
Salivation i1 ¢ 0 0 0 0 0 0 0 0 0 OC OC 0 1 0 2 0 4 0 3 0 4 0 4 0 38 0 5 0 8
4, Present; 1, Stight; 2, Moderate; 3, Severe;
Time 10, Before dosing; Time 20 , After dosing;
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Table 3 Clinical Sign - Summary Female Mating period)
Test Substance Day 16 17 18 19 20 21 22 23 24 25 26 27 28
Dose (mg/kg) Findings Time 16 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
1, 3-BAC Number of Animals 7 7 4 4 4 4
0 No Abnormality T 7 4 4 4 4
1, 3-BAC Number of Animals 10 10 8 g 4 4 2 2 ] 1 1 | 1 l 1 1 1 1 1 1
10 No Abnormality 0 10 8 8 4 4 2 2 1 1 1 [ i 1 ! 1 1 1 1 1
1, 3-BAC Number of Animals 9 9 4 4 2 2
60 No Abnormality 9 9 4 4 2 2
[, 3-BAC Number of Animals I 11 8 8 3 3 2 2 [ | | 1 1 1 1 | 1 l 1 l 1 1 1 l 1 1
300 No Abnormality 11 5 8 5 3 1 2 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1
Salivation 6 3 2

+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10 , Before dosing; Time 20, Aftier dosing;

13
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Study No. B041798

/Da
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Table § _ Study No. B041798

Clinical Sign (FQ Lactation) - Summary
Sex : Female Time 10 : Before dosing

Test Substance /Da
Dose (mg/kg} Findings X 1 2 3 4 5
1, 3-BAC Number of animals 12 12 12 12 12 12
0 No abnormality 12 12 12 12 12 12
1, 3-BAC Number of animals 12 12 12 12 12 12
10 No abnormality 12 12 12 12 12 12
1, 3-BAC Number of animals 12 12 12 12 12 12
60 No abnormality 12 12 12 12 12 12
1, 3-BAC Number of animals 11 11 11 1t 11 1
300 No abnormality 10 1t 11 11 11 1t

Loss of licking pups 1

Loss of retrieving I

16
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le 5 .
Table Continned

Clinical Sign (FQ Lactation) - Summary

Study No. B041798

Sex : Female Time 20 : After dosing

Test Substance /Da
Dose (mg/kg) Findings B 1 2 3 ¢
1, 3-BAC Number of animals 12 12 12 12 12
0 No abnormality 12 12 12 12 12
1, 3-BAC Number of animals 12 12 12 12 12
10 No abnormality 12 12 12 12 12
1, 3-BAC Number of animals 12 12 12 12 12
60 No abnormality 12 12 12 12 12
1, 3~BAC Number of animals 1 1p 1111
300 No abnormality 4 9 7 7 9

Decrease in | 1 1
locomotor activitly

Salivation 7T 2 4 4 1

Loss of licking pups |

Loss of retrieving 1

17
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Study No. B041798
Table 6 Clinical Sign - Summary Female #
Test Substance Day 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Dose (ng/ke) Findings Tine 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
1, 3-BAC Nember of Animals 5 5 5 5 5 5 5 5 5 & 5 5 5 & 6 & 5 &5 5 5 B 5 & 5 & 5 5 5 5 5 5 5 5 5
0 No Abnormality 5 65§ 5 5 5 & 5 & 5 5 &% 5 5 5 65 H 5 5 65 5 6 5-hH 5 H 5 5 K &5 5 5 5 5 5
Loss of teeth + 06 0 0 O O O0QO® OCOCOCOTOTDOTOCO0OOO0OTO0OO0OTODDTODCO0OTCOCTO0OCOTCO0OTD0OOCTDODTO0OTDO0O O OGO
1, 3-BAC Number of Animals 5 5 5 &% &% 5 5 &% &% 5 5 § 65 5 B 5 & H 6 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 No Abnormality 5 5 5 3 5 4 5 38 5 38 5 3 5 3 5 4 5 4 5 5 5 2 5 3 5 2 5 2 5 2 5 2
Salivation 1 ¢ t 0 1 o 2 90 1 02 0 2 0 20 2901 01T 000 3% 0 2 0 3 0 3 0 3 0 3
+, FPresent; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Before dosing;
$:Satellite animal

Time 20 , After dosing;

18
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Study No. B041798
Table & Clinical Sign - Summary Female #
Test Subsfance Day 33 34 35 36 37 38 39 440 41 43 43 44 45 46 47 48 49 B0 51 52 53 54 55 56
Dose (mg/ke) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
1, 3-BAC Number of Animals 5 4 5 5 & 5 & 5 5 5 &5 &5 5 5 &% & §5 5 5 5 % 5 5 5 5 5 b 5 5 5 5 § 5 5
0 No Abnormality 5 5 5 5 5 & 6§ 5 5 5 & & 55 4 4 4 4 4 4 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Loss of teeth + 0 0 0 ¢ 0 O0C 00090 0 O0TOGUO®TI1 1 1 ¥ Tt 1 D0 ¢ 0 0 0 ¢ ¢ 0 0 0 0 0 0 0
1, 3-BAC Number of Animals 5 5 b5 5 5 5 5 5 5 5 5 5 5 &% H 5 5 5 5 5 5 5 5 5 5 5 53 5§ 5 % 5 5 5 5
300 No Abnormality 5 4 5 2 65 %8 5 2 5 2 5 1 5 3 5 3 5 3 5 4 5 5 5 5 5 § 5 5 5 &5 5 5 §5 5
Salivation r 0t 0 3 62 0 8 0 8 0 4 0 2 0 2 ¢ 2 01 O0CCUOT®DO OO0 O O0CO06C O D O O
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10 , Before dosing; Time 20, After dosirg;

#:5atellite animal

19



Study No. B041798

Table 6 Clinical Sign - Summary Female #

Test Substance Day 57
Dose (ng/kg) Findings

1, 3-BAC Mumher of Animals 5
0 No Abnormality ]
Loss of teeth + 0
1, 3-BAC Number of Animals 5
300 No Abnormality 5
Salivation 10

+, Present; 1, §light;

$:Satellite animal

2, Moderate;

3, Severe;

20



Study No. B041798

Table 7 Detailed Clinical Observations - Summary {(Week -1)
Sex: Female
[tems Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 7 12 12 17
Home cage chservations {Criteria)
Tremor N 12 12 12 12 17 12 12 17
I 0 0 0 0 -0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 ] 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 ] 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 ] 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
i 0 0 0 0 0 0 ] 0
See Annex 12.7 for details of criteria
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Study No. B041798

N N
Table 7 Detailed Clinical Observations - Summary Week -1)
Sex: Male Fenale
Items Test Substance: 1,3-BAC I, 3-BAC [, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose f(mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criterial
Reactivity to handling 1 0 0 0 0 0 0 0 0
) 12 12 12 12 17 12 12 17
3 0 0 0 0 t 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 ]
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
p 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure l 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 ] 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 ¢ 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criter

—

d.
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Study No. B041798

Table 7 Detailed Clinical Observations - Summary (Week -1)
Sex:
[tems Test Substance: 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1 3-BAC 1, 3-BAC
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
! 0 0 0 0 0 0 0 0
2 -0 0 0 0 0 0 0 0
3 0 0 0 0 ] 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloereclion N 12 12 12 12 17 12 12 17
P 0 0 0 0 ] 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 5 8 5.1 3.0 3.7 8.7 10. 1 5.0 4.2
S.D. 4.5 3.7 2.4 4.0 3.8 4.7 3.2 3.9
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 10 11 12 12 Il 6 12 17
p 2 1 0 0 6 6 0 0

See Annex 12.7 for details of criteria.
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Study No. B041798

1/—\\- "/—\‘
Table 7 Detailed Clinical Observations — Summary (Week -1}
Sex: Male Female
Items Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 ] 19 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criterial
Defecation N 7 5 6 10 16 11 11 17
P 5 7 6 2 1 1 1
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 { 0
2 0 0 0 0 0 0 ] 0
3 0 0 ] 0 0 0 0 0
4 0 0 0 0 0 0 0 0
] 0 ] 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordinalion movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 ] 0 0 0 0
3 0 0 0 0 0 i} 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
B 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 ]

See Annex 12.7 for details of criter

—

d.
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Study No. B041798

Table 7 Detailed Clinical Observations — Summary (Week -1)
Sex: Female
[tems Test Substance: 1, 3-BAC 1, 3-BAC I, 3-BAC [, 3-BAC 1, 3-BAC I, 3-BAC 1 3-BAC 1, 3-BAC
Dose (mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open ficld obscrvations {Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
I 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
|4 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria
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Study No. B041798

Table 7 Detailed Clinical Observations — Summary {(Week 1)
Sex: ]
[lems Tesl Substance: 1,3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC 1,3-BAC  1,3-BAC  1,3-BAC 1, 3-BAC
Dosc (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Home cage observalions {Criteria)
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 ¢
Tonic convulsion N 12 12 12 12 17 12 12 17
] 0 0 0 0 0 0 0 0
2 0 0 0 0 ¢ 0 0 0
3 0 0 0 0 0 ¢ 0 0
4 ] 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 ] 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 ] 0 0 ]
5 0 0 0 0 0 0 0 0
f 0 0 0 0 ] 0 0 ]
See Annex 12.7 for details of criteria
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Study No. B041798

,/—\_ F/\‘
Table 7 Detailed Clinical Observations — Summary Week 1)
Sex: Male Female
Items Tesl Substance: 1,3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/kg) : ] 10 80 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling | 0 0 0 ] ] 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 ] 0 0 0 { 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 {7 12 12 17
2 0 0 0 0 0 {t 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 i} 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0
2 0 0 1] 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Amnex 12.7 for details of criteria

—_
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Study No. B041798

Table 7 Detailed Clinical Observations — Summary (Week 1)
Sex: Male Femaie
Items Test Substance: i, 3-BAC 1, 3-BAC 1 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
‘Hand-held observations (Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 ] 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 {
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 ) 0 0 0 0 0
Open field observations
Rearing Mean 8.3 2.8 3.3 2.5 8.7 10. 1 5.0 4.2
S.D. 6.3 2.5 3.1 2.9 3.8 4.7 3.2 3.9
Arousal l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 i2 12 12 12 17 12 12 17
4 0 0 ] 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 11 10 10 9 17 12 12 16
P 1 2 2 3 0 { 0 }

See Annex 12.7 for details of criteria.
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Study No. B041798

4 VI
Table 7 Detailed Clinical Observations - Summary (Week 1)
Sex: Male Female
[tems Test Substance: [, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/keg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations {Criteria)
Defecation N 7 7 4 7 17 12 12 ¥4
P 5 b 8 5 0 0 it 0
Poslure, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 ] 0 0
2 0 0 0 0 0 0 it 0
3 0 0 0 0 0 | 0 0
4 0 0 0 0 0 0 0 0
) 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
) 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N i2 12 12 12 17 12 12 17
i 0 0 0 0 ] 0 0 0
2 0 0 0 0 0 0 ] {

See Annex 12.7 for details of criter

[

d.
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Study No. B041798

Table 7 Detailed Clinical Observations — Summary (Week 1)
Sex: Female
[tems Test Subsiance: 1,3-BAC 1, 3-BAC L 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose {(mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open ficld observations Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
I 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
] 0 0 0 0 0 0 { 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B0417938

Table 7 Detailed Clinical Observations - Summary (Feek 2)
Sex: Male Female
Items Test Substance: [,3-BAC 1, 3-BAC 1 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1,3-BAC 1, 3-BAC
Dose (me/keg) : 0 10 60 300 0 10 60 300
Number of Anjmals: i2 12 12 12 17 12 12 17
Home cage observalions {Criterial
Tremor N 12 12 12 12 17 12 12 17
i 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 i2 12 17
) 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 i} 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 1] 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 i2 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
i 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criter

—

a.
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Study No. B041798

e /\\
Table 7 Detailed Clinical Observations — Summary (Week 2)
Sex: Male
[tems Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (me/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations {Criterial
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
{ 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 ) 0 0 0
. 2 0 0 0 0 0 0 ] 0
See Annex 12.7 for details of criteria.
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Study No. B041798

Table 7 Detailed Clinical Observations ~ Summary {(Week 2)
Sex: Male Female
[tems Test Substance: 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criterial
Lacrimation N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 ] 0
Salivation N 12 12 12 12 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 {4 ]
Open field observations
Rearing Mean 43 2.2 3.3 2.2 7.6 9.3 7.6 6. 7
S.D. 5.8 1.8 2.9 2.6 5.6 3.5 5.7 5.1
Arousal 1 0 0 0 0 0 0 ] 0
2 0 0 0 0 0 0 ] 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 ) 0 0
5 0 0 0 0 0 0 0 0
Urination N 8 8 12 12 16 9 11 15
P 4 4 0 0 1 3 1 2

See Annex 12.7 for details of criteria
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Study No. B041798

Table 7 Detailed Clinical Obscrvations - Summary (Week 2)
Sex: Male Female
[tems Test Substance: [,3-BAC 1, 3-BAC 1, 3-BAC [, 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/keg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 {2 17 12 12 17
Open field observations {Criteria)
Defecation N 8 g 8 12 16 11 11 17
P 4 3 4 0 1 I 1 0
Posture, body position N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 ] 0 0 0
4 0 0 0 0 )] 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
14 0 0 0 0 0 0 0 0
Gait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 ]

See Annex 12.7 for details of criter

—
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Study No. B041798

Table 7 Detailed Clinical Observations — Summary {(Week 2)
Sex:
Items Test Substance: 1,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1,3-BAC [ 3-BAC 1 3-BAC 1, 3-BAC
Dose (mg/kg) : it 0 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Clonic convilsion N 12 12 12 12 17 12 12 17
I 0 0 0 0 0 0 ] 0
2 0 0 0 0 0 0 { ]
Tonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 ) 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 ]
5 0 0 0 0 0 0 )] 0
Stereotypy N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.

35



Study No. B041798

Table 7 Detailed Clinical Observations - Summary {Week 3)
Sex: Female
[tems Test Substance: 1,3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC 1 3-BAC 1 3-BAC 1, 3-BAC
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
llome cage observations {Criteria)
Tremor N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 it 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 )] 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 | 0 0
) 0 ] 0 0 0 0 0 0
Breathing N 12 12 12 11 17 12 12 17
l 0 0 0 1 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 1 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B041798

N ,/—\\
Table 7 Detailed Clinical Observations — Summary (Week 3)
Sex: Male Female
Ttems Test Substance: 1,3-BAC [, 3-BAC 1, 3-BAC 1, 3-BAC 1,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Hand-held observations (Criteria)
Reactivity to handling | 0 0 0 0 { 0 0 0
2 12 12 12 12 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 - 0 0 0 0 0 0 0
Aggression N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 12 17 12 12 17
P 0 | 0 0 0 0 0 0
Color of skin N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 12 17 [2 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 12 17 12 19 17
1 0 0 0 ] 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 ] 0 0

See Annex 12.7 for details of criteria.
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Study No. B041798

I 2
Table 7 Detailed Clinical Observations - Summary (feek 3)
Sex: Male Femalc
Items Test Substance: 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/ke) : 0 10 60 300 ] 10 60 300
Number of Animals: i2 12 12 12 17 12 12 17
Iland-held observations {Criteria)
Lacrimation N 12 12 12 12 17 12 12 17
i 0 0 0 0 0 0 0 0
2 0 0 0 0 i 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 12 17 12 12 17
1 0 0 0 0 ] 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection N 12 12 12 12 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 5 6 4.3 4.3 2.4 5.5 4.4 6.2 6. 1
S.D. 59 2.4 3.7 2.9 4.6 3.7 5.1 5.3
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 12 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 1 0 0 0 0 0 0
Urination N 8 11 6 9 14 11 12 16
P 4 1 i 3 3 1 0 1

See Annex 12.7 for details of criteria
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Study No. B041798

Table 7 Detailed Clinical Observations - Summary (Week 3)
Sex: ' Male Female
[tems Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 ¢ 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations (Criteria)
Defecation N G 10 7 11 14 12 12 16
p 3 2 5 1 3 0 0 1
Posture, body position N 12 12 12 12 17 12 12 17
l 0 0 ] 0 0 0 { 0
2 0 t 0 0 0 0 0 0
3 0 0 0 0 0 0 | 0
4 0 0 ] 0 0 0 0 0
5 0 0 ] 0 0 0 0 0
Breathing N 12 12 12 11 17 12 12 17
1 0 0 0 1 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 12 17 12 12 17
P 0 0 0 0 0
(rait N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 ] 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 ] 0 0 0 0
Tremor N 12 12 12 12 17 12 12 17
1 0 0 0 0 ] 0 0
2 0 ( 0 0 0 0 0 0

See Annex 12.7 for details of criter

—
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Study No. B041788

Table 7 Detailed Clinical Observations - Summary (Week 3)
Sex: Female
Items Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/ks) : 0 10 60 300 ) 10 60 300
Number of Animals: 12 12 12 12 17 12 12 17
Open field observations {Criteria)
Clonic convulsion N 12 12 12 12 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0
Tonic convulsion N 12 12 12 12 17 12 12 17
[ 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Stereotypy N {2 12 12 12 17 12 12 17
P 0 0 0 0 0 ] 0 0
Bizarre behaviour N 12 12 12 12 17 12 12 17
P 0 0 0 0 { 0 0 0

See Annex 12. 7 for details of criteria.
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Table 7 Detailed Clinical Observations ~ Summary

{(Week 4)

Study No. B041798

Sex:
[tems Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 - 17
Home cage observations {Criteria)
Tremor N i2 12 12 11 17 12 12 17
1 0 0 ( 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 (] 0 0 0 0 0 0 0
from the cage 2 12 12 12 I1 17 12 {2 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B041798

~ ™
Table 7 Detailed Clinical Observations - Summary {(Week 4)
Sex: Male Female
Items Test Substance: 1,3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC 1,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Hand-held observalions {Criteria) :
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 11 17 12 12 17
3 0 0 0 0 0 0 0 it
4 0 0 0 0 0 0 0 it
Aggression N 12 12 12 11 17 12 12 17
p ] 0 0 0 0 0 0 0
Trauma N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Color of skin N 12 12 112 Il 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled [ur N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 It 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 ] 0

See Annex 12.7 for details of crifer

st
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Study No. B041798

Table 7 Detailed Clinical Observations — Summary (Week 4)
Sex: Male Female
Items Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Hand-held observations (Criterial
Lacrimation N 12 12 12 11 17 12 12 17
l 0 0 0 0 0 ] 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Salivation N 12 12 12 1 17 12 12 17
1 0 ] ¢ 0 0 0 0 0
2 0 ] 0} 0 0 0 0 0
3 0 ¢ 0 0 0 0 0 0
Piloerection N 12 12 12 11 17 12 12 17
p 0 0 0 0 0 0 0 0
Pupil size N 12 12 12 11 17 12 12 17
| 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 6. 8 3.0 3.0 0.2 6.1 6.7 59 5.9
S. D h. 4 2.6 2.3 0.4 4.0 4.0 4,1 4.1
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 (] 0 0 0 0
3 12 12 12 11 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 10 12 12 8l 16 10 9 16
p 2 0 0 0 1 ) 3 1

See Annex 12.7 for details of criteria.
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Study No. B041798

Table 7 Detailed Clinical Observations - Summary (Week -4)
Sex: Male Female
[tems Test Substance: I,3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Open field observations (Criteria)
Defecation N 10 11 12 11 17 11 12 16
P 2 1 0 0 0 I 0 1
Posture, body position N 12 12 12 11 1T 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 11 17 12 12 17
0 0 0 0 0 0 0
Gait N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 ¢
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 11 17 12 12 17
1 i} 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria
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Study No. B041798

Table 7 Detailed Clinical Observations - Summary (Week 4)
Sex: Female
Items Test Substance: I, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Open field observalions {Criterial
Clonic convulsion N 12 12 12 1 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 ; 0 0
Tonic convulsion N 12 12 12 11 17 12 12 i7
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 ]
Stereotypy N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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Study No. B041798

Table 7 Detailed Clinical Observations - Summary (Weck 5)
Sex:
Items Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 il 17 12 12 17
Home cage observations (Criterial
Tremor N 12 12 12 I 17 12 12 17
1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 11 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 11 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 1 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 11 17 12 12 16
1 0 0 0 0 0 0 0 |
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 11 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 ¢ { 0 0 0 0 0
See Annex 12.7 for details of criteria
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Study No. B041798

Table 7 Detailed Clinical Observations - Summary (Weck 5)
Sex: Male Female
[tems Test Substance: 1, 3-BAC 1,3-BAC 1, 3-BAC 1, 3-BAC [,3-BAC 1, 3-BAC I, 3-BAC 1, 3-BAC
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Hand-held observations {{riterial
Reactivity to handling 1 0 0 0 0 0 0 0 0
2 12 12 12 11 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Aggression N 12 12 12 11 17 ' 12 12 17
P 0 0 0 0 0 0 0 0
Trauma N 12 12 12 11 17 12 12 17
P 0 1 0 0 0 0 0 0
Color of skin N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Soiled fur N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Palpebral closure | 12 12 12 11 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 ] 0 0 0 0 0 0 0

See Annex 12.7 for details of criter

—
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Study No. B041798

o //"‘\
Table 7 Detailed Clinical Observations — Summary (Week b)
Sex: Male Female
Items Test Substance: [, 3-BAC 1, 3-BAC 1 3-BAC [, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Hand-held observations (Criterial
Lacrimation N 12 12 12 11 17 12 12 17
l 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 ) 0 0 0
Salivation N 12 12 12 11 17 12 12 17
| 0 0 0 0 ] 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 ] 0 0 0
Piloerection N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 i
Pupil size N 12 12 12 11 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Open field observations
Rearing Mean 7.0 5.8 5.3 4,2 4.3 3.1 5.8 7.6
D 6.0 3.1 4.2 2.9 2.6 2.1 4.8 7.3
Arousal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 1
3 12 12 12 11 17 12 12 16
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N 10 10 9 11 17 12 11 15
P 2 2 3 0 0 0 1 2

See Annex 12.7 for details of criteria.
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Study No. B041798

/’\\ VoY
Table 7 Detailed Clinical Observations - Summary (Week 5)
Sex: Male Female
Items Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 80 300 0 10 60 300
Number ol Animals: 12 12 12 11 17 12 12 17
Open field observations (Criterial
Defecation N 10 12 10 8 17 12 11 16
P 2 0 2 3 0 0 1
Posture, body position N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 11 17 12 12 16
1 0 0 0 0 0 0 0 1
2 0 0 0 0 0 0 0 0
3 0 1 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 1] 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 ¢ 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 ] 0 0 0 0 0 0 0

See Annex 12. 7 for details of criter

—
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Study No. B041798

Table 7 Detailed Clinical Observations — Summary {eek 5)
Sex: Female
Items Test Substance: 1,3-BAC  1,3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC 1,3-BAC  1,3-BAC 1, 3-BAC
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17"
Open field observations {Criferial
Clonic convulsion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 1 0 0 0 0 0
5 0 0 0 0 0 ] 0 0
Stereotypy N 12 12 12 I 17 12 12 17
P 0 0 0 0 0 ] 0 0
Bizarre behaviour N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 ]

See Annex 12. 7 for details of criteria.
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Study No. -B041798

Table 7 Detailed Clinical Observations - Summary (Week 6)
Sex: Male Female
Items Test Substance: I, 3-BAC 1, 3-BAC [ 3-BAC I, 3-BAC 1,3-BAC 1, 3-BAC 1 3-BAC 1, 3-BAC
Dose (mg/kg) : ' it 10 60 300 0 10 60 300
Number of Animals: 12 i2 12 11 17 12 12 17
llome cage observations {Criteria)
Tremor N 12 12 12 11 17 12 12 17
1 0 0 : 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Clonic convulsion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 ] 0
2 0 0 0 0 0 0 ] 0
Tonic convulsion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Breathing N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0 0 0 0 0
from the cage 2 12 12 12 11 17 12 12 17
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 - 0 0 0 0 0
See Annex 12.7 for details of criteria.
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Study No. B041798

~ V)
Table 7 Detailed Clinical Observations - Summary (Week 6]
Sex: Male Female
Ilems Test Substance: 1,3-BAC  1,3-BAC [, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/keg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Hand-held observations (Criterial
Reactivity {o handling 1 0 0 0 0 0 0 0 0
2 12 12 12 11 17 12 12 17
3 0 0 0 0 0 0 ]
4 ] 0 0 0 0 0 0 0
Aggression N 12 12 12 11 17 12 12 17
p 0 0 0 0 0 0 0 0
Trauma N 12 12 12 i1 17 12 12 17
p 0 0 0 0 0 0 0 0
Color of skin N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0
2 ] 0 0 0 0 0 0 0
Soiled fur N 12 12 12 11 17 12 12 17
p 0 0 0 0 0 0 0 0
Exophthalmos N 12 12 12 11 17 12 12 17
p 0 0 0 0 0 0 0
Palpebral closure 1 12 12 12 11 17 12 12 17
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 ]
4 ¢ 0 0 0 0 0 0 0
Color of conjunctiva N 12 12 12 11 17 12 12 17
1 ] 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Secretion K 12 12 12 11 17 12 12 17
I 0 0 0 0 0 0 0
2 0 0 0 0 0 0 ] 0

See Annex 12.7 for details of criter

—
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Study No. B041798

- a
Table 7 Delailed Clinical Observations — Summary {(Week 6)
Sex: Male Female
[tems Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/ks) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 i2 17
Hand-held observations {Criterial
Lacrimation N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 i} 0 0 0 0 0 0 0
3 ] 0 0 0 0 0 0 0
Salivation N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Piloerection 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Pupil size 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
0 0 0 0 0 0 ] 0
Open field observations
Rearing Mean 8.3 3.3 6.0 3.9 &7 6. 3 10. 8 8.0
S.D. 4.4 3.2 4,9 3.2 3.9 3.7 5.0 4,2
Arousal | 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 12 12 12 11 17 12 12 17
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Urination N i2 12 11 10 15 12 10 15
P i 0 1 1 2 0 2 2

See Annex 12.7 for details of criteria.
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Study No. B041798

VY N
Table 7 Detailed Clinical Observations — Summary (Week 6)
Sex: Male Female
Items Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1 3-BAC 1, 3-BAC
Dose (mg/kg) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Open field observations (Criteria)
Defecation N 10 12 11 10 16 12 12 17
P 2 0 1 l [ 0 0 0
Posture, body position N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 ] 0 0 0 0 0 ]
3 0 0 0 0 0 0 ] ]
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Brealhing N 12 12 12 11 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
©3 0 )] 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
Co-ordination movement N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Gait N 12 12 12 11 17 12 12 17
| 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 1] G 0 0
g 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0
Tremor N 12 12 12 11 17 12 12 17
l 0 0 0 0 0 0 0 0
2 () 0 0 ] ] 0 0 (]

See Annex 12.7 for details of criter
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Study No. B041798

Table 7 Detailed Clinical Observations - Summary {(Week 6)
Sex: Female
Items Test Substance: 1,3-BAC  1,3-BAC 1, 3-BAC 1, 3-BAC [,3-BAC  1,3-BAC I, 3-BAC 1 3-BAC
Dose (mg/ke) : 0 10 60 300 0 10 60 300
Number of Animals: 12 12 12 11 17 12 12 17
Open field observations {Criteria
Clonic convulsion N 12 12 12 11 17 12 12 17
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
Tonic convulsion N 12 12 12 11 17 12 12 17
. 1 0 0 0 0 ¢ 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 ] 0 0 0 0 0 0 0
5 ¢ 0 0 0 0 0 0 0
Stereotypy N 12 12 12 11 17 12 12 17
P 0 0 0 0 0 0 0 0
Bizarre behaviour N 12 12 12 11 17 12 12 17
|4 0 0 0 0 0 0 0 0

See Annex 12.7 for details of criteria.
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N 7N
Table 8  Functional Tests — Summary {Week 6)
Sex: Male Female
Itcms Test Substance: 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose (mg/keg) : 0 10 60 300 0 10 60 300
Number of Animals: H ] h 5 5 5 ] 5
Sensory reactivity to stimuli (Criterial
Approach response 1 0 0 0 0 0 0 0 0
2 3 5 5 5 4 5 5 5
3 2 0 0 0 I 0 0 0
4 0 0 0 0 ] (1 0 0
5 0 0 0 0 0 0 0 0
Touch response 1 0 0 0 0 0 0 0 0
A 4 5 5 ) ¢ 4 4 ]
3 1 0 0 0 5 l 1 ]
4 0 0 0 0 0 0 0 0
5 ] 0 0 0 0 0 0 0
Audilory response 1 0 0 0 0 ] 0 0 0
2 5 5 5 5 j 5 5 j
3 0 0 0 0 (] 0 0 0
Tail pinch response 1 0 0 0 0 0 0 0 0
2 5 4 4 ) 3 5 5 b
3 0 1 1 0 2 0 0 0
4 ] 0 0 0 ] 0 0 ]
5 0 0 0 0 0 0 0 0
Aerial righting reaction 1 5 5 5 5 5 5 5 5
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Grip strength
Forelimb grip strength Mean (g 1108. 2 1227.8 1269. 0 1309. 0 1016. 4 1068. 2 1065. 8 1086. 4
S D 192. 4 134. 7 243. 1 44. 3 106. 6 110. 9 54. 7 135. 7
Hindlimb grip strength Mean (g 784.4 827. 0 835. 4 869. 6 697. 2 644. ¢ 700.0 609. 2
S.D. 16. 9 115. 6 105. 3 66. 8 43. 1 69. 4 73. 1 147. 5

See Annex 12.7 for details of criteria.
Significantly different from control

;% P<L0.05 ; #%, P<0.01
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Table 9 Motor Activity - Summary {(Week 6) Male
Test Substance Time: 0-10 min 10-20 min 20-30 min 30-40min 40-50min 50-60min Total
Dose (mg/ke) Unit: Count/10 min  Counl/10 min  Count/10 min  Count/10 min  Count/{0 min  Count/10 min Count/1 hr
1, 3-BAC Mean 2436. 2 1739. 2 659. 0 274. 4 36. 8 7.0 5152. 6
] S.D. 269. 9 517. 1 488. 3 453. 1 76. 2 7.9 1284. 3
1 5 5 5 ] 5 5 5
1, 3-BAC Mean 2549. 0 1677. 2 755. 6 311.6 i0.6 5318. 8
10 S.D 322.6 762, 7 742, 2 248. 3 9.0 1321. 9
1 5 5 5 ) 5 5
1, 3-BAC Mean 2550. 2 1714. 2 G43. 6 188. 4 36. 8 34. 4 5467. 6
60 S.D. 170. 4 706. 4 634. 4 241. 9 64. 0 76. 9 1691. 4
1 5 5 5 5 5 5 5
1, 3-BAC Mean 2253. 2 1384. 4 621. 4 162.0 25. 22. 6 4470. 6
300 S.D. 270. 0 604. 7 701. 9 153. 9 21 25. 4 1466. 4
1 5 5 5 b 5 5

Significantly different from confrol :

*'

P<LO. 05 ; #%, P<O. 01
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Table 10 Motor Activity — Summary (Week 6) Female
Test Substance Time: 0-10 min 10-20 min 20-30 min 30-40min 40-50min 50-60min Total
Dose (zg/kg) Unil: Counl/10 min  Count/10 min -~ Count/10 min  Count/10 min  Count/10 min  Count/10 nin Count/1 hr
1, 3-BAC Mean 1549. 6 647. 8 889. 4 587. 4 515. 4 343. 8 4533. 4
0 S.D. 575. 4 545. 4 831. 7 837.9 903. 9 377. 8 3532. 9
n 5 5 5 5 5 5 5
1, 3-BAC Mean 1899. 4 1390. 8 1018. 8 969. 2 1145.2 1293. 6 7717. 0
10 S.D. 442. 5 1228. 5 1058. 8 1317. 7 [114.9 832.0 5581. 8
1 ) ) ) 5 5 5 )
1, 3-BAC Mean 1845. 6 994. 2 985. 0 813.2 498, 2 909. 2 6046. 4
60 S.D. 395. 6 609.0 796.0 718. 8 699. 2 908. 5 2322.0
il 5 5 5 5 5 5 )
1, 3-BAC Mean 1548. 8 613.8 533.0 691. 0 747. 8 1041. 2 5175. 6
300 S.D. 662. § 650. 4 905. 6 1022. 8 1003. 2 943. 3 3777. 2
il b b 5 5 5 5 5

Significantly different from control :

*1

P<O. 05 ; ¢, P<0.01
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Table 11 Body Reight - Sunmary Male Unit : g
Test Substance  Day 1 8 15 2% 29 36 42 43 50 56
Dose (mg/ke)
1, 3-BAC Mean 335.6 366. 3 391. 8 417. 4 437.9 459.3 473.9 479.8 505. 8 523.0
0 S.D. 16.1 23. 8 7.2 28.9 32.6 357 38.2 43.9 4.0 43.9
1 12 12 12 12 12 12 12 5 5 5
1, 3-BAC Mean 333.6 364.9 390. 2 413.2 435.2 458, 5 474.5
10 5.D. 17.8 26.0 30.3 35.2 40.0 431 44. 8
n 12 12 12 12 12 12 12
[, 3-BAC Mean 337. 6 3%1 390.1 415.3 437.3 457.6 4747
60 S.D. 18.2 24.8 33.3 38.0 41.5 47. 9 50. 3
1 12 12 12 12 12 12 12
1, 3-BAC Mean 7.2 355. 6 374. 6 386. 6 407.4 422.5 434.2 446. 0 471.0 489. 8
300 S.D 17.5 25.9 26.1 32.4 30. 6 30. 8 31.6 21.6 30. 6 28.3
i} 12 12 12 12 11 il 1 5 5 5

Significantly different from control

: x5, DD, 05; #%, 0. 0L
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Table 12 Body Weight - Summary ‘ Fenmale Unit : g
Test Substance  Day 1 8 15
Dose (mg/ke)
1, 3-BAC Mean 220. 2 237.6 286.1
0 S.D. 9.6 10.7 - 140
n 17 17 17
1, 3-BAC Mean 218.2 232.5 47.4
10 $.D. 8.1 1.3 13.8
n 12 12 12
{, 3-BAC Mean 219.0 236. 3 253.9
60 S.D. 9.1 12.0 17. 8
n 12 12 12
1, 3-BAC Mean 220. 7 237,17 255.1
300 S.D. 8.0 10. 8 16.1
n 17 17 17
Significantly different from control : 4, P0.05; ##, P<0. 01.
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Table 13 Study No. B041798

Body Weight (F0 Gestation) - Summary
Unit : g
Test Substance

Dose (ng/ke) /Day 0 7 14 20
1, 3-BAC Mean 263. 7 303. 3 336. 1 413. 4
0 S.D. 15.1 18. 3 20. 5 23.2

il 12 12 12 12
1, 3-BAC Mean 261, 9 299. 8 335. 5 420. 8
10 S. D 4.9 16. 2 211 20. 9

| 2 12 12 12
1, 3-BAC Mean 259. 4 296. 1 33L. 8 410. 3
60 S.D. 4. 4 18. 4 22. % 32.3

n 2 12 12 12
1, 3-BAC Mean 258. 2 293. 7 332. 1 407. 1
300 S.D. 6.2 17. 8 20. 8 37. 1

n 1 11 11 11

Significantiy different from control < %, P<0. 05; %%, P<0. 01.
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Table 14 : Study No. B041798
Body Weight (PO Lactation) - Summary A
Unit : g
Test Substance
Dose (mg/kg) /Day 0 4
1, 3-BAC Hean 313. 9 335. 3
0 3. D. 26. 2 21,0
1 12 12
1, 3-BAC Mean 311. 6 336. 3
10 S.D. 28. 3 22.8
i 12 12
1, 3-BAC Mean 309. % 326. 5
60 S. D. 29. 5 26.0
il 12 12
1, 3-BAC Mean 301. 2 320. 1
300 S. D. 37.0 16. 1
il 11 11
Significantly different from control : %, P<0. 05 $%, 70, 01.
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Table 15 Body Weight ~ Summary Female # Unit : g
Test Substance Day 22 29 36 42 43 50 HH
Dose (ug/kg)
1, 3-BAC Mean 274. 4 281.2 291. 8 298.0 300. 6 310. 6 320.4
0 S.D 2.8 11.8 17.6 20. 8 16.6 19.7 i7.6
1 5 5 5 5 5 5 5
1, 3-BAC Mean 270. 8 279.8 286. 6 293.8 297.8 296. 8 316. 4
300 S.D. 14. 8 19.1 17.6 18. 9 25.1 19.5 27.1
n 5 5 5 5 5 5 5

Significantly different from control

#:Satellite animal

1 % PCD.05; £ P40 0L
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Study No. B041798

Table 16 Accumuiative Body Weighi Gain - Summary Male Unit : g
Test Subsiance  Day 1 8 15 22 29 36 12 43 50 56
Dose (ng/kg)
1, 3-BAC Mean 0.0 30. 7 56. 3 81.8 102.3 123.8 138.3 143.0 169.0 186. 2
0 S.D. 0.0 8.6 12.5 15.5 18.8 22.0 4.7 32. 4 335 33.4
it 12 12 12 12 12 12 12 5 5 5
1, 3-BAC Mean 0.0 3.3 56. 6 79. 6 101. 6 121.9 140. 9
10 S.D. 0.0 10.0 14.2 19.9 4.5 7.3 28. 6
n 12 12 12 12 12 12 12
1, 3-BAC Mean 0.9 25.5 52.5 1 99.7 120.0 137.1
69 S.D 0.0 8.3 16.1 2.7 26.0 325 34.6
1 12 12 12 12 12 12 12
1, 3-BAC Mean 0.0 18, 4% 3. 4% 49 4¢% 73 24x 8844+ 100.0%x  110.6 135. 6 154.4
300 3D 0.0 12. 6 17.9 3.3 18.8 18.7 19.3 19.4 22.9 20.2
il 12 12 12 12 11 11 11 5 5 5

Significantly different from control

D6, D005 #5240 0L
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Table 17 Accumulative Body Weight Gain - Summary Female Unit : g
Test Substamce  Day 1 8 15
Dose (mg/ke)
1, 3-BAC Mean 0.0 17.2 35.8
0 8. D. 0.0 59 8.7
1 17 17 117
1, 3-BAC Mean | 0.0 14.3 29.3
10 3D 0.9 7.1 12.2
1 12 12 12
1, 3-BAC Mean 0.0 17.3 .9
60 $.D 0.0 6.9 1.5
n iz 12 12
1, 3-BAC Mean 0.0 7.9 3.4
300 5.D. 0.0 6.2 .1
il 17 17 17

Significantly different from control

. %, PL0. 05; %%, PC0. 0L
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Table 18 Study No. B041798
Body Weight Gain (FO Gestation) - Summary
Base : Day 0 of Gestation Unit : g
Test Substance
Dose (ng/kg) /Day 0 7 14 20
1, 3-BAC Mean 0.0 39. 6 72.4 149. 8
0 S.D. 0.0 h. 4 9.7 11. 6
n 12 12 12 12
1, 3-BAC Mean 0.0 37. 8 73. 6 158. 8
10 - S D 0.0 10. 2 15. 3 21.2
i} 12 12 12 12
1, 3-BAC Mean 0.0 36. 7 72. 3 150. 9
60 S.D. 0.0 1.5 12. 9 23. 2
n 12 12 12 12
1, 3-BAC Mean 0.0 35.5 T4. 5 148. 90
300 S.D. 0.0 3.8 12.5 31. 3
n 11 11 11 13
Significantly different from conirol + % P<0. 05; %%, P<O0. 01,
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Table 19 Study No. B041798
Body Weight Gain (FO Lactation) - Swmmary
Base : Day 0 of Lactation Unit : g
Test Subsiance
Dose (mg/kg) /Day 0 4
1, 3-BAC Mean 0.0 21.3
] S.D. 0.0 12.0
n 12 12
1, 3-BAC Mean 0.0 24. 8
10 S. D 0.9 19. 8
n i2 12
1, 3-BAC Mean 0.0 17 0
: 60 S.D. 0.0 6.9
n 12 12
1, 3-BAC . Mean 0.0 27. 9
300 S.D. 0.0 26.9
n 11 11
Significantly different from conirol % P<0. 05; #% P<0. 01.
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Table 20 Accumulative Body Weight Gain - Summary Female Unit < g
Test Substance  Day 1 8 15 22 29 36 42 43 50 56
Dose (me/ke)
1, 3-BAC Mean 0.0 18. 8 33.8 48. 4 55,2 65. 8 72.0 746 84. 6 94,4
0 S.D 0.0 4.9 1.3 11.2 10.5 16.1 8.8 15.9 18.3 17.4
n 5 5 5 5 5 5 5 5 5 5
1, 3-BAC Mean 0.0 18.6 35.8 47.4 56.4 63.2 70. 4 4.4 3.4 93.0
300 S.b. 0.0 6.0 1.7 1.8 12.9 1.7 14.5 22.8 19.7 22.9
I 5 5 5 5 - 5 5 5 5 5 5
Significantly different from coniro! . % P<0.05; %%, P DL

#:Satellite animal
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Table 21 Food Consumption - Summary Male Unit : g/animal/day
Test Subsiance Day 8 15 22 29 36 38 50 52
Dose (mg/kg)
1, 3-BAC Mean 26. 53 26. 68 2719 28.00 28. 88 28.58 27. 60
0 S.D. 2. 62 2. 62 2.27 2.57 294 2. 47 3. 49
n 12 12 12 12 12 5 5
1, 3-BAC Mean 26. 50 26.78 27. 60 28. 02 29, 46
10 S.D. 2. 66 2. 61 2.61 2. 89 1.92
1 12 12 11 12 12
1, 3-BAC Kean 25. 58 26. 69 27.42 28.18 28.92
60 S.D. 2. 60 319 2. 67 3.17 2.54
1 12 12 12 12 12
1, 3-BAC Mean 4.3 25, 22 25.88 26. 87 27. 55 30. 28 29.80
300 S.D 2. 96 3.2 1.98 2.21 3.08 1. 63 2.08
n 12 12 10 11 11 5 5

Significantly different from control

- % P<0. 05; *x P<0. 01,
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Table 22 Food Consumption — Summary Female Unit : g/animal/day
Test Substance Day 8 15
Dose (ng/ke)
1, 3-BAC Mean 20. 65 21. 39
0 S.D. 1. 82 1. 98
n 17 17
1, 3-BAC Mean 19.17 20.01
10 S.D. 1. 56 1. 23
n 12 i2
1, 3-BAC Mean 20. 15 20. 01
60 5.D. 2.10 2. 49
n 12 12
1, 3-BAC Mean 19. 59 20. 09
300 S.D 1. 42 1. 93
B 17 17

Significantly different from control

< % K0, 05; #+, P<0.01.
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Table 23 Study No. B041798

Food Consumption (FO Gestation) - Summary )
Unit : g/animal/day

Test Substance

Dose (mg/kg) /Day 7 14 20
1, 3-BAC Mean 24. 6 25. 2 26. 1
0 S.D. 1.4 2.1 2.4

i 12 12 12
1, 3-BAC Mean 24. 2 25.1 27.3
10 S.D. 2.2 2.4 2.4

n 12 12 12
1, 3-BAC Mean 23.2 24. 5 26. 2
60 S.D. 1.1 2.8 2.9

n 12 12 12
1, 3-BAC Mean 22, 3% 24. 8 25. 4
300 S.D. 2.0 1. 8 5.8

n 11 11 11

Significantly different from control + % P<O. 05 #%, P<0. 01,
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Table 24

Food Consumption (B0 Lactation) - Summary

Study No. B041798

Unit : g/animal/day

Test Substance

Dose (ng/kg) /Day 4
1, 3-BAC Mean 36. 7
0 S.D. 3.0

il 12
1, 3-BAC Mean 36. 1
10 S.D. 6. 6

n 12
1, 3-BAC Mean 35. 4
60 S.D. 3.3

n 12
1, 3-BAC Mean 3.1
300 S. I 7.8

n 11

Significantly different from control

%, PL0. 05; 3, P0. 01,
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Table 25 Food Consumption - Summary Female# Unit : g/animal/day
Test Substance Day 22 29 36 42 50 56
Dose (mg/kg)
1, 3~BAC Mean 22.16 22.08 21. 86 20. 68 22. 24 22.92
0 S.D. 0. 67 0.57 .72 1. 87 0.58 0. 81
a 5 5 § 5 5 5
1, 3-BAC Mean 20,70 2112 20. 84 20. 76 22.28 23. 4
300 5D 0.82 1. 24 2.40 0. 97 1.7 1. 98
1 5 5 5 5 ] 5

Significanily different from conirol
#:5atellite animal

% PC0. 05; #% PO, 0L

73



N VY
Study No. B041798
Table 26 Hematology - Summary Male
Test Substance Red Bleod Hemoglobin Hematocrit MCY MCH MCHC Platelet Reticulocyte PT
Dose {ng/ke) Cell Count cone. ) Count Ratio
%106/ 1L g/dL % iL pg x10B3/ pl. p3 Sec
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day &7 Day 43 Day 57 Day 43 Day 57
1, 3-BAC Hean 8. 806 8552 1558 1524 46.82 4570 53.24 53.46 1774 17.84 3330 3332 1050 9352 2. 38 234 2352 2286
0 S.D 0317 0.104 0. 36 0.59 1. 38 1. 45 1.99 2. 11 0.56 0,79 0. 37 0.58 84,8 5.8 0. 25 0. 36 191 4. 66
L B 5 5 5 5 5 5 5 5 5 H 5 5 5 5 5 5 5
1, 3-BAC Mean 8. 632 15. 88 4704 54,48 18. 40 33.78 1056. 0 248 27.34
10 8D 0. 255 0. 65 1. 67 0.79 0. 47 0. 41 88.2 0. 40 9. 80
1 5 § 5 5 5 ] 5 5 5
1, 3-BAC Hean 8. 614 15. 70 48, 46 53. 94 18. 26 33. 84 1066. 4 2.4 2. 34
60 S.D. 0. 529 0. 83 2. 65 144 0. 40 0.34 54. 12 0. 49 158
n ] 5 ] 5 5 5 5 5 5
1, 3-BAC Mean 8.112 8712 1496 1550 4524 4722 55.78 5424 18.46 1778  33.10 3280 1055.4 1092.6% 3. 44%+ 2.36 20.14 2550
300 S.D. D.450  0.226 0. 81 0. 52 2. 55 164 1.2 2. 47 0.27 0. 86 0. 41 0.46 180.5  126.0 0.64 0. 42 2.85 3.2
1 5 5 ) 5 5 5 5 5 5 5 5 5 5 5 5 )

Significanily different from contirol

: %, P<0. 05; *%, PO, 01.
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Table 26

Hematology ~ Summary

Male

Study No. B041798

Test Subsiance
Dose (ug/ke)

APTT
sec

Day 43 Day 57

[, 3-BAC Mean
0 8D
n

1, 3-BAC Mean
10 S.D
n

1, 3-BAC Mean
60 S.D.
1

1, 3-BAC Mean
300 S.D.
n

19.82  17.98
205 3. 16
H 5
20.30
2.59
5
18.10
2.04
5
1872 20.20
3.21 2.76
] ]

Significantly different from control

: 4 P0. 05; #3%, P<0. 0.
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Table 26 Hematology — Summary Male
Test Substance ¥hite Blood
Dose (ng/kg) Cell Count
x1083/ 121
Day 43 Day 57
1, 3-BAC Mean 7.868  8.698
0 S.D 1.148  1.32%
n 5 §
1, 3-BAC Mean 3. 962
10 S.D. 1. 597
It 5
1, 3-BAC Mean 9. 556
60 §.D. 2. 996
n 8

1, 3-BAC Mean
300 S.D.
n

10.714  9.672
1.978  1.378
] )

Significantly different from control

1 %, PC0. 05; #%, P<0. 0L
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Table 26 Hematology — Summary Male
Test Substance Lymphocyte Neutrophitic Neutrophilic Eosinophil Basophil Monocyte
Dose (ng/kg) Segmented Band
¥ ¥ % ¥ % %
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
1, 3-BAC Mean 93.40  86.54 460  11.66 0. 00 0. 00 0.20 0. 40 0. 00 0.00 1. 80 1L40
0 S.D. 2. 41 2.92 1. 67 3. 24 0. 00 0.00 0. 45 0. 56 0.00 0. 00 1. 64 0. 55
1 5 5 5 § 5 5 ] 5 5 9 5 5
1, 3-BAC Mean 89.18 9,42 0. 00 0. 80 0. 00 0. 60
10 S.D. 4.10 3.45 0. 00 0.45 0. 00 0. 5%
1 5 5 5 5 bl b
1, 3-BAC Mean 89. 80 8. 60 0. 00 0. 20 0.00 1. 40
60 S.D. 2.1 3.13 0. 00 0. 45 0. 00 0. 55
1 5 5 5 5 5 §
1, 3-BAC Mean 88.20  88.10  10.40C 7.48  0.00 0. 00 0.00 0. 60 0. 00 0.00 1. 40 3.82
300 S.D. 7.19 4.21 6. 02 2.08 0. 00 0. 00 0.00 0. 89 0. 00 0.00 1. 67 3. 16
1 5 5 5 5 5 5 5 5 5 § ]

Significantly different from control

© B0, 05; #+ PK0. 01.
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Table 27 Hematology - Summary Female
Test Substance Red Blood Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT
Dose (ng/kg} Cell Count coze. Count Ratio
X106/ 1L g/dL % iL g % x1083/ ul % sec
Day 43 Day 57 Day 43 Day 57 Day 43 Day 47 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day &7
1, 3-BAC Mean 7.040 8178 1338 15,44 40. 24 4546 5720 55.62  19.00 18,88  33.20  33.94 1156.8 10652 5.74 254 1820 1570
0 S0 0.341 0403 0. 42 0.61 0,99 1.59 2.39 1.37 0.92 0. 40 0.35 0.38 8.4 115.0 0. 66 0. 85 1.00 0.29
1 § 5 5 5 5 ] 5 5 5 5 ] 5 ) 5 5 5 5 5
1, 3-BAC Mean 6. 766 13.12 38.90 57. 64 19. 42 33.72 1225.0 8. 28 17.82
10 §.D 0.671 101 2.41 2.16 0. 47 0.69 187. 1 2. 48 833
n 5 5 5 ) 5 5 5 5 5
1, 3-BAC Mean 6. 902 13. 36 30, 08 57. 92 19. 36 33.42 1105.0 5. 88 18,12
50 S.D. 0. 214 0. 44 118 0.94 0,24 0.31 55. 6 1. 69 0. 68
n 5 5 5 5 5 5 5 § H]
1, 3-BAC Mean 6,584 T.928 12.98 1514  38.88 4440 5816 56.02 19.76 19.10 33.38 3410 1360.8 1054.4 1. 56 2.14 1784 15.68
300 S.D. 0.337  0.304 0. 34 0.23 0.99 0. 65 .72 2.13 0. 82 0. 58 0.33 0.32 1739 124.6 2. 39 0.43 0.72 031
1 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 §

Significantly different from confroi

% PL0.05; #% PO 0L
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Table 27 Hematology — Summary Femaie
Test Substance APTT
Dese (mg/kg)
se¢
Day 43 Day 57
1, 3-BAC Mean 1376 14.40
0 S.D 1. 34 L. 56
n 5 5
1, 3-BAC Mean 13.22
10 8D 1. 68
1 5
1, 3-BAC Mean 13.48
60 S.D. 0. 61
n 5
1, 3-BAC Mean 13.36 14.92
300 S.D 2.16 1. 32
L § 5

Significantly different from contirol

% P<0. 05; 4, P<0. 0L
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Table 27 Hematology - Summary Female
Test Substance ¥hite Blood
. Dose (ng/kg) Cell Count
X1083/ 1L
Day 43 Day 57
1, 3-BAC Mean B.852  5.672
9 $.D 2034 1.7683
1 5 5
1, 3-BAC Mean g, 856
10 S.D. 2.225
il 5
1, 3-BAC Mean 8. 304
60 S.D. 1. 388
n 5
1, 3-BAC Mean 9.782  4.152
300 S.D L6765  0.928
n b b)

Significantly different from control

T4, 0. 05; #%, P<0. 0L

80



Study No. B041798

Tabie 27 Hematology — Summary Female
Test Subsiance Lymphocyte Neutrophilic Neutrophilic Bosinophil Basophil Monocyte
Dose{ng/ke) Segmenied Band

% % % % 1 %

Day 43 Day 57 Day 43 Day 57 Day 43 Dav 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57

1, 3-BAC Mean 7487  86.56  21.56 9, 62 0. 00 0. 00 0. 40 0. 60 0. 00 0.00 342 322
0 S0 11 83 425 1311 4,81 0.00 0.00 0.55 0. 89 0. 00 0.90 2.1¢ L 51
n 5 5 5 5 5 5 5 5 5 5 5 5
1, $-BAC Mean 71. 94 26. 06 0. 40 0. 60 0.00 100
10 S.D 5, 63 5.30 0.89 0. 55 0.00 .73
il 5 5 5 5 5 5
1, 3-BAC Mean 79. 44 16. 36 0. 00 1. 40 0.00 2.80
60 S.D 8. 69 8. 05 0.00 0.00 1. 30
n 5 5 ] 9 5 5
1, 3-BAC Mean 73. 52 83. 10 19. 46 11.10 0. 00 0. 00 1. 40 1. 20 0. 00 0.00 5. 62 4, 60
300 S.D. 12.92 436 10.13 5. 46 0. 00 0.00 114 1. 30 0. 00 0. 00 2.53 2.97
n 5 5 5 5 5 § 3 5 5 5 5 5
Significanily different from comirol + %, P<0. 05; #+, P<0. 01,
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Study No. B0O41798
Table 28 Blood Chemistry - Summary Male
Test Substance ASAT (GOT) ALAT{GPT) 6T ALP Total Urea Creatinine Glucose Tatal
Dose (mg/kg) Bilirubin Nitrogen Cholesterol
/L /L /L 1749 ng/dL mg/dL mg/dL ug/dL ng/dL
Day 43 Day 67 Day 43 Day 87 Dayv 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day §7 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
1, 3-BAC Mean 109.8  107.2 33.8 30. 6 2.2 0.8 348.2  326.8 0.10 0.10 14.66 14.40 0.28 0.30 123.6 1226 61.8 70. 8
¢ S 22.6 16. 1 9.0 3.4 0.4 0.8 49.9 151 .00 0.00 2.95 0.74 0. 04 0.00 50 14.9 1.4 1.4
n ] ] § 5 ) § 5 5 5 5 5 5 5 ] 5 5 5 5
1, 3-BAC Mean 90. 8 26. 4 1.6 369. 2 0.10 15. 38 0. 26 146, 8% 61.2
19 S.D 16. 3 4.1 0.5 40.9 0. 00 0.93 0. 05 12.0 13.7
1 5 5 H] ] ] ] 5 5 5
1, 3-BAC Mean 95. 4 28. 4 1.8 386. 8 0.10 14. 86 0.28 132. 6 68.0
60 S.D 10.9 3.6 0.4 68.0 0.00 270 0. 04 13.8 i2. 8
1 5 5 5 ) 5 5 5 5 5
1, 3-BAC Mean 108.6  103.0 42. 8 27.6 1.6 0.8 3236 3472 0.10 0.10 - 1444  14.56 0. 30 0.30 109.4 1184 70.2 62.2
300 S.D. 32.0 13.2 17.8 3.3 0.5 0.4 85.3 95.1 0. 00 0. 00 1.4 1. 50 0. 00 0.00 7.3 12.3 9.0 6.3
1 5 5 H 5 5 5 5 b ) 5 5 5 5 5 5 5 5 5

Significantly different from control

o % PO 05; #%, <001,
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Study No. B041798
Table 28 Blood Chemistry — Summary Male
Test Substance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na K (1
Dose (ng/kg) Protein Phosphorus
ng/dL g/dL g/dL ng/dL ng/dL nrol/L mnol/L mol/L
Day 43 Day 57 Day 43 Dav 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 47 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day i7
1, 3-BAC Mean 13.0 30. 2 6. 72 6. b8 3.02 3. 02 0. 820 0. 842 10. 04 10. 00 8. 56 8.20 147.8 146. 2 4.70 4.40 104. 2 105. 0
g S.D 6.3 14.6 0. 26 0.13 0.19 0.16 0. 066 0. 064 0.18 0.19 0.40 0. 57 0.8 1.1 0.19 0.12 0.8 1.2
il 9 § 5 ] 5 § ] ] b} 5 5 5 5 5 5 5 5
1, 3-BAC Mean 33. 8% 6. 56 3.04 0. 854 10. 20 8.30 147. 6 4.54 104. 8
0 S0 7.5 0.42 0.24 0. 036 0.32 0.38 0.5 0.23 1.5
a 5 5 5 5 5 5 5 5 5
1, 3~BAC Mean 32.6 6. 78 3. 06 0. 830 10. 26 8. 22 147.6 4. 62 143.6
60 S.D. 23.3 0.19 0.11 0.021 0.23 0. 33 1.3 0.16 1.5
n 5 § ] 5 5 B 5 5 5
1, 3-BAC Mean 24.2 28.6 0. 98+ 6. 48 2.82 3.00 0. 900 0. 856 9.9 9. 84 8. 38 8.24 148.2 146. 8 4. 60 4. 62 104. 8 104. 2
300 S.D 7.0 5.7 0.18 0.13 0.16 0.16 0. 086 0. 054 0.21 0. 11 0. 70 0. 43 0.4 1.3 0.19 0.22 1.8 2.2
n 5 5 ] b ] 5 5 5 b B 5 5 5 5 5 5 5

Significantly different from control

4, K0, 05; #4 P<0. 01
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Study No. B041798
Table 2% Blood Chemistiry — Summary Female
Test Substance ASAT (G0T) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total
Dase (mg/kg) Bilirubin Nitrogen Cholesterol
/L U/L v/l /L ng/dL ng/dL ng/dL ng/dL ng/dL
Day 43 Day 57 Day 43 Day 57 Day 43 Day 43 Day 43 Day 43 Day 7 Day 43 Day 57 Day 43 Day 43 Day 57
1, 3-BAC Mean 143. 8 126. 2 45,2 2.2 1.2 260. 8 0.10 17. 18 17. 60 0. 34 0.42 {22.8 60, 4 73.0
0 S.Dh 25.1 18.0 81 37 0.8 81.8 0.00 2. 41 4.43 0. 05 0.04 1.8 50 4.6
i 5 5 5 5 5 5 5 ] 5 5 ) 5 5
1, 3-BAC Mean 151.2 52.6 20 221. 4 0. 06 20. 66 0. 36 116. 8 69. 8
10 S.D. 10. 8 1. § 0.7 344 0. 05 0. 61 0. 05 6.5 9.2
1 ] 5 5 ] 5 5 5 5 5
1, 3-BAC Hean 107. 0% 4.6 2.0 240. 6 0.10 18. 84 0.40 139.2 53.8
60 S.D. 6.4 9.2 0.0 48,1 0.00 2. 97 0.00 14.9 8.1
1 g 5 5 5 5 5 5 5 5
1, 3-BAC Mean 140. 6 119.2 63. 6% 29. 8 1.8 1.0 358.6 197. 0% 0. 06 0.10 18.12 16. 66 0.32 0. 42 111. 8 105. 0 62.8 74. 8
300 S.D. 25. 17 18.5 12.1 18.3 1.1 0.0 146.9  30.6 0. 05 0. 00 2. 64 3. 05 0. 04 0.04 9.4 1.3 5 1.0
n 5 5 5 5 5 5 5 5 § 5 5 5 5 - 5 5 5 § 5

Significantly different from comtrol + 4, PC0. 05; #%, PO, 01.
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Study No. BD41798
Table 29 Blood Chemistry - Summary Female
Test Substance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na K 1
Dose (ag/kg) Protein Phosphorus
ng/dL g/dL g/dL ng/dL g/ dL mnol/L mol/L mmol/L »
Day 43 Day 57 Day 43 Day 87 Dav 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 45 Day 57 Day 43 Day 57 Day 43 Day 57
1, 3-BAC Mean 62,2 13.0 6. 80 1. 26 314 3.50  0.862 0. 936 11. 04 10. 08 10. 62 6. 54 145. 8 145. 4 4.56 4. 30 102. 2 104. 0
0 5D 39.7 41 0.39 0. 60 0.21 0.37  0.063 0. 052 0.13 0. 61 6. 70 0. 87 0.8 1.5 0. 30 0. 87 0.4 2.0
n § 5 5 5 5 5 5 5 b 5 5 5 5 5 5 5
1, 3-BAC Mean 49. 4 b. 98 318 0. 836 11. 22 10. 00 145.0 470 1016
: 10 8D 13.0 .54 0.23 0. 043 0. 35 0. 46 0.7 0.28 1.5
il 5 5 5 5 5 5 5 5 5
1, 3-BAC Hean 67.0 6. 80 3. 26 0.926 10. 94 9.72 146. 4 4. 46 102. 4
60 S.D. 8.0 0.10 0.11 0.027 0.38 0. 48 0.5 0.909 0.9
i} 5 5 5 5 5 5 5 5
1, 3-BAC Mean h4. 4 10. 8 6. 34 134 2.98 3. 66 0. 882 0. 994 10. 84 9. 94 16. 18 6. 28 145. 2 145. 6 4.90 4.04 102. 4 105. 0
300 S.D 4.8 5.5 0. 38 0. 62 0.22 0.45 0.084  0.097 0. 42 0.34 .24 0. 83 Lo .Y 0.14 0. 38 2.1 1.2
n 5 5 5 5 5 5 5 b] 5 5 ] 5 5 5 5 5 5

Stgnificanily different from control

% P<0.05; %% P0. 0L

85



Study No. B041798

Table 30 Urinalysis - Summary Male
Test Substance pH Protein Glucose Ketones Bilirubin Occult Blood
Daose (mg/kg)
50556065707.58085>8 - +-1+ 4 M - -1 H M - +-1 U ¥ - B OHH - -1+ 24 H
Day 38 Day 38 Day 38 Day 38 Day 38 Day 38
1, 3-BAC
0
I ¢ 0 0 0 0 0 O 1 4 0 0 3 2 ¢ 5 0 0 ¢ ¢ 0 0 5 0 0 5 0 0 ¢ 5 0 0 0 ¢
1, 3-BAC
10
L 6 6 0 0 0 0 0 1 4 00 4 1 0 5 0 0 0 0 0 3 2 0 0 5 0 0 0 5 0 0 0 0
1, 3-BAC
60
1 0 0 0 0 06 0 0 1 4 0 0 4 1 90 5 0 ¢ 0 ¢ 0 0 4 1 ¢ 5 0 0 0 5 0 0 0 0
1, 3-BAC ¥ *
300
n ¢ 0 0 0 0 0 0 3 2 1 3 1 0 0 5 0 0 0 0 0 4 1 0 0 5 0 0 0 § 0 0 0 O

Significantly different from control

% B0, 05; % P<0. 01.
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Study No. BO41798

Table 30 Urinalysis - Summary Male
Test Substance Urobilinegen
Dose (ng/kg)
EO/dl
0.1 1.02040>8
Day 38
1, 3-BAC
0
i1 5 0 0 0 0
1, 3-BAC
10 -
n 5 0 0 0 0
1, 3-BAC
60
1 5 0 0 0 0
1, 3-BAC
300
n 5 0 0 0 0

Significanily different from control

T ¥ iJ(O. 05; % P<0.01.
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Study No. B041798

Table 31 Organ Weight - Summary Male:
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals Testes
Dose (ng/ke) Veight
g g ng g g g g ng g
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 67 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
1, 3-BAC Mean 446.0  489.6 2.084 2.05¢  340.0  261.4 1572 1542 10.672 12154 (.732 Q. 808 2.834  2.960 56.60 6188  3.343 3. 326
0 5D 38.8 42.5 0.082  0.078 46.1 32.5 0156 0.160  1.698 1.58% 0.096 0.178 0.384  0.279 4,90 6.23  0.152  0.374
n 7 5 5 3 5 5 5 5 5 5 5 5 5 ) 5 5 7 5
1, 3-BAC Mean 445.0 2. 040 368.8 1. 542 11. 244 0.716 2772 57. 40 3. 309
10 S.D. 43.5 0.092 108. 2 0.228 1. 242 0.121 0. 217 6.98 0.317
n 12 5 5 5 5 5 5 5 12
1, 3-BAC Mean 444. 8 2010 334.2 1. 580 11,138 0. 698 2. 874 61,10 3. 168
60 S.D. 46. 1 0. 071 78.5 0.243 1. 958 0.121 0. 387 6. 81 0.228
n 12 5 5 5 5 ) 5 5 12
1, 3-BAC Mean 397.5  456.0 2,024 2078 2814 3172 L.350  1.542  9.832 11.702  0.738 . 820 2762  2.844  70.88% 7200 2732 %122
300 S.D. 35.0 29.7 0.074 0.028 3.9 65.8 0.230 0.23% 1026 0.789 0.08 0.159 0.347 0.134 1176 8.97T LO0T 0.513
1 ] 5 5 5 5 5 § 5 5 5 5 5 5 5 5 b § 5

Significantly different from control

%, K0. 05; #% 0. 0L
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Table 31

Organ Weight - Summary

Study No. B041798

Test Substance
Dose (mg/kg)

Epididymides

Day 57

1, 3-BAC Mean
0 S.D
1

1, 3-BAC Mean
10 3.D.
1

1, 3-BAC Mean
60 S.D.
1

1, 3-BAC Mean
300 S.D
n

1. 352
0. 075
8

1. 256

0. 118
]

Significantly different from conirol

: % 1<0. 05; #% PO, 01,
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Study No. B041738
Table 33 Organ Weight - Summary Fenale #
Test Substance ‘ Final Bedy Brain Thymus Heart Liver Spleen Kidneys Adrenals
Dose (ug/ka) Weight
g g ng g g g g ng
Day §7 Day 57 Day 57 Day 57 Day 57 Day 57 Day 57 Day 57
1, 3-BAC Mean 296. 0 1. 908 301. 8 1.012 1824 0.578 1,920 74,58
0 S$.D 15.0 0.108 54. 2 . 094 0.525 0. 042 0,129 3.52
n 5 5 5 5 5 § ] 5
1, 3-BAC . Mean 293.0 2. 000 341, 4 0. 990 8. 202 0. 538 1. 956 79. 64
300 S.D. 23.6 0. 036 9.1 0.072 0. 430 0. 043 0. 205 10. 97
1 5 5 5 5 5 5 5 5

Significantly different from conirol

#:Satellite animal

o & PO 05 4, 0. 01
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Study No. BO41798
Table 34 Relative Organ Weight - Summary Male
Test Substance Final Body Brain Thymus Heari Liver Spleen Kidneys Adrenals Testes
Doseng/kg) Yeight
g % x10%% % % % % 1107%% F
Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57 Day 43 Day 57
1, 3-BAC Mean 446.0  480.6  0.486  0.422 79.44 53.34  0.366 0. 318 2464 2478 0.170 0.164 0.660 0.604 i3.10 12.66  0.754  0.682
0 5D 38.8 42.5  0.023  0.047 1519 3.84 0.037 0.042 0.107 0.186 0.031 0.026 0.089  0.038 1. 07 0.68 0.046  0.067
1 7 5 5 5 5 5 5 5 5 ] ] 5 5 5 5 ) 7 5
1, 3-BAC Mean 445. 0 0.474 87. 40 0. 354 2. 596 0.164 0. 638 13.28 0. 746
10 S.D. 43.5 0. 033 31. 98 0.017 0.167 0. 015 0. 029 1. 86 0. 061
n 12 5 5 5 5 5 5 5 12
1, 3-BAC Mean 444.8 0. 460 74, 80 0. 360 2.500 0. 156 0. 652 13. 82 0.718
60 S.D. 46. 1 . 065 11.53 0. 052 0. 157 0. 005 0. 086 1. 23 0. 085
1 12 5 5 5 5 5 § 5 12
1, 3-BAC Mean 397.5  466.0  0.514  0.456  TL.76  69.98  0.342 0.338  2.480 . 568 18 0.178  0.696  0.626  17.84%% 15 74%x¢ 0.705  0.686
300 S.D. 35.0 29.7  0.093 0.030 13.14 16.68 C.046 0.028  0.080 0.116 0t 0.028 0.038  0.042 2.03 .28 0.215  0.113
n 6 5 5 § 5 5 5 5 5 5 5 § 5 5 5 6 5

Significantly different from control

o & PO, 05; %%, 0. 0.
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Study No. BO41798

Table 34 Relative Organ Weight - Summary Male
Tesi Substance Epididymides
Dose (ng/kg)
%
Day 43 Day 57
1, 3-BAC Mean 0. 281 0.278
0 5D G027  0.015
| 7 5
1, &-BAC Mean 0. 281
10 §.D. 0.020
o 12
1, 3-BAC Mean 0.272
60 S.D. 0. 031
n 12

1, 3-BAC Mean

300 S.D. 079 0.028
] 6 )
Significantly different from conrirol %P0, 05; #% PO, 01.
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Study No. B041798

Table 36 Relative Organ Weight - Summary Female#
Test Substance Finzl Body Brain Thymas Heart Liver Spleen Kidneys Adrenals
Dose (mg/kg) Veight
g b4 x10°Y % % % % 1109%
Day 57 Day 57 Day &7 Day 57 Day 57 Day 57 Day 57 Day 57
1, 3-BAC Mean 296. 0 0. 646 101. 44 0.342 2. 642 0. 196 0. 650 25. 24
0 S.D 16.0 0.034 13.09 0.09 0. 085 0.022 0. 032 1.37
] b 5 5 ) 5 5 ) 5
1, 3-BAC Mean 293.0 0. 686 115. 42 0. 338 2. B04x% 0. 184 0. 870 2748
300 S.D 23.6 0. 042 23. 14 0.019 . 0. 065 0. 02¢ 0.071 5. 28
I 5 5 5 5 5 9 § B
Significantly different from control %, P<0. 05 #% 0. 01.

#:Satellite animal
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Study No. B041798

Table 37 Necropsy Findings - Summary Scheduled Sacrifice
Sex ' Vale Femalo
Test Substance i, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg meg/kg ng/ks ng/kg ne/kg ne/ke ng/kg me/ke
Findings Number of Animals 7 12 12 6 12 12 12 11
Number of Animals Examined <> <122 42> <6> 42> 42> U A
Stomach
Adhesion, forestomach 0 0 0 0 0 0 0 1
Thickening, [orestomach, wall 0 0 0 6 0 0 0 11
Ulcer, forestomach, mucosa 0 0 0 0 0 0 0 1
Liver
Whitish palch 0 0 0 0 0 0 0 1
Testis .
Small 0 0 0 2
Epididymis
_Small 0 0 0 2

96



Scheduled Sacrifice (Recovery)

Study No. B041798

Table 37 Necropsy Findings — Summary
Sex Male Female
Test Substance 1, 3-BAC 1, 3-BAC 1. 3-BAC 1, 3-BAC
Dose 0 300 0 300
Organ Dose Unit ne/ks mg/kg me/kg mg/kg
Findings Number of Animals 5 5 b 5
Number of Animals Examined < <5 < <6
Uterus
Distention 1 0
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Table 37 Necropsy Findings - Summary

Death

Study No. B041798

Sex
Test Substance
Dose
Organ Dose Unit
Findings Number of Animals

Number of Animals Examined

Male
1, 3-BAC
300
ng/kg

[
<>

Thymus
Dark reddish change

Spleen
Small

Lung (and bronchus)
Dark reddish change

Stomach
Dark reddish change, glandular stomach, mucosa

Small intestine, duodenum
Abnormal contents

Small intestine, jejunum
Abnormal contents

Small intestine, ileum
Abnormal contents

Dilatation

Large intestine, cecum
Dilatation

I
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Study No. B041798

Table 37 Necropsy Findings - Summary Not pregnant
Sex Female
Test Substance 1, 3-BAC
Dose 300
Organ Dose Unit ng/kg
Findines Number of Animals 1
Number of Animals Examined <1

Stomach
Thickening, forestomach, wall
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Study No. B041798
Table 38 Histological Findings — Summary Scheduled Sacrifice
Sex Male Female
Test Substance 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg mg/kg ng/kg me/kg me/kg ne/kg ng/kg mg/kg
Findings Number of Animals 7 12 12 6 12 12 12 11
Grade
Heart b < <0> <5 <& < < 5
Degeneration, mvocardial fiber 1 2 2 0 1
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Lymph node, mandibular <5y ()] () < 5> <0 ) )
Lymph node, mesenteric ) ) 0> <5 <G W <0 <5
Thymus <5y )2 ) <5 <& < )2 <&
Spleen _ <G> ) 0> <5 <G> ) )2 <5
Extramedullary hematopoiesis, ervthrocytic 1 0 0 5 5
2 0 0 0 0
3 0 ] 0 0
4 0 0 0 0
Bone marrow, femur <5 <0> <0> <GBy <5y ) 0> <G>
Trachea <5 0> <0 <5y <5y <05 <> <5
Lung (and bronchus) ) 0> 0> ) <5 > <> <5
Accumulation, macrophage 1 2 3 1 l
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0

<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. B041798

Table 38 Histological Findings — Summary Scheduled Sacrifice
Sex Male Female
Test Substance 1, 3-BAC 1, 3-BAC [, 3-BAC I, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC [, 3-BAC
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg me/kg mg/kg mg/kg mg/kg ng/kg ng/kg mg/kg
Findings Number of Animals 7 12 12 6 12 12 12 i1
Grade
Lung (and bronchus) ) <0> <> <5 <5 <O <> <G>
Hemorrhage I 3 2 3 2
2. 0 0 9 0
3 0 0 0 0
4 0 0 0 0
Metaplasia, osseous 1 2 0 2 1
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Mineralization, arterial wall [ 1 0 0 0
2 0 0 ] 0
3 0 0 0 0
4 0 0 0 0
Stomach 5y <Gy <5 <6 <5 <5 <5 AR
Cell infiltration, inflammatory, forestomach, [ 0 0 0 ] *k 0 0 0 1 %
focal 2 0 0 0 6 0 0 0 9
3 0 0 0 0 0 0 ] 1
4 0 0 0 0 0 0 0 0
Erosion, glandular stomach [ 0 | 0 0 1 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
‘ 4 0 0 0 0 )] 0 0 0
<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
Significantly different from control o 4% PO 0L

101



Study No. B041798

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Malc Female
Tesl Substance 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC I, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg ne/kg mg/kg mg/kg ng/kg ng/ke ng/ke ng/ke
Findings Number of Animals 7 12 12 6 12 12 12 11
Grade
Stomach <& <hy <Gy <6 < [ <Gy D
lyperkeratosis, forestomach, focal 1 0 0 0 6 3] 0 0 0 11 $%
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
Hyperplasia, squamous, forestomach, focal l 0 0 0 0 3 0 0 0 0 2]
2 0 0 0 0 0 0 0 0
3 0 0 0 6 0 0 0 10
4 0 0 0 0 0 0 0 |
Ulcer, forestomach 1 0 0 0 2 % 0 0 0 2 £¥
2 0 0 0 3 0 0 0 6
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 1
Small intestine, duodenum <G> <G> <5 5> <55 5> <G <>
Small intestine, jejunum ) B> <5 <& <5 <5 <G> B>
Small intestine, ileum <5y <5y <5y <& <& <& & &
Large intestine, cecum 5> ) ) <& <G5> 0> 0> <5
Large intestine, colen 5y ) ) G <5 ) 0> <G>
Large intestine, rectum <5 <0 0> < < <> i) &>

>, Number of

1, Minimal; 2,

animals examined

Significantly different from control

Mild; 3 , Moderate; 4, Severe
- % P<CO.05; x%, PO, 0L
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Study No. B041798

Table 38 Histological Findings —~ Summary Scheduled Sacrifice
Sex Male Female
Test Substance 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit ng/kg mg/kg mg/kg mg/ke mg/kg mg/ke mg/ke mg/ke
Findings Number of Animals 7 12 12 6 12 12 12 i1
Grade :
Liver <> <> <0> <5 < <0> i <6>
Cell infiltration, inflammatory, focal 1 2 3 1 2
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Granulomatous inflammation, focal 1 0 0 0 0
2 0 0 0 1
3 0 0 0 0
4 0 0 0 0
Necrosis, hepatocyte, focal 1 1 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Kidney ) <0 0> ) ) () ) <5
Basophilic tubule, proximal tubule 1 i 0 2 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Cast, hvaline 1 2 0 0 ]
2 0 ] 0 0
3 0 0 0 0
4 0 0 0 0

<>, Number of animals examined
{, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. B041798

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance 1, 3-BAC I, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit me/ke mg/kg me/kg mg/Xs ng/kg ng/kg ne/ke ne/ke
Findings Number of Animals 7 12 12 6 12 12 12 11
Grade
Kidney <& <> <0 <5 <5 <07 < <&
Cell infiltration, lvymphocyte, interstitium l 1 2 l 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Mineralization, medulla 1 2 l P 1
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Urinary biadder <5 i) <0> ) <& 0> <o )
Testis <G> 5> ) <G>
Atrophy, seminiferous tubule 1 0 2 0 2 %
2 0 0 0 0
3 0 0 0 1
4 0 0 0 1
Hyperplasia, interstitial cell, diffuse 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
Significantly different from contro!l . %, P<O. 05.
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Study No. B041798

Table 38 Histological Findings — Summary Scheduled Sacrifice
Sex Male Female '
Test Substance 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg ng/ke mg/ke mg/ke meg/kg ne/ke ng/kg wg/ke
Findings Number of Animals 7 12 12 6 12 12 12 11
Grade
Epididymis . <G ) < &)
Atrophy, duct : 1 0 0 0 0
2 0 0 0 [
3 0 0 0 0
4 0 0 0 0
Cell debris, duct 1 0 0 0 2
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Decrease, sperm duct 1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 2
Seminal vesicle <& 0> 0> <5
Prostate <50 <O 0> Gy
Cell infiltration, lvmphocyte, interstitium 1 3 1
2 0 0
3 0 )]
4 0 0
Coagulating gland <& <0 (), <5
Ovary <5 <> < <

<, Number of animals examined
1, Minimal; 2, Miid; 3, Moderate; 4 , Severe
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Study No. B041798

Table 38 Histological Findings - Summary Scheduled Sacrifice
Sex Male Female
Test Substance I, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 10 60 300 0 10 60 300
Organ Dose Unit mg/kg ng/kg ng/kg mg/kg ng/kg mg/kg ne/kg neg/kg
Findings Number of Animals 7 12 12 6 12 12 12 11
Grade '
Uterus <6y < 0> <
Vagina {55 W0 W <5
Pituitary <> <> 0> <5 <5 <> < By
Aberrant craniopharyngeal fissue l 0 l 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Thyroid < < 0> <5 <5 <0> <0> $)
Ectopic thymic tissue 1 0 l 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Ultimobrancheal remnant 1 4 4 ) 3
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Parathyroid <5 <05 <0 <& <5 )2 <0> <6
Adrenal G <& <& <5 < <5y <& <5>
Necrosis, fascicular zone, focal 1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 1
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 ] 0 0

<, Number of animals examined

1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Scheduled Sacrifice

Study No. B041798

Male
1, 3-BAC

meg/kg
Grade

Table 38 Histological Findings - Summary
Sex
Test Substance
Nose
Organ Dose Unit
Findings Number of Animals
Brain

Spinal cord

Sciatic nerve

<&
<
)

1, 3-BAC 1, 3-BAC
60 300
me/ke ng/ke
12 11
0> <B>
0> <5>
0> 5>

<>, Number of animals examined
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Study No. B041798
Table 38 Histological Findings - Summary Scheduled Sacrifice (Recovery)
Sex Male Female
Test Substance 1, 3-BAC I, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 300 0 300
Organ Dose Unit mg/kg ng/ks ng/kg ng/ks
Findings Number of Animals 5 5 5 5
Grade
Stomach <Gy <5 <5y <5
Cell infiltration, inflammatory, forestomach, 1 0 3 0 2
focal 2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Cyst, glandular stomach { 1 0 0 ]
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Hyperplasia, squamous, forestomach, focal 1 0 5 0 5
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Small intestine, ducdenum B> By <5 <>
Small intestine, jejunum <5 <5 <5 <5
Small intestine, ileun <5 <5 <5 <5
Testis <5 <&
Atrophy, seminiferous tubule 1 0 0
2 0 0
3 0 1
4 0 0

<>, Number of animals examined

1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. B041798

Table 38 Histological Findings - Summary Scheduled Sacrifice (Recovery)
Sex Male Female
Test Substance 1, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 300 0 300
Organ Dose Uit mg/kg me/ke ng/kg mg/kg
Findings Number of Animals ) 5 5 5
Grade
Epididynis <y <G
Uterus 1> <0>
Dilatation, lumen 1 1
2 0
3 0
4 0
Adrenal <5 < <5 <5

<>, Number of animals examined

1, Minimal; 2,

Mild; 3, Moderate; 4, Severe
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Study No. B041798

Table 38 Histological Findings - Summary Death
' Sex Male
Test Substance I, 3-BAC
Doge 300
Organ Dose Unit ng/kg
Findings Number of Animals ]
(rade
Heart <
Lymph node, mandibular O
Thymus B
Atrophy 1 0
2 i
3 0
4 0
Spleen <>
Atrophy i {
2 0
3 0
4 0
Bone marrow, femur O
Lung (and bronchus) A
Congestion 1 1
2 0
3 0
4 0
Edema 1 l
2 0
3 0
4 0

<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. B041798
Table 38 Histological Findings - Summary Death
Sex Male
Test Substance 1. 3-BAC
Dose 300
Organ Dose Unit mg/ke
Findings Number of Animals 1
) Grade
Stomach {1
Cell infiltration, inflammatory, forestomach, 1 0
focal 2 i
3 0
4 0
Hemorrhage, glanduiar stomach 1 {
2 0
3 0
4 0
Hyperplasia, squamous, forestiomach, focal 1 0
2 1
3 0
4 0
Liver B
Kidney 4y
Cyst 1 1
2 0
3 0
4 0
Urinary bladder 4y
Testis <

<>, Number of animals examined

1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Study No. B041798
Table 38 Histological Findings - Summary Death
Sex Male
Test Substance 1, 3-BAC
Dose 300
Organ Dose Unit ne/kg
Findings Number of Animals 1
Grade
Epididymis <1
Seminal vesicle <1
Prostate <
Coagulating gland <L
Pituitary O
Parathyroid <L
Adrenal >
Brain <O
Spinal cord O
Sciatic nerve <O

<>, Number of animals examined
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Study No. B041798

Table 38 Histological Findings - Summary Not pregnant
Sex Female
Test Substance 1, 3-BAC
Dose 300
Organ Dose Unit mg/kg
Findings Number of Animals 1
Grade
Stomach (1>
Cell infiltration, inflammalory, foresiomack 1 0
focal 2 1
3 0
4 0
Hyperkeratosis, forestomach, focal 1 1
2 0
3 0
4 0
Hyperplasia, squamous, forestomach, focal 1 0
2 0
3 1
4 0
Ulcer, forestomach l 1
2 0
3 0
4 0
Qvary )]

<>, Number of animals examined

1, Minimal; 2, Mild; 3, Moderate; 4, Severe
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Table 39 Study No. B041798

Reproductive Performance (F0) - Summary
Mating Stage : ist

Incidence of Mating Period
Number Mean Females

Test Substance of Estrus yith Irregular Number of Day of Copulation  Fertilit
Dose (mg/kg) Pairs Cycle Bstirus Cycle Estrus Concelving Index (%) Index <%¥
1, 3-BAC Mean 4,09 0.0 2.3 100. 0 100.0
M 0 S.D. 0. 00 0.0 1.4
F 0 I 12 12 0/12 12 12 a)y (12/12) by (12/12)
1, 3-BAC Mean 4,17 0.0 3.5 100. 0 100. 0
H 10 S.D. 0. 39 0.0 2.6
F 10 n 12 12 0/12 12 12 (12/12) (12/12)
1, 3-BAC Mean 4, 00 0.0 2.3 100. 0 100. 0
M 60 S.D. 0.00 0.0 1.1
¥ 60 n 12 12 0/12 12 12 (12/12) (12/12)
1, 3-BAC Mean 4. 09 0.1 3.8 100. 0 91. 7
M 300 S.D. 0.20 0.3 3.4
F 300 n 12 11 1/12 12 12 12/12) (11/12)

ag: Number of copulated females / Number of pairs

b): Number of pregnant females / Number of copulated females

Significantly different irom control - %, P<0. 05; *#% P<O. 0L
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Table 40 Study No. B041798

Delivery Data (F0) - Summary

Test Substance ) Number of Number of Implantation Delivery Gestation
Dose Gestation Length Corpora Implantation Total Number Inde Inde Inde
(mg/kg) (days) Lutea Sites of Offspring (% ? (3 ? (% §
1, 3-BAC Mean 22. 4 1. 1 15. 8 14. 6 89. 92 82.53 100. 0
0 S.D 0.5 1. b 1.5 1.1 8. 03 7.589 (12/12)a)
n 12 12 12 12 12 12
1, 3-BAC Mean 2.4 18. 2 16.1 14. 8 88. 71 92. 80 100, 0
10 S.D 0.5 2.2 3. 6 3.0 16. 95 5. 63 (12/12)
n 12 12 12 12 12 12
1, 3-BAC Mean 22.5 16. 8 15.3 14. 1 91. 71 92. 36 100. 0
60 S.D 0.5 - Lb 1.1 1.7 6. 87 4, 88 (12/12)
n 12 12 12 12 12 12
1, 3-BAC Mean 22. 5 16. 9 15. 8 14. 3 93. 48 93. 72 100, 0
300 S D 0.5 1.7 1.8 1.9 414 6. 78 at/1n
n 11 11 11 11 3 11

a) ‘Number of pregnant animals delivered live offspring / number of pregnanti animals
Significantly di%ferent from conirol : *,B( .55; £ P<O0. 01
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Table 41

Litter Size and Viability Index (F1) - Summary

Study No. B041798

Total Number Number of Live Number of Live Offspring on Day 4 Number of Live ighilit
Test Substance of Offspring 0ffsprin - - fispring ndex (%y
%os;k ) at Birth at Birt before Culling after Culling on Day b 5 5
nerxe M F Total M F Total M F Total M F  Total F  Total iy gy
1, 3-BAC Mean 7.0 7.6 14.6 7.0 .5 145 6.9 7.3 14.3 98. 40
S (SR VR VLR RO VLS ¢ A v SN R X iyt
I
M/F)  (84/91 % (84/90 ) ( 83/88 )
1, 3-BAC Mean 6.8 3.1 148 6.7 7.9 14.6 6.7 7.8 14.5 99. 44
10 SD %21 %.7 %20 %21 %.7 %20 %21 %.6 %20 %293
i
M/Fy  (81/97 % - 80/95 % { 80/94 %
1, 3-BAC Mean 6.9 7.2 141 6.9 .1 149 6.8 7.1 13.9 99, 24
G L A VI A O A A e
I
M/F)  (83/86) (183/85) ( 82/85)
-BAC )| 7.5 .3 14.8 7.2 7.0 14.2 6. 8 6.5 13.4 91. 82
La-Bahy 4" A2 St B A L B A A A B At
an  Cssse) C19/17) C16/71)

Significantly different from contrel

% PCO.05; %% P<0. 01
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Table 42 Study No. B041798

€11nxcal Sign (F1 before Weaning) - Summary
Stage : Before Culling

%est(Su?stgnce Day 0 ( g s .
ose (m
¢ g/Flndlngs(M/F)
1, 3-BAC umper of dams 12 12 12 12 12
0 Number of offsprin ) 84/91/0 84/90 84/99 84/89 84/8%
umherooé da?s with abnormal offspring . /98 84/98 84/88 84/88 83/83
rmal]
Iy i 070 0/1 0/1 170
1, 3-BAC umber of dams 12 12 12 12 12
10  Number of offsprlnﬁ 81/97/0 80/95 80/95 80/95 80/94
umAgroof ?a?s with abnormal offspring 80/9% 80/9g 80/92 80/92 80/92
0 rmalily
Death (H/F/0) 1/2/0 0/0 070 0/1 0/0
1, 3-BAC Number of dams 12 12 12 12 12
§0  Number of offsprlnﬁ ) 83/86/0 83/85 82/85 82/85 82/85
umggr of da?s with abnornal offspring 83/8g 82/82 82/8% 82/83 82/82
0 Abnormali
Death (/T 07170 170 0/0 0/0 0/
I, 3-BAC Number of dams 11 11 11 11 11
300  Numper of offsprlnﬁ 83/80/0 79/11 16/71 76/71 76/71
umber of dams with abnormal offspring 1 0 0 {0 0
0 Abnormality 76/7h 76/71 76/71 76/71 76/71
Death (M/F/0) 4/3/0 3/6 0/0 0/0 0/0
Loss of suckling 3/2

M:Male, F:Female, U:Unable to be sexed on day 0
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Table 43 Study No. B041798
Body Wei%ht of Offspring (Fl before Weaning) - Summary
Sex : Male Init : g
Eest Substance before Culling / after Culling
0se
(ng/kg) /Day 0 4
1, 3-BAC Mean 7.9 10. 9
0 S. D, 0.4 0.7
n 12 12
1, 3-BAC Mean 6.8 11. 2
10 S.D. 0.7 1. 8
1 12 12
1, 3-BAC Mean 7.0 11. 2
60 S.D. 0.4 0.8
n 12 12
1, 3-BAC Mean 6.8 10. 7
300 S.D. 1. 1 [.7
n 11 11
Significantly different from control o %, P<O. 05 %, PKD. 01.
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Table 43 Study No. B041798

Body Weight of Offspring (F1 before Weaning) - Summary
Sex : Female Uit : g
gest Substance before Culling / after Culling
0se
(mg/keg) /Day 0 4
1, 3-BAC Mean 6. 5 10. 3
0 S.D. 0.5 0.8
i 12 12
1, 3-BAC Mean 6.5 10. 1
10 S.D. 0.7 1. 6
n 12 12
1, 3-BAC Mean 6. 6 10. 7
60 S.D. 0.4 0.9
n 12 12
I, 3-BAC Mean 6.5 10. 5
300 S.D. I.1 1.4
n 11 10
Significantly different from control . %, P<0. 05; %, P<0. 01.
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Table 44 Study No. B041798
Body WEX%ht Galn of 0ffspring (F1 before Weaning) - Summary
: Base : Day 4 affer Birth Unit : g
Test Substance before Culling after Culling
Dose
(mg/kg) /Day 0- 4
1, 3-BAC Mean 3.9
(| S.D. 0.6
n 12
1, 3-BAC Mean {3
10 S.D. 1. 1
1 12
1, 3-BAC Mean 42
60 S.D. 0.7
n 12
1, 3-BAC Mean 3.9
300 S.D. 0.8
n 1t
Significantly different from control : % P<0. 05; x%, PO, 01,
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Table 44 Study No. B041798
Body Weight Gain of Offspring (F1 before Weaning) - Summar
SexY: Fe%ale Bage Dag 4gafter Birth . y Unit : g
Test Substance before Culling after Culling
Dose
(mg/kg) /Day 0- 4
1, 3-BAC Mean 3.8
0 S.D. 0.5
n 12
1, 3-BAC Mean 4.2
10 S.D. 0.9
1 12
1, 3-BAC Mean 4.1
60 S. D 0.7
1 12
1, 3-BAC Mean 3.9
300 S.D. 0.4
il 10
Significantly different from control - %, P<0. 05 #% P<O. 01,
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Table 45 Study No. B041798
External(Exa?lnatlon of Offspring (F1) - Summary
Bir

Test § bstance I, 3-BAC 1, 3-BAC 1, 3-BAC 1, 3-BAC
Dose 0 10 60 300

Number o Dams . 12 12 12 11

Number of Offspring 174 175 163 156

Number of Dams with Anomalous Offspring OE 0.0%; Gg 0.0%g 0€ 0.0%3 0§ 0.0%}

Number of Offspring with Any Anomalies 0¢ 0.0% 0C 0.0% 0( 0.0% 0C 0.0%

Significantly different from control

- % PC0. 05 %, P<0. 0L
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Table 46

Necropsy Findings (F1 Offspring)
Test Substance : 1, 3-BAC

Study No. B041798

Test Substance Scheduled Sacrifice Dead Dead Dead Dead Dead
Dosc mg/kg)  /Findings Day: 4 0 1 2 3 4
¥ F M M M F
1, 3-BAC Number of offspring examined 83 88 1
0 No abnormality 83 88 {
1. 3-BAC Number of offspring examined 80 94 1
Hil No abnormality 80 94 1
1, 3-BAC Number of offspring examined 82 85
60 No abnormality 82 85
1, 3-BAC Number of offspring examined 76 71 4
76 71 4

300 No abnormality

M:Male, F:Female
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