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£ W

A= NIAD O(RTER), 4, 20 5L TF 100 mg/kg & &FEMEHES 5 Fl Crj: CD(SD)IGS

ZoMI1 B 1E28 BRRERAFEEL, S6IZ, 0 B) 8L T 100 mg/kg BEZENE Ll
HE S Gl 2 AREHEERRHIZRT T, TOFEELEEEEZFABELELIC NOEL (no-
observed-effect level) 23Rz, BEICIIEEDz —  WEERDEHELFROFETER
L.

. BEBLUCEEHHBTF, WFROBICBWTHIETIE AN oTe. — R BE S

Tid, 100 mg/kg #HEDOHETER G 27 BICILFARBAOENEZ L. [TEIRESEUE
PEDOITEIFE T, 100 mgke BEOM TR 527 BIZH-S<ANWOHEMBLUELEFE
DrzEBFHbivlc. EEMMATEEFE ARSI,

. HEETIE 100 mekg BOBTES 4 M EEMMRAOEE, B4 1 810 2 ATk
- EDEESHLE.

. MEEALESRE T, BEHRKRTHROBREICIBVT 100 mgkeg HEOHETa T
A7 57— EOEERAL LN, BIIEHME TROBREICBWTEIEFHEREIOER
L kizHoivizhole.

. BVEHE TR, BHEHME TEORIFEIZSY YT 100 mgkg HOHETEHEOMETRBEN

AR EROBE, FROMEMEROSE, HTEBSLUCIFROMNEROSTEN
oo, EEHRA TEOREICB VT 100 mgkg BOHECHBOEISEROSE
ERHZOLNT-DHTHhoT:.

. EEEHE, REORE, RRE, OEFAORE, ARBIUREARFINRETIE, #

BPUHBRSEICEALZEZS IR oT.

LLEDRER, FRBREHET Tl 100 mg/kg BHOMHETHBLIUBEREDORIE, M TILM

FBROEN, FEEMNHBICaIy 275 —E0EME, HTH-3<KADEMBL L
HELBFEDRIABZDNIIEME, </ = A0 NOEL i3 &1 20 mg/kg/ B LFEIRL
fo. Eie, EHMFICHONEE 2 BROEEHRKE TRETCEHE T50HD0
EIEAMICH T, A LT,

1
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o

i

FRBO BT, V= ESMI28 BMEE 1BEERFEL, 2612 14 BREIE
HRBREEBML T, TOEHEILOWTHRDZLTHS. AL, OECD Principles of
Good Laboratory Practice (revision in 1997) 351 7% OECD Guidelines for Testing of Chemicals
407 (Repeated Dose 28-day Oral Toxicity Study in Rodents, Adopted: 27th July 1995) |[ZHEH#AL
TEMLT-.

HIRMLAB 20004611 A 14 B
EEREIAEE :20004£ 11 A 23 B
HEBRHET H:20014F 2 A 26 H
AREBMETH20014E 3 A30H

ARETCE REERS (FAEENRE) MNaiPlsift 57—
CFEMEREER 57—
T151-0066 FRAUEREIE X ER 2-49-10



SBL79-00
MERBIUHIE

1. #HBEHEBLIOZTOHRME

WBRME DL, BEERYE (DEFEES) MEFEEN 2L EDEELER ¥
—755 2000 4 9 A 15 Bicttr g~y =i (e rES I e TR
B /oL 7.~ =RULix, CAS B 100470, HF3 CTHN, HF &
103.1, #iEE 100.0%, ¥ 190.7°C, @& -12.8°C, ZE&I/E 100Pa(20°C) DEMAEDOEED
BH®HT, TRICRTEERNEFL TV, BAET, KiZ 1~5 mg/mL, DMSO, =& /—/\
BEUOTEIAZ 100 mg/mL BAETHD. HHRHEOTEML, REK T HICERSHTH
AARZECHEZAEL, REHBPOEEMEL R L (Stability of the Test Article,
Certificate No.:790010-3, Bl#& 1). #EBRHHIL, HRASHT B AR ERBYERERND
RE 04 CICRELFIRE(ZEHA~EHA (200049 A 15 B~2001E3 A 29 B):
RE 18.0~24. 0 CHIEX T TRTFFLI. 7233, BAHRMEIT 2001 43 A 29 BIZREFA
HERDE (19 1 ) 2 BRELTRRELFIOERAL-.

N
|l

o/ =R DHEER,

HEBRME ORI, N =MAEFREL, 04, 2 BEU 10 mg/mL IZ25L30a—H
(oo hES SEH7163, FAXHMIZE THEREH) 2N CHEHFL. FRUTE 1 @ELLEfT0,
1 BEIla LR, EARETHASHE B AR ERXBYHRERAOIEE 20+4C
(CERELLEIRZ (FIERAMA ~RHEHR S A (2000 £ 11 A 22 B~20004 12 A 20 A):
B 20.3~23 9 CHIEXT THRELEZ.

N/ =RIAD 0.1 BLO 200 mg/mL BEOFRLIRIL, =B, EXT 7 ARZETHHZ
EMRRAN S B A ¥ TREFR I TV A (Stability of the Test Article in the Dosing
Preparation, Certificate No.:790010-2, BIl#& 2). 7=, & 5% B BLURKBAOKEEIEIC
2DWT HPLC ZAWVWTHREESHEH B AR FTHERLLFER, WThb BEERED £5%LEL
N THDIEAHERET (Concentration of the Test Article in the Dosing Preparation,

3



SBL79-00

Certificate No.:7900-1, 7900-2, BlJ#% 3-1, 3-2).

2. BRERIBLIUCRTEME

REBIL, 4 BEO Crj:CD(SD)IGS Fv b (B AT v — /LA U A—ER S FHA ) MR
% 33 L% 2000 2 11 A 16 BIZAFL, RNFHIEENERZTo%. 0%, 1 BRDIERE
B P, 2FIC > W T—RIREFELEE 1E, FENELREIHLR T BIZ16E,
Fie, BEENERIVIRBARELE 1 BTV, BEOHZLIEH o T RS 30T (B4
(TREEE B 131~148 g, M 105~127 9 H{EA L.

SREREIEL, IBE 22+2°C (ERNE:18.2~22.7C), IZEE 50+10% (ERIME:39~67%),
B [Eg 15 E/RRRE, ATRREA 1 B 12 Befl (5781 6 e ~4-1% 6 ) [TERE L7 SPF fiax 86
FEAT, FARVFRAT VAR —(32.5 em (D) X 19.5 cm (W) X 18 cm (H) J iZ{@#
AT LK. 28, IRIBEIL SOP O FHMBAN TH /. ENIFERFERL, 7F—Yi3 4 8/
2 1B, =L —7 BEAE (1217C, 30 ) EHOLO LRI, FfHI= vk 60
BAERE & S OBRMREH(CE-2, oy &S E2090, E2100, B AL 7HASH) 25X, &R
AT AE B E R IBIOES Lok % B 8145k 3R (Edstrom Industries, Inc.) TH B IR
=8 Cy rally rak vl DN 1%%3"7~—%:J:6EET&ERB#i:;ﬁéﬁﬁitﬁ%@k&b, FIRAHTH 16 SFHEEL
LiegEeie. o, MBI T8I, SUKIZESBIZSITLIRER, WThbE-EOR
WIZEDREREIN TS,

3. BEBROBRERLIURETE

FATERL- 14 A B ERSZEHERR (BURE S SBL79-00-20, =50, 32, 80, 200,
500 mg/kg) IZ33V VT, 500 mg/kg BEOHE 2 FlB LI UHELFIMAFE T E/TUBER L. i,
BETIL 32 mg/kg LA b, HETHE 80 mg/kg LA EOHE THRBRHEREIERTHEEXNGE
{ED3 BBV, 32 BIU 80 mghkg BETAHALNAEELITEM THoT. - T, FHRBROKR
E 8%, BAR% 100 mg/kg LU, BLTFAMH 5 T20 BLU 4 mgkg ICFRELE.

# 5.2 ¥ (X OECD Guidelines for Testing of Chemicals 407 {ZfEVE R & L7, REEEIS
L UHARTIZ >V Th OECD Guidelines for Testing of Chemicals 407 (29> 1 A 1 [& 4 38R
(3t 28 R)EBAZELLE. #5132 20004 11 A 23 A5 2000 42 12 A 20 B OFAT 9 K
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~IESF, 122U, FRRZE B3 3 ~4 BORICITY, FyMNREY VT2 AW T10 mLkg
DEBETHEMBEARS L. RBREICIa— M2 ERYEELFEROFETR L.

4. FEHERK

BEIERIT, RPHREE | B, WiERIDEEE 3 BEOOR 4 BREL, SEICITMERES 5 ILEEIS LT,
ELIL, MREBLCEARBICEREEERBROT-OICENTNMES 5 WEMxk. 3
SriiIR SBEAATA © 20004 11 B 22 A ec%ﬁ®$ﬂ¢§ﬁﬂt&t£@—icf;é;5, EED
EREEBLICE>TiTork.

EEELE/SUFET, F—VBT7—r—Uh—F (RREE, ¥, 58, LTS
W) TER TR,

RBREOWMR L IR DEITR L.
¥ ABRPHE ®EE BEEE B (B E =)
|  (mgkg/H) (mL/kg/R) #E i3
1 LR 0 10 5+5*( 1~10)  5+5*(11~20)
2 =R 4 10 5  (21~25) 5 (26~30)
3 =R 20 10 5 (31~35) 5  (36~40)
4 ~=RYL 100 10 5+5 *(41~50)  5+5 *(51~60)

* - [EERERG (BE S :1~5, 11~15, 41~45, 51~55)

5. ﬁ%ﬁ;tﬁﬁﬁlﬁ =
BERBEAEZRE 08, BEHBKRTORELZEEO B, -, HEHIVZEERKA
FREHSVIEIE 1 BEEE L. 728, EEHMBE 28M (14 BRI ELE.

1) —ROREE
REHMPIER 3B RS, 5L 1~2 B, &E5% 4~6 B, EEMETIIE
B1EBLUERBIC1ME, £6lic > TEOAEFREH T TEEL-.

2) fTBREBZAAIEILOITEMHEE
®E5 0 BORGHIBI TR EH% 2~4 B5f, |’ E 27 BOREHK 2~4 B LUEHE 2



SBL79-00

BICE 1 @, SEOMELLEHE S O/NSWENLSE § FIIZOVT Iiwin BESEICLE
FETITBHEEEITok. Fio, 1 Sk AHbREIZL EAVEIEE T L. RETRE
IRITRLTE,
TEEYRIE JRRA ) (B, RECLISMERS, ZT8E, EREG), 1[40
(F-3<AW, B8R, BHLESORE, FHEEOTTE, B, B
M (RS, BSES), MRS, BRRS), b L3EiE
HMREFHME PREEE (BIELUS, BRR, R, 8iE, o), HRERE
F(FED, UEOME, LADEHT, BEDT, ERRH), %
REE (NEGRERE, 87, ERHERE, EHEEE), RH
(BB, AR, RIRE d )
EEMRHRAE IRMEE (ETLE, IBH, IRIRER), 2 WMEE BeR, ME), —i%
E (b E, SLE, IR TR, ZE6, Lk, R

3) EfEE

BERLGRET 1 B, REBLIUCEEMSE 1 B, £ W TR E T XM (FY-
3000, HFXEHT—-TUF - FA)CTRIEL, FORABEEKEZHELT1 BHIVORELH
BREHLE. |

4) FE

#FEFFMBATR 1 B, FEBLIVREHRFE 1 EBLCRAKRBIC 1 [E, £F)Iic-2o0T
EF R (FY-3000, HFXEz—-7UF - FAOERAWTREL:. ¥, ERILOERE
DEINEE RO,

5) IRFEERE

BERAET, B#5 4 BBIUCEE 2 8128 1 B, 61250 TUrF4 b AW CRIERES
BLUOPEEAEEFRICRELE. £, REV AT (RC2, BfERST) 2 AV TIRE
FRELEL. Ak, THELAERBIVERECRER I EEA Mydin®-P, oy EE
MP0659, B REBEHRASH) 2EALL. RECEESBOONR SO ERBEIT
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ERLAdo7x.

6) RB®E

5 4 8 SR BLCEE 2 #8icE 1 B, £FIC oW GRIRRBICIOETREREER
BL, AIRMICROBERERTHLLLIC, RRBRE(FATARAT A7 R®, Rfxz =4
BEREH) BLUE BIR 472% (Clinitek 200+, Miles Labs., Inc.) # AW CROEEEZRIEL
7e.

pH, BR, ¥, Fhofk, vUsey, #il, vacl/ —7y (Wb REBREE)

FEEROBIE, SHOMHELLEHEZTO/NSWVEILE 5 FHZOWTRE —2IE
DARFROEREZEEERL, REZ ARV —T, ttﬁ%ﬁﬁtﬁﬁ@ﬁ%(ﬂ-vﬂ—y-m, RN
STV ERNTERENRIELE. Fie, B.O055BE (1500 rp.m., 550, SA58E LH#,
KUBOTA KS-3000P, #RN&+A R BERERT) LTS/ ILiE%, Sternheimer - Malbin &L
CHRMLER, BMER, &, LR, Ml REZ, BFRLUE0MEzgEmLT:.

7) MRSFERIRTE
BRI, 2B OV TRUMIAE F— L F R T A (ER{CR L EHRAS ) KSR
(6.48 mg/mL, 5 mL/kg) DREAER B EZLAMERT T, ZARIRIESHOESZERAVTI
mL L, EDTA-2K CHIEBLELL. TOEIE 3.8wv% 7o BTN U LAEKRE A
NESEEC1 mLERmL, #0458 (3000 rp.m., 155/, = S—3 @ ELR O 5910,
BRASH AR BRUERT) LTl 157
EDTA-2K THRIEBMABL RIZ2VWTIE, £ B 8 BIMEREFEEEE (E-4000, ¢AAy
AR ERAVWCOROEBEZRESBVITZEE L.
FRMERE, AMBRE, o/ MRE (Wb BERERRHEE )
~vh7YyME (VAR E)
~ES O RE (TYINEREEF N ANETREVE)
MCV, MCH, MCHC (" §*ub SHE R LD B 1)
Fie, MKHARE S B4R (MICROX HEG-120A, 3X&ttd sl &RV TROIE
HAERELE.



SBL79-00

HER IR M 3R %L (Brecher %)
B IMERT 572 (Wright Z2 1)
3.8 wiv%Z T B RD AEETE CHEEEAEEZE LoBEL THEMEIC VT, £8
Bh i TR EE B I E 36 (CA-5000, T AAYZ AR ESH) # VW CGROEBEZRIELE.
Fuba U R, BRSO MR T I AT VR (O YEELE)

8) MmiKAE(LFMRE
BEREFIL, 2ENCHSVWTIEFHORERICERLE, EREBDR»SEH 2% AV -TAEE

ZRVERML, ZiR T 40~60 SHEEEL<#, #0528 (3000 rp.am., 15 75, EAZEL
#, KUBOTA KS-3000P, Bt HAMR EAER L TAL MM\ T, BRSTER
(Clinalyzer RX-10, B AEFHRSH) AV TROEEZRIELE.

ASAT, ALAT(\TH0b ISCC #EA K, UV i)

ALP (p-=ha7 == VUL BRI R IE)

LDH(UV Rate ¥%)

aYy A7 57— (DTNB i)

| y-GTP (B Ly-Z A F 3 p-= a7 =R EEE)

BEUNLE L (FARNV T/ EYNEE)

RER(EYLyMNE)

TNTI(BCG )

A/G t (BHERICEVEH)

#aL A7 — /1 (COD-HDAOS #)

rZUEF AR (GPO-HDAOS i)

$%(G1cK- G-6-PDH %)

RFEFR (VL7 —¥-GIDH &)

T T F = (Jaffé i)

ERUL ()T T UBEEE)

Ca(OCPC )

Na, K (Wb ERREE)
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ClERREER)

9) Tk

2HIONT, BRERELHDVIIEEHFME T OB A & 16~18 MEHIE) ICEERIE
L, U E— L FNID A (R LRSS L) /K IEH (6.48 mg/mL, 5 mL/kg) D
EERNREICLOMEET CREROMIREEREE, UBZESE, SERBLUHEESREZEHE
Lic. 728, BIRBFCEBALNIFR, MR AR CEHRBRORERHIZOVWTER
REEZERLY, HRHER S ICER LB T RWSHRTLUC O, A8 EEICHR
ERIERALD T,

10) BEER NI CENER)

2ENZONT, BB L URERT &), (LI, T, BB (ER), B (ER), i,
Kafh, FE (ER), BELE(ER) BLUIIE (EFR) 2 EF X (ER-60A, HrAEHT
— TR TAERCTRETDELLIZ, EFERBIUHRBOFENGHEMERRZHE
HL7e.

11) REMABFEORE

SFNZOVNT, KM, /NN, BB, TEE, ~—F—lR*, ETU /S 8iv, iR, LK
AME (FTREZZRRY) =, KF, Wi (RETeate) *, MR, LI, BHBLIUE (KEBE, BE:
JRIKEEA) , HEE (Masn), B (18, BB), MME T8, =5, EiR), K& (G, #5,
ERB), BRI Y80, ATHR, RERE, I, BIE~, Bhg*, BRLE BE, iR, R
* ', B, LAFRR e BIUE LOLLIVIBAHEE 10% FEEE R <Y T, B
KRB EEL) EFNATNTER - TNEF— AT VTENREGEK T, BB 277K T
EFNENEEL, EENNyI/HBEFLE. * RO LS ERBLCEBITE A mAIZE
L7z,

HNEHBIVEHEROLHO LEREBLIUCEBIE YW, RS F AR ¥R
ZHEFRFR TEECHEV D H LS ARE, sk B AR ST 2 R Em R
B —OBERESTMR U N —FIZESL, T708, BYETY, HE.
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e, HABLUERET-. 2B, LREBEBICEEBDYS, *2fLILHEBIUTHE
BIXEERNE, »E2 LB ERLUCHEBITEMEREU . BRI OV TR
EREICERLELTRRWEHBT L7720, ERERBICEREZERLRI-T.
WEHEICERUZEEXONAE kB Abieh o7 i, BEREIIERLR2 0.

6. FEHFHFIE

BHOBHEE, $E, RREOERET —¥%, MKEMARE, MIRELENRE, BEE
EGEMBLIUHEMER)DF —FIZ 20T, 7, Bartlett HBICEVESBEIEDORELTT
W, ESHOBEE, —REBBEICIVSESTTEIT ok, TORR, BRICHEESRED
B =358, Dunnett HHZ LD BB R T O RYEEHOFHEO— M BB EETT-
7. Bartlett #EIZ LD E S HAENFRO N2V B S IHIBEAZEREZITV, Kruskal-Wallis @ H £
EEITolz. TORR, FEENROHONZHE, Dunnett BOFHIEALO—XLLEREL
fTolc. ERT—HLSORBKRE, REHRE, TBBICHEBEBEFIREIC S VLT,
SRR ERPE T E DT — 4% Exact rank sum test, SEAMHERFEZ2 L DT — & X Fisher R E %56 FREE
LR EAEROBTERELL. ThODRERBLIUEEIZIX COMPUTER (AlphaServer
1000, DEC) VS, B BEAHEL 5%ELTz. 228, —RERLUITHERFHRNE»PLD
FRBE DT — S e TR L 7. |

7. RBERBEOFEEMEEEELRIELLEDNIEEERSLURBRHEEFICIED)
Y el

ARBE B TR, THEEZONE»LOITHHRZIIREIEHR PITL 1 BIfTIEE
Eh e, 5 0 B BOBRERMIBLIUER % 2~4 B, k527 B EOREHE 2~4
FFRis L UNEE 2 i 1 ETY, BeESNEHIR T ICiAThed o, REHEHIM+ O
BETEERMARIORELFEE TIIEM HHTHY, £, 20004 11 A 22 BTG E
BEFERE No. DKW, &5 0 B BOBRENICERL THDIENLRBREE~DE
BTV H O LWL,

B, RBRREOEHEEICEEL RELELEDNIREZEE B IV LB U OB
[CIE=INKri oo Ny faal ] i 0 ALY
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SBL79-00

W R

1. —f%{RHEE (Tables 1-1~1-4, Appendices 1-1, 1-2)

BERBLUEIEHMEF, WTHROBFECLBWOTHIETITAbI 20T,

100 mg/kg BETIT, ## 1 HITILFBBEOENI &S 27 BICHLIVC. REMR FiEef
TEF XL,

20 BETU 4 mg/kg BT, 2HITEFIIALI DT,

XTERRECIT, #E 1 BICHMEDSIRE 20 HADEIFE 1 BETHLIL .

2. {TEEEENAE»BOITENELE2 (Tables 2-1~2-16, Appendices 2-1~2-16)

100 mg/kg FETHL, #f 1 FITH-SAVOHEMBLIUELEEZORINEE 27 HORERE
2~4 BRIOBETHLNE. 35 0 B OBRESMBIUESH% 2~4 B, ROVICEAE 2
BOBRETII2HICEERXAbNahoTz.

20 BLT 4 mg/kg Bf, RO RBREE T, £FICTREEIRALN Yo7,

3. fRfEE (Fig. 1, Tables 3-1, 3-2, Appendices 3-1, 3-2)
REBIVEHEHM D, WTFROBCBOTOEE XL oT,

4. {&H (Fig. 2, Tables 4-1~4-4, Appendices 4-1~4-4)

100 mg/kg BT, %5 4 BICETHERMEOERE, BIE 1 HL002 BICEEOKE
Hoivic. ETIIREBIVEREH R P LLIZRETHLNR T

20 BLU 4 mg/kg BHETIE, #EHELHICRE XA

5. HERFIAOBREE (Tables 5-1~5-4, Appendices 5-1~5-4)

®E 4 BRLUEE 2 BORETIE, WTFROBIZBNTL2FTCEF AN
7.

11



SBL79-00

6. PRIREE (Tables 6-1~6-16, Appendices 6-1~6-12)

100 mg/kg BT, | E 4 BOBRBICRWTHTE QOEES LN, BEREZVT
NHERME " OHEEAN TH-o7. B 2 BORECBV I T EDKENR LI,
BERERERE Y O@EENTHY, £S5 4 BORBEOELTIZRROME ThH 7.

20 mg/kg B TIE, BE 4 BOREICBWTHET pH BLUEBAEESHZONHE,
LOEFMERV T ERE VOB TH-o 1.

4 mg/kg BT, &5 4 BOREBIBVWTHECTEHOEER LA, ERHERVTH
LERE " OBERNTH 7.

7. MHEFEHEIFRE (Tables 7-1~7-4, Appendices 7-1~7-8)

100 mgkg BT, HEHBK TEHOBREIZRBW THTERH S R TRF 6
RIOMER, M THERERLOZOLBOFHERLLNED, TRLOEIEIZVThLE R
& "OfEEATHoT. EHEMIRKE T RORIEICV GRS LRI Ao eho
7e.

20 mg/kg BT, HEHFRKR THROBREZ B T TEREB LU DLLROEEHSH
b=, ThHEOREBIMER b RE D ofE P*J‘Gébof:_.

4 my/kg BFETE, BEHHR TROBREIZRBWO THEELLICEFIZHON o7,

8. MiER4A{LZEARIE (Tables 8-1~8-4, Appendices 8-1~8-8)

100 mg/kg BT, BEHBK TROBRE B THTIV A7 —EDEEL Cl O
BE, EEHRE TRORECKS T TRIVAT eV ORERHLNIE, CLELIY
B AFa—AOERERV-TFhbERE "OfEEAN Tholk. _

20 mg/kg BT, 5 HEKR THROREICEBO UETRE A OEERZ LA, E5]
ERERE "OEERNTH-I-.

4 mg/kg BETH, BEHRIR TEROBRECLSNTHETIVVy AT I—EDEEB LU
BEHEOEERZLNS, REBOAIMELERME "OBmEN ThHo7-.

12



SBL79-00

9. Hl#k (Tables 9-1~9-4, Appendices 9-1~9-4)

100 mg/kg B TiE, BEHME TROTIBICB O THRROREELNHE 1 F, Hofkak
HEREE 20, FFiRO B EE, REAR, RARLOWIZNLOIETENHEI Fls L UM 24,
B % T ROFRRICBW O RERNHE 2 6, FFiEO R aESHE 2 Fl, REOKRE
BEAHES B, MR EAEDRERLSHE 1 4, [EIFHEROREENSE 1 §iTHbN .

20 mgkeg BT, BREHBK TROHBIZB O THIROFRAENMH 1§, OB
DSEE L, OFRBENEIF, FiROBERE, FEEHIVITINOLDREISHERES 147,
FEKESME 1 FlTHhbIL-.

4 mg/kg BT, BEHIRKETIRFOSFRRIZB O THOFREEBHEES 1§, EIB0ORE
A1, FFiROBEE, BEE, REEHDIVNITHNODIRTELSHE 3 s L UME 2 4,
FEKENLE 1 F TAHLNI-.

TR T, 5B TROARICBWCHBROREENE 2 i, fORER HE 3
BlsLOME 1 51, RO SR, BEE REEHZEZINLORENHE S FlHL UM 1
B, AR/ FEFEIEEABRASEE 1| A, EIEEIES TROIRITH W -THORE EAMES 2
i, FFigO 8 GaE, REEHIVNIZTNOOREDIHE 3 FliBLUME 2 F, BlEoEmDHE 1
l, FEKEIE 1 fCTLHbi.

10. 222 E £ (Tables 10-1~10-8, Appendices 10-1~10-12)

100 mg/kg BETIL, 51 F’a'iﬁs%TB#@‘iﬁllz-e*{:;bsu\Tmf%“ﬂﬁ@ﬁﬁ%ﬁicﬁﬁﬁgﬁ%w%
B, ML ORELEDHEMEEOHE, #THBBSIUTFROMEM EEOHIE, EE
BT RORIEIC S W THECEBOM EREOBE, HTHIPROMER EREDKED
DUt s, B O RS L OCE IR O MR B ROBIMEILS RIE OFEN
Téoi-.

20 BL U4 my/kg BETHL, BEMMKE T ROAIEIZE  THERLLICR B 34N
-,

11. FEAEER AR Z (Tables 11-1~11-8, Appendices 11-1~11-8)
100 mg/kg B TiE, REFMK TROBREIZBWTLBOREEOHEELSHE 1§, &

13



SBL79-00

BOBESS M AEE 2 B, BIRROH L ASHE 2 6, FidRE1EH M ASHERES 1 61, B ORAE
RAEFS LUKEED M 141, AT FIARSEIR O T AR 2= IS e 2 4, BLiinlfa = EH it
HE 3 B, BIRORME FEEHE/MENHE 4 I, RAE OREMIE(LDHE 3 FlBIUHE 1
B, R () A5 1 4, B ESHEES 1 4], BRROMEBERIESH 16, £
AR IR ASE 1 B, KBEE OB E~DOBGEERFNHE 1], EFEAMETROREITLNT
FEAROBESNE M ASHE 3 Bl JUME 1 81, oo fiaaikiBiasais st 3 5, MERSLE LA
ASHE2 4, FTHED B kAR IR ASHE 3 Bl 3o X UM 4 7, BEMRRD PR A0 & S B /INMASASTHE 2 1,

FRAAE DEEMT LA HERES 2 6, FROBMAHE 3 #l, BR LEOREFRFESHE 1
B, FARIRORPTHERARASHERES 1 B, SREREHEE 2 FlLUHE 1 61, ~N—F —JRDE
AR EAHE 1 5, KERE OB E~ORAEENPHE 4 FlRIUME 1 6, BEOH M A H
2 Bl CHLII.

STRETH, #5HFRTRORECBOCLIBORBELHEMEIEE 1 H, BigEokl
Shits A 3 51, MORRODHH  A%HE 2 51, FHODRRIBE R fASHE 2 4, BRI pRAmAR AR AR SR
1 B, FFhEo P RFAE O AT HERR B ZS fa A E S 3 B, BRI HE 5 B3 K UNME 4
B, [RETEEETEASHE 1 6, BHgo0 RADE Bt/ IMEDSEE 3 4], RAE DEEME(LASHE 2
Pl L UME 1 4, BiMaiREo s 141, Tﬁ@@@%‘iﬁ%ﬁﬂazﬁ% 14, FRROER
FERFRHSHE 15, KEREOFE~DOBAEREIE 1F, BEHE® TROREIZBVTL
RO BN LMD EE 1 5, RO E M ASHERES 2 5, MiDOMEINRELE L& HHE 3
Pl L UME 1 5, AFRED BRI S 2 5, [REMERIEIHELES 1 51, BiBOR
RSB LA S 2 B, FRADE AFERME/ IMELSHE 5 6, RBEOHEESE (LI 2H, T8
DONFELIRAE 1§, BT O REHMRROBEIERIAIME 1| F, FURROEFERZIE 1
Bl L UME 3 #], KRB OFE~OBERFIEE 4 FliLUWE S F, B0 W RS
1 I THLNT.
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% £

ARV ZRIAD O(RHER), 4, 20 LTS 100 mg/kg B EBEMERES 5 H]0> Crj:CD(SD)IGS
FvMZ1 B 1828 BHIRERRFEEL, E5IZ, 0(XER) BLU 100 mg/kg BEZENENME
A 5 Flo 2 BHEERBREAZRITC TOEHEEREEEZHHLLH1C NOEL (no-
observed-effect level) K7, X BEICIIEE DT - M B EBLEROFETE
&L

BEBLUEREHEGT, WTFhoERBOTHR TR o7, — KRBT,
100 mefkg BECITFIABEDER S BN, 5 27 BICH 1 FICHLNE0HT, B
M 2fI TRE AL o7, ITEIFEEFSAIEALOTIHREIZE T 100
mg/kg BHETH AV OEMBIPELEFEEORENBHLNIN, &5 27 B O 1 HITHR 5
BITHONIDHT, Bl 2 BOBETII2H TRE BRI L.

BRI, 5B LCEERMED, VFROBICE Th B IZABN Rk,

FETE, #5 4 BIZ 100 mg/kg HOBETEHEEHEMNBOEKENL LN, EE 1 BEU 2
BT EOEE DN, TIRESRBIUREEMR T LLICEF XL bIRD o7,

IRFHRETIE, WThOBKB W TLRFIZALNE T,

RIBRETIE, 5 4 BOREIZBT 4, 20 35X 100 me/kg FEOMETEBDIKIE, 20
mg/kg BEDHET pH DAEEA ZHheh, ZhbDOERIERRW-TF L E RE "OBEEATH
D, BRIZEFLRWETHIZEND, IRBRMEHAKR FICER U ELTIE2RWEFIBL.
F7=, B 2 BOREIZRBY VT 100 mg/kg O THEDRKEMA L LN, BRHERE R
B POEEERTHY, #E 4 BOREDELFEFROEZRLTHBIEND, BREHZEL
LHBTL 7.

MR I, B MR TROBREICBT 100 mgkg BEORETEM(LERS R
LRI IAF U IEHIOER, 20 BLU 100 mg/kg BEOMETEBIREI LUE 0 RO B EDS
HHD, ThHOEHEROTLERE "OREANTHLIL, HEVNE, AMERED
DT A—F —CEEBH LRV LN OERME R SRR LA TR L3
Lz, BEHMR TEROBREIZLBW TR XA,

MEACFERRETE, REHRKTROBREICEY VT 100 mgkg HOBETIV AT

15
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F—EDEESR AL, 4 mgkg BEOHBETHRLNZAY AT T —EDEE, 4 BXTV 20
mg/kg BEOHETALNZRE ADEIE, 100 mgkg HOETAHLN Cl OREGFARICHE
FLRWELTHEZE, HBWNL, EREITERE "OHEATHSILIOERYERE
(CER LB TR S L. EEH MK TROBKREICTVT 100 mgkg FHEOHET
HOENTZRIV AT O L OEER, BEHENSLE RE "O®HENTHY, RSB TRO
BB TRV T Ch BN, BN LT L.

TR, REHOIVVIEEHRE TRICBWTERMEE THOREE, MOEHER
2, FiEOoBaR, Eal, REEHIVRINLORE, BRORER, SHOREE,
FEAE, BEOREHE, B8 LEOBEE, IFESOREERLLAL, REEHR
FHRETHEBRYEERSCRELZEESALNT, MBEICLAONDE(L, AR
FLRWEL, HAVNE, BEFIMBR TRICALNTORWERTHEIEDL, NTRLIE
FAVE{ LR,

HREEETH, R5YMETEORIEIZRB VT 100 mg/kg FH#EOHECEBOMER 8L UHE
MEEOEHE, FROMMEROHE, E THEBIVIFROENERDO&/ENHL.
fHigs L UERBOFREABRFIRE CIIERMERFICERLCEEBLZLN Mo
DO, WHRHER S ER LT O THESS X bhi. BRI TROMEICHE
Ti 100 mgkg HEOMETEBOMMEROBEBRLLONIOHTHoM. HEHMK TR
DOREITIT 100 my/kg BOHETHLN-HE LEORMNEROSE, BIEHME TR
ORIFEIEB T 100 me/kg FHEDOMETH LN IIROHESTEROEED, BEHENE RE
POFEENTHY, YHBEOREEKFORE CERYERSICERLELEARLR
Rolll, Fiz, AR FELITESERDOAOELTHEIEN D, WTRLEFEMELE
HIBFL 7=,

REAERFHIRETIE, REHINZEEHME TERIZISWT 100 mg/kg B TLHEOIR
B LT, BRROSES SN, MgoH @, Moffiarafangs, REELMdD, Mg
RGBS, BOBERABRIEBIUKE, FEOMIRBEROITHAMMER, B
B, BREORMAE FEME/ME, ROEOHEEMSELEL, RA$ (i), BEMmaEE, &
BoBhn, BFELEOBTASE FRBROZENR, BEa%, ~—F —ROEZMA

fRiEiE, KBRFOFE~DEEEHE, FROEMABPZAONLS, HBRESHDTERT —

16
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& Mz B BNBHEEL, 1 FIOHDZIEE, HEVE, BEHGIME THROZICHLNTZELTHS
b, WINL BRI HIRT LT

LA EDRER, AR T T 100 mg/kg HOME TR BIUBERDHE, BETILM
BEOEN, FEENMHBL VIV o277 —E0EHE, THI<AVOEMBLY
ELBFEDRIBHRLNI-ZEDE, < = V@ NOEL (JHERELH 1T 20 mg/kg/ H EFE3RL
7o Fle, REHMPICAON-ZE L 2 BRI OREHEE TRETICEET20HD
BIEERAICHoTofosd, AIIA (BT,
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1. SNBL Control Background Data(Crj:CD(SD)IGS), Vol. 47, #I&5 A AR FEHAE
#+(2000)
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BIHE 1

Study No.: SBL79-00-10
Cerlificate Mo.: 790010-3

Stability of the Test Article

{1) Experimental

Test Article (Lol No.) : Denzonitrile _

Appearance Clear and coloriess liquid
Sampling Sizc : Mmg

Storage Conditions

(2) Results

Room lemperature under light prolceled conditions

Container Time Point.

Assay *
Initial 100.0

e e et
(amher) End of Study 100.0

' % of tata) arca (mean of 2 valucs),

Dates of analyses : Oclober S, 2000 and Iebroary 14, 2001,

(Shin Nippon Biamcdical Lahoratorics, Lid.)



BIHE 2

Study No.:5DL79-00-10
Certificale No.:790050-2

Stability of the Test Article in the Dosing Preparation

{I) Experimental

Test Arlicle (Lot No.}  ; Bcnzonilrilc_

Vehicle - ¢ Com Qil
Form ¢ Solution
Sampling Sizc o lml

(2) Resulls

Storage Conditions

Slability*

Caritities Temperature Cone. ol Analyle (mg/mL)
and Duration 0.1 200
Initial 100.9 100.0
Elnasbniite Alcr 48 hours al room lemperalure 100.3 100.1
D EE) et
Allcr 7 days al toom lemperature 101.2 100.0

'Rcmaining % (mean of 2 values). Acceplable range: 100 £ 5 %.

Date ol analysis : October 5, 2000 - Oclober 12, 2000

(Shin Nippon Biomedical Laboratorics, Lid.)



AAE 3-1 Study No.:SBL79-00
Cerlificale No.:7900- |

Concentration of the Test Article in the Dosing Preparation

(1) Experimental

Test Arlicle (Lot No.) : Bcnzonilrile_

Vehicle

Corn oil
Form : Solution
Sampling Sizc : ImL
(2) Results
Date of Dale of Targel Conc. Found Conc.  Found/Target*
Preparation Analysis (mg/mL) (mg/mL) (%)
0.4 0.397 99.3
November 22, 2000 November 22,2000 2 2.099 105.0
10 10.108 101.1
Data arc the mean valucs of 2 injections of 1 delermination.

Acceplable range: 100 + 5%.

(Shin Nippon Biomedical Laboralorics, Lid.)



AL 3-2

Study No.:SBL79-00
Cerlificate No.:7900-2

Concentration of the Test Article in the Dosing Preparation

{1} Expcrimental

Test Arlicle (Lot No.) Bcnzonilri[c_

Vehicle : Corn oil
Form > Solution
Sampling Sizc : ImL
(2) Results
Dalc of Dalc of Targel Conc.  Found Conc.  Found/Targel*
Prcparalion Analysis (mg/mL) (mg/mL) (%)
0.4 0.410 102.5
Dcccmbcr 18,2000 December 18, 2000 2 1.916 95.8
10 9.673 9.7

Data are the mean valucs of 2 injeclions of 1 determination.
Acceplable range: 100 + 5%.

A

(Shin Nippon Biomedical Laboratories, L1k}
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Fig. 1 Changes of food consumption in rats
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Study No. : SBL79-00

—O—Control
—f—Benzonitrile 4 mg/kg/day
—&—Benzonitrile 20 mg/kg/day

—8—Benzonitrile 100 mg/kg/day
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Fig. 2 Changes of body weight in rats

Study No. : SBL79-00

—0O—Control
—f—Benzonitrile 4 mg/kg/day
—A—Benzonitrile 20 mg/kg/day

—8—Benzonitrile 100 mg/kg/day



Clinical sign

Grade

0

1l

No abnormal signs
Slight

Moderate

Severe

Non-graded clinical signs
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Table 1-1 Clinical signs in male rats Study Ne. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
bosa(mg/kg/day) 4 20 100
Grade 0123+ 0123+ 0123+ 0123+
Day Iten
0 No abnormal signs 10 5 5 ic
1 No abnormal signs 10 5 5 10
2 WNo abnormal signs 10 5 5 10
3 No abnormal signs 10 5 5 10
4 No abnormal signs 10 5 5 10
5 No abnormal signs 10 5 5 10
6§ No abnormal signs 10 5 5 10
7 HNo abnormal signs 10 5 5 10
8 No abnormal signs 10 5 5 10
8 No abnormal signs 10 5 5 10
10 No abnormal signs 10 5 5 10
11 No abnormal signs 10 5 5 10
12 HNo abnormal signs 10 5 5 10
13 No abnormal signs i0 5 5 10
14 No abnormal signs 10 5 5 10
15 No abnormal signs 10 5 5 10
16 No abnormal signs 10 5 5 10
17 HNo abnormal signs i0 5 5 10
18 No abnormal signs 10 5 5 10
19 HNo abnormal signs 190 5 5 10
20 Trauma 9 1 5 o 5 0 10 0
21 Trauma 9 1 5 9 5 0 10 0
22 Trauma 9 1 5 0 5 0 10 0
23 Trauma ' 9 1 5 o 5 ¢ 10 ]

Numerals represent the number of animatls.
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Table 1-2 Clinical signs in male rats
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose (mg/kg/day) 4 20 100
Grade 01234+ 0123+ 0T 2 3 + D123+
Day Item
24 Trauma 9 1 5 0 5 0 10 0
25 Trauma 9 1 5 0 5 0 10 4]
26 Trauma 9 1 5 0 5 0 10 0
27 Trauma 9 1 5 0 5 0 10 0
Dirty around anus 10 o 5 0 5 0 9 1
28 HNo abnormal signs 5 5 5 5
R:0 Trauma 4 1 5 1]
R:1 Trauma 91 1 5 0
R:2 No abnormal signs 5 g
R:3 No abnormal signs 5 5
R:4 No abnormal signs 5 5
R:5 No abnormal signs 5 5
R:§ No abnormal signs 5 5
R:7 No abnormal signs 5 5
R:8 ©No abnormal signs 5 5
R:9 HNo abnormal signs 5 5
R:10 No abnormal signs 5 5
R:11 No abnormal signs 5 S
R:12 No abnormal signs 5 5
R:13 No abnormal signs Ll 5
R:14 No abnormal signs 5 5

Numerals represent the number of animals.

S5tudy No. : SBL79-00
|
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Table 1-3 Clinical signs in female rats Study No. : SBL79-00
Group Control , Benzonitrile Benzonitrile Benzonitrile
Dose(mg/kg/day) 4 20 100
Grade 0123+ 01 23+ 0123+ 0123+

Day Item

0 No abno?mal signs 10 5 5 10

1 No abnermal signs 10 5 5 10

2 No abnormal signs 10 5 5 10

3 No abnormal signs 10 5 5 10

4 No abnormal signs 10 5 5 10

5 No abnormal signs 10 5 5 10

6 No abneormal signs 10 5 5 10

7 ©No abnormal signs 10 5 5 10

8 No abnormal signs 10 5 5 10

9 No abnormal signs 10 5 5 10

10 NWo abnormal signs 10 5 5 10

11 No abnormal signs 10 5 5 10

12 No abnormal signs 10 5 3 10

13 No abnormal signs 10 5 5 10

14 No abnormal signs 10 . 5 5 10

15 No abnormal signs 10 5 5 10

16 No abnormal signs 10 5 5 10

17 No abnormal signs 10 5 5 10

18 No abnormal signs 10 5 5 10

19 No abnormal signs 10 5 3 10

20 No abnormal signs 10 5 5 10

21 No abnormal signs 10 5 5 10

22 No abnormal signs 10 5 5 10

23 No abnormal signs 10 5 5 10

Numerals represent the number of animals.
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Table 1-4 Clinical signs in female rats Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
bDose(mg/kg/day ) 4 20 100
Grade 0123+ 0123 + 01234+ 0123 #
Day Item
24 No abnormal signs 10 5 5 10
25 No abnormal signs ‘ 10 5 5 10
26 No abnormal signs 10 5 5 19
27 No abnormal signs 10 5 5 10
28 No abnormal signs 5 ) . 5 5
R:0 No abnormal signs ] 5
R:1 No abnormal signs 5 5
R:2 No abnormal signs ‘ 5 5
R:3 No abnormal signs 5 5
R:4 No abnormal signs 5 5
R:5 No abnormal signs 5 5
R:6 HNo abnormal signs 5 5
R:7 No abnormal signs 5 5
R:8 No abnormal signs 5 5
R:9 No abnormal signs 5 5
R:10 Ne abnormal signs 5 5 ’
R:11 No abnormal signs 5 5
R:12 No abnormal signs 5 5
R:13 No abnormal signs 5 5
R:14 No abnormal signs S 5

Numerals represent the number of animals.
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Table 2-1 Effects of benzonitrile cn the general behavior in male rats {(Prior to administration on Day 0)

Study No.

General behavior

Group
Grads Dogoe (mg/kg/fday)

Control

Benzonitrile

20

100

Awarenecs
Alertness
Visual Placing
Sterectypy
Paasivity

_Hood
Grooming
Vocalization
Resgtlesenoas
Irritability
Fearfulness

Motor Activity
Reactivity
Spontansous Activity
Touch Response
Pailn Recponse

CHS5 Excitation
Startle Response
Straub Tail
Tremors
Twitches
Convulsions

Pogture
Body Posture
Limb Posture

Motor Incoordination
Staggering Gait
Abnormal Gait
Righting Reflex

- - - - - - zZ R EZTR z x 2=

=

=

(LS ) LL LT BT RS ] ittt

i »n wno;on

w0

L] Mmoo LE T R R ] oW W oow; L I ]

0

;e W ino v tnoG [T Y ]

LU BT BT R ]

N

m ;o tn v Lo [ T T )

‘i

[L]

NHoteg}) N : Mormal slgn

Numerals represent the number of animals.

:+ 5BL79-00
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Table 2-2 Effects of benzonlitrile on the genesral behavior in male rats [Prlor to administratlon on Day 0} Study Ho. : SBL79-00
General. behavior Group Control Benzonitrile
Grade Dose {mg/kg/day) 4 20 100
Muscle T&ne
Limb Tene N 5 5 5 5
Grip Strength N 5 5 5 5
Body Tone N 5 5 5 5
Abdominal Tone N 5 5 5 5
Reflex
Pinna Reflex H 5 5 5 5
Corneal Reflex N 3 5 5 5
IFR N 5 5 5 5
Autonomlec Profile
Hrithing N 5 5 5 5
Palpebral Opening N 5 5 5 5
Exophthalmos N 5 5 5 5
Urinatien N 5 5 5 5
Salivation N 5 5 5 5
Piloerection N 5 5 5 5
Hypothermia N 5 5 5 5
Skin Colox N 5 5 5 5
Heart Rate N 5 5 5 5
Respiratory Rate N 5 5 5 5
Pupil Size N 5 5 5 5
Rearing#® 0 5 5 5 5

Hotes} N : Hormal &sign
* : Numerals represent the count of rearing
Rumerals represent the number of animals.
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Table 2-3 Effects of benzonltrile on thea general behaviecr in male rats (2 - 4 hours after administration on Day 0} Study No. : SBL7%-00
Genaral bahavior Group Control Benzonitrile
Grade Dose (mg/kg/day) 4 20 ' 106
Avwareness
Alortness N 5 5 5 5
¥izual Placing N 5 5 5 5
Steraotypy N 5 3 L 5
Passlvity N 5 5 5 5
Mocd
Grooming N 5 5 5 5
Vocalization N 5 5 5 5
Restlassness N 5 5 5 5
Irritability N 5 5 5 5 ’
Pearfulness N 5 5 5 5

Hotor Activity

Reactivity N 5 5 5 5
Spontaneous Activity ) 5 5 5 5
Touch Responsa N 5 5 5 3
Pain Responee N 5 5 ] 3
CNS Excitatlion
Startle Response N 5 5 5 5
Straub Tail N 5 5 5 5
Tremors N 5 5 5 5
Twitches N 5 5 5 5
Convulsions N 5 5 5 5
Posture
Body Posture N 5 5 5 5
Limb Posture N 5 5 5 5
Motor Incoordination
Staggering Gait N 5 5 5 5
Abnormal Gait R 5 5 5 5
Righting Reflex ] 5 5 5 5

Notes) N : Normal =sign
Numerale represent the number of animals.



Table 2-4 Effacts of benzeonitrile on the general behavior in male rats (2 - 4 hours after administration on Day 0)

'

General behavior Group
Grade Dose {mg/kg/day)

Control

Benzonitrile

20

100

Muecle Tone
Limb Teone
Grip Strength
Body Tone
Abdominal Tone

2 2=

Reflax
Pinna Raflex
Corneal Reflex N
IFR N

=z

Autonomic Profile
Writhing
Palpebral Opening
Excphthalmos
Urination
Salivation
Plloerection
Hypothermia
Skin Color
Heart Rate
Respiratory Rate
Pupll Size

- - A - A -

Rearing®*

- o

[T R |

W owm

th tnen ot i tn b bn G th O

F-

th ot

oot

Mmoo i n

tnh;n ;o

n o;

[ I A T R R T I L R R

it tn ot

L ]

MU g in:n

wn

Notes} N : Neormal silgn
* : Numerals represent the count of rearing
Numerals represent the number of animals.

:+ SBL79-00
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Table 2-5 Effeots of benzonitrile on the general behavicr in male rats (2 - 4 hours after administration on Day 27) Study No. : SBL79-00
General bshavior Group Contrel Benzonitrile
’ Grade Dose (mg/kg/day) 4 20 100

Avareness

Alertness H 5 5 5 5

Visual Plaocing N 5 5 5 5

Stereotypy H 5 5 S 5

Pasgivity N 5 5 5 ° 5
Hood

Grooming N 5 5 5 5

Vocalization H 5 5 5 5

Restlessness R 5 5 5 5

Irritability N 5 5 5 5

Foarfulness N 5 5 5 5
Motor Activity

Reactivity N 5 5 5 5

Spontaneous Activity N 5 5 5 5

Touch Response N s 5 5 5

Pain Response N 5 5 5 5
CNS Excitation

Startle Response N 5 5 5 5

Straub Tail N 5 5 5 5

Tremors N 5 5 5 5

Twitches N 5 5 5 9

Convulslons N 5 5 5 5
Posturs

Body Posture H 5 5 5 5

Limb Posture H 5 5 5 5
Hotor Incoordination

Staggering Gait N 5 5 5 5

Abnormal Gait N 5 5 5 5

Righting Reflex N : 5 5 5 5

Hotes) N : Normal eign
Humerals represent the number of animals.



Table 2-6

e’

Effects of benzonitrile on the general behavior in male rats (2 - 4 hours after administration on Day 27)

Study No.

Ganaral behavior

Group
Grade Dose (mg/kg/day)

Control

Banzonltrile

29

100

Huscle Tone
Limb Tona
Grip Strength
Body Tone
Abdoninal Tone

Reflex
Finna Reflex
Corneal Reflex
IFR

Autonomic Profile
Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Piloerection
Hypothermla
Skin Coleor
Heart Rate
Respiratory Rate
Pupll Size

Rearing#®

Z 2 2=

=

Z X X A TR =z

(-

G & thon

;o

Mt ;ntntnotnnotnothoin

L]

vio;nown i

th tn

;Mg

nthnon

wmon

LE BT T B T A T R, BT R T R S LT ]

-

n ;o

[ I ]

LY L R R R R R L ]

[

Hotes)} N : Normal

* : Numerals represent the count of rearing

sign

Numerals represent the number of animalek.

SBL79-00
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Table 2-7 BEffects of benzonitrile on the general behavior in male rats (Week 2 of recovery period)

Study No.

General behkavior

Grade

Group Control ) Benzanitrile

Dose [(mg/kg/day) 4 20

100

Awareness
Alertness
Vigual Placing
Stereotypy
Passivity

Hood
Greooming
Vocallzation
Restlessness
Irritability
Faarfulnesc

Motor Activity
Reactivity
Spontanecus Activity
Touch Response
Pain Response

CNS Excitation
Startle Response
Straub Tail
Tremors
Twitches
Convulsions

Posture
Body Posture
Limb Posture

Motor Incocrdination
Staggering Gait
Abnormal Galt
Righting Reflex

Z == oz o2 z 2 = =

Z X=X

A

Gt L L] Mo w;o;

ot v

n

tho ottty (LT RS R I [ ]

;e

[}

Rotes} N : Normal sign

NHumerals represent the number of animals.

: SBL7%-00
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Table 2-8 Effects of benzonitrile on the gensral behavior in male rats (Week 2 of recovery period)

Study No.

Ganoeral behavior

Grade

Group ) Control Benzonitrile

Dose [(mg/kg/day]) 4 20

100

Huscle Tone
Limb Tone
Grip Strength
Body Tone
Abdominal Tone

Reflex
Pinna Reflax
Corneal Reflex
IFR

Autcnemic Profile
Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Pilloerection
Hypotharmia
Skin Color
Heart Rate
Respiratory Rate
Pupll Size

Rearing*

ZZmz=

-4

2 2 EEZEZE R XX I

[ ]

tn >

U n

L I S ]

n ¢ o

M 1 i htn v A

Notes) N : Normal

algn

* : Numerals represent the count of rearing
Numerals represent the number of animals.

+ SBL79-00



Table 2-9

e’

Effects of benzonitrile on the general behavior in female rats (Prior to administratlon on Bay 0)

Study No.

Genaral behavior

Grade

Group
Doce [(mg/kg/day)}

Control

Benzonitrile

20

100

Awareness
Alertness
Visual Placing
Stereotypy
Pasegivity

Hood
Grooming
Vooalization
Restlessness
Irritability
FPearfulness

Hotor Activity
Reactivity
Spontanecus Activity
Touch Response
Pain Response

CHS Exoitation
Startle Response
Straub Tall
Tremors
Twitches
Convulsions

Posture
Body Posture
Limb Posture

Hotor Incoordination
Staggering Gait
Abnormal Gailt
Righting Reflex

=22 = ] Z Z =z 2

-2

v gt intnotn th tn tn

wm i vun

n

tn ottt notn tih tn iv LT B S T ) (L T ]

in

in ot nnn [T S ]

i tnnonoen

i

;W (LR LT W w e Mmoo,

(1]

n

Notes) N : Normal =ign

Humerals represent the number of animals.

H

SBL79-00
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Table 2-10 Effects of benzonitrile on the general behavior in female rats (Prior te administration on Day 0} Study No. : SBL79-00
General behavior Group Control Benzonitrile
Grade Dose (mg/kg/day) 4 20 100
Muecle Tona
Limb Tonm N 5 5 5 5
Grip Strength N 5 5 5 5
Body Tone N 5 5 5 5
Abdominal Tone N 5 5 5 5
Reflex
Pinna Reflax 5 5 5 5
Corneal Reflex N 5 5 5 5
IFR N 5 5 5 5
Autonomlic Profile
Writhing H 5 5 5 5
Palpebral Opening H 5 ] 5 5
Exophthalmog N 5 5 5 5
Urination N 5 5 5 5
Salivation N 5 5 5 5
Piloerection N 5 5 5 5
Hypethermia R 5 5 5 5
Skin Color N 5 5 5 5
Heart Rate N 5 5 5 5
Respiratory Rate N 5 5 5 5
Pupil Size N 5 5 5 5
Rearing* 1] 4 5 5
1 0 1 0 0

Notes) N : Normal sign
* : Numerals represent the count of rearing
Numerals represent the number of animals.
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Table 2-11 Effects of benzonitrile on the general behavior in female rats {2 - 4 hours after administration on Day 0) Study Neo. : SBL75-00
General behavior Group Control Benzonitrile
Grade Dose (mg/kg/fday) 4 20 100

Awarencss

Alertness N 5 5 5 5

Vigual Placing N 5 1 5 5

Stereotypy N 5 5 1 5

Passivity N 5 5 5 5
Mood

Grooming N 5 5 5 5

Vocalization N 5 5 5 5

Restlessness R 5 5 5 3

Irritability N 5 5 5 5

Fearfulnees N 5 5 5 5
Motor Activity

Raactivity N 5 5 5 5

Spontanecus Activity N 5 5 5 5

Touch Responsoe H 5 5 5 5

Pain Response . | 5 5 5 5
CNS Exciltation

Startle Responss N 5 3 5 5

Straub Tail N 5 5 5 5

Tremors N 5 5 5 5

Twitches N 5 5 5 5

Convulslons N 3 5 5 5
Posture

Body Posture N 5 5 5 5

Linb Posture N ) 3 5 5 5
Hotor Incoordination

Staggering Gait N 5 5 5 5

Abnormal Gait N 35 5 5 5

Righting Reflex N 5 5 5 5

Notes} N : Normal sign
Numerals represent the number of animals.




Table 2-12 Effects of benzonitrile on the general behavior in female rats (2 - 4 hours after administration on Day 0)

——

Ganeral behavior Group
Grade Dose {mg/kg/day)

Control

Benzonitrile

20

, 1090

Huscla Tona
Limb Tone
Grip Streangth
Body Tone
Abdominal Tone

=2 % 2=

Raflex
Pinna Reflex
Corneal Reflax
IFR

% =2 =

Autoncomic Profile
Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Pilosrection
Hypothernia
Skin Color
Heart Rate
Respiratory Rate
Pupil Sire

% X% XTI X2 Z

o

Rearing¥

oy

(L ]

(4 I O O S R LS I L S BT ]

v o

;oW

(L I R RS T B R B LI T I ]

L T T )

nwnown

ALY BSOS R S R L RS T R R T Y

L B L ]

mwu
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Hotes) N : Normal sign
* : Numerals represent the count of rearing
Numarals represent the number of animals.
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Table 2-13 Effeots of benzonitrile on the general behavior in female rats {2 - 4 hours after administration on Day 27) Study No. : SBL79-00
General behavior Group Control Benzronitrile
Grade Dose (mg/kg/day) 4 20 100
Awareness
Alertness N 5 5 5 5
Visual Placing N 5 5 5 5
Sterectypy N 5 5 5 5
Paggivity N 5 5 5 5
HMoed
Grooming 4 5 5 5 3
6 1} [} 0 2
Vocalization N 5 5 5 5
Restlessness [ 5 5 5 3
2 4] 0 0 2
Irritability N 5 5 5 5
Fearfulness N 5 5 5 5
Hotor Activity
Reactivity N 5 5 5 H
Spontaneous Activity L 5 5 5 5
Touch Response N 5 5 5 5
Pain Rasponse N 5 5 1 5
CN5 Bxoitation
Startle Response R 5 5 5 5
Straub Taill N 5 5 5 5
Tremors N 5 5 5 5
Twitches N 5 5 5 5
Convulsions N 5 5 5 5
Posture
Body Posatura H 5 5 5 5
Linb Posture N 5 5 5 5

Notes) N : Normal elgn
Grooming : 4; Nomal, 6: Intermittently
Restlessness : 0; Nomal, 2; Intermittently
Humerals represent the number of animals.
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Table 2-14 Effects of benzonitrile on the general behavior in female rats {2 - 4 hours after administration on Day 27) Study No. : SBL73%-00
General behavior Group Control Benzonltrile
Grade Dose (mg/kg/day) 4 20 100

Hotor Incoordination
Staggering Gait N 5 5 5 5

Abnormal Galt N 5 5 5 5
Righting Reflex N 5 5 5 5
Huscle Tono
Limk Tone N 5 5 5 5
Grip Strength N 5 5 5 5
Body Tons N 5 5 5 5
Abdominal Tone N 5 5 5 5
Reflex
Pinna Reflex R 5 5 5 5
Corneal Reflex N 5 5 5 5
IFR N 5 5 5 5
Autonomic Profile
Writhing N 5 5 5 5
Palpebral COpening R 5 5 5 5
Exophthalmos N 5 5 5 5
Urination N 5 5 5 5
Salivatlion N 5 5 5 5
Piloerectlion N 5 5 5 5
Hypothermla N 3 5 5 5
Skin Color N 5 5 5 5
Heart Rate N 5 5 5 5
Respiratory Rate N 5 5 5 5
Pupll Size N 5 5 5 5
Rearing¥ 0 5 5 5 2
1 Q a [} 2
2 0 o 1] 1

NHotes) N : Hormal =sign
* : Numerals reprasant the count of rsaring
Humerals represent the number of animals.
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Table 2-15 Effects of benzonitrile on the general behavior in female rats (Week 2 of recovery period)

Study No.

General behavior

Grade

Group Control Benzonitrile

Dose {mg/kg/day) 4 20

100

AwAreneses
Aleartness
Vigual Placing
Stereotypy
Passivity

Hood
Grooming
Vocalization
Restlessness
Ircitability
Fearfulness

Motor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Response

CNS Exciltation
Startle Responss
Straub Tail
Tremors
Twitches
Convulsions

Posture
Body Posture
Limb Posture

Hotor Inceordination
Staggering Gait
Abnormal Gait
Righting Reflex

- 4 - - 4 = 2 = =X

- -

=

[T T 7 R ] (LI I T ) o\ ;o

[E S T T )

(4]

v 1 Gt ¢ thnotnotno LS I

L4] LE IS B R+ T

(1]

Noter) N : Hormal sign

Numerals represent the number of animals.

: SBL79%-00



Table 2-18 Effects of henzonitrile on the general behavior in female rats (Week 2 of

o

recovery period)

Study No.

General behavior Group
Grade Dose {mg/kg/day)

Control

Benzonitrile

20

100

Muscle Tona
Limb Tone
Grip Strength
Body Tone
Abdominal Tone

-

Reflex
Pinna Reflex
Corneal Reflex
IFR

2 X2

Autonomic Profile
Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Piloeraction
Hypothermia
Skin Color
Hoart Rate
Respiratory Rate
Pupll Size

222 E 22 EE XX

Rearing* 0

LI C RS ]

;Moo

(LS IS B R T, B G I ]

oo

ot

;i v tn it tnn i

Notes) N : Normal =sign
* : Numerals represent the count of rearing
Numerals represent the number of animals.

: BEBL79-00
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Table 3-1 Food consumption { g/day ) in male rats Study No. : SBLTQ—ODI
Group Contrel Benzonitrile Benzonitrile Benzonitrile
bose{mg/kg/day) q 20 100
Pre 21.2+ 1.1410) 21.44+ 1.1( 5} 22.0+ 1.4( 3) 21.0i 1.8{10)
1w 22.6+ 1.7(10) 22.8+ 2.5( 5} 22.4+ 1.9{ 3) 22.6+ 2.5(10)
2w 249.2+ 2.7(10) 23.8+ 2.8¢( 5} 24.0+ 3.5{ 5) 22.6+ 1.8(10)
3w 25.3+ 3.2(10) 25.64+ 3.4( 5} 26.0+ 4.0{ 3} 25.5+ 3.4(10)
4w 27.4+ 2.6(10) 31.6+ 2.2( 5) 28.6+ 4.2{( 35) 26.7+ 3.4(10)
R:lw 30.6+ 2.8( 5) 30.4+ 1.1¢( 5)
R:2w 31.4+ 2.3( 5) 31.2+ 1.3¢( 5)

Values are expressed as the mesan + S.D. (N).
Not significantly different from control.
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Table 3-2 Food consumption ( g/day )} in female rats ‘ Study No. : SBL7%-00

Group Control Benzonitrile Benzonitrile Benzonitrile
Dose{mg/kg/day) q 20 io00
Pre 18.3+ 1.5(10) 15.0+ 0.7( 5) 17.61 2.30 B 18.4+ 1.7_(10)
1w 17.0+ 2.5(10) 16.2+ 1.5( 5) 16.4_—!; 1.1 5} 16.9+ 2.0(10)
2w 16.4+ 2.4(10) 16.2+ 1.9( 5} 16.8+ 1.5( 5) 16.9+ 2.6(10)
3w 18.14+ 2.3(10) 15.8+ 1.3( 5) 17.4+ 2.1 5) 18.9+ 3.2(10)
1w 18.74 2.3(10) 18.4+ 4.7( 5) 20.0+ 2.5( 5) 22.2+ 3.7(10)
R:lw 23.04+ 2.5{( 5) 22.6+ 3.4( 5)
R:i2w 23.4+ 2.2( 5) 23.0+ 2.4( 35)

Values are expressed as the mean + 5.D. {N).
Not significantly different from contrel.



Table 4-1 Body weight ( g ) in male rats
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose (mg/kg/day) 4 20 100
Pre 136.5+ 4.3(10) 138.4+ 4.7( 5) 139.04 5.3( 5) 137.44+ 5:1(10)
1w 197.2+ 8.1(190) 201.4+ 8.1( 5) 199.0+ 9.9( 5) 194.8+ 7.5(10)
2w 258.6+411.2(10) 264.2+ 8.5( 5} 264.2+18.5( 5) 252.9+ 9.5(10)
3w 315.2412.1(10) 3230+ 5:7( 5) 323.4425.2( 5) 305.1+13.0(10)
4w 357.2+413.9(10) 369.8+12.2( 5) 365.4430.8( 5) 337.7+16.7(10)
Rilw 383.8+14.0( 5) 359.4+415.2( 5)*
R:2w 413.2+418.8( 5) 383.2419.7( 5)*
Values are expressed as the mean + S.D. (N).

* p<0.05

Significantly different from control.

Study No.

SBL79-00
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Table 4-2 Body weight ( g } in female rats
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose(mg/kg/day) 4 20 100
Pre 115.3+ 5.2(10) 115.6+ 4.4( 5) 115.0% 6.9( 5) 115.3+ 7.3(10}
1w 156.6+ 5.4(10) 155.0+ 8.0( 5]} 153.8+ 6.4( 5) 153.9+ 8.3(10}
2w 184.5+ 6.3(10) 178.4+12.2( 5) 185.4+ 7.3( 5} 183.0+ 9.0(10)
3w 212.9+411.4(10) 200.0+16.0( 5} 210.2+ 8.2( 5} 206.5+13.5(10}
dw 234.6414.5(10) 223.6+18.5( 5} 232.0412.5{( 5} 226.4+416.0(10)
R:lw 250.8+15.4( 5) 236.0421.8( 5)
Ri2w 265.6+19.5( 3) 249.0+27.3( 5)

Values are expressed as the mean + 5.D.

Not significantly different from contrel.

{(N}.

Study No.

: SBL75-00
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Table 4-3 Body weight gain ( g ) in male rats
Group Control Benzonitrile Benzonitrile Benzonitrile
Dese{mg/kg/day) q 20 100
1w 60.7+ 6.2(10) 63.Ui 4.3{ 5} 60.0+ 5.1( 5) 57.44+ 3.6(10)
2w 61.4+ 5.1(10) 62.81 3.1¢( 5} 65.2+ 8.2( 5) 58.1+ 4.7{10}
3w 56.6+ 2.5(10) 58.8+ 5.1 5) 59.2+ 8.0( 5) 52.2+ 5.3(10}
aw 42.0+ 4.0(10) 46.8+11.1¢ 5} 42.0%+ 2.4( 5} 32.64+ 6.2{10}*
R:lw 34.6+ 8.2( 5) 32.4+ 4.7( 5}
R:2w 29.4+ 6.3( 5) 23.8+ 6.3( 5)

Values are expressed as the mean + 5.D. {(NJ).
* P<0.05 : Significantly different from control.

S5tudy No.

SBL79-00
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Table 4-4 Body weight gain {( g } in female rats Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Deose{mg/kg/day) q 20 100
1w 41.3+ 3.3(10) 39.4% 5.3( 5) 3g.8+ 2.7( 5) 38.6+ 6.7(10)
2w 27.9+ 3.6(10) 23.4+10.6( 5) 31.6+ 2.8( 5) 29.1+ 4.7(10)
3w 2B.4+ 6.0(10)  21.6+ 5.4( 5) 24.8+ 5.2( 5) 23.5+ 5.4(30)
dw 21.7+ 4.3(10) 23.6+ 2.8( 5) 21.8+ 4.6( 5) 1.9+ 5.6(10)
R:lw 13.2+ 4.6( 5) 11.8+10.5( 5)
R:2w 14.8+ 5.4( 5) 11.0+ 5.7( 5)

Vvalues are expressed as the mean + S.D. (M}.
Not significantly different frem controel.



Gross ophthalmological examination

Grade

0

No abnormal changes
s5light

Moderate

Severe

Non-graded change

Unexamined
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Table 5-1 Gross ophthalmological examination in male rats Study No. : SBL75-00
Group Control Benzonitrile

Dose(mg/kg/day) 4 20 100
Waak Item Grade

Pre No abnormal changes 10 5 5 10

4w No abnormal changes 10 5 5 10
R:2w No abnormal changes 5 5

Humerals represent the number of animals.
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Table 5-2 Gross ophthalmoleogical examination in female rats
Group Control Benzonitrile
Dose(mg/kyg/day) 4 20 100
Weok Item Grade
Pre No abnormal changes 10 5 5 10
4w No abnormal changes 10 5 5 10
R:2w No abnormal changes 5 5

Numerals represent the number of animals.

Study No.

5BL79~00




Funduscopic examination

Grade

]

No abneormal changes
slight

Moderate

Severe

Non-graded change

Unexamined
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Table 5-3 Funduscopic examination in male rats
Group Control Banzonitrile
Dose{mg/kg/day} . 20 100
Week Item Grade
Pre No abnormal changas 10 5 10
4w Ho abnermal changes 10 5 i0
Ri2w No abnormal changes 5 5

Humerals represent the number of animals.

Study No.

5BL75-00
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Table 5-4 Funduscopic examination in female rats
Group Control Benzonitrile
Dose{mg/kg/day) 20 100
Week Item Grade
Pre No abnormal changes 10 5 10
4w No abnormal changes 10 5 10
R:2w No abnormal changes 5 5

Numerals represent the number of animals.

Study No.

.

SBL79-00



Number of Animals Study No. : SBL79-00
Item : Urinalysis )
Sex : Male
Group Controel Benzonitrile
Dose({mg/kg/day) 4 20 100
4w 10 5 5 10
R:2w 5 5

Urine volume & Specific gravity
dw 5 5 5 5

R:2w 5 5
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Number of Animals Study No., : SBL79-00

Item : Urinalysis
5ax : Female

Group Control Benzonitrile

Dose(mg/kg/day) 4 20 100
dw 10 5 E 10

R:2w 5 5

Urine volume & Specific gravity
4w 5 5 5 5

R:2w L 5




Standard Urinalysis

Color 0 : Nermal color
1 : Abnermal color

{mg/dl)
Ketone hody ¢ : -
1 % 5
2 T 15
3 ++ 40
4 +4+4+ 80
5 ++++ 160
{Ehrlich unit/dl}

Urobilinoegen 0 + 0.1
1 ¥ 1
2 4 2
3 +4+ 4
4 ++++ 8
5 b bt 12

Urine volume {U.Volumne}

Specific gravity (S.Gravity}

Protein

Bilirubin

Ul W h - O

wWN O

s ss ex e

4+

(mg/dl}

30
100
o0

1000

Glucose

Qccult blood

[V SR g =]

I TR T TR T

+ H+ 1
+

.

4+

++
+t
+htt

(grdl)
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Table 6-1 Urinalysis in male rats
Group Control Benzonitrile
Dose{mg/kg/day} 4 20 100
Grade
Color qw 0 10 5 .5 10
1
R:2w o 5 5
1
pH qw 5
5.5
6
6.5
7 1 1 1 2
7.5 6 3 3 8
a 2z 1 1
8.5 1
9
R:2w 3
5.5
&
6.5
b
7.5 1
8 5 3
8.5 1
9

Numarals represent the number of animals.
Not significantly different from control.

Study HNo.

: SBL79-00
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Table 6-2 Urinalysis in male rats Study No. : SBL79-00
Group Control Benzonitrile
Dose({mg/kg/day) 4 20 100
Grade

Protein 4w 1]

1 1 1

2 4 4 1 6

3 5 1 3 4

4

5

R:2W 0

1

2 3 4

3 2 1

q

5
Glucose 4w 0 10 5 5 10

1

2

3

4

5

R:2w 0 5 5

1

2

k|

4

5

Numerals represent the number of animals.
Not significantly different from control.
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Table 6&-~3 Urinalysis in male rats Study Mo. : SBLT9-00
Graup Control Benzonitrile
Dose(mg/kg/day) 4 20 100
Grade
Ketone body dw 0 5 2 1 7
1 q 3 q 3
2 1
3
4
5
R:2w 0 2 3
1 3 1
2 1
3
4
5
Bilirubin 4w ] 10 5 5 10
1
2
3
R:2w ] 5 5
1
2
3

Numerals represent the number of animals.
Mot significantly diffarent from control.
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Table 6-4 Urinalysis in male rats Study No. : SBL79-00
Group Control Benzeonitrile
Dose{mg/kg/day) L] 20 100
Grade
Occult blood 4w 0 10 5 5 8
1 2
2
3
4
R:2w o] 3 4
1 1
2 1
3 1
4
Urobilinogen qw [+ 10 4 5 10
1 1
2
3
4
5
R:2w 0 5 ]
1
2
3
4
5

Numerals represent the number of animals.
Not significantly different from control.
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Table &-5 Urinalysis in male rats

Group Control Benzonitrile

Dose(mg/kg/day) 4 20 100

U.Voluma (mL) 4w 4.04+41.08 2.98+41.30 4.28+1.98 3.22+41.06
R:2w 3.42+1.80 3.1611.30

S.Gravity 1w 1.02464+0.0066 1.035040.0168 1.0324+40.0258 1,0234+0.0092
R:2w 1.044010.0222

1.0420+0.0073

Values are expressed as the mean + $.D.
Mot significantly different from control.

Study No.

: SBL79-00
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Table 6-6 Urinalysis in female rats
Group Control Benzonitrile
Dose{mg/ky/day} 4 20 100
Grade
Ceolor qw 0 10 5 5 10
1
R:2w 0 5 5
1
pH qw 5 *
5.5
6 1 3 1
6.5 2 2 2
7 2 2 3
7.5 5 2 4
8 1
B.5
]
Ri:2w 5
5.5
6 1
6.5
7
7.5 3 3
|- 1 2
8.5
9

Numerals represent the number of animals.
* P¢0.05 : Significantly different from control.

Study No.

SBL79-00
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Table 6-7 Urinalysis in female rats
Group Control Benzonitrile
Dose(mg/kg/day) 4 20 100
Grade
Protein 4w 0 3k 1* 5%
1 1 3 1
2 8 2 1 q
3 1
q
5
R:2w 0 3 3
1 1
2 1 2
3
4
5
Glucose qw 0 10 5 5 10
1
2
3
q
5
R:2w 0 5 5
1
2
3
L]
5

Numerals represent the number of animals.
* P<D.05 : significantly different from control.

Study No.

SBL79-00



Table 6-8 Urinalysis in female rats
Group Control Benzonitrile
Dose {mg/kg/day) 20 100
Gradae
Ketone body 4w L] 9 2 10
1 1 3
2
3
4
5
R:2w 0 5 4
1 1
2
3
4
5
Bilirubin 4w 0 10 5 10
1
2
3
R:2w 0 5 5
1
2
3

Numerals represent the number of animals.
Not significantly different from control.

Study No. : SBL79-00



Table 6~9 Urinalysis in female rats Study No. : SBL79-00
Group Caontrol Benzonitrila
bose{mg/kg/day] 4 20 100
Grade
Occult blood qw 0 9 [ 4 10
1 1
. 2 1
3 1
4
R:2w 0 5 4
1
p 1
3
q
Uraobilinogen qu o 6 5 2 8
1 4 3 2
2
3
4
5
R:2w 0 q 3
1 1 2
2
3
4
5

Numerals represent the number of animals.
Not significantly different from contrel.




Table &6-10 Urinalysis in female rats

Group Control Benzonitrile

Dose ({mg/kg/day) 4 20 100

U.Volume (mL]) 4w 2.82+1.17 3.72+1.66 3.80+0.88 3.10+0.93
R:2w 2.54+0.86 2.78+1.31

S.Gravity 4w 1.0312+0.0185 1.020040.0060 1.0156i0.0019 1.0180+0.0074
R:2w 1.0374+40.0134 1.0184+0.0081*

Values are expressaed as the mean + S5.D.
* P¢0.05 : Significantly different from control.

Study No.

SBL79-00



Urinary Sediment

RBC
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Phosphate crystal
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1 :1
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3
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Table 6-11 Urinary sediments in male rats
Group Control Benzonitrile
Dose (mg/kg/day) 4 20 100
Grade
RBC
qw ] 5 5 5 5
1
2
3
R:2w [ 5 5
1
2
3
wacC
1w 4] 5 5 3 3
1
2
3
R:2w o 5 5
1
2
3
Phosphate
iw 0 2 1 2 1
1 1 2 2 4
2 2 2 1
3
R:2w 0 L] 1
1 1 4
2
3
Urate
4w 0 5 5 5 5
i
2
3
R:2w 0 5 5
1
2
3

Numerals represent the number of animals.
Not significantly different from control.

Study No.

SBL79-00



'@

Table 6-12 Urinary sediments in male rats . Study No. : SBL79-00
Group Control Beanzonitrile
Dose{mg/kg/day} 4 20 100
Grada
Oxalate
aw 0 5 5 5 5
1
2
3
R:2w o 5 5
1
2
3
other c.
aw [ 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Epith.
4w 0 5 5 s 5
1
2
3
R:2w 0 5 5
1
2
3
Bacteria
qw 0 5 5 5 5
1
R:2w 0 5 5
1

Numerals represent the number of animals.
Not significantly different from control.



Table 6-13 Urinary sediments in male rats
Group Control Benzonitrile
Doese{mg/ky/sday) q 20 100
Grade
Cast
4w 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Sperm
4w 0 3 5 2 5
1 2 3
R:2w s} 3 2
1 2 3
Others
4w a 5 5 5 5
1
 R:2w ] 5 5
1

Numerals represent the number of animals.
Not significantly different from control.

Study No.

SBL79-00
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Table 6-14 Urinary sediments in female rats
Group Control Benzonitrile
Dose (mg/kg/day) 4 20 100
Grade
RBC
aw 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
WBC
qw 0 5 5 5 5
1
2
3
Riz2w 0 5 5
1
2
3
Phosphate
qw 0 4 2 5 )
1 1 3 1
2
3
R:2w 0 3 5
1 2
2
3
Urate
4w 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3

Numerals rapresent the number of animals.
Not significantly different from control.

Study No.

SBL738--00
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Table 6-=15 Urinary sediments in female rats Study No. : $SBL79-00
Group Control Benzonitrile
pose{mg/kg/day) 4 20 100
Grade
Oxalate
4w 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Other c.
dw 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Epith.
v 0 5 5 5 5
1
2
3
R:2w 0 5 5
1
2
3
Bacteria
4w 1] ' 5 5 5 5
1
R:2w ] 5 5
1

Numerals represent the number of animals.
Not significantly different from control.



Table &-16

Urinary sediments in female rats

Group Benzonitrile
bose [mg/kg/day) 20 100
Grade
cast
aw 0 E 5
1
2
3
R:2w 0 5
1
2
3
Sperm
4w 1] 5 5
1
R:2w 0 5
1
others
iw 0 5 5
1
R:ilw 0 5
1

Numerals represent the number of animals.
Not significantly different from control.

Study HNo.

SBL79-00



Hematology

RBEC
WBC
Ht
Hb
Plat.
Mcvy
MCH
MCHC
Ret.

Hemogram
N-Stab
N-Stab
N-Seg.
N=-5eg.
Eosino.
Eosino.
Baso.
Baso.
Mono.
Mono.
Lymph.
Lymph.

Blood coagulation test

BT
APTT

{104,/mm3)
(102/mm3)
B
9/dL
(102 mm )
(£1)

(%)
(162 ,/mm3)
(%)
(102/pm3)
{%)

{Sec)
(Sec)

Number of red blood cells

Number of white blood cells

Hematocrit value

Hemoglobin concentration

Number of blood platelets

Mean corpuscular volume

Mean corpuscular hemoglobin

Mean corpuscular hemoglobin concentration
Number of reticulocytes

Number of stab—form neutrophilie leukocytes
Stab-~form neutrophilic leukocyte ratic
Number of segmented neutrophilic leukocytes
Segmented neutrophilic leukocyte ratio
Number of eosinophilic leukocytes
Eosinophilic leukocyte ratio

Number of basophilic leukocytes

Basophilic leukocyte ratio

Number of monocytes

Monocyte ratio

Number of lymphocytes

Lymphocyte ratio

Prothrombin time
Activated partial thromboplastin time

{@



Table 7-1 Hematology in male rats {End of drug administration) S5tudy No. S5BL79~00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose (mg/kg/day) 4 20 100

N 5 5 5 5
RBC (10d/mm3) 727.6+432.4 700.6+28.4 726.44+52.5 736.8+23.7
WBC (102 /mm3) 84.6¥35.6 61.8%8.7 79.2¥12.4 86.8%6.5
Ht (%) 42.4870.76 41.24%1.30 43.34F2.61 43.28%0.89
Hb {g/dL) 14.84%0.36 14.54%0.33 14.96%0.88 14.86%0.48
Plat (164 ,/mm3) 126.66¥%13.32 122,26%5.32 122.88%11.77 116.14%6.86
Mcv (£1) 58.6%1.5 58,8%1.9 59.4F1.5 58.8%1.9
MCH (pg) 20.42%0.78 20.78%0.97 20.54%0.42 20.16%0.56
MCHC (%) 34.9470.87 35.24%0.81 34.52%0.59 34.34%0.89
Ret (1o-1ly) 22.2%9.1 17.2¥3.0 18.8¥8.0 16.0%3.6
N-stab  (102/mm3) 0.00%0.00 0.00%0.00 0.00%0.00 0.00%0.00
N-Stab (%) ¢.0%0.0 0.0F0.0 0.0%0.0 0.0%0.0
N-Seg. (102,/mm3) 5.44%3.01 4.82¥1.75 4.94%¥2.41 4.02%2.29
N-Seq. (%) 7.4%74.6 7.842.6 6.4%3.4 4.6%2.5
Eosino. (10%/mn3) 0.78%0.87 1.00%1.54 0.30%0.42 0.18%0.40
Eosino. (%) 0.8%0.8 1.4%2.1 0.430.5 0.2+%0.4
Baso. {102/mm3) 0.00%0.00 0.0070.00 0.00%0.00 0.00%0.00
Baso. (%) 0.0%0.0 0.0%0.0 0.0%0.0 0.050.0
Mono. (102 /mm3) 0.28%0.39 0.7070.48 0.26%0.36 1.10¥0.78
Mono. (%) 0.630.9 1.2%0.8 0.450.5 1.2%0.8
Lymph. (10%/mm3 ) 78.08%34.68 55.3277.28 73.74F13.21 81.56+%5.48
Lymph. (%) 91.2%5.0 89.6%3.8 92.8¥3.9 94.0%2.7
PT (5ac) 10.12%0.91 10.1070.37 10.12%1.87 11.50+0.78
APTT (5ec) 19.36%1.15 19.84%0.90 19.64%0,82 Z1.66%0.74**

Values are expressed as the mean + 5.D.
** pe0.01 Significantly different from control.
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Table 7-=2 Hematology in female rvats (End of drug administration) Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose (mg/kyg/day) 4 20 100

N 5 5 5 5
RBC {104 mm3 ) 730.8+33.0 754.8462.5 T16.6+425.3 700.4+427.3
WBC {102/mm3) 69.6%7.3 59.275.4 66.8F13.4 63.0%15.8
HE (%) 41.72%1.26 42.50F2.81 41.6471.44 40.54%0.97
Hb {9/dL) 15,02%0.48 15.34%1.08 14.94%0.230 14.26%0.39
Plat. {lo9,/mm3}) 112.06%27.96 114.30%21.22 118.50%23.17 112.70F9.53
MCV {£1} 57.2¥1.6 56.4%1.1 58.2%0.8 58.0F1.0
MCH {pg) 20.56%0.84 20.34F0.30 20.86%0.55 20.4070.48
MCHC (%) 36.0070.44 36.08%0.19 35.90%0.95 35.18%0.45
Ret . {1071y B.6¥2.2 11.2%5.0 12.6%4.6 11.8%2.2
N-stab  (102/mm3} 0.00%0.00 0.00%0.00 0.00%0.00 £.0050.00
N-Stab (%) 0.0%0.0 0.0%0.0 0.0%0.0 0.0%0.0
N-Segq. {1062/mm3) - 3.40F1.11 4.27¥1.69 2.1270.93 3.32%1.68
N-Seg. {%}) 4.8%1.3 7.4¥3.5 3.2¥1.3 5.0%2.9
Eosina. (102/mmd) 0.56+0.91 0.24%0.33 0.26%0.37 0.34%0.47
Eosino. (%) 0.8%1.3 0.450.5 0.4%0.5 0.470.5
Baso. (102/mm3} 0.00%0.00 0.00%0.00 0.00%0.00 0.00%0.00
Paso. (%} 0.0%0.0 0.0%0.0 0.0%0.,0 0.0%0.0
Mono. (102/mm3) 0.00%0.00 0.1070.22 D.8070.54% 0.9470.56+
Mono. (%} 0.0%0.0 0.2%0.4 1.2%0.8* 1.450.9+*
Lymph.  {102/mm?) 65.6476.40 54.64710.20 63.62%12.85 63.40%14-96
Lymph. (%) 94.4%2.2 92.0%3.4 95.2+1.9 93.2%2.6
PT {Sec) 7.68%0.26 7.68%0.29 7.72%0.16 7.94%0.33
APTT {Sec) 17.38%0.68 17.36%1.40 18.34%0.79 17.96%0.55

Values are expressed as the mean

+ 5.D.

* P¢0.05 : significantly different from control.



Table 7-3 Hematoclogy in male rats (End of recovary test)
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose(myg/kg/day) 4 20 100

N 5 0 0 5
RBC (104 ,/mm3) 772.4+17.1 775.8+44.2
WBC (102/mm3) 72.8%21.4 60.4%19.6
Ht (%) 43.3470.99 43.80%1.38
Hb (g/dL) 15.66%0.57 15.56%0.42
rlat. {io9/om3) 105.60%21.92 109.76%29.49
MCV {f1} 56.2%1.8 56.4%1.8
MCH {pg} 20.30%0.93 20.10%0.73
MCHC (%} 36.14%0.93 35.50%0.38
Ret. {10-1%) 14.6%5.6 18.2%7.7
N-Stab  {10%/mm3) 0.00%0.00 0.00%0.00
N-stab (%} 0.0%0.0 0.0%0.0
N-Seg. (10%/mm3) 2.5471.53 4.00%2.90
N-Segq. (%} 1.6%1.9 6.4%3.2
Eesine. {10%/mm3) 1.2450.93 0.3470.47
Eosino. (%) 1.8%1.1 0.650.9
Baso. (102/mmd) 0.00F0.00 0.00%0.00
Baso. (%) 0.050.0 0.0%0.0
Mono. (102 /mm3) 1.48¥1.43 0.90%0.57
Mono. (%) 1.8¥1.5 1.450.5
Lymph. (102/mm3) 67.56%19.92 55,18%17.57
Lymph. (%) 92.8%1.9 91.6%3.8
PT {58c) 12.60%2.16 12.84%1.39
APTT {5ec} 19.52+2.30 20,70%3.03

Values are expressed as the mean + 5.D.

Not significantly different from control.

Study No.

SBL79-00
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Table 7-4 Hematology in female rats (End of recovery test)
Group Control Benzonitrile Benzonitrile Benzonitrile
Dosa(mg/ky/day) L] 20 100

N 5 0 0 5
RBC (109,/mm3) 712.8+23.0 744.6454.8
WBC {1062/mm3) 46.6%15.1 37.2%7.3
Ht (1) 40.98%1.42 42.74%2.29
Bb {g/dL} 14.88%0.66 15.22%1.04
Plat. {164 ,/mm3) 90.78%21.24 113.34%29.68
MCV (£1) 57.6+0.9 57.2¥%1.5
MCH {pg} 20.86%0.52 20.4450.49
MCHC (%) 36.30%0.73 35.60%0.86
Ret. {10-1%) 14.07%1.4 13.874.8
N-Stab  {102/mm3) 0.0070.00 0.0070.00
N-Stab (%) 0.0%0.0 0.0%0.0
N-Seg. (102/mm3}) 3.04%1.25 2.9471.59
N-Seq. (%) 7.2%3.6 7.4%3.1
Eosino. (102/mm3) 0.4670.68 0.08%0.18
Bosino. (%) 1.0¥1.4 0.2¥0.4
Baso. (102/mm3) 0.00%0.00 0.00%0.00
Baso. (%) 0.050.0 0.0%0.90
Mono. (102,/mm3) 0.4070.41 0.22%0.35
Mone. (%) 0.870.8 0.6%0.9
Lymph.  (102/mm) 42.70715.41 33.96%5.70
Lymph. (%) 51.0%4.0 91.8%3.5
BT (Sec) 7.78%0.40 7.76%0.24
APTT (5ec) 18.04%1.11 18.02%0.31

Values are expressed as the mean + S.D.
Not significantly different from control.

Study No.

SBL79-00



Bloed Chemistry

ASAT
ALAT
ALP

LDH
G-GTP
T.Bil.
T.Prot.
Albumin
A/G
T.Chel.
TGL
Glucose
BUN
Creat.
ChE

1P

Ca

Na

K

cl

{1u/L)
{IU/L)
{1u/L)
(IU/L]}
(IU/L)
{mg/dL)
{g9/4L)
{g9/dL)

{mg/dL)
{mg/dL)
{mg,/dL)
{mg/dL)
{mg/dL)
(IU/L]}

(mg/dL)
(mg/dL)
{mEq/L)
(mEq/L)
(mEq/L)

Aspartate aminotransferase
Alanine aminotransferase
Alkaline phosphatase
Lactate dehydrogenase
Gamma — glutamyl transpeptidase
Total bilirubin

Total protein

Albumin

Albumin / Gleobulin

Total cholesteroel
Triglycerids

Glucose

Blooad urea nitrogen
Creatinine

Cholinesterase

Inorganic phesphorus
Caleium

Sodium

Potassium

Chleride



Table 8-1 Blood chemistry in male rats (End of drug administration)
Group Contral Benzonitrile Benzonitrile Benzonitrile
Dose (mg/kg/day) 1 20 100

N ) 5 5 5
ASAT {IU/L) B1.6+10.4 91.6+18.8 72.8410.9 79.4+12.1
ALAT {IU/L) 28.0%4.3 28.2%2.8 25.8%5.1 33.8%4.6
ALP (IU/L) 361.8%59.7 390.6+30.3 313.8%31.2 334.25109.9
LDH {IU/L) i633.0¥573.9 1583.8%804.0 1077.8¥%781.6 1138.65710.2
G-GTP {TU/L) 0.6450.18 0.62%0.24 0.46%0.30 0.6270.19
T.Bil. (mg/dL) 0.108%0,013 0.120%0.007 0.120¥0.019 0.13070.023
T.Prot. (g/dL} 5.9270.34 5.5090.12* 5.52%0.169* 5.8070.23
Albumin (g/dL) 4.18%0.22 3.98%0.11 4.02%0.16 4.28%0.13
A/G 2.42470.150 2.598%0.231 2.760%0.302 2.77870.247
T.chol. {mg/dL) 60.879.4 57.4%9.2 60.2¥12.2 55.0¥11.¢%
TGL {mgsdL) 15.8%15.8 42.0F30.1 39.2F12.4 22.6%7.5
Glucose (mg/dL) 157.0%19.2 156.6+32.6 143.4%9.5 147.6%13.0
BUN {mg/dL) 13.24%1.54 12.54F2.46 12.62¥2.22 14.06%2.94
Creat. (mg/dL) 0.50870.073 0.480F0.089 0.43270.043 0.486%0.063
ChE {1U/L) 509.2¥108.3 385.4FB5.3* 396.8%21.3 344.8F43.8**
ip {mg/dL) 8.4343%0.580 8.600%0.609 8.268¥0.457 8.336%0.954
Ca (mg/dL) 9.90%0.34 10.28%0.40 9.8270.61 9.96%0 .34
Na {mEq/L) 141.0%1.6 143.0%1.4 142.8%1.9 142.6%1.1
K {mEgQ/L) 4.1370.34 3.9870.41 3.9270.47 4.02%0.28
cl {mEgQ/L) 101.4%1.8 101.8%1.1 103.0%0.7 103.8%1.1*

Values are expressed as the mean + 5.D.
* pe0.0O5 , ** P<0.01 : sSignificantly different from control.

Study No.

: SBL7%--00




Table 8-2 Blood chemistry in female rats [(End of drug administration)
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose({mg/kg/day) 4 20 100

R 5 5 5 5
ASAT {IU/L) 79.2+59.9 90.8+22.9 76.8+3.4 84.2+45.3
ALAT (1U/L} 24.0%4.5 19.2%1.9 18.4%3.6 23.6%3.8
ALP {IU/L} 210.0%26.0 193.0540.3 210.4¥15.8 232.2%23.4
LDH (1U/L)} 1114.0¥338.0 1762.0¥848.9 1351.2¥515.0 1295.0%497.8
G-GTP {IU/L} 0.82¥0.13 0.76+0.30 0.76¥0.30 0.96%0.21
T.Bil. (mg/dL) 0.106%0.009 0.124%0.017 0.118%0.023 0.106%0.015
T.Prot. {g/dL) 5.88%0.19 5.96%0.35 5.88%0.39 5.66+0.26
Albumin (g/dL) 4.3450.05 4.4470.25 4.30%0.20 4.24%0.18
5/G 2.76250.256 2.95270.421 2.746%0.258 3.068%0.544
T.Chel. {mg/dL) 58.8%13.1 56.8¥13.7 67.6%17.4 65.4F11.7
TGL (mg/dL) 11.0%3.7 19.8¥%11.2 10.6¥%3.8 15.8%5.6
Glucose {(mg/dL) 120.2%14.3 127.8¥11.1 122.0%18.3 124.4%8.3
BUN {mg/dL) 20.60%4.79 20.44F5.68 18.48%7.62 19.82%2,.82
Creat. (mg/dL) 0.532%0.084 0.518%0.075 0.552%0.124 0.47670.064
ChE (IU/L) 1298.2%228.4 1262.6%124.6 1285.8%162.6 1283.6%426.7
ip (mg/dL) B.63470.596 8.190%0.551 8.246%0.733 B.56070.582
Ca (mg/dL) 10.0070.69 10.30%0.12 9.94%0.22 9.56+0.67
Na (mEq/L} 143.2¥1.5 143.0%1.0 143.4%0.9 144.0%0.0
K (mEg/L) 3.60%0.23 3.88%0.36 3.74%0.11 3.74%0.13
c1 (mEQ/L)  105.27%0.4 105.242.2 105.4%1.5 106.0%0.7

Values are expressed as the mean + 5.D.
Hot significantly different from control.

S5tudy No.

: §BLV79-00



Table 8-3 Blood chemistry in male rats (End of recovery test)
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose{mg/kg/day) 4 20 100

N 5 [ Q 5
ASAT (IU/L) 96.2+21.6 81.56+18.5
ALAT (IU/L) 31.2%4.8 28.2%7.7
ALP (IU/L) 283.2%766.5 241.8%31.6
LDH (IU/L) 1491.6+1031.8 1319.4+1013.7
G-GTP (IU/L) 0.7810.16 0.70+0.24
T.Bil. [(mgsdL) 0.14640.011 0.136+0.021
T.Ptet. (g/dL) 5.86%0.46 5.84%0.53
Albumin (g/dL) 4.1470.24 4.08+0.28
A/G 2.39070.185 2.410%0.252
T.Chel. (mg/dL) $9.8%8.8 59.2%10.0
TGL (mg/dL) 26.8%5.2 28.8%8.4
Glucose (mg/dL) 164.4%21.4 144,4%7.7
BUN {mg/dL) 20.40F3.09 19.14%2.19
Creat. {mg/dL) 0.514%0.076 0.508%0.055
che {IU/L) 445.2%104.3 438.47101.6
ir {mg/dL) 8.396%0.723 8,518F1.242
Ca {mg/dL) 10.58%0.25 10.50+0.89
Na {mEg/L) 151.4%3.3 152.275.2
K {mEgQ/L) 4.02%0.19 4.16F0.47
c1 {mEg/L) 106.2F3.6 109.235.0

Values are axpressad as the mean 4+ S5.D.

Not significantly different from contrel.

S5tudy No.

: SBL79-00



Table 8-4 Blood chemistry in female rats (End of recovery test) Study No.
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose{mg/kg/day) 4 20 100

N 5 0 0 5
ASAT (IU/L) 81.2+8.4 87.0+417.2
ALAT (1U/L) 22.2%3.7 21.0%3.4
ALP (1U/L) 143.0%26.3 145.2%49.2
LDH (IU/L) 1620.03571.5 1831.221071.0
G-GTP (IU/L) 1.00+0.21 1.08+0.36
T.Bil. (mg/dL) 0.142%0.019 0.14430.018
T.Prot. (g/dL) 6.04%0.38 6.02%0.36
Albumin (g/dL) 4.28%0.26 4.22%0.19
A/G 2.500%0.107 2.318%0.156
T.Chol. (mg/dL) 61.4%6.7 73.6F7.5*%
TGL (mg/dL) 19.6%18.4 16.8%4.2
Glucose (mg/dL) 147.8%25.2 157.2%8.1
BUN (mg/dL) 21.04%1.75 19.58%3.03
Creat. (mg/dL) 0.474%0.055 0.528%0.043
ChE (IU/L) 1561.6%736.3 1623.4%815.5
1P (mg/dL) 7.502%1.215 6.558+0.509
Ca (mg/dL) 10.16%0.61 10.32%0.63
Na (mEg/L) 147.8%4.4 148.8+%3.1
K (mEq/L) 3.74%0.09 3.90%0.14
cl (mEq/L) 106.8%3.8 106.6+3.0

Values are expressed as the mean + 5.D.

* P¢0.05 : significantly different from control.

SBL79-00




Gross Autopsy Findings

Grade

4]

No abnermal changes
Slight

Moderate

Marked

Hon-graded changes
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Table 95-1 Gross autopsy findings in male rats (End of drug administration)
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose{mg/kg/day} 4 20 100
Findings Grade 0 1 2 3 o1 2 3 P o 1 2 3 p 1 2 3 P
Thymus
Red focus, single 3 5 0 5 o 0
Lung
Incomplete retraction 5 3 a 4 1 0
Red focus, several 2 4 1 2 3 2
Cecum
Red focus, single, mucesa 5 4 1 5 o 4
Liver
White and red and black fecus, :
single 4 4 1 5 1] 1
White and red focus, single 4 5 0 4 1 1
White and black focus, single 4 5 1] 5 0 1
hcceontuated lobular pattern 4 5 o] 5 0 0
White focus, several 5 5 [4] 5 0 1
White focus, single q 4 1 4 1 2
Black focus, single 5 q 1 5 0 0
wWhite and red focus, several 2 5 0 5 a 0

Numerals represent the number of animals.
Not significantly different from contrel.

Study No.

.

S8L79-00
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Table 9-2 Gross autopsy findings in female rats (End of drug administration) Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose{mgskg/day) 4 20 100
Findings Grade 1 2 3 o 1 2 3 P 0 1 2 3 P a 1 2 3 P
Thymus
Red focus, several 5 0 4 1 5 4]
Red focus, single 5 Q 5 0 q 1
Lung
Red focus, several 4 1 5 4] q 1
Red focus, single 5 0 5 0 q 1
Liver
White and black focus, single 5 0 5 [M] q 1
White focus, saveral q 1 5 o 5 0
White focus, single L] 1 q 1 3 2
Uterus
Hydrometra q 1 q 1 5 0

Numerals represent the number of animals.
Not significantly different from control.
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Table 9-3 Gross autopsy findings in male rats (End of recovery test)
Group - Control Benzonitrile Benzonitrile Benzonitrile
Dose (mg/kg/day) 20 100
Findings Grade 1 2 3 0 1 2 3 P o 1 2 3 p 0 1 2 3 P
Lung
Red focus, several 5 0
Red focus, single 3 2
Liver
White focus, single 3 2
Kidney
Cyst, single, right 5 o
Testis
Rod focus, several, bilateral 2 3
Epididymis
white focus, single, left q 1
White focus, several, right 4 1

Numerals represent the number of animals.
Not significantly different from control.

Study No.

SBL795-00
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Table 9-4 Gross autopsy findings in female rats (End of recovery test) Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose{mg/kg/day) 4 20 100
Findings Grade o1 2 3 P 01 2 3 P o 1 2 3 P c 1 2 3 P
Adipose tissue
Red focus, single 5 1] q 1
Lung
Red focus, several 3 2 5 0
Liver
White and red focus, single q 1 5 il
White focus, single q 1 3 2
Uterus
Hydrometra 49 1 . 5 a

Numerals represent the number of animals.
Not significantly different from control.
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Table 10-1

organ weight in male rats {End of drug administration)

'@

Group Control Benzonitrile Benzonitrile Benzonitrile
Dose(mg/kg/day) 4 20 100

N 5 5 5 5
Adrenal-R {mg} 28.20+2.31 25.52+3.78 26.76+2.56 27.58+42.56
Adrenal-L {mg} 30.98F4.37 26.96%3.49 26.50¥4.33 29.98F1.74
hAdrenal-RiL {mg} 59.18%6.47 52.48%6.92 55.26%6.59 57.56%4.02
Testis—R {mg} 1423.4%559.8 1469.2389.7 1479.8¥%128.4 1511.6%115.7
Testis-L {mg} 1408.8¥70.6 1447.6%100.5 1489.6%111.9 1494.2594.7
Testis—Ru&L (mg} 2832.2¥166.23 2916.8¥189.6 2969.4%233.5 3005.8%206.3
Thymus {mg} 543.0%186.0 571.2%76.2 649.43206.3 518.8%56.9
Spleen {mg) 684.0%148.7 699.4%75.2 £70.2%128.2 641.0%127.5
Brain {mg) 1946.2%91.3 1925.4+43.4 1966.4452.2 1932.4%37.5
Heart {mg} 1184.4557.3 1165.6¥30.4 1249.0%79.7 1185.0+792.0
Liver (g} 12.930%1.022 12.818¥%1.098 13.168%1.465 13.49430.858
Kidney—-R {mg} 1442.8F131.1 1464.4%R9.3 1483.0%151.4 1665.6¥118.4*
Kidney-L [mg) 1444.45208.2 1439.6%7%.7 1458.2%174.1 1678.0%208.7

Kidney-R&L (mg)
Epididy.-R (mg)
Epididy.-L (mg)}
Epididy.-R&L(Rng)

2887.2%334.0
351.6%21.0
348.8%11.3
700.4%26.6

2904.0%160.8
359.2%24.5
352,8%25.7
712.0%49.4

2941.2%324.6
390.8¥22.0
382.479.3+
773.2728.4

3343.6¥318.2
3B6.0+33.9
378.4+53.8
?64.4581.7

Values are expressed as the mean + S.D.
* P¢0.05 : Significantly different from control.

Study HNo.

: 5BL79-00
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Table 10-2 Organ waight in female rats (End of drug administration)
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose({mg/kg/day) ] 20 100

N 5 5 5 5
Adrenal-R {mg) 30.48+4 .48 30.40+46.11 30.3845.52 32.80+47.40
Adrenal-L {mg} 30.10%4.35 31.90%7.48 30.90%2.91 34.98¥%8.20
Adrenal-RelL (mg) 60.58¥8.57 62.30%13.43 61.28%8.16 67.78¥14.91
ovary-R (mg} 34.06+7.64 37.8676.22 42.22%8.24 40.82+9.56
ovary-L {mg} 35.60+3.80 39.76+11.09 34.52%4.07 43.94%13.99
ovary-ReL {mg} 69.656%9.79 77.62%17.11 76.74%10.33 84.76+21.74
Thymus {mg} 486.6%45.9 499,2%158.4 517.0%34.3 432.2%73.6
Spleen (mg} 518.0+67.3 508.0+89.2 471.0%70.3 471.0%91.7
Brain {mg} 1820.0%48.9 1815.8%69.2 1771.2%59.4 1866.0F106.9
Heart {mg} 7156.2+58.0 766.2%86.7 787.2%15.4 806.0+83.8
Liver {g} 7.02850.602 7.104¥1.013 7.448%0.543 7.952%0.864
Kidney-R {mg]) 901.6+87.5 883.0+79.4 BE7.8%38.4 954.4372.4
Kidney-L {mg) 849.0+48.3 855.0%82.4 870.2%50.5 946.0+81.4
Kidney-R&L (mg) 1750.6%¥133.4 1738.0%158.5 1758.0%88.2 1900.4F144.9

Values ate expressed as the mean + 5.D.
Not significantly different from control.

Study No.

: SBL79-00




Table 10-3

Organ weight in male rats

(End of recovery test)

'@

Group Control Benzonitrile Beanzonitrile Benzonitrile
Doss({mg/kgsday} 4 20 100
N 5 0 1} 5

Adrenal-R (mg) 29.56+2.18 28.10+4.70
Adrenal-L (mg} 30.64%4.35 30.18%4.21
Adrenal-R&L {(mg) 60.20%7.03 58.28%8.61
Testis-R {mg) 1521.0%57.4 1433.2¥79.8
Tostis-L {mg} 1536.4%71.3 1444.8%72.3
Testis-Ruil. {mg) 3057.4E110.1 2878.0¥%151.8
Thymus (mg) 498.6+91.1 437.2+94.9
Splaen (mg) 721.24173.5 725.8+%108.0
Brain (mg) 1976.6+78.1 1964.8%105.8
Heart {mg} 1237.8+129.9 1187.0492.4
Liver {g}) 12.056+1.023 11.722%0.508
Kidney-R {mg} 1476.8+142.4 1509.0%132.9
Kidney-L {mg} 1479.8%126.9 1490.2¥%130.2
Kidney-R&L {(mg} 2956.6%264.2 2999.2%260.2
Epididy.-R {(mg} 488.6+31.8 494.8+22.1
Epididy.-L (mg) 492.0%20.3 516.2%82.9
Epididy.-R&L(mg} 980.6%50.5 1011.0%103.3

Values are expressed as the mean + S.D.
Not significantly different from contrel.

Study No.

.
H

SBL79-00



Table 10-4

Organ weight in female rats

[End of recovery test)

Group Control Banzonitrile Benzonitrile Benzonitrile
bose{mg/ky/day} 4 100

N 5 0 Q 5
Adrenal~R {mg} 31.00+2.61 30.08+1.71
Adrenal-L {mg} 34.02%5.11 31.76%2.14
Adrenal-R&L {mg) 65.02%7.15 61.84%2.96
Ovary-R {mg} 48.64%5.59 40.48%3.87*
ovary-L (mg) 41.44%7.41 39.96¥10.02
ovary-ReL  (mg) 90.08¥8.99 80.44%13.156
Thymnus (mg) 4B81.2¥52.7 412.0%134.2
Spleen (mg) 594.47100.2 507.8¥124.3
Brain (mg) 1881.0F%48.8 1868.6%77.9
Heart (mg) 905.0785.4 837.6%83.2
Liver (a) 7.45050.757 7.116%0.656
Kidney-R (mg)  1003.4F141.4 279.4%107.6
Kidney-L {mg) 983.6F¥153.9 919.6%127.3
Kidney-RiL (mg)  1987.0%295.1 1899.0%233.5

values are expressed as the mean + S5.D.

* P¢0.05

Significantly different from control.



Tahla 10-5 Relative organ weight in male rats {End of drug administration) Study Neo. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose(mg/kyg/day) 100

N 5 5 5 5
Body weight (g) 348.8+12.0 352.4+49.8 349.8429.4 331.4+415.2
Adrenal-R {mg/100gBW) B.08%0.48 7.26F1.28 7.64%0.56 B.36%0.94
Adrenal-L {mg/100gBW) 8.86+1.09 T.66%1.16 8.1270.77 9.06¥0.55
Adrenal-RsL (mg/100gBW) 16.96+1.54 14.92%2.35 15.80%1.13 17.38%1.48
Testis-R {mg/100gBW) 408 ,2%29.2 417.0%29.8 423.8¥26.8 456.8+42.4
Testis-L {mg/100gBW) 404.4F25.1 411.0%28.3 427.8%41.4 451.6%38.5
Testis-ReL (mg/l00gBW) 812.6+52.7 §27.8354.7 851.8+67.4 909.0%79.8
Thymus {mg/100gBW} 154.2%49.5 162.8%24.8 186.2455.8 156.2+%12.9
Spleen {mg/100gBW} 195.2%36.6 198.4%20.8 193.0%39.3 192.6+31.7
Brain {mg/100gBW) 558.2%30.2 546.6%13.2 565.2+46.9 584.0%25.6
Heart {mg/100gBW) 339.8%23.2 330.8%¥11.3 359.6740.9 358.4%33.5
Liver {9/100gBW) 3.708%0.230 3.636%0.,286 3.762%0.221 4.06BF0.086*
Kidney=R {mg/100gBW) 413.6%32.9 416.0%30.6 423.8%F23.0 502.8+31.8%*
Kidney~L {mg/100gBW) 413.6+51.4 409,0%30.9 416.4F28.9 505.6447.5%*
Kidney-R&L (mg/100gBW) 827.2EBI.B 825.0£59.6 840.2¥%51.1 1008.0572.5%*
Epididy.-R {(mg/100gBW) 100.8+43.5 102.0+7.1 112.4%14.0 116.6+8.1+*
Epididy.-L ({mg/100gBW)} 100.0¥3.4 100.2%7.8 110,2+10.8 114.0%15.0
Epididy.-RaL{mg/100gBW) 200.522.5 202-2E14.7 222.4523.9 230.6521.3‘

Values are expressed as the mean + S.D.
* Pe0.05 , ** P¢0.01 : Significantly different from contrel.



Table 10~6

Relative organ weight in female rats (End of drug administration)

Group Control Benzonitrilae Benzonitrile Benzonitrile
Dose{mg/kg/day} 4 100

N 5 5 5 5
Body weight (g} 217.8+8.5 208.4+20.5 218.2+411.5 215.8+19.3
Adrenal-R {mg/100gBW) 14.06%2.48 14.52%2.03 13.92%2.73 15.14%2.98
Adrenal~L  {mg/100gBW) 13.88%2.42 15.2272.89 14.12%1.33 16.10%2.64
Adrenal-Rit [mg/100gBW} 27.94%4.81 29.74%4.83 28.00%¥3.95 31.26%5.30
ovary-R ({mg/100gBW) 15.64+%3,54 18.16%2.18 19.36+4.33 18.88%4.25
Ovary-L {mg,/100gBW} 16.38%2.09 18.90%4.09 15.86%2.55 20.14%5.15
Ovary—R&L (mg/100gBW) 32.02%4.73 37.04%6.01 35.16%6.11 39.06+8.25
Thymus {mg,/100gBW) 223.8%23.7 238.2767.1 236.2%17.3 199.4%21.0
Spleen {mg,/100gBW) 238.0%29.5 242.6%21.7 215.0%31.5 217.2%23.3
Brain (mg/100gBW) 836.8741.0 B76.4%67.3 810.4%55.1 867.2%49.2
Heart (mg/100gBW) 347.4%21.7 367.8¥23.3 359.6F14.9 373.2710.4
Liver (g/L00gBW) 3.224%0.183 3.400%0.228 3,398%0.125 3.68270.123++
Kidney-R {mg/100gBW) 413.6%31.3 425.0F31.0 405.4¥10.2 443.2%27.3
Kidney-L {mg/100gBW) 389.6%15.9 410.8%20.0 397.0%8.5 439.4%34.3*+
Kidney-ReL (mg/L00gBW) 803.4%45.6 835.6%50.4 802.2%16.9 882.8%57.4*

Values are expressed as the mean + 5.D.
Significantly different from control.

* P¢0.05 ,

** P¢0.01 =

Study No. : SBL79=00




Table 10-7 Relative organ weight in male rats (End of recovery test)
Group Control Benzonitrile Benzonitrila Benzonitrile
Dose(mgskg/day) 4 20 100

N 5 [ 0 5
Body weight (g} 385.0+17.4 359.6+19.4
Adrenal-R  (mg/l00gaW) 7.70%0.60 7.82%1.37
Adrenal-L  {mg/l00gHW) 7.9671.13 8.40F0.98
Adrenal-R&L {mg/100gBW) 15.62F1.62 16.20%2.27
Testis—R {mg/100gRW) 395.8%22.2 399,2726.3
Testis—L {mg/100ghwW) 399.4%10.6 402.4F23.5
Testis—R&L (mg/l00gBW) 794.8%29.8 801.8%49.7
Thymus (mg/100gBwW) 126.2%21.3 121.8%28.2
Splean {mg/100gBW) 1B6.6F40.6 202.0%27.0
Brain {mg/100gBW)} 513.6%21.1 547.2%31.2
Heart {mg/100gBW) 320.8%20.7 329.8%¥13.0
Liver {g/100gBW) 3.134%0.239 3.268%0.237
Kidney—R {mg/100gBW) 383.2%23.2 419.2420.3*
Kidney-L {mg/100gBW} 384.0520.8 414.4%24.3
Kidney-R&L (mg/100gBW) 767.0%42.4 833.2%42.9¢
Epididy.-R {mg/100gBW) 127.2%9.6 138.2511.7
Epididy.-L (mg/100gBW) 125.0%9.4 144.2726.2
Epididy.-R&L{mg/100gBW) 255.2%18.4 282.2736.3

Values are expressed as the mean + 5.D.
* P¢0.05 : Significantly different from control.

Study No.

SBL79-00



Table 10-8

Relative organ weight in female rats (End of recovery test)

Group Control Benzonitrile Benzonitrile Benzonitrile
Dose(mg/kg/day)
N 5 5

Body weight (g) 242.0+16.4 232.8+28.9

Adrenal-R (mg/100gBW) 12.8440.98 13.02%1.51

Adrenal-L {mg/100gBW) 13.98%1.28 13.74%1.46

Adrenal-R&L (mg/100gBW) 26.84%1.81 26.82%2.82

ovary-R (mg/100gBW} 20.18%2.85 17.56+2.42

ovary-L [mg/100gBW) 17.04+2.47 17.46%5.15

ovary-R&L {mg/100gBW) 37.26¥3.08 35.02%7.39

Thymus {ng/1009BW) 198.6%16.6 173.6%33.9

Splean {mg/1009BW) 245.8%36.4 216.4+28.4

Brain {mg/100gEW} 779.4%37.0 813.2%114.1
Heart (mg/100gBW) 173.4%20.4 360.8%21.7

Liver (g/100gBH} 3.074%0.140 3.066%0.178
Kidney-R {mg/100gBW} 413.4%37.4 421.8%27.8

Kidney-L {mg/100gBW} 404.8%42.23 394.8%20.6

Kidney-R&L (mg/100gBW) 818.4%79.6 816.6%46.5

Values are expressed as the mean + 5.D.
Not significantly different from control.

Study No.

: 5BL79-00
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Table 11l-1 Histopathelogical findings in male rats {End of drug administration) - [H.E STAINING] Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose{mg/kg/day) 4 20 100

Findings Grade 01 2 3 4 P U 9 1 2 3 4 P U 0 1 2 3 4 P U o1 2 3 4 P v
Hoart

Myocardial degeneration, focal 4 1 0 0 0O 4 1 0 0 0
Spleen

Extramedullary hematopeciesis 2 3 0 ¢ o 3 2 0 0 O
Thymus

Hemorrhage 3 2 0 0o 0 5 0 0 0 0
Femoral bone marrow 5 5

Sternal bone marrow 5 5

Lymph node (Mesenteric) 5 5

Lymph node (Submandibular) 5 5

Lung

Hemorrhage, focal 3 2 0 0 0 4 1 0 0 0
Foamy cell aggregation, alveolus 4 1 0 0 0 5 0 0 0 0
Trachea 5 3
Bronchus/Bronchiole 5 5

Stomach 5 5

Duodenum 5 5

Jejunum 5 5

Ileum 5 5

Cacum ] 5

colen ] 5
Rectum S 5

Liver

Microvacuolization, hepatocyte,

periportal 2 3 0 0 0O 3 2 0 0 ©

Mononuclear cell infiltration 2 5 0 0 0 2 3 0 0 0
Necrosis, focal 4 1 0 0 O 5 ¢ 0 0 ¢

Numerals represent the number of animals.
Not significantly different from control.
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Table 11-2 Histopathological findings in male rats (End of drug administration) - [H.E STAINING] Study No. : SBL79-00
Group Control Benzonitrile Banzonitrile Benzonitrile
Dose (mg/kg/day) 4 20 1040

Findings : Grade 0 1 2 3 4 P U g 1 2 3 4 P U o1 2 3 4 P U ¢ 1 2 3 4 P U
Kidney

Eosinophilic body, renal tubule 2 3 0o 0 @ 1 3 1 40 0
Basophilic change, renal tubule 3 2 0 0 O 2 3 0 ¢ o
Cast, hemorrhagic 5 0 0 a0 0 4 1 ¢ 0 O
Mononuclear cell infiltration 4 1 0 0 0 : 4 1 0 0 0O
Urinary bladder 5 5
Testis 5

Epididymis 5 5

Seminal vesicle 5 5

Prostate 5 5

Pituitary

Cyst, pars intermedia 4 1 0 o o0 5 0 0 0 0
Adrenal 5 5
Thyroid

Ultimobranchial body 5 0 4 1
Parathyroid 5 5

Cerebrum 5 5

Cerebellum 5 5
Sciatic nerve 5 5
Brain stem 5 S
Spinal cord {(Thoracic) ) 5 5
Eyeball {Optic n.) 5 5
Harderian gland 5 5
Femur

Brown pigment, pariosteun 4 1 0 0 0 4 1 0 0 o
Sternum 5 5

Numerals represent the number of animals.
Not significantly different from control.




Table 11-3

wwr?

Histopathelogical findings in female rats (End of drug administration) — [H.E STAINING]

Study No. : SBL79-00

Group
Dose(mg/kg/day)

Findings Grade

Control

2 3 4

P

u

0

Benzonitrile

1

2

3

9

P

U

0

Benzeonitrile

1

2

20
3

4

P

v

Benzoenitrile
100
1 2 3 4 p VU

Heart

Spleen

Thymus

Hemorrhage

Femoral bone marrow
Sternal bone marrow

Lymph node (Masentaric)
Lymph node (Submandibular)

Lung
Hemorrhage,

focal
Trachea
Bronchus/Bronchiole
Stomach
Inflammation and edema, limiting
ridge
Ducdenumn
Jejunum
Ileum
Cecunm
Colon
Rectum
Liver
Microvacuolization, hepatocyte,
. periportal

Mononuclear cell infiltration

Kidney

Basophilic change, renal tubule

Mononuclear cell infiltration

i v ;1 v ot W o ©

L* R Y RV S T R F I

Numerals represent the number of animals,
Not significantly different from control.




. -’
Table 11-4 Histopathelogical findings in female rats {End of drug administration) — [H.E STAINING) Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dosa{mg/kg/day) q 20 100
Findings Grade 0 1 2 3 4 p vu 0 1 2 3 4 P U 0 1 2 3 4 P U 0 1 2 3 4 p U
Urinary bladder 5 5
ovary 5 5
Uterus 5 5
Yagina 5 5
Pituitary 5 5
Adrenal 5 5
Thyroid
Ectopic thymus 5 0 q 1
Ultimobranchial bedy q 1 5 0
Parathyroid 5 5
Carebrum 5 5
Cerebellum 5 5
Sciatic nerve 5 5
Brain stem 5 5
Spinal cord (Thoracic) 5 5
Eyeball {(optic n.) 5 5
Harderian gland 5 5
Femur 5 5
Sternum 5 5

Numerals represent the number of animals.
Not significantly different from control.
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Table 11-5 Histopathological findings in male rats {End of recovery test) — [H.E STAINING] Study No. : SBL73-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Doss{mg/kg/day) 4 290 100
Findings Grads 0 2 3 4 P 0 1 2 3 4 P U 01 2 3 4 P U g & 2 3 4 P U
Heatrt
Myocardial degeneration, focal 4 b 0o 0 5 0 0 0 0
Spleen
Extramedullary hematopoiesis 3 o 0 o 2 3 0 0 0
Thymus 5 5
Femoral bone marrow 5 5
Sternal bone marrow 5 5
Lynph node (Mesenteric) 5 5
Lymph node (Submandibular} 5 5
Lung
Foamy cell aggregation, alveolus 5 o 0 0 2 3 0 0 0O
Mineralization, pulmonary artery 2 ¢ 0o Q 3 2 0 0 0
Trachea 5 5
Bronchus/Bronchiale 5 5
Stomach 5 5
Puodenum 5 5
Jajunum 5 5
Ilaum 5 5
Cecum 5 5
Colen ] 5
Rectum 5 5
Liver
Mononuclear cell infiltration 3 9 0 0 2 30 0 O
Necrosis, focal 4 0 0 0 5 0 0 0 0
Kidnay
Eosinophilic boady, renal tubule 0 2 0 0 3 1 1 0 0O
Basophilic change, renal tubule 3 0 0 0 3 1 1 0 0

Numerals represent the number of animals.
Not significantly different from control.
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Table 11-5 Histopathological findings in male rats (End of recovery test) — [H.E STAINING] Study No. SBL79-00
Group Control Benzonitrile Banzonitrile Benzonitrilae
bose{mg/kg/day} 4 20 1090

Findings Grade o 2 3 4 P o 1 2 3 4 ¢ 0 o1 2 3 4 P U o 1 2 3 4 P U
Urinary bladder 5 5

Testis

Congestion 5 00 0 2 3 0 o0 o0
Epididymis

Granuloma, spermatic 5 0o o 4 0 0 L 0
Seminal vesicle 5 5

Prostate 5 5

Pituitary 5 5

Adrenal 3 5

Thyroid

Ectopic thymus 5 0 4 1
Ultimobranchial body 4 1 3 2
Parathyroid 5 E
Cerebrum 5 5

Carebellum 5 5

Sciatic merve 5 5

Brain stem 5 5

Spinal cord (Thoracic) 5 5

Eyeball {Optic n.) 5 5
Harderian gland

HMeononuclear cell infiltration 5 o 0 0 4 1 0 0 0
Feamur .

Brown pigment, pariosteum 1 o 0 o i 4 0 0 0O
Hemorrhage, periosteum 4 o 0 0 3 2 0 0 0
Sternum 5 5

Numerals reptesent the number of animals.
Not significantly different from contrel.
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Table 11-7 Histopathological findings in female rats (End of recovery test) — [H.E STAINING] Study Ne. : SBLT75-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose(mg/kg/day]) 4 20 100

Findings Grade 0 2 3 4 P 0 1 2 3 4 P U ¢ 1 2 3 4 0 1 2 3 4 p U
Heart 5 5

Spleen

Extramedullary hematopoiesis 3 o0 a 4 1 0 0 0
Thymus 5 5
Femoral bone marrow 5 5
Sternal bone marrow L] S
Lymph node (Mesenteric) 5 5
Lymph node (Submandibular) 5 5
Lung

Mineralization, pulmonatry artary 4 0 ¢ o 5 0 0 0 O
Trachaa 5 5
Bronchus/Bronchiole 5 5
Stomach 5 5
Ducdenum 5 5
Jejunum 5 5
Ileum 5 5
Cecum 5 5
Coleon 5 5
Rectum 5 5
Liver

Mononuclear cell infiltration 3 o 0 ¢ 1 4 0 0 O
Necrosis, focal 4 o 0o 0 5 0 0 0 O
Kidney

Mineralization, renal tubule 3 o 0 O 5 9§ 0 0 O
Basophilic change, renal tubule 5 0 0 o0 3 2 0 0 0O
Urinary bladder 3 5
ovary 5 5

Numerals represent the number of animals.
Hot significantly different from contrel.
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Table 11-8 Histopatholeogical findings in female rats (End of recovery test) - [H.E STAINING]) Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Banzonitrile
Dose (mg/kg/day) 4 20 100
Findings Grade ¢ 1 2 3 4 P U 01 2 3 4 P U o 1 2 3 4 P U 0 1 2 3 4 P U
Uterus
Dilatation, lumen 4 0 &t 0 O 5 0 0 0 O
Vagina 5 5
Pituitary 5 5
Adrenal
Hypertrophy, cortical cell, focal 4 1 0 0 O 5 0 0 0 0
Thyroid
Ectopic thymus 5 0 : . 4 1
Ultimobranchial body 2 3‘ 4 1
Parathyroid 5 5
Carebrum 5 5
Cerebellum 5 5
Sciatic nerve 5 5
Brain stem 5 E]
Spinal cord (Thoracic) 5 5
Eyeball {Optic n.) 5 5
Harderian gland 5
Femur *
Brown pigment, periosteum o5 0 0 O 4 1 0 0 ©
Hemorrhage, periosteum 4 1 0 0 © 5 0 0 0 0
Sternum 5 5

Numerals represent the number of animals.
* P¢0.05 : Significantly different from control.



Clinical Sign
Grade
1 : Slight
2 : Mcoderate
3 : Severs

+ t MNon-graded clinical signs

Time
Pre: Before administration
51 : 1-2 hours after administration

52 : 4-6 hours after administratien

| @
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Appendix 1-1 Clinical signs in male rats Study Ne. : SBL79-00
Group Anim.No. Item Grade Time Day
Control
1 No abnormal signs
2 Traums + Pre 21 22 23 24 25 26 27 R:0 R:1l
51 20 21 22 23 24 25 26 27
52 20 21 22 23 24 25 26 27
3 No abnormal signs
q No abnormal signs
5 No abnormal signs
6 No abnormal signs
7 No abnormal signs
] No abnormal signs
9 No abnormal signs
10 No abnormal signs
Benzonitrile
4 (mg/kg/day)
21 No abnormal signs
’ 22 Ko abnormal signs
23 Ro abnormal signs
24 No abnormal signs
25 No abnormal signs
Benzonitrile
20 {mg/kg/day}
31 No abnormal signs
32 No abnormal signs
33 No abnormal signs
34 No abnormal signs
35 No abnermal signs
Benzonitrile
100 (mg/kg/day)
41 No abnormal signs
42 No abnormal signs
43 No abnormal signs
44 Wo abnormal signs
45 No abnormal signs
46 Dirty atround anus + Pre
51
52 27
47 Ne abnormal signs
48 No abnormal signs
49 No abnormal signs
50 No abneormal signs




Appendix 1-2

clinical

signs in femala rats

Study No.

S5BL79-00

Group Anim.No. Item Grade Time Day

Control
11 No abnormal signs
12 No abnormal signs
13 No abnormal s5igns
14 No abnormal signs
15 No abnormal signs
16 No abnormal signs
17 No abnormal signs
18 Neo abnormal signs
13 No abnormal signs
20 No abnormal signs

Benzonitrile

4 (mg/kg/day)
26 No abnormal signs
27 No abnormal signs
28 No abnormal signs
29 Ne abnormal signs
30 No abnormal signs

Benzonitrile

20 (mg/kg/day)
36 No abnormal signs
37 No abnormal signs
3s No abnormal signs
39 No abnormal signs
40 No abnormal signs

Benzonitrile

100 (mg/kg/day}
51 No abnormal signs
52 No abnormal signs
53 No abnormal signs
54 No abnormal signs
55 No abnormal signs
56 No abnormal signs
57 No abnormal signs
58 No abnormal signs
59 No abnormal signs
60 No abnormal signs
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Appendix 2-1 Effects of benzonitrile on the general behavior in male rats (Prior to administration on Day Q) Study No. : SBL79-00
Genaral behavior Group Control Benzonitrile
Dose(mg/kg/day) 4 20 100
Animal No. 1 2 3 4 5 21 22 23 24 25 31 32 33 34 35 41 42 43 44 45
Awareness
Alertness - - - - - - - - - - - - - - - - - - - -
Visual Placing - - - - - - - - - - - - - - - - - - - -
Stereotypy - - - - - - - - - - - - - - - - - - - -
" Passivity - - - - - - - - - - - - - - - - - - - -
Hood
Grooming - - - - - - - - - - - - - - - - - - - -
Vooalization ) - - - - - - - - - - - - - - - - - - - -
Rastlessness - - - - - - - - - - - - - - - - - - - -
Irritability - - - - - - - - - - - - - - " - - - - -
Fearfulness - - - - - - - - - - - - - - - - - - - -
Motor Activity
Reactlivity - - - - - - - - - - - - - - - - - - - -
Spontaneous Activity - - - - - - - - - - - - - - - - - - - -
Touch Response . - - - - - - - - - - - - - - - - - - - -
Pain Response - - - - - - - - - - - - - - - - - - - -
CHS Excitation
Startle Responso - - - - - - - - - - - - - - - - - - - -
Straub Taill - - - - - - - - - - - - - - - - - - - -
Tremors - - - - - - - - - - - - - - - - - - - -
Twitches - - - - - - - - - - - - - - - - - - - -
Convulsions - - - - - - - - - - - - - - - - - - - -
Posture
Body Pousture - - - - - - - - - - - - - - - - - - - -
Limb Posture - - - - - - - - - - - - - - - - - - - -
Hotor Incoordination
Staggering Gait - - - - - - - - - - - - - - - - - - - -
Abnormal Gailt - - - - - - - - - - - - - - - - - - - -
Righting Raflex - - - - - - - - - - - - - - - - - - - -

Note) - : Hormal sign



Appendix 2-2 Effects of benzonitrile on the general behavior in male rats (Prior to adminlstration cn Day 0}

vt

General behavior Group Control
Dose(mg/kg/day)
Animal Ho. 1 2 3

Muscle Tone

Limbk Tone - - -
Grip Strength - - -
Body Tona - - -

Abdominal Tons - - -

Raflex
Pinna Reflex - - -
Corneal Reflex - - -
IFR - - -

Autonomic Profile

Benzaonitrile
4 20 100
21 22 23 24 25 31 32 33 34 35 41 42 43 44 45
0 a 1 1 1] 0 G a 1 o o ] ] 1] 1]

Writhing - - -
Palpebral Cpenlng - - -
Exophthalmos - - -
Urination - - -
Salivation - - -
Piloerection - - -
Hypothermia - - -
Skin Coleor - - -
Heart Rate - - -
Respiratory Rate - - -
Pupll Size - - -
Rearing#® 0 0 0
Notes) - : Normal =sign

* ; Numerals represent the count of rearing

Study No.

SBLT79-00
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Appendix 2-3 Effects of benzonitrile on the general behavior in male rats (2 - 4 hours after administration on Day 0)

General behavior Group
ODose{mg/kg/day)
Animal No.

Control Benzonitrile
4 20 100
3 4 21 22 23 24 25 31 32 33 34 235 41 42 43 44 45

AWareness
Alertness
Vigual Placing
Stereotypy
Passivity

Hood
Grooming
Vocalization
Restlessness
Irritability
Fearfulness

Hotor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Rasponss

CHS Excitatien
Startle Response
Straub Tail
Tremors
Twitches
Convulsions

Posture
Body Posture
Limb Posture

Hotor Incoordination
Staggering Gait
Abnormal Gailt
Righting Reflex

Neote) - : Normal sign

Study No.

1 SBL79-00




Appendix 2-4

Effects of benzonitrile on the

general behavior in male

b

rats (2 - 4 hours after administration on Pay 0)

General behavior

Group
Doee{mg/kg/day])
Animal No.

Huscle Tonm
Limb Tone
Grip Strength
Body Tone
Abdominal Tone

Reflex
Pinna Reflex
Corneal Reflex
IFR

Autonomic Profile
Writhing

Palpebral COpening

Exophthalmos
Urination
Salivaticn
Piloersction
Hypothexmia
Skin Color
Heart Rate

Regpiratory Rate

Pupil Size

Rearing*

Control Banzonitrile

4 20 100
2 3 4 21 22 23 24 25 31 32 33 24 35 41 42 43 44 45
o] 1 0 o ] 0 0 [+} 0 1] ] 0 v} [+] 1} [+] '] 4]

Notes)} =~ : Normal

sign

4 : Numerals represent the count of rearing

Study No.

1 SBL75-00




Appendix 2-5

et

Effects of benzonitrile on the general behavior in male rats (2 - 4 hours after administration on Day 27}

Genaral behavior Group
Pose(mg/kg/day)
Animal No.

Control Benzonitrile
4 20 100
3 4 21 22 23 24 25 31 32 33 34 35 41 42 43 44 4S5

Awareness
Alertness
Visual Placing
Stersotypy
Pasgivity

Hood
Grooming
Vooalization
Restlessness
Irritabillity
FPearfulness

Hotor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Response

CHS Excitation
Startle Response
Straub Tail
Tremors
Twitcheas
Convulsions

Posture
Body Posture
Limb Posture

Motor Incoordination
Staggering Gailt
Abnormel Galt
Righting Reflex

Note) - : Normal sign

Study No.

t SBL79%-00




Appendix 2-6

Effects of benzonitrile on the

e’

general behavior in male rate {2 - 4 hours after administration on Day 27}

Goneral behavier Group

Dosa{mg/kg/day}
Animal No.

Control

Benzonitrile

4

20

100

21 22 23 24

25

31 32 33 34

35

41

42

43

44

45

Muscle Tone

Limb Tone
Grip Strength
Body Tone
Abdominal Tone

Raflex

Pinna Reflex
Cornenl Reflex
IFR

Autonomic Profile

Writhing
Palpebral Opening
Exophthalmos
Urination
Salivation
Piloesrection
Hypothermia

Skin Color

Heart Rate
Respiratory Rate
Pupil Size

Rearing*

Notes) -~ : Normal sign

* : Numerals represent the count of rearing

Study No.

1 SBL79-00
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Appendix 2-7 Effects of benzonitrile on the general behavior in male rats (Week 2 of recovery perilod)
Gaeneral behavior Group Control Benzonitrile

Doce{mg/kgfday) 20 100

Animal No. 2 3 4 41 42 43 44 45

Awareness
Alertness
Visual Placing
Stereotypy
Passivity

Hood
Grooming
Vocalizatlon
Rectleconeso
Irritabllity
Fearfulness

Hotor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Response

CNS Excitation
Startle Response
Straub Taill
Tremors
Twitches
Convulsions

Posture
Body Posture
Limb Posture

Hotor Incoordination
Staggering Gait
Abnormal Gait
Righting Reflex

Hote) - : Normal sign

Study No.

1 §BL75-00
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Appendix 2-8 Effecte of benzopitrile on the general behavior in male rats (Week 2 of rocovery period)

General behavior Group Control

Dose(mg/kg/day)

Benzonlitrile

4 20

100

Animal No. 1 2

i1

42

43

44

45

Husole Tone
Limb Tone - -
Grip Strength - -
Body Tone - -
Abdompinal Toho - -

Reflex
Pinna Reflex - -
Corneal Reflex - -
IFR - -

Autonomic Profile
Writhing - -
Palpebral Opening - -
Excophthalmos - -
Urination - -
Salivation - -
Piloerection - -
Hypothermia - -
Skin Color - -
Heart Rate - -
Resplratory Rate - -
Pupil Sirze - -

Rearing* 0 Q

Notes) - : Normal aign
* : Numerals represent the count of rearing

Study No.

SBL79-00



Appendix 2-9
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Effects of benzonitrile on the general behavior in female xats {Prior to administration on Day 0}

General behavior Group
bosa{mg/kg/day])
Animal No.

Control

Benzonitrile

20

100

11 12 13 14

15

26

38

37

38

a9

40

51

53

53 54

55

Awareness
Alertness
Visual Placing
Stereotypy
Passivity

Hood
Grooming
Vaocaldzation
Restlessness
Irritability
Fearfulness

Mator Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Response

CNS Excitaticen
Startle Response
Straub Tail
Tremors
Twitches
Convulsions

Posture
Body Posture
Linb Posture

HMotor Incoordination
Staggering Galt
Abnormal Gait
Righting Reflex

Note) - : Normal aign

5BL75-00
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Appendix 2-10 Effacts of benzonitrile on the general behavior in female rats {Prior tec administration on Day 0) Study No. : SBL79-00
General behavior Group Control Benzonltrile
Dose{mg/kg/day) 4 20 100
Animal No. 11 12 13 14 15 26 27 28 29 20 36 37 38 39 40 51 52 53 54 55
Huscle Tone
Limb Tone - - - - - - - - - - - - - - - - - - - -
Grip Strength - - - - - - - - - - - - - - - - - - - -
Body Tone - - - - - - - - - - - - - - - - - - - -
Abdominal Tcone - - - - - - - - - E; - - - - - - - - - -
Raeflex
Pinna Reflex - - - - - - - - - - - - - - - - - - - -
Corneal Reflex - - - - - - - - - - - - - - - - - - - -
IPR - - - - - - - - - - - - - - - - - - - -
Autonomic Profile
Writhing - - - - - - - - - - - - - - - - - - - -
Palpebral Opening - - - - - - - - - - - - - - - - - - - -
BExophthalmos - - - - - - - - - - - - - - - - - - - -
Urination - - - - - - - - - - - - - - - - - - - -
Salivation - - - - - - - - - - - - - - - - - - - -
Piloerection - - - - - - - - - - - - - - - - - - - -
Hypothermia - - - - - - - - - - - - - - - - - - - -
Skin Color - - - - - - - - - - - - - - - - - - - -
Heart Rate - - - - - - - - - - - - - - - - - - - -
Respiratory Rate - - - - - - - - - - - - - - - - - - - -
Pupil Size - - - - - - - - - - - - - - - - - - - -
Rearing#* 0 o 1] 0 o Q 0 v} 1 4] 1] 0 0 0 0 a 1] 4] 0 Q

Notes) - : Normal ©&eign
* : Numerals represent the count of rearing



Appendix 2-11 Effects of benzonitrile on the

Eaad

general behavier in female rats (2 - 4 hours after administration on Day 0)

General behavior Group
Dose{mg/kg/day)
Animal No.

Control

Beanzonitrile

4

20

100

11

12 13 14

15

26

27 28 29

30

36

37 38 39

40

51 52 53 54

55

Awareness
Alertness
Visual Placing
Stereotypy
Passivity

Hood
Grooming
Vocalization
Restlessness
Irritability
Fearfulness

Motor Activity
Reactivity
Spontanecus Activity
Touch Responsa
Pain Responss

CNS Exciltation
Startle Response
Straub Tail
Tremors
Twitches
Convulsicns

Postura
Body Pesture
Limb Posture

Motor Incecordination
Staggering Gait
Abnormal Galt
Righting Reflex

Note} ~ : Normal sign

Study No.

: SBLY79-00



“ ot
Appendix 2-12 Effacte of benzonitrile on the general behavier in female rats (2 - 4 hours aftor administration on Day 0) Study No. : SBL79-00
General behavior Group Contral Banzonitrile
Dose{mg/kg/day) 4 20 100
Animal No. 11 12 13 14 15 26 27 2B 29 30 36 37 38 3% 40 51 52 53 54 55
Muscle Tone
Limb Tone - - - - - - - - - - - - - - - - - - - -
Grip Strength - - - - - - - - - - - - - - - - - - - -
Body Tone ' - - - - - - - - - - - - - - - - - - - - -
Abdominal Tone - - - - - - - - - - - - - - - - - - - -
Reflex
Pinna Reflex - - - - - - - - - - - - - - - - - - - -
Corneal Reflox - - - - - - - - - - - - - - - - - - - -
IFR S - = - - - - - - - - S L
Autonomic Profile
Writhing - - - - - - - - - - - - - - - - - - - -
Palpabral Opening - - - - - - - - - - - - - - - - - - - -
Exophthalmos - - - - - - - - - - - - = - - - - - - -
Urination - - - - - - - - - - - - - - - - - - - -
Salivation - - - - - - - - - - - - - - - - - - - -
Piloerection - - - - - - - - - - - - - - - - - - - -
Hypothermia - - - - - - - - - - - - - - - - - - - -
Skin Color - - - - - - - - - - - - - - - - - - - -
Heart Rate - - - - " - - - - - - - - - - - - - - -
Respliratory Rate - - - - - - - - - - - - - - - - - - - -
Pupll Size ‘ - - - - - - - - - - - - - - - - - - - -
Rearing# 0 1] 1] 0 1] 1] 0 0 0 [1] 0 1] 1] 0 0 [ [ 0 0 0

Hoteg) - : Hormal =sign
* : Numerals represent the count of rearing



Appendix 2-13
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Effects of benzonitrile on the general behavior in female rats {2 - 4 hours after administration on Day 27}

General behavior Group
Dese(mg/ky/day)

Animal No.

Control Benzonitrile
4 20 100
11 12 13 14 15 26 27 2B 29 30 a6 37 38 3% 49 51 52 53 54 55

Avareness
Alertness
Visual Placing
Stereotypy
Passivity

Hood
Grooming
Vocallzation
Restleseness
Irritability
Fearfulness

Motor Activity
Reactivity
Spontanevus Activity
Touch Response
Pain Rasponse

CHS Excitaticn
Startle Response
Straub Tall
Tremors
Twitches
Convulsions

Posture
Body Posture
Linb Posture

Motor Incoordination
Staggering Gait
Abnormal Gait
Righting Raflex

Notec) - : Hormal oign

Grooming : 4; Homal, 6; Intermittently, 8; Continuously

Restlessness : ; MNomal, 2:; Intermittently, 4; Continuously

Study No.

: 5BL7%2-00
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Appendix 2-14 Effects of benzonitrile on the general bohavior in female rats (2 - 4 hours after administration on Day 27) Study No. : SBL79-00
General behavior Group Control Benzonitrile
Dose(mg/kg/day) 4 20 100
Animal No. 11 12 13 14 15 ' 26 27 28 29 30 36 37 3B 3% 40 51 52 53 54 55
Huscle Tone
Limb Tone - - - - - - - - - - - - - - - - - - - -
Grip Strength - - - - - - - - - - - - - - - - - - - -
Body Tone - - - - - - - - - - - - - - - - - - - -
Abdominal Tons - - - - - - - - - - - - - - - - - - - -
Reflex )
Pinna Reflex - - - - - - - - - - - - - - - - - - - -
Corneal Reflex - - - - - - - - - - - - - - - - - - - -
IFR - - - - - - - - - - - - - - - N
Autonomio Profile
Writhing - - - - - - - - - - - - 4 e . - - - -
Palpebral Opening - - - - - - - - - - - - - - - - - - - -
Exophthalmos - - - - - - - - - - - - - - - - - - - -
Urination - - - - - - - - - - - - - - - - - - - -
Salivation - - - - - - - - - - - - - - - - - - - -
Piloeraction - - - - - - - - - - - - - - - - - - - -
Hypothermia - - - - - - - - - - - - - - - - - - - -
Skin Color - - - - - - - - - - - - - - - - - - - -
Heart Rate - - - - - - - - - - - - - - - - - - - -
Respiratory Rate - - - - - - - - - - - - - - - - - - - -
Pupil Size - - - - - - - - - - - - - - - - - - - -
Rearingt 0 0 0 0 [+] [ 0 0 o a 0 1] [} 0 1} 1 0 1 2 0

Noteg) - : Normal sign
* 1 Numerals represent the count of rearcing
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Appendix 2-15 Effects of benzonitrile on the general behavior in female rats (Week 2 of recovery period)

General behavier Group
Dope(mg/kg/day)
Animal No.

Control Benzonitrile

4 20

100

11 12 13 14 15

51

52 53 b4

55

Avareness
Alertness
Visual Placing
Starectypy
Passivity

Mood
Grooming
Vocalization
Restlessness
Irritability
Fearfulness

Hotor Activity
Reactivity
Spontaneous Activity
Touch Response
Pain Responsbe

CHS Excitation
Startle Rmsponse
Straub Tall
Tremors
Twitches
Convuleions

Posture
Body Posture
Limb Posture

Hotor Incoordination
Staggering Gailt
Abnecrmal Galt
Righting Reflex

Note) - : Normal sign

Study No.

:+ SBL75-00
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Appendix 2-16 Effects of benzonitrile on the general behavior in female rats (Week 2 of recovery period)

General behavior Group Control Benzonitrile
Dosa{mg/kg/day) 4 20 100
Animal No. 11 12 13 14 15 51 52 33 54 55

Huscle Tone

Limb Tone - - - - -
Grip Strength - - - - -
Body Tone - - - - -

Abdominal Teone - - - - -

Reflex
Pinna Reflex - - - - -
Corneal Reflex - - - - -
IFR - - - - -

Autonomic Profile
Writhing - - - - -
Palpebral Opening - - - - -
Exophthalmos - - - - -
Urination - - - - -
Salivation - - - - -
Piloerection - - - - -
Hypothermia - - - - -
Skin Color - - - - -
Heart Rate - - - - -
Respiratory Rate - - - - -
Pupil Size - - - - -

Rearing¥ 0 4] 4] a 0

Notes} - : Normal sign
¢ : Mumerals represent the count of rearing

Study No.

: SBL75-00




Appendix 3-1

Food consumption

{ g/day ) in male rats

Group Anim.HNo. Pra 1w 2w 3w iw R:lw R:2w
Control
1 20 20 21 23 28 31 31
2 20 20 21 22 23 27 28
3 21 22 22 24 28 35 34
4 23 23 29 28 30 30 31
5 22 25 25 25 31 30 33
6 21 23 23 23 24
7 23 23 28 33 30
8 21 22 23 25 26
9 20 25 25 24 26
10 21 23 25 26 28
Mean zl.2 22.6 24.2 25.3 27.49 30.6 31.4
+%.D. 1.1 1.7 2.7 3.2 2.6 2.9 2.3
BenzonitriTe
1 (mg/kg/day)
21 21 21 22 27 28
22 21 22 27 28 3z
23 20 21 22 25 34
24 22 23 21 20 32
25 23 27 27 28 32
Mean 21.4 22.8 23.8 25.6 31.6
+S.D. 1.1 2.5 2.9 3.4 2.2
BanzonitriTe
20 {mg/kg/day)
31 21 20 18 20 23
32 21 21 25 27 30
33 21 23 25 27 26
34 23 23 25 25 34
35 24 25 27 31 30
Mean 22.0 22.4 24.0 26.0 28.6
+5.D. 1.4 1.9 3.5 4.0 4.2
BenzonitriTe
100 (mg/kg/day)
411 19 21 19 22 21 29 39
42 20 24 24 27 25 31 k1]
43 20 20 21 24 213 34 31
44 19 22 22 24 23 32 32
45 20 23 22 22 28 o 33
46 20 23 22 21 24
47 22 23 24 26 28
48 23 25 25 29 32
49 24 18 23 30 27
50 23 27 24 30 30
Mean 21.0 22.6 22.6 25.5 26.7 30.4 31.2
iS.D. 1.8 2.5 1.8 3.4 3.4 1.1 1.3

Study No.

t SBLT9-00



Appendix 3-2

Food consumption { g/day ) in female rats

Group Anim.No. Pre 1w 2w 3w 4w R:lw R:Zw
Control
11 13 11 19 20 21 20 20
12 19 19 15 22 20 23 24
13 18 19 18 19 24 26 16
14 16 17 15 14 19 25 24
15 18 18 15 20 22 21 .23
16 19 19 17 17 15
17 17 16 13 17 17
L8 17 16 21 16 i3
13 20 16 15 19 20
20 21 19 16 17 16
Mean 18.13 17.0 16.4 18.1 19.7 23.0 23.4
+5.D. 1.5 2.5 2.4 2.3 2.3 2.5 2.2
BenzonitriTe
4 {mgskg/day)
26 19 16 17 15 22
27 13 18 19 17 18
28 19 16 14 14 23
29 19 14 15 17 18
30 20 17 16 16 11
Maan 12.0 16.2 16.2 15.8 18.4
+5.D. 0.7 1.5 1.9 1.3 4.7
Benzonitrile
20 (mg/kg/day}
36 16 16 17 16 21
37 16 18 17 16 19
38 16 16 16 17 18
ig 19 15 15 21 24
40 21 17 19 17 18
Mean 17.6 16.4 16.8 17.4 20.0
+5.D. 2.3 1.1 1.5 2.1 2.5
BenzonitriTe
100 (mg/kg/day)
51 21 17 1s 16 21 21 22
52 17 17 16 20 21 20 20
53 18 20 22 20 28 214 26
54 17 14 14 16 17 20 22
55 17 15 18 26 27 28 25
56 21 17 17 21 22
57 17 17 17 18 21
58 20 17 i6 16 17
59 17 15 14 16 23
60 19 20 20 20 25
Mean 18.4 156.9 16.9% 18.9 22.2 22.6 23.0
+5.D. 1.7 2.0 2.6 3.2 1.7 3.4 2.4

'@

Study No.

1 SBLT79-00



Appendix 4-1 Body weight { g )} in male rats Study Na. : SBL75-00
Group Anim.HNo. Pre 1w 2w 3w 4w Rilw R:2w
Control
1 136 189 247 303 349 jal 105
2 132 189 244 258 332 362 384
3 133 187 243 101 343 392 q27
4 144 204 268 326 366 399 129
5 132 198 257 313 356 385 421
[+ 143 2086 265 317 360
7 137 195 267 323 370
8 137 196 259 318 364
] 133 196 259 315 352
10 138 212 277 337 380
Mean 136.5 197.2 258.6 315.2 357.2 3g83.8 413.2
+5.D. 4.3 8.1 11.2 2.1 13.9 14.0 18.8

BenzonitriTe
4 {mg/kg/day)
21

135 195 261 321 358
22 134 199 264 326 361
23 136 193 252 316 354
24 144 2190 270 321 383
25 143 210 274 331 383
Moan 138.4 201.4 264.2 323.0 369.8
+5.D. 4.7 8.1 8.5 5.7 12.2
BenzonitriTe
20 (mg/kg/day)
] 31 133 186 237 283 312
32 134 192 253 316 356
33 143 210 280 347 383
34 145 206 277 335 385
35 140 201 274 336 380
Mean 13%9.0 199.0 264.2 323.4 365.4
+5.D. 5.3 9.9 13.5 25.2 30.8
BenzonitriTe
100 (mg/kg/day}
41 138 192 242 291 322 353 373
42 134 189 252 312 338 72 392
43 133 183 241 291 318 353 375
414 134 189 243 288 316 341 363
45 131 191 249 299 341 378 413
45 139 199 262 311 338
47 148 206 267 320 355
48 141 203 255 304 335
49 134 193 253 308 344
50 142 203 265 327 370
Mean 137.4 194.8 252.89 3ns5.1 33v.7 359.4 383.2

+5.D. 5.1 7.5 8.5 13.0 16.7 15.2 19.7




Appendix 4-2

Body weight { g } in female rats

Group Anim.No. Pre 1w 2w 3w 4w R:lw R:2w
Control
11 110 152 183 212 235 247 255
12 118 164 193 220 241 250 266
13 122 167 198 232 251 274 297
14 109 151 173 180 210 231 245
15 117 157 182 216 241 252 265
16 115 157 187 218 2316
17 113 154 180 207 216
18 109 152 183 208 231
19 116 153 184 221 247
20 124 159 182 204 218
Mean 115.3 156.6 184.5 212.9 234.6 250.8 265.6
+S.D. 5.2 5.4 6.9 11.4 14.5 15.4 19.5
BenzonitriTe
4 (mg/kg/day)
26 117 154 184 211 2317
27 110 152 180 200 221
28 119 165 195 215 246
29 112 144 168 152 215
a0 120 160 165 178 199
Mean 115.6 155.0 178.4 200.0 223.6
+5.D. 4.4 8.0 12.2 16.0 18.5
Benzonitrile
20 (mgskg/day)
16 114 151 186 210 231
37 114 157 155 205 222
38 105 144 174 200 219
g9 118 157 188 221 250
40 124 160 194 215 238
Maan 115.0 153.8 185.4 210.2 232.0
+5.D. 6.9 6.4 7.3 8.2 12.5
BenzonitriTe
100 (mg/kg/day)
51 119 155 178 195 215 218 223
52 117 146 178 201 221 231 239
53 105 158 189 212 245 274 294
54 117 150 180 201 222 228 236
55 111 146 181 209 228 241 253
56 124 163 189 214 230
57 110 149 173 195 212
58 127 166 191 213 225
59 106 143 171 189 206
60 117 163 200 236 260
Mean 115.3 153.9 183.0 206.5 226.4 238.0 249.0
+5.D. 7.3 8.3 9.0 13.5 16.0 21.8 27.3

'@

S5tudy No.

SBL79-00




‘@

Appendix 4-3 Body weight gain { g )} in male rats Study No. : SBL79-00
Group Anim.No. lw 2w 3w 4w R:lw R:2w
Control
1 53 58 56 46 32 24
2 57 55 54 34 30 22
3 54 56 58 42 49 35
4 60 64 58 40 33 30
5 66 59 56 43 29 36
6 63 59 52 43
7 58 72 56 47
8 59 63 60 45
9 63 63 56 37
10 74 65 60 43
Mean 60.7 61.4 56.6 42.0 34.56 29.4
+5.D. 6.2 5.1 2.5 4.0 8.2 6.3

BenzonitriTe
4 (mqfkq/day)1
2

60 66 59 37
22 65 65 62 35
23 57 59 654 43
24 66 50 51 62
25 67 64 57 52
Mean 63.0 62.8 58.8 46.8
+5.D. 4.3 3.1 5.1 11.1
BenzonitriTe
20 (mg/kg/day)
31 53 51 46 29
a2 58 61 63 50
33 67 70 &7 36
34 61 71 58 51
35 61 73 62 44
Mean 60.0 65.2 5g.2 42.0
+5.D. 5.1 9.2 8.0 9.4
BenzonitriTe
100 (mg/kg/day)
41 56 50 49 31 31 20
42 - 55 63 60 26 34 20
43 50 58 50 27 35 22
44 55 54 45 28 25 22
45 60 58 50 42 37 i5
46 60 63 439 27
47 o8 61 53 35
48 62 52 49 31
49 57 60 35 36
50 6l 62 62 43
Mean - 57.4 58.1 52.2 32.6 32.4 23.8

+5.D. 3.6 4.7 5.3 6.2 4.7 6.3
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Appendix 4-4 Body weight gain ( g } in female rats Study Ne. : SBL79-00
Group Anim.No. 1w 2w 3w 1w R:lw R:2w
Contrel
11 42 31 23 23 12 8
12 46 29 27 21 9 16
13 45 31 34 29 13 23
14 42 22 17 20 21 14
15 40 25 34 25 11 13
16 42 30 31 18
17 41 26 27 19
18 43 31 26 22
19 17 31 37? 26
20 15 23 22 14
Mean 41.3 27.9 28.4 21.7 13.2 14.8
+5.D. 3.3 3.6 6.0 4.3 1.6 5.4
BenzonitriTe
4 (nmg/kg/day)
26 37 30 27 26
27 ) 42 28 20 2]
28 46 30 24 27
29 32 24 24 23
D) 40 5 13 21
Mean 39.4 23.4 21.6 23.6
+5.D. 5.3 10.6 5.4 2.8
BenzonitriTe
20 (mg/kg/day)
36 37 kL] 24 21
37 43 28 20 17
38 39 30 26 19
3is 39 31 i3 29
40 36 34 21 23
Hean ls.8 31.6 24.8 21.8
+5.D. 2.7 2.9 5.2 4.6
BenzonitriTe
100 {mg/kgsday)
51 36 23 17 20 3 5
52 29 32 21 20 10 8
53 53 31 21 33 29 20
54 i3 in 21 21 4 10
55 315 35 28 19 13 12
56 39 26 25 16
57 39 24 22 17
58 39 25 22 12
59 37 28 18 17
60 46 37 36 24
Mean 3a.6 29.1 23.5 19.9 11.8 11.0

+5.D. 6.7 4.7 5.4 5.6 10.5 5.7
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Appendix 5-1

Gross ophthalmological examinatien in male rats

@

Group Anim.No.

Item Pre

4w

R:2w

Control

[=RT- RN R RS RN

[

Z2ZAHAAZTZZ A

ZEZZZEmE2EER

Z2=Z==

Benzonitrile
4 (mg/kg/day)
21

22
23
24
25

Z=Z==

EEERZ

Banzonitrile
20 (mg/kg/dagi

32
33
34
35

2 e

ZZZ==

Benzonitrile
100 (mg/kg/day)
41

42
43
44
45
46
47
48
LE]
50

ZEAAIR IR

Zzzzaz=2z2

ZF2A2=
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Appendix 5-2 Gross ophthalmological examination in female rats Study Ne. : SBL79-00

Group Anim.No. Item Pre 4w R:2w

Control
11
12
13
14
15
16
17
18
19
20

-]
2@zzEzZ2=222
2z=z2a

Benzonitrile
4 (mg/kg/day}
26

o N
27 N N
28 N N
29 N N
30 N N
Benzonitrile
20 (mg/kg/day)
36 N ]
37 N N
38 N N
39 N N
490 N N
Benzonitrile
100 (mg/kg/day)
51 N N W
52 N N 1
53 N N v
54 N N N
55 N N N
56 N N
57 N N
58 N N
59 N N
60 N N




Funduscopic examination

Grade

1
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Appendix 5-3 Funduscopic examination in male rats Study Neo. : SBL79-00
Group Anim.No. Item Pre iw R:2w
Control

1 N N )
2 N N 1)
3 N N N
q N N N
5 N N 4)
6 1) N
7 ) 4
8 N u
9 N 3)
10 N N
Benzonitrile
4 (mg/kg/day}
21 N N
22 N N
23 N )
24 N N
25 N N
Benzonitrile
20 (mg/kg/day)
31 N N
32 N N
i3 N N
34 N N
a5 N N

Benzonitrile

100 {mg/kg/day)
41
42
43
44
45
46
47
48
49
50

FAZZE[Z2D
ZERXANNA
Z2Z3R




Appendix 5-4

Funduscopic examination in female rats

(@

Group Anim.Ne.

Item Pre

R:2u

Control

11
12
13
14
15
16
17
18
19
20

ZzazZ22=z22a

ZZZZZZ=Z=2 2

ZR=2==

Benzonitrile
4 tmq/kg/dayis
2

27
28
29
30

z2z2a2=2

2ZZTI

Benzonitrile
20 (mg/kg/dayé
3

37
38
39
40

-]

22222

Benzonitrile
100 {mg/kg/day)
51

52
53
54
55
56
57
58
58
60

ZHEG T

ZAZ2ZZ=2a=

Zazoa

Study No.

SBL75-00
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g : -
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2+ F 15
3 o o4+ 40
4 1 +++ 80
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n 0 1 + 0.1
1 : 5 1
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SBL79-00

Study HNo.

Bil.
R:2w

qw

Ketone
12w

1w

Glucose
s 2w

4w

Protein
12w

dw

R:2w

pH

aw

Color
2w

4w

Urinalysis in male rats

6-1

Group Anim.No.

Appendix
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(=g =R===== =

NNMNAm

MmN mmmMeNm
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@ e ™~
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Appendix 6-2

Urinalysis in male rats

-

Calar

pH

Protein

Glucose

Ketone

Bil.

Group Anim.No. qw

qw

R:2w

R:2w

4w

R:2w

4w

R:2w

dw

R:2w

Benzonitrile
100 {mg/kg/day)
41

42
43
44
45
46
47
48
49
50

0O0COo0ODOoODO 00O

cCoOoo

LS IR N |

.

wunnGidunaumu

b vl wd ol
.o

=~

[--]

LnoaLnos o

(VLY SR SRR L N ]

BB B WA

[=R-E-R-E-E-R—R_N-N=]}

oo Do

O=OO0O0OROOFEO

oo

ccoooOoQoOO

oocoQo

S5tudy No.

SBL79-00




Appendix 6-3 Uripnalysis in male rats Study No., : SBL79-00
Oc.Bld. Urobil. U.Vol. S.Grav.
(mL)
Group Anim.No. 4w R:2w 4w R:2w 4w R:2w 4w R:2w
Control
1 0 0 0 0 4.8 3.8 1.018 1.038
2 0 0 0 Q 3.0 2.1 1.028 1.061
3 0 1 0 Q 3.1 1.2 1.029 1.073
4 0 2 0 0 5.5 5.8 1.017 1.025
S 0 0 0 Q0 3.8 1.1 1.031 1.023
6 0 0
7 0 0
8 0 0
9 o 0
10 0 0
Maan 4.04 3.42 1.02456 1.0440
+5.D. 1.08 1.380 0.0066 0.0222

BenzonitriTe
4 (mg/kg/day)
21

1] 0 1.2 1.067

22 0 0 4.5 1.027

23 0 0 4.0 1.025

24 0 0 2.2 1.036

25 0 1 2.9 1.040

Mean 2.98 1.0390

+5.D. 1.30 0.0168

BenzonitriTe

20 {mg/kg/day)

31 0 0 3.6 1.022

32 4] 0 6.1 1.012

33 4] 0 1.3 1.077

34 [+] 0 6.0 1.020

35 1] 0 4.4 1.031

Mean 4.28 1.0324

+5.D. 1.98 0.0258




Appendix 6-4 Urinalysis in male rats
0c.Bld. Urobil. U.vel. S.Grav,
(mL)
Group Anim.No. qw R:dw 4w R:2w 4w R:2w 4w R:2w
Benzonitrile
100 (mg/kg/day)
41 1 0 0 1] 1.4 1.5 1.028 1.046
42 0 0 0 o) 3.6 3.6 1.032 1.047
43 1} 0 0 ] 4.0 2.1 1.023 1.044
44 1 3 0 0 3.9 4.5 1.008 1.045
45 0 0 0 0 3.2 4.1 1.026 1.028
46 0 0
47 0 ]
48 0 [
49 0 0
50 0 0
Mean .22 3.16 1.0234 1.0420
+5.D. 1.06 1.30 0.0092 0.0079

(@

Study No.

: SBL79-00
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Appendix 6-5 Urinalysis in female rats Study No. : SBL79-00

Color pH Protein Glucocse Ketone Bil.

Group Anim.HNo. 4w R:2w 3% R:2w qv R:2w 4w R:2w 4w R:2w qw R:2uw

Control

11
12
13
14
15
16

cooOoC
wd =] wd =]
. o “ .
] -]
. .
oo
DO DONH
[~ =l =N =0=]
ScooooQ
20000

Scun-Jununn-gunun
-]
.

18
19
20

COoO0OO0OOD00OCO00O
L R
P

SoOQQONO0O0O0
(=W =l= = - R

[ SR NN PV LY N )
SO0 00O0OODO0D

Benzonitrile
4 (mg/kg/day)
26

0 6 2 0 0 0
27 0 6.5 0 0 0 0
28 0 7.5 0 0 0 1]
29 0 7.5 2 0 0 0
30 0 6.5 0 0 0 0

Benzonitrile
20 (mg/kg/day)
36

0 6 1 0 ] 0
37 0 7 1 Y 1 0
38 Q 6 1 0 1 0
38 0 6 0 4] 1 0
40 0 7 2 4] 0 0
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Appendix 6-6 Urinalysis in female rats N S5tudy No. : SBL79-00
Color pH Protein Glucose Ketone Bil.
Group Anim.No. 4w R:2w 4w R:2w 4w R:2w 4w R:2w qw R:2w 4w R:2w

Benzonitrile
100 (mg/kg/day)
1

[=R=N=F=3-]
=13 S
EN |
o on
[=N=-N S K- ¥V
[-F-X-- -]
[= =N
[=N =0 N R-]

-3
sl sdin Gy nnwdunin
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(=R =~~~ i~ = = = e ]
FOSOOONMNBMN
DOoOOOOOOOOC
0000000000
OO0 O00




Appendix 6-7 Urinalysis in female rats S5tudy No. : SBL79-00
Oc.Bld. Urobil. t.vol. S.Grav.
(mL)
Group Anim.No. aw R:2w 4w R:2w 4w R:2w qw R:2w
Control
11 \] 0 1 0 4.1 3.3 1.023 1.020
12 0 0 1 0 1.5 1.7 1.064 1.043
13 0 0 0 0 4.0 3.1 1.024 1.045
14 0 0 0 1 2.1 1.3 1.019 1.052
15 0 0 1 0 2.4 3.1 1.026 1.027
16 3 1
17 0 0
18 0 1]
19 0 0
20 0 [1}
Mean 2.82 2.54 1.0312 1.0374
+5.D. 1.17 0.86 0.0185 0.0134
BenzonitriTe
4 {mg/kg/day)
. 26 0 ] 3.6 1.021
27 0 L] 5.5 1.017
28 2 /] 1.2 1.030
29 0 V] 4.9 1.015
30 0 o 3.4 1.017
Mean 3.72 1.0200
+5.D. 1.66 0.0060
BenzonitriTe
20 (mg/kg/day)
kY [} /] 4.5 1.015
17 1 1 3.1 1.013
38 0 1 3.2 1.015
39 0 1 3.2 1.018
40 [} 1] 5.0 1.017
Mean 3.80 1.0156

+5.D. 0.89 0.0019




Appendix 6-8

Urinalysis in female rats

0c.Bld. Urobil. U.vel. S.Grav.
(mL)
Group Anim.No. aw R:2w 4w R:2w 4w 12w 4w R:2w
Benzonitrile
100 {mg/kg/day}
51 0 L) ] 1 2.1 2.6 1.020 1.010
52 0 0 1 [} 3.8 2.6 1.023 1.016
53 0 2 0 1 4.3 5.0 1.025 1.021
54 a 0 1 0 2.4 1.6 1.013 1.031
55 0 0 0 0 2.9 2.1 1.008 1.014
S6 0 0
57 0 0
58 0 0
59 1] 0
60 0 0
Mean .19 .18 1.0180 1.0184
15.D. .93 .31 0.0074 0.0081

'@

Study No.

:+ SBL7%-00



Urinary Sediment
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Appendix 6-9

Urinary sediments in male rats

(@

RBC wBC Phosphate Urate Oxalate other c.
Group Anim.No. qw R:2w 4w Ril2w iw R:2w qw R:2w 4w R:2w aw R:2w
Contrel
1 0 1] 0 0 0 [} 0 0 0 v] 0 0
2 o) o 0 0 1 1 0 Q 0 0 0 0
3 o 0 4 0 2 o} 0 i} 0 0 0 0
4 0 1] 0 0 0 0 0 \] 0 a 0 o
5 o "] 0 0 2 0 0 V] ] 0 0 1]
Banzonitrile
4 (mgskg/day)
21 1] 0 2 ] 0 0
22 o 0 1 0 0 0
23 1] 0 Q 0 0 0
24 o 0 1 0 0 0
25 o 0 2 0 0 0
Benzonitrile
20 (maskg/day)
31 1] 0 1 0 Q 0
32 1] 0 9 o’ 0 0
33 1] 0 1 1] 0 0
34 o V] 0 0 0 0
35 V] o 2 1] Q 0
Benzonitrile
100 (mg/kg/day)
41 0 0 0 0 1 1 0 0 ] 4] 4] a
42 0 0 [} 1] 1 1 1] 0 1} 0 0 4]
43 0 0 1] 0 1 1 ] 0 0 Q 0 [}
44 1] 1] 1] 0 0 0 0 0 0 4] 1] 0
45 0 0 o) 0 1 1 0 0 1] ] 0 4]

Study No.

: SBL79-00



Appendix 6-10

Urinary sediments in male rats

—’

Epith. Bacteria Cast Sperm Others
Group Anim.No. 4w R:2w dw R:2w qw Ri2w iw R:2w 4w R:2w
Control
1 0 0 a 0 0 o} 0 0 [} D
2 [} 1} 0 a v} 0 0 1 [} 0
3 o] 0 0 [} o 4 1 0 0 0
4 0 1} 0 0 0 [ 0 1 0 0
5 o 1} 0 o) 0- o 1 0 0 1]
Benzonitrile
4 (mg/kg/day)
21 1] 0 0 0 0
22 [ 0 o 0 0
23 [ 0 o 0 [}
24 0 0 0 0 0
25 0 0 1} 0 0
Benzonitrile
20 (mg/kgsday)
31 0 0 0 0 0
32 0 0 0 1 Q
33 0 0 a 1 0
34 0 0 0 1 0
35 0 0 0 0 0
Benzonitrile
100 (mgrskg/day}
41 0 0 0 0 0 1] 0 1 0 0
42 0 0 0 0 0 o 1] 1 0 0
43 0 0 0 0 0 0 0 ] 0 0
44 0 0 0 [} 0 0 0 1] [ 0
45 0 ] 0 0 0 0o 0 1 0 0

Study No.

I3

SBL13-~00



Appendix 6-11

Urinary sediments in female rats

(@
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Phosphate

Urate

Oxalﬁte
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Appendix 6-12

Urinary sediments in female rats

-

Epith. Bacteria Cast Spernm Others
Group Anim.Neo. iw R:2w qw Ri12w 4w R:2w 4w R:2w qw R:2w
Contral
11 0 [+ 0 0 ] 0 0 0 o} 0
12 0 ) 0 1] o 0 0 0 1} 0
13 0 + B 0 0 0 0 0 0 0 Q
14 0 [} 0 0 0 0 o} 0 0 [}
15 4] 0 0 0 0 0 0 0 0 0
Benzonitrile
4 (mgs/kg/day)
26 0 0 0 Q0 o}
27 0 4] 0 0 0
28 0 0 0 0 0
29 1] 0 a 0 0
30 Q 0 4] 0 0
Benzonitrile
20 {mg/kg/day)
36 0 0 0 0 0
37 Q9 0 0 0 0
38 0 0 0 0 0
35 0 0 [4] 0 Q
40 0 0 4] 0 0
Benzonitrile
100 (mg/kg/day)
51 0 1} 0 0 0 o] 0 0 o 0
52 o} 0 0 0 0 Q 0 ] 0 0
53 0 0 v} 0 1} 0 0 0 M) 0
54 1] 1] 0 0 i} ] [} o o) 0
55 0 0 0 0 1} 0 0 \] 0 Q

S5tudy No. : SBL79-00
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Appendix 7-1

Hematology in male rats

(@

RBC WBC Ht Hb Plat, MCV
(10%/mm3) {102/mn3) (%) {g/dL} {10%/mn?) (£1)
Group Anim.No. 4w R:2w 4w R:2w 4w R:2w 4w R:2w 4w R:2w 4w R:2w
Control
1 759 BS 43.4 16.0 67.5 57
2 784 96 44.5 15.6 114.2 57
3 750 B3 42.5 15.4 113.1 57
4 779 52 4.1 16.4 123.6 57
5 790 48 42.2 14.9 109.6 53
5 779 88 43.5 15.1 131.4 56
7 699 99 41.9 14.5 134.6 60
8 726 133 42.5 15.3 141.8 59
9 701 39 41.6 14.8 113.2 59
10 733 64 12.9 14.5 112.1 59
Mean 71276 772.4 84.6 72.8 42.48 43.34 14.84 15.66 126.66 105.60 58.6 56.2
+5.D. 32.4 17.1 35.6 21.14 0.76 0.59 0.36 0.57 13.32 21.92 1.5 1.8
Benzonitrile
4 {(mgskg/day)
21 662 55 41.0 14.9 116.1 62
22 701 53 40.7 14.3 117.9 58
23 702 T4 39.9 14.3 123.4 57
24 742 67 43.4 14.9 124.6 58
25 3201 60 41.2 14.3 129.3 59
Mean 700.6 61.8 41.24 14.54 122.26 58.8
+5.D. 28.4 8.7 1.30 0.33 5.32 1.9
Benzonitrile
20 (mg/kg/day)
31 703 a9 42.9 14.6 116.3 61
32 727 85 431.5 14.7 199.2 60
33 658 63 39.2 13.8 137 .4 60
34 769 a0 45.7 15.9 132.7 59
s 790 69 45.4 15.8 118.8 37
Mean 729.4 T9.2 13.349 14.96 122.88 59.4
45.D. 52.5 12.4 2.61 0.88 11.77 1.5
BenzonitriTe
100 {mg/kg/day)
41 771 74 44.2 15.8 110.5 57
42 830 70 45.1 15.8 149.9 54
43 760 19 43.7 15.4 103.0 58
44 804 44 44.5 15.9 117.6 55
45 714 35 41.5 14.9 67.8 58
46 723 88 42.5 14.1 106.5 59
47 712 95 43.5 14.7 117.9 61
46 743 77 44.6 15.3 125.6 60
45 774 88 43.4 15.2 117.4 56
50 732 86 42.4 15.90 114.2 58
Maan 736.8 715.8 B6.8 60.4 43.28 43.80 . 14.86 15.56 116.14 109.76 58.8 56.4
#5.D. 23.7 44.2 6.5 19.6 0.89 1.38 D.48 0.42 6_086 29.49 1.9 1.8

Study HNo.

: SBL79-00
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Appendix 7-2 Hematology in male rats
MCH MCHC Ret. N-Stab N-Stab N-Seqg.
{pg) (%) {10-1%) (102,/mm3) (%) {102 ,/mm3)
Group Anim.No. 4w R:2w 4w R:l2w 4w R:2w qw R:2w 4w R:2w 4w R:2w
Cantrol
1 21.1 36.9 9 0.0 0 0.9
2 19.9 35.1 20 0.0 0 4.8
3 20.5 36.2 13 0.0 0 2.5
q 21.1 37.2 10 0.0 4] 3.1
5 18.9 35.13 21 0.0 4] 1.4
6 19.4 34.7 10 0.0 0 3.5
7 20.7 34.6 32 0.0 0 2.0
8 21.1 36.0 16 0.0 0 9.3
9 21.1 35.6 29 0.0 0 4.7
10 19.8 33.8 24 6.0 0 7.7
Mean 20.42 20.30 34.94 36.14 22.2 14.6 0.00 0.00 0.0 0.0 5.44 2.54
+5.D. 0.78 0.93 0.87 0.93 9.1 5.6 0.00 0.00 0.0 0.0 S 3.01 1.53
BenzonitriTe
4 {mg/kg/day}
21 22.5 36.3 20 0.0 1] 5.0
22 20.4 35.1 19 0.0 0 5.3
23 20.4 35.8 13 0.0 0 7.4
24 20.1 34.3 19 0.0 0 3.4
25 20.5 34.7 15 0.0 0 3.0
Mean 20.78 35.24 17.2 0.00 0.0 4.82
+S.D. 0.97 0.81 3.0 0.00 0.0 1.75
BenzonitriTe
20 {mg/kg/day]}
31 20.8 34.0 7 0.a 0 3.6
32 20.2 33.8 24 0.0 0 2.6
33 21.0 35.2 28 0.0 0 6.9
34 20.7 34.8 19 0.0 0 8.1
33 20.0 34.8 16 0.0 0 3.5
Mean 20.54 34.52 18.8 6.00 0.0 4,94
+5.D. D.42 0.5% B.0 ¢.00 0.0 2.41
BenzonitriTe
100 (mg/kg/day)
41 20.5 35.7 31 0.0 Q 1.5
42 15.0 35.0 14 0.0 0 6.3
43 20.3 35.2 11 c.0 0 7.9
44 19.8 35.7 19 0.0 0 2,2
45 20.9 35.9 16 0.0 0 2.1
46 19.5 33.2 21 0.0 1] 5.3
47 20.6 33.8 13 0.0 0 6.7
48 20.6 34.3 12 0.0 0 4.6
49 19.6 35.0 17 0.0 0 2.6
50 20.5 35.4 17 0.0 0 0.9
rean 20.16 20.10 34.34 35.50 16.0 18.2 0.00 0.00 0.0 0.0 4.02 4.00
+5.D. 0.56 0.73 0.89 0.38 3.6 7.1 0.00 Q.00 0.0 0.0 2.29 2.90

Study Neo.

SBL79-00
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appendix 7-4 Hematology in male rats Study No. : SBL79-00
Mono. Lymph. Lymph. PT APTT
(%) (102 /mmd) (%) {sec) {5ec)
Group Anim.No. 4w R:2w qw R:2w qw R:i2w " dw R:2w 4w R:2w
Control
1 1 Bl1.6 96 10.5% 19.4
2 4 87.4 91 14.1 21.5
3 2 76.4 92 1¢.0 19.1
4 0 47.8 92 14.0 15.9
5 2 44.6 93 14.4 21.5
[ o 84.5 96 10.3 18.9
7 o] 95.0 96 B.6 17.8
8 [} 122.4 92 10.1 ' 19.1
g 2 33.5 86 11.0 20.4
10 1 55.0 86 10.6 20.6
Moan 0.6 1.8 78.08 67.54 91.2 892.8 10.12 12.60 19.36 19.52
+5.D. 0.9 1.5 34.68 19.92 5.0 1.9 0.91 2.16 1.15 2.30
BenzonitriTe
4 (mg/kg/day)
21 2 49.0 89 16.86 20.5
22 1 47.2 B9 9.8 20.8
23 1 62.2 B4 9.8 19.3
24 0 63.0 94 g.9 20.0
25 2 55.2 92 10.4 18.6
Mean 1.2 55.32 89.4 10.10 19.84
+5.D. 0.8 7.28 . 3.8 0.37 0.%0
BenzonitriTe
20 (mg/kg/day)
31 0 84.6 95 9.0 18.8
32 0 82.5 97 8.5 19.3
33 1 54.8 87 9.7 19.1
34 0 81.9 91 9.5 20.0
35 1 64.9 94 13.5 20.9
Mean 0.4 73.74 92.8 10.12 19.64
+5.D. 0.5 13.21 3.9 1.97 0.82
BenzonitriTe
100 {mg/kgsday} .
41 1 71.8 97 11.7 23.0
42 2 62.3 89 14.6 21.9
43 2 68.7 a7 14.0 15.9
44 1 40.5 92 i2.4 23.1
45 1 32.6 93 11.5 19.86
16 2 B1.0 82 11.8 21.7
47 2 B6.5 31 19.7 21.1
48 4] 72.4 94 12.6 22.9
49 1 83.6 95 11.6 21.1
50 1 84.3 98 10.8 21.5
Haan 1.2 1.4 81.56 55.18 94.0 91.6 . 11.50 12.84 21.66 20.70
+5.D. 0.8 0.5 5.48 17.57 2.7 3.8 D.78 1.39 0.74 3.03




Appendix 7-5 Hematology in female rats . Study No. : SBL79-00
RBC WBC Ht Hb Plat. NCV
(104 ,/mm3) (102/mm3) (%) (g/dL) (10%/nn3) {£1)
Group Anim.No. 4w R:2w w R:2w 4w R:2w qw R:2w 4w R:2w qw R:2w
Control
11 744 70 43.0 15.5 118.5 58
12 685 50 9.0 13.8 69.9 57
13 720 43 41,2 14.9 105.8 57
14 719 41 40.9 15.3 8g.1 57
15 696 29 40.8 14.9 71.6 59
16 698 70 39.9 14.4 64.5 57
17 731 72 11,4 14.38 111.4 57
18 701 74 42.0 15.4 ’ 122.5 60
19 777 57 43.4 15.6 126.4 56
20 747 75 41.9 14.9 135.5 56
Maan 730.8 712.8 69.6 46.6 41.72 40.98 15.02 14.488 112.06 90.78 57.2 57.6
+5.D. 33.0 23.0 7.3 15.1 1.26 1.42 0.48 0.66 27.9¢6 21.24 1.6 0.9
BenzonitriTe
4 (mg/kg/day)
26 809 50 45,4 16.5 122.5 56
27 821 60 45,0 16.3 134.4 33
28 684 52 39.1 14.1 121.8 57
29 762 74 42.8 15.4 114.2 56
30 698 60 40.2 14.4 78.6 58
Mean 754.8 59.2 42.50 15.34 114.30 56.4
+5.D. 62.5 5.4 2.81 1.08 21.22 1.1
BenzonitriTe
20 {mg/kg/day)
36 699 54 40.9 14.5 139.2 59
37 720 52 42.2 15.2 123.2 59
38 758 69 43.9 15.2 134.8 58
39 712 82 40.9 14.8 114.4 57
90 694 17 40.3 15.0 80.9 58
Mean 716.6 66.8 41.64 14.94 118.50 58.2
+5.D. 25.3 13.4 1.44 0.30 23.17 0.8
BenzonitriTe
190 (mg/kg/day)
51 693 32 40.1 14.1 92.4 57
52 762 44 449.1 15.13 157.8 58
53 828 12 45.8 16.9 117.1 55
54 694 i1 41.1 14.8 80.7 59
55 741 27 42.6 15.0 118.7 57
56 717 56 40.9 14.6 116.7 57
57 657 : 64 39.0 13.7 112.3 59
58 729 83 41.2 14.3 105.6 57
59 699 86 40.2 14.3 102.4 58
60 700 51 41.4 14.4 126.5 59
Mean 700.4 744.5 68.0 37.2 40.54 42.74 14.26 15,22 i12.70 113.34 58.0 57.2

+S.D. 27.3 54.8 15.8 7.3 0.97 2.29 0.34 1.04 9.53 28.68 1.0 1.5




Appendix 7-6 Hematology in female rats Study No. : SBL79-00
MCH MCHC Ret. N-Stab N-Stab N-Seqg.
(pg) (%) (1071 (102/mm3) {%) (102/mm?)
Group Anim.No. iw R:2w 4w R:i2w dw R:2w qu R:2w 4w R:dw dw R:2u
Control
1t 20.8 36.0 12 e.0 0 2.1
12 20.1 35.4 15 0.0 [} 2.0
13 20.7 36.2 15 g.0 [} 4.3
14 21.3 37.4 15 0.0 [} 4.5
15 21.4 36.5 13 0.0 [} 2.3
16 20.6 36.1 9 0.0 \] 4.2
17 20.2 35.7 9 0.0 0 1.6
18 22.0 36.7 11 0.0 1] 3.0
19 20.1 35.9 5 0.0 1] 1.7
20 19.9 35.6 9 0.0 1] 4.5
Mean 20.56 20.86 36.00 36.30 8.6 14.0 0.00 0.00 0.0 0.0 3.40 3.04
+5.D. 0.84 0.52 D.44 0.73 2.2 1.4 0.00 0.0 0.0 0.0 1.11 1.25
Benzonitrile .
4 (mg/kg/day) R
26 20.4 36.3 11 0.0 1} 1.0
27 19.9% 36.2 8 0.0 0 1.8
28 20.56 36.1 ) 12 0.0 0 6.2
29 20.2 36.0 o 6 0.0 0 3.7
30 20.6 35.8 19 0.0 0 5.4
Mean 20.34 36.08 . 11.2 0.00 0.0 4,22
+5.D. Q.30 0.19 : 5.0 0.00 g.0 1.69
BenzonitriTe
20 {mg/kg/day)
36 20.7 35.5 9 0.0 0 2.2
37 21.1 36.0 14 6.0 1} 2.1
- 38 20.1 34.6 20 e.0 o) 9.7
39 20.8 36.2 d 9 0.0 0 3.3
40 21.6 37.2 il o.0 o 2.3
Mean 20.85 35.9¢0 12.6 0.00 0.0 2.12
+5.D. 0.55 0.95 4.6 0.00 0.0 0.93
BenzonitriTe
100 (mg/kg/day) :
51 20.2 35.2 9 0.0 0 1.3
52 20.1 34.7 16 0.0 0 4.0
53 20.4 316.9 11 0.0 Q 4.2
54 21.13 36.0 21 0.9 0 4.1
55 20.2 35.2 12 0.9 0 1.1
56 20.4 35.7 11 0.0 4] 5.6
57 20.9 35.1 14 0.0 0 1.9
58 19.6 34.7 14 ¢.0 0 4.2
59 20.5 35.6 9 0.0 0 3.4
60 20.6 34.8 11 0.0 o] 1.5
Mean 20.40 20.44 35.18 35.60 11.8 13.8 0.00 0.00 0.0 0.0 3.32 2.94
+5.D. 0.43 0.49 0.45 0.8B6 2.2 4.8 0.00 0.00 0.0 0.0 1.68 1.59
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Appendix 7-8 Hematology in female rats Study No. : SBL79-00
Mono. Lymph. Lymph. PT ’ APTT
(%) (102,/mm3) (%) {Sec} (Sec)
Group Anim.No. du R:2w dw R:2w 4w R:2w 4w R:2w qw R:2w
Control
11 1 67.2 96 7.6 16.5
12 0 46.5 93 8.3 18.5
13 2 37.8 a8 8.1 18.7
14 1 35.3 a6 7.5 19.2
15 0 26.7 92 7.4 17.3
16 o] 63.7 91 7.4 16.6
17 0 68.4 45 7.6 18.4
18 0 70.3 85 1.5 ' 17.0
19 4] 55.3 97 2.0 17.3
20 0 70.5 94 7.9 17.6
Mean 0.0 0.8 65.64 42.70 94.4 91.0 7.68 7.78 17.138 18.04
+5.D. 0.0 0.8 6.40 15.41 2.2 4.0 0.26 0.40 0.68 1.11
BenzonitriTe
4 (mg/kg/day)
26 1 45.5 91 1.7 19.6
27 0 57.6 96 ' 1.7 16.7
28 [} 45.8 -3} &.0 17.4
29 0 70.3 95 7.2 15.8
30 [} 54.0 g0 7.8 17.3
Mean 0.2 54.64 892.0 7.68 17.36
+5.D. 0.4 10.20 3.4 ¢.29 1.40
BenzonitriTe
20 (mg/kg/day)
36 1] 5t.8 96 T.8 17.9
37 2 48.4 93 7.6 17.4
3B 1 67.6 98 7.8 19.5
EL) 1 7.1 94 7.5 18.6
410 2 3.2 95 7.9 1.3
Mean 1.2 63.62 95.2 7.72 18.34
+5.D. 0.8 12.85 1.9 0.16 0.79
Benzonitrile
100 (mg/kg/day)
51 1 30.4 95 g.1 17.7
52 0 40.0 1 7.7 18.1
53 2 37.0 88 7.9 17.8
54 0 36.5 89 7.6 18.5
55 0 25.9 96 7.5 18.0
56 1 49.8 83 8.2 17.9
57 3 60.2 94 8.2 17.8
58 1 17.2 93 7.9 te.7
59 1 80.8 94 7.4 17.2
60 1 49.0 96 8.0 18.2
Mean 1.4 0.6 63.40 33.96 93.2 91.8 7.94 7.76 17.96 18.02
+5.D. 6.9 0.9 14.96 5.70 2.6 3.6 Q.33 0.24 0.55 0.31




Blood Chemistry

ASAT
ALAT
ALP

LDH
G=-GTP
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Appendix B-1 Blood chemistry in male rats
ASAT ALAT ALP LDH G=GTP T.Bi}.
{IU/L} {IU/L) (IV/L) (TU/L) {1U/L) {mg/dL)
Group Anim.No. dw R:2w 4w R:2w aw R:2w 4w R:2w qu R:2w 4w R:2w
Contrel
1 82 32 2326 1373 0.6 0.15
2 81 24 295 1080 1.0 0.15
3 130 30 393 3297 0.7 0.13
4 82 33 259 8isg 0.7 0.14
5 106 37 243 890 0.9 0.16
6 94 34 3549 2309 0.4 0.10
7 90 29 418 2047 0.8 0.:0
8 70 27 345 1106 0.8 0.13
9 Bi 22 402 1707 0.5 0.11
10 73 28 290 994 0.7 0.10
Mean 8i.6 86.2 28.0 31.2 361.8 283.2 1633.0 1491.6 0.64 0.78 ¢.108 0.146
+S.0. i0.4 21.6 4.3 4.8 50.7 66.5 573.9 1031.8 0.18 0.18 ¢.013 0.011
BenzonitriTe
4 (mg/kg/day)
21 82 27 523 1254 0.7 0.13
22 86 31 407 1083 0.5 0.12
23 a1 30 287 1331 0.4 0.12
24 84 29 407 1238 0.5 0.11
25 125 24 329 3013 1.0 0.12
Mean g1.6 28.2 390.6 1583.8 0.62 0.120
+5.D. 18.8 2.8 80.3 Bo4.0 0.24 0.007
BenzonitriTe
20 (mg/kg/day)
31 87 22 282 2391 0.3 0D.15
32 58 24 323 160 0.5 0.12
33 79 29 363 1177 0.9 0.11
34 69 21 ags 599 0.5 0.10
35 71 a3 296 462 0.1 0.12
Hean 72.8 25.8 313.8 1077.8 0.46 0.120
+5.D. 10.9 5.1 31.3 781.6 0.30 0,019
Benzonitrile
100 (mg/kg/day)
41 g1 27 271 13133 0.8 0.12
42 58 21 130 322 0.4 0.13
41 104 28 243 2970 0.8 0.12
44 85 41 263 1276 1.0 0.14
45 70 24 242 696 0.5 0.17
i5 83 35 223 1606 0.6 6.15
47 1] 31 299 586 0.4 0.11
48 83 41 516 933 0.5 0.15
49 67 29 339 355 0.9 - 0.10
50 96 33 294 2108 0.7 0.14
Mean 79.4 Bl.6 3.8 26.2 334.2 241.8 1138.46 1319.4 G.62 0.70 0.130 0.136
+5.D. 12.1 18.5 4.6 7.7 109.9 31.6 710.2 1013.7 0.1%9 0.24 0.023 g.021

Study No. : SBL79-00
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Appendix 8-2 Blood chemistry in male rats Study No. : SBL79-00
T.Prot. Albumin A/G T.Chol. TGL Glucose
(g/dL) {g/dL) - {mg/dL) {mg/dL) (mg/dL)
Group Anim.No. 4w R:2w 4w R:2w 4w R:2w 4w R:Zw v R:2w 4w R:2w
Control
1 6.0 4.3 2.44 66 32 185
2 6.3 4.2 2.08 72 28 186
3 5.2 3.8 2.58 54 23 135
4 5.6 4.0 2.43 51 20 159
5 6.2 4.4 2.42 56 31 157
[ 5.4 3.9 2.61 45 24 179
7 6.1 1.3 2.47 65 63 147 .
8 6.0 4.3 2.49 60 36 174
g 6.3 4.4 2.32 65 27 152
10 5.8 4.0 2,23 69 29 133
Mean 5.92 5.86 4.18 4.14 2.424 2.390 60.8 59.8 35.8 26.8 157.0 164.4
+5.D. 0.34 0.46 0.22 .24 0.150 0.135 9.4 8.8 15.8 5.2 19.2 21.4
BenzonitriTe
4 (mgs/kg/day)
21 5.4 3.9 2.67 58 53 144
22 5.5 3.9 2.36 52 27 127
23 5.7 4.1 2.61 73 90 132
24 5.4 4.1 2.94 50 19 176
25 5.5 3.9 2.41 54 21 204
Mean 5.50 3.98 2,598 57.4 42.0 156.6
+5.D. 0.12 0.11 0.231 9.2 30.1 32.6
BenzonitriTe
20 {mg/kg/day)
31 5.3 3.8 2.61 76 53 133
32 5.6 4.1 2.63 55 33 142
33 5.5 3.9 2.52 65 50 142
34 5.4 1.1 3.28 43 37 - 159
35 5.8 4.2 2.76 62 23 141
Mean 5.52 4.02 2.760 60.2 39.2 143.4
+5.D. 0.19 0.16 0.303 12.2 12.4 4.5
BenzonitriTe
100 (mg/kg/day)
41 6.2 4.2 2.19 14 22 152
42 5.1 3.7 2.83 47 36 151
43 6.0 4.2 2.32 60 39 133
44 6.4 4.4 2.27 61 20 144
45 5.5 3.9 2.44 54 27 142
46 5.6 4.2 3.09 49 31 148
47 5.7 4.2 2.77 39 12 170
48 5.6 4.2 2.80 58 26 138
49 6.1 4.5 2.83 71 26 142
50 6.0 4.3 2.40 58 18 138
Mean 5.80 5.84 4.28 4.08 2.178 2.410 . 55.0 59.2 22.6 28.8 147.6 144.4
1S.D. 4,23 0.53 0.13 0.28 0.247 0.252 I1.9 10.0 7.5 8.4 13.0 7.7




Appendix 8-3

Blood chemistry in male rats

(R

BUN Creat, ChE Ip Ca Na
{mg/dL} {mg/dL) {1U/L} {mg/dL) {mg/dL) {mEq/L)
Group Anim.No. 4w R:2w 4w R:2w 4w R:2w 4w R:iw qw R:2w qw R:2w
Control
1 19.1 0.63 431 7.65 10.8 149
2 24.5 0.53 628 3.26 16.5 151
3 21.4 0.52 400 9.08 16.2 151
4 16.1 0.44 394 7.98 10.6 149
5 20.9 0.45 373 8.01 10.8 157
6 13.6 0.54 450 9.44 10.4 139
7 13.5 0.49 404 8.39 10.0 141
8 14.9 0.60 525 8.07 8.7 140
9 13.5 0.51 686 8.23 8.5 142
10 10.7 0.40 481 8.04 9.9 143
Mean 13.24 20.40 0.508 0.514 509.2 445.2 8.434 8.396 9.90 10.58 141.0 151.4
+5.D. 1.54 j.o09 0.073 0.076 ios.3 104.3 0.580 0.723 0.34 0.25 1.6 3.3
Benzonitrile
1 (mg/kg/day)
21 1.7 0.43 534 8.74 10.5 142
22 10.9 0.48 372 8.07 10.3 144
23 13.0 0.36 353 §.89 10.8 144
24 10.5 0.58 350 7.91 9.8 144
25 16.6 0.55 318 9.39 10.0 141
Mean 12.54 0.480 385.4 8.600 10.238 143.0
+5.D. 2.46 0.089 85.3 0.609 0.40 1.4
BenzonitriTe
20 (mg/kgsday}
31 10.5 0.49 397 8.47 9.6 143
32 16.4 0.38 431 7.69 i0.2 144
33 13.4 0.42 las 7.93 10.7 140
34 15.7 0.41 395 8.84 9.3 142
a5 13.1 0.46 373 8.41 9.3 145
Mean 12.62 0.432 396.8 8.268 9.82 142.8
+5.D. 2.22 0.043 21.3 0.457 0.61 1.9
BenzonitriTe
100 (mg/kg/day)
41 20.7 0.60 410 8.19 10.7 158
42 18.5 0.49 338 6.73 9.9 144
43 19.3 0.45 447 9.30 11.7 154
44 21.4 0.50 391 10.01 9.4 154
45 15.8 0.50 606 8.36 10.8 151
46 10.6 0.48 331 7.49 9.6 143
47 12.9 0.48 285 9.53 5.8 141
418 13.3 0.42 364 7.27 10.0 143
49 15.0 D.46 370 8.47 10.5 144
50 13.5 0.58 314 8.92 9.9 142
Mean 14.06 19.14 0.486 0.508 344.8 438.4 . B8.336 8.518 9.96 10.50 142.6 152.2
+5.D. 2.94 2.19 0.063 0.055 43.8 101.6 0.954 1.242 0.34 0.89 1.1 5.2

Study Ho.

¢ SBL79-00



Appendix 8-4 . Blood chemistry in male rats Study No. : SBL79-00
K cl
(mEq/L} (mEg/L}
Group Anim.No. iw R:2w qw R:2w
Control
1 4.1 102
2 3.8 106
3 4.3 1086
q 3.9 1065
5 4.0 112
6 4.7 100
K 3.8 93
] 4.3 102
9 4.1 i03
10 1.0 103
Mean 4.18 4.02 101.4 i06.2
+S5.D. 0.34 0.19 1.8 3.6
BenzonitriTe
4 {mg/kg/day}
21l 3.9 103
22 1.7 102
23 3.8 102
24 3.8 102
25 4.7 100
Mean 3.98 101.8
+5.D. D.41 1.1

Benzonitrile
20 (mg/kg/dagi

4.0 102
32 3.7 103
33 4.7 104
34 3.7 102
35 3.5 103
Mean 3.82 103.0
+5.D. 0.47 0.7
BenzonitriTe
100 (mg/kg/day)
41 4.5 112
42 3.7 102
43 4.8 113
41 3.9 113
45 3.9 106
46 4.4 104
47 3.8 102
48 4.1 105
49 3.7 104
50 1.1 104

Mean 4.02 4.16 103.8 108.2
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Appendix 8-5 Blood chemistry in female rats Study Ne. : SBL79-00
ASAT ALAT ALP LDH G-GTP T-Bil.
{Iu/L) (IV/L) {IU/L) (1u/L} (IU/L} {meg/dL}
Group Anim.No. 4w R:2w iw R:2w v R:2w 4w R:2w dw R:2w qw R:2uw
Control
11 83 27 132 2140 1.2 0.15
12 84 24 185 7710 1.2 0.14
13 68 23 146 1302 1.0 0.17
14 91 19 138 1978 0.9 0.13
15 80 18 114 . 1910 0.7 0.12
1s 64 17 235 851 0.9 0.11
17 85 26 179 1425 0.8 0.11
18 75 23 189 1261 ' 0.9 0.11
19 89 29 211 635 0.6 0.09
20 83 25 236 1358 0.9 0.11
Maan 79.2 81.2 24.0 22.2 210.0 143.0 1114.0 1620.0 0.82 1.00 0.106 0.142
4+5.D. 9.9 8.4 4.5 3.7 26.0 26.3 338.0 571.5 0.13 6.21 0.009 0.019
BenzonitriTe .
4 (mg/kg/day)
26 86 is 132 1476 1.1 0.13
27 110 20 198 3021 0.3 0.15
2B 63 17 230 748 0.7 0.11
29 77 19 178 1477 0.9 0.12
30 118 22 227 2088 0.3 0.11
Mean 90.8 19.2 193.0 1762.0 0.76 06.124
+5.D. 22.9 1.9 40.3 848.9 0.30 06.017
BenzonitriTe
20 (mg/kg/day!
36 73 15 225 1180 0.4 0.14
a7 ) 78 18 213 1751 0.5 0.14
38 82 15 189 2028 1.1 0.09
39 76 23 225 854 0.8 0.10
40 75 21 200 943 1.0 0.12
Mean 76.8 18.4 210.4 1351.2 0.76 0.118
+5.D. 3.4 3.6 15.8 515.0 0.30 0.023
BenzonitriTe
100 (mg/kg/day])
51 76 214 91 . 1144 1.5 0.14
52 99 17 172 2910 1.1 0.12
53 68 20 177 723 a.5 0.15
54 110 25 153 30456 1.2 Q.17
55 82 19 33 1333 1.1 0.14
56 80 23 202 495 0.8 0.11
57 B5 23 224 1195 1.1 0.10
58 23 20 261 1741 1.2 0.0%
59 81 30 2590 1662 1.0 0.13
60 82 22 224 13182 0.7 0.10
Mean 84.2 87.0 23.8 21.0 232.2 i45.2 1295.0 1831.2 0.96 1.08 0.106 D.144
1S.D. 5.3 17.2 3.8 3.4 23.4 49.2 497.8 1071.0 0.21 0.36 0.015 0.018
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Appendix 8-6 Blood chemistty in female rats
T.Prot. Albumin A/G T.Chol. TGL Glucose
{g/dL) (g/dL) {mg/dL) (mg/dL) (mg/dL)
Group Anim.No. qw R:2w 4w R:2w 4w R:2w 4w R:2w 4w R:2w 4w R:2w
Control
11 5.8 4.1 2.44 65 16 137
12 6.4 4.5 2.46 65 10 186
13 6.5 4.6 2.51 66 52 147
14 5.8 4.2 2.68 50 7 117
15 5.7 4.0 2.41 61 13 152
16 5.9 4.3 2.59 75 16 123
17 5.6 4.3 3.21 63 8 126
18 6.0 4.4 2.71 56 11 134
19 6.1 4.4 2.61 61 13 122
20 5.8 4.3 2.69 35 7 96
Mean 5.88 6.04 4,34 4.28 2.762 2.500 58.8 61.4 11.0 19.6 120.2 147.8
+5.D. 0.19 0.38 9.05 0.26 0.256 0.107 13.1 6.7 3.7 18.4 14.3 25.2
BenzonitriTle
4 (mg/kg/day)
26 6.2 4.5 2.60 47 14 126
27 6.3 4.5 2.53 78 37 131
28 5.4 4.0 3.00 53 25 132
29 6.0 4.6 3.058 62 13 i40
30 5.9 4.6 3.58 44 10 110
Maan 5.896 4.44 2.952 56.8 19.8 127.8
+5.D. 0.35 0.25 0.421 13.7 11.2 11.1
Benzonitrile -
20 (mg/kg/day)
36 6.0 4.4 2.78 71 8 111
37 5.5 4.1 3.06 55 12 119
38 6.5 4.6 2.34 71 11 110
39 5.7 4.2 2.77 93 16 154
40 5.7 4.2 2.80 48 6 116
Mean 5.88 4.30 2.746 67.6 10.6 122.0
+5.D. 0.39 Q.20 0.258 17.4 3.8 18.3
Benzonitrile
100 {mg/kg/day)
51 6.0 4.3 2.43 79 15 1513
52 5.5 3.9 2.45 67 114 152
53 5.1 4.3 2.34 78 17 171
54 6.0 4.2 2.31 64 14 158
55 6.5 4.4 2.06 80 24 152
56 5.3 4.0 3,21 73 18 121
57 5.7 4.1 2.58 77 15 138
58 5.5 4.4 3.95 61 24 122
59 5.9 4.3 2.76 66 9 116
60 5.9 4.4 2.84 48 13 125
Mean ' 5.66 6.02 4.24 4.22 3.068 2.318 65.4 73.6 15.8 16.8 124.4 157.2
+5.D. 0.26 0.36 0.18 0.19 0.544 0.156 11.7 7.5 5.6 4.2 8.3 8.1

Study No.

SBL79-00
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Appendix 8-7 Blood chemistry in female rats
BUN Creat. ChE Ip Ca Na
{mg/dL) (mg/dL) {IU/L) (mg/dL) {mg/dL) (mEqQ/L)
Group Anim.No. aw R:2w 4w R:2w qw R:2w 4w R:2w qw R:2w qw R:2w
Control
11 19.0 0.42 1043 5.69 9.3 1493
12 20.8 0.55 855 8.87 10.7 152
13 21.5 0.42 2463 8.32 10.7 153
14 23.7 0.49 2241 7.40 9.8 145
15 20.2 0.49 1206 7.23 10.3 146
16 19.0 0.60 1362 9.47 10.2 143
17 21.5 0.49 1569 8.51 9.8 141
18 19.0 0.49 1358 8.65 10.9 1413
19 15.3 0.44 1259 7.80 9.0 145
20 28.2 0.64 943 8.74 10.1 144
HMean 20.60 21.04 9.532 0.474 1298.2 i1561.6 8.634 7.502 10.00 10.16 143.2 147.8
+S.Db. 4.79 1.75 0.084 0.055 228.14 736.3 0.596 1.215 0.69 0.61 1.5 4.4
BenzonitriTe
4 (mg/kgsday)
26 19.7 0.57 1123 g8.85 10.3 143
27 27.6 0.54 1177 8.60 10.2 144
28 14.1 0.45 1247 8.22 10.3 144
29 i6.1 0.43 1328 7.5%9 10.5 142
10 24.7 0.60 1438 7.6% 10.2 142
Mean 20.44 0.518 1262.6 8.190 10.30 143.0
+5.D. 5.68 0.075 124.6 0.551 0.12 1.0
Benzonitrile
20 [(mg/kg/day)
36 31.3 0.77 1449 9.15% 10.1 144
37 15.5 0.49 1411 8.90 9.7 144
38 17.1 0.47 1344 7.51 9.7 144
39 11.0 0.50 1109 7.94 10.1 143
40 17.5 6.53 1116 7.73 1o0.1 142
Mean 18.48 0.552 1285.8 B.246 9.94 143.4
+5.D. 7.62 0.124 162.6 0.733 0.22 0.9
BenzonitriTle
100 {mg/kg/day)
51 18.0 0.53 3001 5.66 10.4 148
52 16.9 G.46 856 6.73 9.5 144
53 23.9 ¢.58 1491 6.68 11.2 151
54 17.5 t.53 1240 6.91 10.0 149
55 2l.6 0.54 1529 6.81 10.5 152
56 19.9 0.43 1310 g.84 9.7 144
57 19.1 0.53 1933 9.06 10.1 144
58 16.1 0.40 1160 9.66 10.2 144
59 24.0 0.55 1127 3.06 10.8 144
60 20.0 0.47 838 3.68 9.0 144
Mean 15.82 19.58 0.476 0.528 1283.6 1623.4 8.860 6.558 9.96 10.32 144.0 148.8
+5.D. 2.82 3.03 0.064 0.043 426.7 815.5 0.582 0.509 0.67 0.63 0.0 3.1

Study Ho.

SBL7%-00
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Appendix 8-8 Bleod chemistry in faemale rats Study No. : SBL79-00
K cl
{mEgq/L} {mEgq/L)
Group Anim.No. qw R:2w aw R:2w
Control
11 3.6 101
12 3.8 111
13 3.8 109
14 3.8 106
15 3.7 107
16 3.6 105
17 3.8 105
18 3.7 106
19 3.2 105
20 3.7 105
Mean 3.60 3.74 105.2 106.8
+5.D. 0.23 0.09 0.4 3.8
BenzonitriTe
1 (my/kg/day}
26 3.8 102
27 4.5 106
28 3.6 105
29 1.7 105
30 3.8 103
Mean 3.88 105.2
+5.D. Q.36 2.2
BenzonitriTe
20 (mg/kg/day)
36 3.7 107
37 3.7 106
38 3.8 106
39 3.6 103
40 3.9 105
Maan 3.74 105.4
+5.D. 0.11 1.5
BanzaonitriTte
100 {mg/kg/day)
51 3.8 107
52 4.1 102
53 3.8 106
54 4.0 108
55 3.8 110
56 3.8 106
57 3.8 105
58 3.6 106
59 3.6 i07
60 3.9 106
Mean 3.74 90 106.0 106.6

3. .
+5.D. 0.13 0.14 0.7 3.0




Gross Autopsy Findings

Grade

+
+
+H+

No abnormal changes
Slight

Modarate

Marked

Hon—-graded changes
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Appendix 9-1 Gross autopsy findings in male rats (End of drug administratiecn)
Group Contrel Benzonitrile Benzonitrile Benzonitrile
Dose (my/kg/day) 4 20 100

Pindings Animal No. 6 & 9 10 21 22 23 24 25 31 32 33 34 35 46 47 48 49 50
Thymus

Red focus, single - P - - - - - - - — — — - - - — - - —
Lung

Incomplete retraction - - - - - - - - - - - - - P - - - - -
Red focus, several P - P P 4 - - - - P P - P - - - P - P
Cecum

Red focus, single, mucosa - - - - - - - - P - - - - - - - - - -
Liver

wWhite and red and black focus,

single - - - P - - P - - - - - - - - - - p -

White and red focus, single P - - - - - - - - - - ] - - - - - P -
White and black focus, single - P - = = = = =« = =@ = =4 = =4 P = = = =
Accentuated lobular pattern - P - - - - - - - - - - - - - - - - -
White focus, several - - - = = = = - T
White focus, single - - P - P - - - =« =4 =4 P = = = - P P -
Black focus, single - - - - - - - P - - - - - - - - - - -
White and red focus, several — - P P - - - - - - - - -~ - - - - - -

Study HNo.

: SBL75-00
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Appendix 9-2 Gross autopsy findings in female rats (End of drug administration) Study Ne., : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
bose (mg/kg/day]) 4 20 100
Findings Animal No. 16 17 18 19 20 26 27 28 29 30 36 37 38 39 40 56 57 58 59 6O
Thynus
Red focus, several - - - - - - - - - - - - - P — — — — — —
Red focus, single - - - - - - - - — - — — - - - - - P - -
Lung
Red focus, several - P - - - - - P - - - - - - - hod - - - - )
Red focus, single - = = = = e = = e e - - - - - - - P = -
Liver
White and black focus, singls T -
White focus, several - - - - - - P - - - - - - - - - - - - -
White focus, single - = P = = = = = = P P e = e - P - - - P
Uterus

Hydrometra - - - - - - - P - - - - - P




Appendix 9-3

Gross autopsy findings in male rats (End of recovery test)

Group Contrel BenzonitrileBenzonitrile Benzonitrile
Dose (mg/kg/day) 4 20 100
Findings Animal No. 1 2 3 q 5 41 42 43 44 45
Lung
Red focus, several - - - P P - - - - -
Red focus, single - - - - - P - P - —
Liver
White focus, single - P P P - P - - P -
Kidney
Cyst, single, right r - - — - - - - - -
Testis
Red focus, several, bilateral - - - - - - - P P r
Epididymis
White focus, single, left - - — - — - - ) - -
White focus, sevaral, right - - - - - _ - P —- -

Study No.

.

SBL79-00



Appendix 98-4 Gross autopsy findings in female rats (End of recovery test) Study No. : SBL79-00

Group Control PenzonitrileBenzonitrile Benzonitrile
Dose (mg/kg/day} q 20 100

Findings Aninmal Neo. 11 12 13 14 15 ' 51 52 53 54 55

Adipose tissue

Red focus, single - — - - - - P - - -
Lung

Red focus, several P - P - - - - - - =
Liver

White and red focus, single P - - - - - - - = -

white focus, single - - - P - - - - P P
Uterus
Hydrometra - P - - - - - - - -




organ weight

Adre.R
Adre.L
Testi.m
Testi.L
ovary.R
ovary.L
Kid.R
Kid.L
Epid.R
Epid.L

Adrenal {Right)
Adrenal (Left)
Testis {Right)
Tastis (Left}
ovary (Right}
ovary [Left}
Kidnay (Right}
Kidney (Left)
Epididymis (Right)
Epididymis (Left)
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Appendix 10-1 Organ weight in male rats (End of drug administration} Study No. : SBL75-00
Adre.R Adre.L Testi.R Testi.L Thymus Splesan Brajin Heart Liver Kid.R Kid.L Epid.R
Group Anim.No. mg mg mg mg mg . mg mg ng q mg mg mg
Control
6 26.6 25.8 1331 1393 478 6500 1805 1261 12.09 1522 1447 325
7 31.5 35.9 1313 1297 585 B35 1308 1176 14.48 1381 1326 368
] 26,8 25.1 1543 1484 666 579 2033 1101 12.20 1295 1243 351
9 ’ 26.4 29.4 1439 1426 256 550 2000 1200 12.42 13889 1418 338
10 29.6 34.7 1491 1444 730 856 1985 1184 13.46 1627 1788 376
Mean 28.20 30.98 1423.4 1408.8 542.0 684.0 1946.2 1184.4 12.930 1442.8 1444.4 351.6
+5.0. 2.31 4.37 99.8 70.86 186.0 1438.7 91.3 57.3 1.022 131.1 208.2 21.0
BenzonitriTe
4 {(mg/kg/day) :
21 27.8 31.3 1501 1500 521 771 1897 1131 13.148 1615 1561 392
22 30.7 29.4 13458 1286 626 694 1870 1146 10.92 1444 1435 3ql
23 25.1 25.7 1451 1522 676 579 1964 1211 13.57 1381 14386 333
24 22.1 26.1 1532 1517 536 754 1972 1167 12.88 1460 1429 379
25 21.9 22.3 1417 1413 497 699 1924 1173 13.54 1422 1337 345
Mean 25.52 256.96 1469.2 1447.6 871.2 699.4 1925.4 1165.6 12.818 1464.4 1439.6 359.2
+5.D. 3.78 3.49 99.7 100.5 76.2 5.2 43.4 30.4 1.098 89.3 79.7 24.5
BenzonitriTe
20 {mg/kg/day)
31 24.4 2.6 1346 1458 545 614 1515 1228 11.01 1249 1181 407
32 26.1 30.3 1423 1420 797 812 18368 1342 12.91 1573 1596 381
33 28.3 32.9 1686 1679 402 531 2052 1131 14.37 1540 1522 413
34 24.6 25.4 1505 1493 585 801 1916 1298 14.69 1422 1400 358
35 30.4 31.3 1439 1398 918 593 1961 1246 12.86 1631 1592 395
Mean 26.76 28.50 1479.8 1489.6 649.4 670.2 1966.4 1249.0 13.168 1483.0 1458.2 390.8
+5.D. 2.58 4.33 128.4 111.9 206.3 128.2 52.2 79.7 1.465 151.4 174.1 22.0
BanzonitriTe
100 (mg/kg/day)
46 28.7 30.6 1657 1615 500 665 1945 1148 13.20 1574 1570 354
47 30.6 32.3 1610 1541 611 623 1944 1252 14.03 1798 1966 429
48 27.3 27.8 1474 1514 469 458 1871 1286 12.38 1720 1585 335
49 27.7 30.4 1415 1377 481 643 1972 1132 13.24 1512 1445 380
50 23.6 28.8 1402 1424 533 816 1930 1107 14.62 1723 1814 392
Mean 27.58 29.98 1511.6 1494.2 518.8 641.0 1932.4 1185.0 13.494 1665.6 1678.0 386.0

+5.D. 2.56 1.74 115.7 94.7 56.9 127.5 3t.5 9.0 0.858 118.4 208.7 32.9




Appendix 10-2

Organ weight in male rats (End of drug administration)

Epid.L
Group Anim.No. mg
Control
6 353
7 52
8 iss
9 329
10 352
Mean 348.8
+5.D. 11.3
BenzonitriTe
4 (mg/kg/day)
21 kY- X
22 326
23 347
24 376
25 332
Mean i52.48
+5.D. 25.7
BenzonitriTe
20 (mgs/kg/day)
31 383
32 392
33 384
34 367
35 386
Mean 382.4
+5.D. 9.3
BenzonitriTe
100 {mg/kg/day)
46 380
47 470
48 355
49 333
50 354
Mean 378.4
+5.D. 53.8
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Appendix 10-3 Organ weight in male rats {(End of recovery test) Study No. : SBL79-00
Adre.R  Adre.L Testi.R Testi.L Thypmus Spleen Brain Heart Liver Kid.R Kid.L Epid.R
Group Anim.No. myg mng mg mg my my ng myg q nyg myg mg
Control
1 30.7 31.9 1459 1474 359 608 1918 1147 11.92 1526 1509 463
2 28.8 27.4 1520 1448 460 535 1929 1057 10.99 1223 1266 482
3 30.2 31.1 1472 1591 561 832 2111 1359 11.78 1560 1477 474
4 31.9 37.9 1559 1562 528 669 1951 1330 11.83 1538 1562 480
5 26.2 24.9 1595 1607 585 962 1974 1296 13.76 1537 1585 544
Mean 29.56 30.64 1521.0 1536.4 498 .6 721.2 1976.6 1237.8 12.056 1476.8 1479.8 488.6
+S5.D. 2.18 4.95 57.4 71.3 91.1 173.5 78.1 129.9 1.023 142.4 126.9 31.8
BenzonitriTe
100 {(mg/kg/day) ’
41 25.6 27.4 1352 1373 457 678 1556 1211 11.30 1424 1387 490
42 23.8 29.1 1512 1517 460 590 2106 1206 12.44 1661 1619 498
43 24.7 25.8 1344 13161 571 760 1800 1102 11.82 1338 1336 527
44 33.2 32.2 1495 1490 320 7i8 15965 1086 11.88 1426 1473 494
45 33.2 36.4 1463 1483 378 883 1987 1320 11.17 1646 1626 465
Mean 28.10 30.18 1433.2 1444.8 437.2 725.8 1964.8 1187.0 11.722 1509.0 1490.2 494.8

+S5.D. 4.70 4.21 79.8 72.3 94.9 108.0 105.8 92.4 0.508 132.9 130.2 22.1




Appendix 10-4 Organ weight in male rats (End of recovery test) Study No. : SBL79-00
Epid.L
Group Anim.No. my
Contreol
1 477
2 503
3 4171
4 488
5 521
Mean 492.0
+5.D. 20.3
BenzonitriTe
100 {mgskg/day)
41 168
42 510
43 660
44 186
45 457
Mean 516.2

+5.D. 82.9
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Appendix 10-3 Organ weight in female rats (End of drug administration)
Adre.R Adre.L Ovary.R Ovary.L Thymus Spleen Brain Heart Liver Kid.R Kid.L
Group Anim.No. mg mg mg mg mg mny g mg g mg mg
Control
16 32.8 30.2 41.2 40.8 503 584 1886 Blse 7.49 851 846
17 30.6 27.9 21.5 35.5 420 415 1804 667 6.23 812 806
18 26.8 27.5 3.1 35.3 473 488 1853 780 7.12 877 809
19 25.6 27.3 2.8 30.1 491 551 1764 785 7.68 1038 925
20 36.6 37.6 36.7 36.3 546 552 1793 733 6.62 930 859
Mean 30.48 30.10 34.06 35.60 486.6 518.0 1820.0 756.2 7.028 901.6 §49.0
+5.D. 4.48 4.35 7.64 3.80 45.9 67.3 48.9 58.0 D.602 87.5 48.3
BenzonitriTe
4 (mg/kg/day) '
26 37.3 38.5 48.3 56.6 442 562 1792 T43 8.00 989 962
27 33.3 39.2 35.6 40.1 366 440 1814 825 7.49 928 863
28 33.5 33.7 37.8 42.4 669 637 1935 472 7.93 877 900
29 24.4 24.6 35.6 31.4 668 173 1758 745 6.40 837 795
30 23.5 23.5 31.9 28.3 351 428 1770 646 5.70 784 755
Mean 30.40 31.8%0 17.86 39.76 499.2 508.0 1815.8 T66.2 7.104 883.0 855.0
+5.D. 6.11 7.48 6.22 11.09 158.4 89.2 69.2 86.7 1.013 79.4 82.4
BenzonitriTe
20 {mg/kg/day]}
36 27.7 30.6 32.1 37.2 488 550 1806 802 7.28 899 885
37 36.9 32.1 39.4 33.6 545 506 1809 768 7.14 875 848
38 25.6 27.4 54.8 40.1 481 350 1765 781 7.04 B35 796
39 25.9 29.3 43.6 30.9 512 470 1806 804 8.39 941 929
40 35.8 35.1 41.2 30.8 559 469 1670 781 7.39 889 893
Mean 30.38 30.590 12.22 34.52 517.0 471.0 1771.2 787.2 7.448 BE7.8 870.2
+5.D. 5.52 2.91 8.24 4.07 34.3 70.3 59.4 15.4 0.543 36.4 50.5
Benzonitrile
100 (mgskgsday)
. 36 31.7 32.9 36.4 31.5 472 444 1915 837 7.80 9413 1022
57 22.1 24.6 50.5 41.6 429 434 1755 725 7.67 851 813
58 41.7 38.2 43.1 54.1 334 449 1791 791 B.02 970 963
59 31.1 32.4 26.6 30.3 344 397 1845 743 6.95 954 935
60 37.4 46.8 47.5 62.2 532 631 2024 934 9.32 1054 997
Mean 32.80 34,98 49.82 43.94 432.2 471.0 i866.0 406.0 7.952 954.4 946.0
+5.D. 7.40 8.20 9.56 13.99 73.6 91.7 106.9 83.8 0.864 72.4 81.4

Study No.

5BL79-00



Appendix 10-6

organ weight in female rats

(End of recovery test}

(@

Study Ne. : SBL79-00

Adre.R Adre.L oOvary.R Ovary.L Thymus spleen Brain Heart Livar Kid.R Kid.L
Group Anim.No. mg mg mg mg mg mg mg mg g mg mg
Control
11 28.2 30.2 44.8 43.4 532 563 1914 929 7.73 1015 9496
12 31.1 4.8 43.3 42.13 487 687 I1E83 940 7.34 1054 1032
13 31.7 40.8 45.3 44.5 530 710 1915 1001 §.47 1190 11938 ;
14 29.1 27.9 52.2 28.8 412 534 1797 772 6.38 803 781 :
15 34.9 6.4 56.6 48.2 445 478 1895 883 7.33 855 911
Mean 31.00 34.02 48.64 41.44 481.2 594.4 1881.0 205.0 7.450 1003.4 5831.6
+5.D. 2.61 5.11 5.59 7.41 52.7 100.2 18.8 85.4 0.757 141.4 iI53.9
BenzonitriTe
100 (mg/kg/day)
51 31.4 32.8 35.1 35.6 275 446 1991 7156 6.29 922 841
52 28.6 30.6 40.1 31.2 350 438 1885 852 7.05 897 821
53 30.9 34.8 3.8 33.2 632 726 1851 939 7.85 1119 1113
54 27.9 31.4 44.5 55.5 3g2 494 1824 7590 6.71 888 Bif
55 31.6 29.2 43.9 44.3 421 4135 1782 891 7.69 1071 987
Mean 30.o08 31.76 40.48 39.96 412.0 507.8 1868.6 837.6 7.118 979.4 919.6
+5.D. 1.71 2.14 3.87 10.02 134.2 124.3 77.9 B3.2 0.656 107.6 127.3
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Appendix 10-7 Relative organ weight in male rats (End of drug administration] Study No. : SBL79-00
BW Adre.R Adre.L Testi.R Testi.L Thymus Spleen Brain Heart Liver Kid.R Kid.L Epid.R
Group Anim.No. (g) mg/100gBW mg/100gBW mg/l100gBW mg/100gBW mg/100gBW mg/l009BW mg/l00gBW mg/100gBW g/100gB¥W mg/100gBW mg/100gBW mg/l00gBW
Controel
6 { 341} 7.8 8.7 390 409 140 176 529 370 3.55 146 424 85
T ( 354) 8.9 10.1 371 366 165 236 539 332 4.09 350 375 104
8 ( 348) 1.7 7.2 443 426 191 166 584 316 3.51 372 i57 101
9 { 335) 7.9 8.3 430 426 76 164 597 358 3.71 415 423 101
10 { 366) 8.1 9.5 407 395 199 234 542 323 3.68 445 189 103
Mean 1348.8) 8.08 8.36 408.2 404.4 154.2 195.2 558.2 339.8 3.708 413.6 413.6 1a0.8
+5.D. { 12.0) 0.448 1.09 29.2 25.1 49.5 36.6 30.2 23.2 0.230 32.9 51.4 3.5

BenzonitriTe
4 lmq/kg/da¥%1

{ 346} 8.0 a.0 463 434 151 223 548 327 3.81 467 451 113

22 { 343) 9.0 8.6 392 375 183 202 545 334 3.18 421 418 99

23 { 347) 7.2 7.4 418 439 195 167 566 349 3.91 398 414 28

214 { 362) 6.1 1.2 423 419 148 208 545 322 3.586 403 385 105

25 { 164) 5.0 &.1 389 igg 137 192 529 322 .72 391 367 95

Mean (352.4) 7.26 7.66 417.0 411.0 162.8 198.4 546.6 330.8 3.ele6 416.0 4049.¢ 102.0

+5.0. { 9.8) 1.28 1.16 29.8 28.3 24.8 20.8 13.2 11.3 0.286 30.6 30.9 7.1

BenzonitriTe

20 {(mg/kgsday}

31 { 300} 8.1 7.5 449 486 i82 205 645 409 3.67 416 394 136

32 { 348} 7.5 8.7 408 408 22% 233 566 86 3.7 452 4159 109

33 { 372} 7.6 8.8 453 4151 108 143 552 304 1.86 414 409 111

34 { 360} 6.8 7.1 418 415 163 223 532 36l 4.08 395 389 99

35 { 369} B.2 8.5 3190 379 249 161 531 3ze 3.49 442 431 1067

Mean {349.48}) 7.64 8.12 421.8 427.8 186.2 183.0 565.2 359.6 3.762 423.8 416 .4 -112.4

+5.D. { 29.4} 0.56 0.77 26.8 41.4 55.8 319.13 46.9 40.9 0.221 23.0 28.9 14.0

BenzonitriTe

100 (mgskg/day}

46 { 324} 8.9 9.4 511 498 154 205 600 354 4,07 486 485 122

47 { 341} 8.0 9.5 472 452 179 183 570 367 4,11 528 577 126

43 { 316} B.6 8.8 466 479 148 145 592 407 3.92 544 505 106

49 { 323) 8.6 9.4 438 426 149 199 611 350 4.10 468 447 118

50 { 353) 6.7 8.2 397 403 151 2131 547 314 4.14 488 514 111

Mean (331.4] 8.356 9.06 456.8 451.6 156.2 192.6 584.0 358.4 4.068 502.8 505.6 116.6

iS.D. { 15.2) 0.94 0.55 42.4 38.5 12.9 31.7 25.6 33.5 0.086 31.8 47.5 3.1
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Appendix 10-8 Relative organ weight in male rats {End of drug administration) Study No. : SBL79-00
Epid.L
Group Apim.No. mg/100gBW
Control
6 104
7 99
8 103
9 98
10 96
Mean (348.8) 100.0
+S.D. ( 12.0) 3.4
BenzonitriTe
4 (mg/kg/day)
21 111
22 95
23 100
21 104
25 91
Mean (352.4) 100.2
. +5.D. { 9.8) 7.8
BenzonitriTe
20 (mg/kg/day)
31 128
32 113
33 103
34 102
35 105

Mean (349.8}) 110.2
+5.D. { 29.4) 10.8
BenzonitriTe

100 (mg/kg/day)
46

117
17 138
48 112
49 103
50 100

Mean (331.4) 114.0
+5.D. { 15.2}) 15.0
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Appendix 10-9 Relative organ weight in male rats {End of recovery test) Study No. : SBL79-00
BW Adre.R Adre.L Testi.R Testi.L Thymus Spleen Brain Heart Liver Kid.R Kid.L Epid.R
Group Anim.No. {g) mg/100gBW mg/100gBW mg/100gBW mg/100gBW mg/100gBW mg/100gBW mg/100gBW mg/100gBW g/100gBW mg/100gBW mg/l00yBW mg/100g9BW
Contrel
1 { 381} 8.1 8.4 3813 387 84 160 503 3ol 3.13 401 396 122
2 [ 357} 8.1 7.7 426 406 129 150 540 296 3.08 343 355 135
3 { 398} 7.6 7.8 370 400 141 209 530 341 2.96 392 371 119
4 [ 400) 8.0 8.5 390 391 132 167 488 333 2.96 335 391 120
5 { 389) 6.7 6.4 410 413 150 247 507 333 - 3.54 395 407 140
Mean (385.0) 7.70 T.96 395.8 399.4 129.2 186.6 513.8 320.8 3.134 383.2 384.0 127.2
+5.D0. { 17.4) 0.60 1.13 22.2 10.6 21.3 40.6 21.1 20.7 0.239 23.2 20.8 9.6
BenzonitriTe
100 (mg/kg/sday) ‘
41 [ 350) 7.3 7.8 36 392 131 1594 5539 346 3.23 407 389 140
42 [ 370} 6.4 7.9 409 410 124 15% 569 326 3.36 449 438 135
43 { 351) 7.0 7.4 383 3as 163 217 513 314 3.37 395 381 150
44 [ 339) 9.8 9.5 441 440 a4 212 580 323 3.50 421 435 146
45 ( 388) 8.6 9.4 377 382 97 228 515 340 2.88 424 413 120
Mean (359.6) 7.82 8.40 399.2 402 .4 121.8 202.0 547.2 329.8 3.268 419.2 414.4 138.2
+5.D. [ 19.4) 1.37 0.938 26.3 23.5 28.2 27.0 31.2 13.0 0.237 20.3 24.3 11.7




(@

Appendix 10-10 Relative organ weight in male rats (End of recovery test) Study No. : SBL79-00
Epid.L
Group Anim.No. mg/100gBW
Control
1 125
2 141
3 118
4 122
5 134
Mean (385.0) 128.0
+5.D. ( 17.4) 9.4
BenzonitriTe
100 {mg/kg/day)
41 134
42 138
43 188
44 143
45 113
Mean (359.6) 144.2
+S.D. { 19.4) 26.2
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Appendix 10-11 Relative organ weight in female rats {End of drug administration) Study No. : SBL79-00
BW Adre.R Adre.L Oovary.R ovary.L Thymus Spleen Brain Heart Liver Kid.R Kid.L
Group Anim.No. (g} mg/100gBW mg/100gBW mg/1009BW mg/1009gBW mg/100gBW mg/100gBW mg/100gBW mg/100gBW g/100gBW mg/100gBW mg/100gBW
Control
16 { 219} 15.0 13.8 18.8 18.6 230 267 B61 373 3.42 389 g6
17 { 212) 14.4 13.2 10.1 16.7 198 196 851 315 2.94 3813 380
18 { 218) 12.2 12.6 17.5 16.2 217 224 a50 358 3.27 402 371
19 { 231) 11.1 11.8 14.2 13.0 213 239 764 340 3.32 449 400
20 { 209) 17.5 18.0 17.6 17.4 261 264 858 351 3.17 445 411
Mean (217.8) 14.06  13.88 15.64 16.38 223.8 238.0 836.8 347.4 3.224 413.6 389.6
+5.D. ( B8.3) 2.48 2.42 3.54 2.09 23.7 29.5 41.0 21.7 0.183 31.3 15.9

BenzonitriTe
4 (mq/kq/day)5
2

{ 221) 16.9 17.4 21.9 25.6 200 254 311 i35 3.62 448 435
27 { 206) 16.2 19.0 17.3 19.5 178 214 881 400 3.64 450 419
28 { 234) 14.3 14.4 16.2 18.1 286 272 827 373 3.39 31715 385
29 { 201) 12.1 12.2 17.7 15.6 332 235 880 371 3.18 4186 396
30 { 180) 13.1 13.1 17.7 15.7 195 238 9283 359 3.17 436 419
Mean {208.4) 14.52 15.22 18.16 18.90 238.2 242.6 876.4 367.8 3.400 425.0 410.8
+5.D. { 20.5) 2.03 2.89 2.18 4.09 67.1 21.7 67.3 23.3 0,228 3L.0 20.0
Benzonitrile ‘
20 (mg/kg/day)
16 { 219) i2.6 14.0 14.7 17.0 223 251 825 366 3.32 411 404
i7 { 209) 17.7 15.4 18.9 16.1 261 242 366 367 3.42 419 406
38 { 207) 12.4 13.2 26.5 19.4 232 174 853 377 3.40 403 385
i { 234) 11.1 12.5 18.6 13.2 219 201 712 344 3.59 402 397
40 [ 227) 15.8 15.5 i8.1 13.6 246 207 736 344 3.26 392 3593
Mean [219.2) 13.92 14.12 19.356 15.86 236.2 . 215.0 810.4 359.6 3.398 405.4 397.0
+5.0. ([ 11.5) 2.73 1.233 4.33 2.55 17.3 31.5 55.1 14.9 0.125 10.2 8.5
BenzonitriTe
100 (mg/kgsday)
56 ( 220) 14.4 15.0 16.5 14.3 215 202 g70 380 3.55 429 465
57 ( 202) 10.9 12.2 25.9 20.6 212 215 869 359 3.80 421 402
58 { 217) 19.2 17.6 19.9 24.9 1377 207 825 365 3.70 447 444
39 { 185} 15.9 16.6 13.6 15.5 176 204 9486 381 3.56 489 4749
60 { 245) 15.3 19.1 15.4 25.4 217 258 826 331 3.80 430 407
Mean [215.8} 15.14 16.10 18.88 20.14 199.4 217.2 867.2 373.2 3.682 443.2 439.4

+5.0. ([ 19.3) 2.98 2.64 4.25 5.15 21.0 23.3 49.2 10.4 0.:23 27.3 34.3
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Appendix 10-12 Relative organ weight in female rats (End of recovery test) Study No. : SBL79-00
W Adre.R Adre.L Covary.R Qvary.bL Thymus Spleen Brain Heart Liver Kid.R Kid.L
Group Anim.No. {g]) ng/100gBW mg/1009BW my/100gBW mg/1009BW mg/100gBW mg/1009BW mg/l00gBW mg/100gBW g/100gBW mg/100g9BW mg/100gBW
Control
11 {( 240) 11.8 12.6 8.7 18.1 222 235 798 g7 3.22 423 415
12 { 235) 13.2 14.7 18.3 17.9 206 251 798 398 3.1t 447 437
13 { 266) 11.9% 15.3 17.4 16.7 199 267 720 376 3j.18 447 450
14 { 221) 13.2 12.6 23.6 13.0 186 242 813 349 2.489 363 353
15 { 247 14.1 14.7 22.9 19.5 180 194 768 357 2.87 387 369
Mean {242.0) 12.84 13.98 20.18 17.04 198.6 245.8 779.4 3731.4 3.074 413.4 404.8
+5.D. { 16.4) 0.98 1.28 2.85 2.47 16.6 36.4 37.0 20.4 0.140 37.4 42.3
BenzonitriTe
100 {(mg/kg/day)
51 { 206) 15.2 15.9 7.0 17.3 133 217 967 i67 3.as 448 408
52 { 223) 12.8 13.7 18.0 14.0 157 156 845 g2 3.16 402 368
53 { 281) 11.0 12.4 13.8 11.8 225 258 658 334 2.79 398 395
54 { 219) 12.7 14.3 20.3 25.3 174 226 837 342 3.06 405 382
55 { 235) 13.4 12.4 18.7 18.9 179 185 758 179 3.27 456 420
Mean (232.8) 13.02 13.74 17.56 17.46 173.6 216.4 813.2 360.8 3.066 421.8 394.8

+5.D. ( 28.9} 1.51 1.46 2.42 5.13 33.9 28.4 114.1 21.7 0.178 27.8 20.6
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Appendix 11-1 Histopathological findings in male rats (End of drug administration) — [H.E. staining] Study No. : SBL79-00

Group Contreol Benzonitrile Benzonitrile Benzonitrile
Dose [mg/kg/day) 4 . 20 100

Findings Animal Ne. 6 7 8 9 10 ) 46 47 48 49 50

Heart

Myocardial degeneration, focal
Spleen

Extramedullary hematopoiesis -
Thymus

Hemorrhage -

I+
I+
I+
| I
I+
I+
tol+
1 1
I 1
i+

I+
|+
1
1
]
1
|
|
|

Femoral bone marrow - - - - - - - - - -
Sternal bone marrow - - - - - - - - - -
Lymph node (Mesenteric) - - - - - - - - - -
Lymph nods {Submandibular) : - - - - - - - - - -
Lung

Hemorrhage, focal i - - = i - e e a i—_
Foamy cell aggregation, alveoclus - - - j: - - - - - -
Trachea - - - - - - - - - -
Bronchus/Bronchiocle - - - - - - - - - -
Stomach - - - - - - - - - -
Duodenum . - - - - - - - - - -
Jejunum - - - - - - - - - -
Ilaum - - - - - - - - - -

Cecum - - L - - - - - - -

Calon - - - - - - - - — -

Rectum - - - -
Liver
Mictrovacuolization, hepatocyte,

periportal - -

|+
|+
|+
1
|+
|+
1
1

Mononuclear cell infiltration

| 4
| +
|+
|+
| +
I+
|+
1
L}
i+

Necrosis, focal - - -

I+
1
!
I
I
|
|




Appendix 11-2

—

Histopathological findings in male rats (End of drug administration) - [H.E. staining]

Findings

Group
Dosa (mg/kg/day)

Control

Animal No. [

Benzonitrile Benzonitrila

4

20

Benzonitrile

100

50

Kidney

Eosinophilic body, renal tubule -

Basophilic change, renal tubule

cast, hemorrhagic

Moncnuclear cell infiltration -

Urinary bladder
Testis
Epididymis
Seminal vesiclae
Prostate
Pituitary
Cyst, pars intermedia
Adrenal
Thyreid
Ultimobranchial body
Parathyroid
Cerabrum
Cerebellum
Sciatic nerve
Brain stem
Spinal cord (Thoracic)
Eyeball {Optic n.)

Harderian gland
Femur

|+

Brown pigment, pericsteum -

Sternum

I+

I+

[+
I

I+

I+

I+

1+

I+

|+

I+ I+ I+

I+

study No.

: SBL79-00
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Appendix 11=3 Histopathelogical findings in female rats (End of drug administration) = {H.E. staining]) Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose {(mg/kg/day] 4 20 100
Findings Animal No. 16 17 18 19 20 56 57 58 59 60
Heart - - - — — - - - - -
Spleen - - - - - - - - - -
Thymus _ -

Hemcrrhage - - - - - - + + - -
Femaral bone marrow : - - - — — - - — - -
Sternal bone marrow - - - - - - - - - =
Lymph node [Mesenteric) - - - - - - - - - -
Lynph noda (Submandibular) - - - - - - - - - -
Lung

Hemorrhage, focal - - - - - - - i: — -
Trachea - - - - - - - - - -
Bronchus/Bronchiole - - - - - - - - - -
Stomach

Inflammation and edema, limiting

ridge e - -+ - =
Duodenum - - - - - - - - - -
Jejunum - - - = - - =& = e -
Ileum - - - - - - - - - -
Cocum - - - - - - - - - -
Colon - - - - - ) - - — - —
Rectum ' - - - - - - - - - -
Livar
Microvacuclization, hepatocyte,
periportal + + - + - - - - - -

Mononuclear cell infiltration + + - + + + + - + -
Kidney

Basophilie change, renal tubule T - = = =+

Mononuclear cell infiltration

I+
]
I
]
1
|
|

|+
1
i




Appendix 11-4 Histopathological findings in female rats {End of drug administration} — [H.E. staining] Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose [(mg/kg/day) 4 20 100

Findings Animal No. 1s 17 18 1% 20 56 57 58 5% &0
Urinary bladder - - = - - - - = - -
Gvary - - - - - - — - — .
Uterus R - - - e = -
Vagina - - - - - - - - - -
Pituitary - - - - - - - - - -
Adrenal - - - - - - - - - -
Thyroid

Ectopic thymus I - - - P -
tltimobranchial body - - - P - . -~ — - — -
Parathyroid - - - - - - - - - -
Cerebrum - - - - - - - - - -
Cereballum - - - - - - - - - -
Sciatic nerve - - - - - - - - - -
Brain stem - - - - - - - - - -
Spinal cord (Thoracic) - - - - - - - - - -
Eyeball (Optic n.) - - - - - - - - - -
Harderian gland - - - - - - - - = =
Femur - - - - - - - - e -

Sternum - - - - - - - - - -
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Appendix 11-5 Histopatholeogical findings in male rats (End of recovery test) — [H.E. staining] Study No. : SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose [mg/kg/day) 4 20 100 !

Findings Animal Ne. 1 2 3 4 5 ‘ 41 42 43 44 45

Heart

Myocardial degeneration, focal - + - - - - - - - —
Splean -

Extramedullary hematopoiesis - + + - - - + - + +
Thymus - - - - - - - - - -
Femoral bone marrow - - - P — - - - - =
Sternal bone marrow - - - - - - - - - -

Lymph node (Mesenteric} - - - - - - - - - _

I
|
I

Lymph node {Submandibular} - - - - — — -
Lung
Foamy cell aggregation, alveolus - - - = =

|+
I

[+

|+
|

Mineralization, pulmonary artery + + + - -

i+
L]

I+
i
1

Trachea - - - - -

Bronchus/Bronchiole - - - - - - - - - -
Stomach - - - - - - - - - -
Ducdenum - - - - - - - - - —
Jejunum - - - - - - = = = =
Ileum - - - - - - - - - -
Cecum - - - - - - - — - -
Colon - - - - - ’ - - - - -
Rectum - - - - - - - - - -

Liver
Mononuclear cell infiltration + - - -

[+
|+
|
{
I+
[+

Necrosis, focal - - - -
Kidney
Ecosinephilic body, renal tubule +

i+
]
|
1
1
1

|+
|+
|+
+
1
1
1
I+

Basophilic change, renal tubula - i - i - i - + - -
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Appendix 11-6 Histopathological findings in male rats (End of recovery test} — {H.E. staining}] S5tudy No. : S5BL79-00
Group Control Henzonitrile Benzonitrile Benzonitrile
Dose {mg/kg/day} 4 20 100

Findings Animal No. 1 2 .3 4 5 41 42 43 44 45
Urinary bladder - - = = - - - = = -
Testis

Congestion - - - - - - - + i
Epididymis

Granulema, spermatic - - - - - - - H - -
Seminal vesicle - - - - - - - - - -
Prostate - - - - - - - — - -
Pituitary - - - = - - - - - -
Adrenal - - - - - - - - - -
Thyroid

Ectopic thymus - - - - - P - - - -
Ultimobranchial body - - - - P P - - P -
Parathyroid - = = e - - - . = =
Cerebrum - - - - - - - - - -
Cerebellum - - - - - - - - - -
Sciatic narve - - - - - - - - - -
Brain stem - - - - - - - - - -
Spinal cord {(Thoracic} - - - - - - - - - -
Eyeball (Optic n.) - - - - - - - — - -
Harderian gland

Mononuclear cell infiltration - - - - - - - - jt -
Femur

Brown pigment, periosteunm + + + - + i i - i i
Hemorrhage, periosteum + - - - - - = = -f_—' +

Sternum - - - - - - - -
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Appendix 11-7 Histopatholegical findings in female rats (End of recovery test) — [H.E. staining] Study No. @ SBL79-00
Group Control Benzonitrile Benzonitrile Benzenitrile
bese (mg/kg/day} 4 20 100

Findings Animal No. 11 12 13 14 15 51 52 53 54 55
Heart - - — — - — - - — —
Spleen

Extramedullary hematopoiesis - - + + - - - 4+ - -
Thymus - - - - - - - - - -
Femoral bone marrow - - - - - - - - - -
Sternal bone marrow - - - - - - - - - -
Lymph node {Mesenteric) - - - - - - = e - -
Lymph node {Submandibular) - - - — — — — — — _
Lung

Mineralization, pulmonary artery - = - - . -
Trachea - - - - - - - - - -
Bronchus/Bronchiole - - - - - - - - - -
Stomach - - - - — - - - - -
Duodenum - - - - - - - - - -
Jejunum - - e = - - = = = -
Ileum - - - - - - - - - -
Cecum - - - - - - - - - -
Colon - - - - - - - — — -
Rectum - - - - - - - - - -
Liver

Mononuclear call infiltration i - - - _—_l-_ i i - i i
Naecreosis, focal - - - - + - - - - -
Kidney

Mineralization, renal tubule - - £ i - - - - - -
Basophilic change, renal tubule - - - - - - + + - -

Urinary bladder - = = = - - - - - -
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Appendix 11-8 Histopathological findings in female rats (BEnd of recovery test} - [H.,E. staining] Study No. @ SBL79-00
Group Control Benzonitrile Benzonitrile Benzonitrile
Dose (mg/kg/day} 4 20 100

Findings Animal No. 11 12 13 14 15 ' 51 52 53 54 55
ovary - - - - - - - - - -
Uterus

Dilatation, lumen - + - - - - - - - -
Vagina - - - - - - - - -~ -
Pituitary - - - - - - - - - -
Adrenal

Hypertrophy, cortical cell, focal + - - - - - - - - -
Thyroid -

Ectopic thymus - - - - - - - - P -
Ultimobranchial body ‘- P p - P - P - - -
Parathyreid - - - - - ' - = = = -
Cersbrum - - - - - - - - - -
Cerebsllum - - - - - - - - - —
Sciatic netrve - - - - - - - - - -
Brain stem - - - - - - - - - -
Spinal cord (Thoracic} - - - — - - - - - -
Eyeball (Optic n:) - = = = = - - - - -
Harderian gland - - - - - - - - - -
Femur

Brown pigment, periosteunm i i _-I; __-I_-_ i i — - - -

Hemorrhage, periosteum - -

1+
I
I
|
t
t
I
'

Sternum - -
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