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OECDER AL EME R S ARICELIERFAEDO-RELT, 3 -7 /EVI VDO
(f8), 5, 30%U'180mg/kg% 1 B¥HEHES 6 PEDCrj:CD(SDR) Z v MZ28H M RERE O
535 HMAREERL, UTOKREE~. 25, WHREEKRVLI80ng/ ke iZIZThE N
HERER 6 LD 1AH I EEAF S 3R 1T 7=,

BREHRAKRUEEHR ZBL T, HENTHOORIZERRTIER L >~ —BRRETIX,
BE MR A G 180ng/ keRE DMEHE TR 5 ERICTRIES AL, HFERIIZ180mg/keFE Dt
1 BITHE# 6 BRMICIRES AbN/z, RETIE, 5B % &L TI180mg/kglf DHE T
MMBE DAL N, BEBTIE, REHHIC180ng/kght D MEHE B XUZFH A B HSH 5
nrz,

FRIRETIE, 180mg/kgB¥ DUEHETREDEMN, BEEKRTLLEDOHE S, ROFADKYP/L
W U pHOE R A4 b 7=,

MK FARETIE, 180mg/keR¥ DUEHE T B MBRB OB LIZB AR, 7R ILRB DA
B UK A5 L EBR 32 0D B8 0ol CFIZMCV IR O'MCHOD BE N A3 A S 4, [AIAF OB Tor R AT R EREE D
MR TY VRO B AL N,

MigALFRRETIL, 180mg/keB¥ DM THRERE, TNV 73, A/GH, GPT, &2
VATH=IVERTY) VIBEOEMXIZEMER M EALN, AHFEOHETI) YT 1 KD
By, ABEOMTIV I AF S —FRUOTEFNIAY VIATFF7—EDORBAINALN,

WEZHIRE Tk, 30mg/keh¥ D IE THFIE K U & B O B 2 8 0 5 UF180mg / ke #¥ D HE & T
B, BERARCEBEOEREOHEMMNA LN, HMBRZER IR TN EDOHEO ML X
2330mg/kgk EDOREDOHEHET, B TIREMIRME L O 7§D IR H30ng/kgbh LD R
O, BIE TIXERRFH O KA 180mg / ket DREHEIZ, IR TIIEES & ML K UF ARG RED ~
EVFY UILEN180mg/kgEDOMEHEIZ, BETIIHESMBEKR UK M (round) DIEIE,
7l (elongate) DA I LI MY MIfaD =LA 180mg/ kgl AL NA, F /-,
BERBE 4 B OB & D 47 A ER A2 1 A3 180mg /keBEDRE 1 HliZA LN 7=,

ERoZLX, YAMOKRFECLYEETINTOMA LR,

EDERIY, KARABREETIISIOMEEREILSng/kg EX LN/,
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OECDEE AL EZME LM SRICE T ENAETEDO—-BRL LT, 3— V728U Y V%
Sy MISHBREZOKE T LI, B5HMRTRICUABOKESN %313
T, TOHEHRUEIEHIZOVTHRHALAZDTHE TS,

B A s B T 5 3=

1. H#BYE
FVREINEZ -V T I Y VU HIES.9%, Lot No. )
YRBICHERALL, AEBRYEIZ, FRTRAGEGATHY, ASAHS0CT, Kz
DEMEIZ20CTI2.3% TH S (FHER 1 — 1), £/, BREHEKRTHE, Lol
BioTamemy, RAREEHEPOEBMEOLZEHIZDOVTHRAL 2 (RAHEHR
1—2), BEIIHAERT EHAKGRNSH KEBETE, Lot No.5E87) % {H A
Ur. BBRMEIZER, EXTT, EHAKRERT, T ETNHEBEDEEDOREREIC
REL -,

2. BRBYRUCEEZE

4BEDOCrj:CD(SDR)Z v b (BAF ¥ —IV A - U NN 5t) % MERESASITREA L,
ISHMOBEIL.IT o2, ZOMIZ, 2OV T—RREOBERUCARENE % £
Tdredis, MERIMERRLTEHRL, RENLVIL2BERL-ZDOL, MM
KL EEATOAMTHREBIHEML 2., BREFHBROKEL, HAH213.1~245,8g,
EAS158.8~180.5g Tdh - 7=, BWIX, InE24+ 2°C(FAHML8~28C), EES5+10
% (FAEHHEAI0~T0%), BEAI2EEME (F70 7 B~F% 7 8) ROCBRKE 136 /B IC5RE
U7 =Y AF AABEE(BSR)CATF VLV ARF— VBN Y F— 4 — T (0260 X
H200 X D380mm) ¢Z, #EEMEMMAIX1 7y —U Y72 33D, FHA TR ITMEININE
ULTERELA, s, RRBEPOREDOZMEILZS26C, m{E23C, BEOEAME
XER61%, RIK3M%THo7%, ARHIRERRRELE L ZERFEBMF, YT
ANVEERTERARM) %, BRKITXEEREF DYV A EZRME 2ppn) U-FFKEH
BRAEECEY T THEBICERI 2, SRIZOVTIRMEEA BABROHT
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VA —IZT, 2, BRKIZODVWTIEKRAKHES BARML Y 2 =2 TR 2TV,
WTNEHFAEEICEEGL TSI LA L, MERMIBEERKREL-E D%
BRL, y—JR2EMIZI 20020, ZFMIFE3ZVL4E, Ty 7480121
XL il, MEEITUERL, HHEELBLATY 7THERL A,

. AR, RS BREDORUKR RS T
AR E TRIZRLU 2,

} 58 ,
AEREE MRl fE Y WY ES
(mg/kg
g 6+6* 601~606, 607" ~612*
pogicyica 0
? 6-+6* 651~656, 657* ~662*
g 6 613~618
(KARER 5
o] 6 663~668
g 6 619~624
PRIFH &R 30
? 6 669~674
B g 6+6* 625~630, 631*~636*
Fs = ¢ s 180
? 6+6* 675~680, 681* ~686"

«: EEGABRICEER L -8

BEEIK, KICUMERTREEL = 2 BHRER S BT M BRGARE 529527(CLP,
JEEA), B’-E5E : 0, 60, 2005 U600mg/kg) DEEEMPLHREL, ThbHH, 600mg/
kgD HE TIXHETA/441, HETI/4HIH ST L, 200mg/kgik L THRED MMM, 60mg/
kgl F TEHEBOBOBALNS, i, MEELCFHREIZENT, 60ng/kghA ET
VViREOHEMAALN, FEBEEOHEMEATLMBEROBSEALNEZ, ULiAoT,
AUBRTIE, BEHM2EREL T, 180ng/kekmABEE L, ATALE THULI0KRT
5mg/kgk PR EMHEIZREL -,

AEREEL, LRSHENCHBHEEXMAG 4 LA, 1 HAZYOBMEBIL, &5
MK TR UTEELL BRSO E L, EIZHRARU180ng/keffiz oW
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TIREEPRAK TROSRGI L U TS 6 RAREL /2.

B, REFRGIHBICYHEORE R ZICENEREEAMETITY, BATED
B3 EMBS 2 ZEM U ZBE RO TEEERNL 2. £7/2, &7 — VT3
&5, DYBRS, REEROMENERR L ISRV EMITTEMNL .

4. RERZER, 5 LK, {REHHRTEESN
BRERBIX, CEENARSA U TRESNTEY, £/, THINI L MADOERE
BED—DTHHBOKREG LU, BEZEREELHAY, 1H10%S5TC8HMRER
U7k, #5A5ERSnl/kge U, AARILOBREREIRFOKRELLIZREL /2.
BB CIATEORAKERARICES L,
EIERBRIZEL 2883, SRR TRICH4EHELE THEL /.

5. HERMBLRALORAMARE
SN, AHTERLZEBYEERBELLWV)OLEESFEDELY, #50T
IR U HBEAEMATESKERL, RECBMIL L, Zho2FERICELED
L, AATY7UTO.1, 0.6KRU3.6W/V%BBHE TN TNFAHUL -, FARITHE 1 B DHE
ETITVY, ARUA-BRIIAERERNOBREAREEIZTEIR, EXTICRELA. 72,
AR, FREOBBIIOVWTHBEYEOREHDR *EHL, REREOFAR
F(E5% NIZHDI LA LAZGRNHNER2), b, AFEREIZLD0.1, I0RT
20W/ Vo KER(77ZL, 20%IZD2VWTIFBEIR) IXER, BXTTSHHERETHY,
20%BEBIZOVTIRH—HIZHLBERN EABRINTVWDS (HRAFER3).

6. 8%, BRE, MMRTAROHERT Lk

) —REOHEE, RERUVEHEONR
BEHHPRIGHREWNRUREEO 20, HEAMSBEEFRHRTTFRODH
20, —MREBRUECOFEEEARL, £, AERUVEHEE*REHMRUH

EHREAELTR2EOHSTHUEL, BECAEIRSHBHORS M RUHKAE I

HLEREL 7.
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RE4EBBLRUEREZHEEIL, $RTOBYERHr —VICEIIZREL, R,
KT THAT S BN L 1205 £ TORMA IR U Z2HERIZOWT, HEHKBRK(T L
TAN8 a, MAHMBTERASM)AAVTPH, BEAHE, TR, Y26k, Y
WY, BIETYOEY ) =T U2 REL-, BT, SREADOHFER % 150006 5/ 4
THSAMBLAEEL, BONLIREBIZOOCTERLU, /2, TXRTOKSTHE
REREVRICEE, KT THRIRU 2 24RMERKICOWT, RE, &F, BEEOkE
B% T = ; OSMOMETER OM801, VOGEL#t) R UILE (v Eik ; IRIEH &, AR 74
D EMEL 7=,

3) MK W&

BREHMRTERUBEHHAETRIC, TXTOBY L IBRHEULERIE DL,
RYRMSVER =V - F DY) U A0ng/ ke ENEE L THREEL, B, BBAEH
RO FM%ET o, AL 72 KD — & IZEDTA-2KALH] (EDTA-2K/NM) U THHHE
B BBk 3 & (Sysmex CC-780, HFEABFHRIARM) 2AVT, AMKK(ER
EHRE AR, FORB(EBREARL AR, AEJOEVEGHFIOAES O Y
&), A< hZ)y MELER VA B EERE G R) R O IL/MROE (BB 5 R)
AWEL, FIOLRE, "EFOCEVERTFAI N 7Y Y MEDRRHE R % I
WintrobeDARIMERIEE [FHIRIMERAFEMCY), ¥R MBK M6 K & (MCH) B OF 3 R
M ERIM A RBEE (MCHC) ] # R/ U7z, RO —BIXBEKREA L L, May-Granwald-
Giemsata % fEL THMERE D EEHL T2 L eI, =ma—AF VLY TI—BEK
R Rl THRRIMERE X BN U, &/, 3.8% 7 T VB MY U AMMIMA % 3000
MR/ TISARMBELTEEL, SonAME 2 A WTEEH B IMEERE R €% E (Sysmex
CA-5000, RFEEAEBFHEAMD)ICEY, 7o b oy VR EEDERE AR RT
EHEEBA O VIR TS AF R (APTT, BELYEME AR 2 E L 7=,

4 ) MERACFHRE

MEZPRE L ARICIRRU TR TOBYOME * =ik TH602MKER, 3000
EZ/ 2 TIONFELTEEL, BohMFEEHVCTHEZHEE(736-10, kA&
Hi®Em)Ic& Y, BEHE (T protein, ¥V by MK), TNV 7 I (BCGE), A/G
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HBEHERU TV ITIVEYER), BREVIE L (T.bilirubin, 7VAVYTVYE
VIV k), GOT(GOT, Karmenyt), GPT(GPT, Wroblewski-La Dueik), v-ZIN& I
NG VARTF A=Y (y-GIP, L-v-7IWVAII-DBHAKEE), 7TV HUMT AR T
72 —Y AP, p-=bO 7z =)V VBEEERK), AV VI AFS—-E(A U TFY
NVFFa) UEBE), TvFNVAVVIATI—E(TEFINaY VEBERKR), Bal
A8 —J)V(T.cholesterol, COD-DAOS¥E), hVY 'Y+t 54 K(GPO-DAOSHE - 'Y &)
VHER), V UIBE (BRI - DAOSEME), JVa—-2(FVaxF—¥ - 6-6-PDHEE),
JREZRFZRGBUN, VL 7—¥-GLDHiE), 7/ L T7F=rJaffeik), BV (REYVTFY
BEZEE)RUANY T A(Ca, 0CPCE)EMEL -, /-, BRESEE(PVA-aIl,
BAEHTFIVFTo AN - A AIINAVYNZED FNY A (Na, BEE), HUD
LK, BBEIRUTI7O-)V(Cl, EEHEE)=MEL 7,

58Kk, BEEEOWE R UTHEBMB LKA
BREHBBETRERVCEEHEKTRIC, TRTOBHYII>DVWTRIMA{To-0Db,
SR B BIR %2 UMY U CRMZE X &, MEIL CHBERUVABKORRMBIEL1T o /-,
ik, B, OB, M(KREXEEL), R, ATRETREEDL), FE, BE,
B, 8%, FERUBELHE U THEERGMNEZ)LNWETD L L EIT, HIR
HOGE*EHIIHELFEEEMENER)2EHLL, EBNEREICMA, TEHE,
#FAh, |REk, AR, FRIB(EEMEEED), Kk, 8, BW, KBE(FirEL)
RURBRAREBM AL TI0%PEREHm IV Y VERICEEL 72, &8, 10%
FHEEERN YY) VBRI X BERIZK ST, BERIFZ5% TN A TIVTE RE
T, £/, BRIITT7 UVBETENTNRBEREL 2. #5HEKRTROSBERTS
HAEHFOMmKARGETR, TR, B, O, FE, B8, B, 8%, HE,
BB R UBERECICARNEBERBKZICIOWVTIX, BECKR>TNRASI 70 VR 2 EE
U, AYhFIV Y - ATV V(HE)REBEZEL, BZEBIZOVWTEANVY VEHR
BEELU THEERMBE T CHEL A, REHHRTRORAETHE, Bk, BE, B
B, BERURBFICELIGALN/O, BSHRBETROFEHBRIIOVTER
BEL, BUFBARUCEBIMEAERETRELA, £/, ThOLORE XREHMR
THONBHEERTEHAEEICIOVTHRAKICKREL /..
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7. MREH AT
hE, BfE, KREGEERREERL), REURE, IRECEHRE, BEE
BRUGELBEERIIOWVT, SR IT L ITEHME & BHERZE % RO, BartlettiBiZ &
DaBOE—eEREL 7k, SRS —R5E& X Dunnett DL HILBRELXAVWT, B
55858 13Stee OB EHBREX AV THBH OB T4, T/, RMEKE
MR EIZ DWW T iEMann—WhitneyD UKRE 21T 27, 28, WIhoOBEEEZKE L
5%& U7,

. B B &&=

1. —fekE

— R R B R %+ Table 1 FiZAppendix 1R TF2ITR LU 7=,

REGRTIE, BEIIH»5180ng/keBEDMEHED 1 2 WU SHITHRELR A LN, ¥
RIIBSEBPLALN, FLAYOHTRBREH 5 2V UIOMITHERLUED, —HD
TR SR C L ILER T EME R L, #5200 ICIEIBRER TRM X
THLN-, £/, 180ng/ kB OB 2 HITIIR G20 V22HOHR S EHAIZEFRES AL
N7, BT, % 522HIZ180mg/keRf DI 1 FITIIR G 6 BRICRENAL NS, #
5% SWRICIXHEE L=, TDEMIIZ, RFNLRBEEOKELS RS 5 HH»S 180mg/ ke
BHOMBES1HIT, BIZHRSRAKRUTIEHLALIZEABOK 143 >T, 5228215 1F
M1BITAHALN, TOO>HLOH2HFHTIARES2THIZEBE L., 72, BREIIHERUHK
52305 5 180mg/kef¥ D& 2 Bl THX R ARKDOERR UBITAAL N,

MR T, 180me/keBEDHE 1 FITRFAHNLBESKRE 6 HNOHEREL, EEHM
BTHETHELTAHALNS, £/, 180ng/kgBEiDHE 2 FI CHEBOMEIER CBITAR 5
HM» Ot L TALNAD, 1HTIHMREIZHICEEL 2,

2. hE
thEHEM £ Fig. |, 2K UTable 2if TFiZAppendix 3K UF4ITRL /=,
5 HRITIE, 180ng/keREDHETRIMMBE A bz, 180ng/kgBtOMETIE, 55
Hic—BEDBANALNEE DD, TORIIHEE L FERROEBERL -,
EEME T, 180ng/keBEDHETHIEIIH U THRRIBE &R U THEB L2, B
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MBIEIESNE %@ U TR RIERKRDOEE R %,

3. #ffE
BEFOHEB #Fig.3, 4% UTable 3if UFiZAppendix 5K T6ITRL 7=,
B E5HMTIX, 180mg/kgMDMHETHS 2 A6 HE 8 BIZH T THAD VIR AEM
ERLUEDN, TORIINBREFEL ZIEFRMOEB LR 72,
EEYTIE, 180mg/keRHld N BB L RIMOHEB 2R /-,

4. [RRE

B54:BEOKREBFER #Table 43fi UFIZAppendix TRUSIZ, BIE2BEOKBERR %
Table 5ifi TfiZAppendix 9K TFI0IZ R U /=,

#E5 4BHTIL, 180mg/kgB¥ DOl TREDEM, BEEKRTLEDOHA, REHAD
WML T ICpHDE T R A AL N7z,

F18 28 H T, 180mg/keh¥ DM HE TR & D @A XIZR A R 3 O RIZEF R UL
BOMMXIZEMER A ALND, WThE EHNERE(2EEH)NOE(TESE
ZHIIBEDORVWETH o7,

5. MEEHIRE

BEHMRTEHOREFREE % Table 616 FiZAppendix 11K TF121Z, RIEARK TED
MR % Table 7T OicAppendix 13K T 1AITRL 7=,

BEHERTRORETIE, 180mg/keBF Dl T MR D BN S R, 7
BRI D B E DO WD B O KB AR 1 BR = D 18 0 i OHIMCV B OMCHO B inAi A & 4v, [l BE D Mt
THEMLGFRIRLEDBMKBR T Y VSREDE A BA LN, TOIED», 5 KT180ng/kg
BEDHETAPTTO R U112 180mg /keBEDMET T 0 b Y E U IRRAIDERH A L N 72 H5, W
THhLAEBNEHE(BEER)NOLELTHEEZENIIEZEORVE/TH >/,

EESREAK THROME TIE, 180ng/keRf DOHEME TMCVR UMCHOIEE DA A L N,
RO TRMEROBEDOFA B A LN, TOIEFH, 180ng/keBfOff T/ DY
VERODERAAL NN, FHNEHE(SEENOBMAZ/ATH ) EEFEIIC
BEOBRNEATH > -,
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6. MBEMZERIRE .

BREWRBTRHEOREER % Table 8 UFiZAppendix 15K 1612, E{EHAMK THOD
MELER *Table 9% Uiz Appendix 17TRTFISIZARL 7=,

BE YIRS THIZIX, 180ng/keBf DM THRERDZ, 7N 73>, A/GH, GPT, &
VATO-VERTY VIREOHMXZEMEmsALh, RAFOHTIY 7V 51K
DY, AROMETIV VZATI—ERUFTEFVIV VIAT T—YDEI AL
hi=, £DIEH, 180mg/kegBEDHET v -GTPOMI R T F h Y v ADH A 3 OF1230ng/kg
HOBTILT7TF=VDBARALNLY, v-GTPRUF NI LADEHIZOWTILE
HOZEE(ZERH)NOBOTEBBEATHY, JVT7FVOEBIZOVWTIE
180mg/kgBE CIXRAM AR ELIZALN TV REWI L b, BHEZNICEZEDORVETD
27,

IR THRFIZIE, 130mg/keB¥DHEMET I/ L 7F =V DEBANALN, RBOHT
FREYIWVEVRETVAVET ARAT 7 R —EORA W CICEEY VO, RO
HTIIREAEORAIBALNAED, WTFhEBMRETHY BEHMK TROKE
TIRARDELIZALNEN 2 eDE, ThLDEII>VTIR, ABRYERS
LDOREITREVWEZE R LN,

7. Hikk

BREMMKTROKREZ R 2 Table 103 iz Appendix 19K UF201Z, [E18 MR T 0%
DORELER % Table 1137 CFiZAppendix 2LITR U 7,

BREHRKE TR, 180mg/ ke DRE 1 PIKOME 2B CRAFWEBRENALNZ, &
7=, Smg/keBEDME 1 FITRFCABANALND, 5ng/keht DHE K U 30mg/kgh +
DEOMBETIXRROEIZALN LN /2 Db, BREANE(LLLZZ LN/,

o] 6 AR A& T AR T I3, 180mg/kef¥DHE 1 I TRIATH 2 i & I BB D EIRD A 5 N /-,

8. REHR
5 R TIROMER R 2 Table 1236 O'iZAppendix 22K% 2312, [EEHARKEK 7 B
DK R % Table 133 ¥ iAppendix 24K V2517 L 7=,
B 5 HRE TRICIE, 180ng/keBEDMEHE THIE, ERAUVAITOHSRTHEAERD
S IMER AA LN, 72, 30mg/kghF DM T A M oD A K U FE 0 B = 0D B
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EUEBOHEMNEEZDOHMAALN, INLDIED, FTROMEMEROR N30
ng/keBf DHEIZ A LAY, RO KR U 180mg/keff OMEHE TR O ELIZA LN
Mol ehh, AEBRWEHEKES L OBEERLZVWEEX LN,

MRS T RICIE, 180mg/kel¥ DHETERBATHBE OHAESZOHMS AL N /-,
&7z, 180mg/kegft D HE T /Lo ig > H xf 8 & oD B8 A iE OV 57 F BR B OV IR D Aft ot 8 5 oD il
WA LI, RO THOHESRTHENEROHMBA LN, BEHEKTHROMK
ATHABOYZBETLEZBLELRALNTVRNI ML, AEBRYEKRS & OMEE
BawnwborEXbN/,

9. WHHEMZEWRE

R E MK TREORERE 2 Table AT L — REIHEBFIE) KL UTable 14B(MAH R
P80 i THZ Appendix 26 R U271, EIEBIRIK TR ORAFER % Table 154(7 L — KR
HEGIE) K O Table 15B(R8 HEFIE0) i OFiZAppendix 28R V29T R/ L 7=, £7-, IFH,
B, M, SIFERUBEREONNZEMBBEE E %Photo. 1 ~14IZR L 7=,

5 HEATEROHREAIZE VT, AR TIE/NESROEOR MBS K 5 30mg/ kghE D
Wik e % 3 ) Fe TP 180mg / kg RE D HEME S 6 PlIZA LN, R TILBEAIE M AY180mg/kghE D
MRS S HIZALN, FREFBDOANEI T Y VLE? N BB CFI230K% T 180mg/ ket D i
HE6HICALNA, BETIEMRME L O T80 HIRA 30mg/ kgt D H# 2 il &
U'180mg/kegBEDHE 6 I TAH LN/, T, BMEBRUBHTALNA L OE(LDORE X
WIENE 180ng kg THBEIZHEA >, F£7-, BETIXBEM 4 53180ng/kgBED it 1 41T
Ao, AFITEBFRIZFPRFAOMIIERL AL Nz, BT TIRAICKHFOEE DL
KH180ng/kgBEDHE S M S Ul 1 i TA DL N/, R TITH MR OR 7# i (round)
DTN 2K 4 (elongate) DA A3180mg/kgBED 2 FlizA LN, FDOHHLD 1 H
Tl M) RO ERIENALNS, £OES, 5ng/keRfDlE 1 411281 BFHRKFO
BEOFRREREEALNAED, 1HORMIALNEELTHEI LMD, AEEME
BEIZIZEOTIRZOEHETL -, L EDIEH», 5 IEEE KR U 180mg/kgh¥ TILMERAR,
DR OFIEIZ DWT, 180mg/keBEDHE 1 IR Tl 2 I TIXARAIZERENA LN
FEHBMIZOVWTENTIREXEBL 720, HBZNLELIEALN LI o),

O] R TR O ERHLIZ B NT, B TIZ/DE DO MR X A%180ng/kghf D
H3FIRTHAFIZAHLN:D, REGFBRUEOBRE IIRSHRKT R AEE

- 10 -
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ULTWwWrz, RT3 Fi(elongate) DFD> K TUHE FHI a0 B iE DT 4 HY180mg / kgt
D3IPZALN, TEDOS6D2H TN MYHIOERENRALNAZD, BREHBKT
RFIZALNT WKL UK 7#K (round) DEEFE I3 AL N ho /-, B, 5
HIRE TRIZE VA ONABE, SR RUBERTIIEZEALNKT, BETE REEE
DANETTY VLB REE R U 180mg/ kgt DUEHES 6 HlIZALNE DD, ElbDk
BIZIIdREFL ORICERRALONEN o/, ZODIEH, 180mg/keREDHE 1§ THRRAIIZ
AL NFEBEOBIRBATIX, ETICY VAR ZMEERNALNEZDATH >
F=o BT, FEBFOUE 1 FITHEICF#EORREFENALNH, BGHIRKTRIZIE
WETNDBWIZEALNTWRWI ENLERBERELEA LN, &), 180mg/ke
BOH1HIIZALNBMERM TIXESGEIHNEERALN RN,

= e 3

3—UT7 VY OREHIIATOIHERARO-BRLELT, A#BEMWENO, 5, 30
K UF180ng/kgh #EAME S v MC28HMKEREOKR S ToHERAR, UCICHEHRAKTHEIC
MHMOKERR %R 2 EEHRR LB /-,

— IR ETIX, 180mg/kgBE TR ELILHMPLWEA AL N, REBIIBEEENLALN,
FLAYDOBITERSHES ROULI0IIHEL DY, —FoOf TIRMkbEFRIXER s ©
LICERTA2HAERL, BEW0HICEBREETREAETALNE, -, BE20KRUV22
HICIIEE2HCHREBEMNCHLRENALNA, BT, H£5228C1L180mg/kehE DUt 1 4§ T
B 6RRANOMENALNLN, REGHZSKHIHARLU ., BICYUMRATERBL &
ABEBYMEORE KRS EERR RO 2 BMKERSHEEFHARY THLRERTRE X
ALNTHEY, TNLOEREABBYMERSIILOIBELEZ LN, 180ng/kefF DIf
HO—-HOFCRRAMNAZBEOREN FICEXIIEEROBIRKRUTEITAALNA, BE
IZOWTIE, WEMASEMRETRECRALATE ST, BRIZOVTIZEARENICE
BORENALNIEOD, FAIZIODWTOETHD Z L, BEHBITEKROETIZA
bivkhoZl b, BBOBRRUBITORBEIEENER L2 DEEZI LN,
INLDEIZFEEEMIIBREDOLOE L HBT L. KETIX, 180ng/keht DHE TR
BWERS I ) MBS AL N, BREHRAK T BRI ZERERENE %
AUBEENA LN, EBEE&TIL, 180mg/keff D UEHE T &5 M O 6l I A XIdE P
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fEAALND, TOBIERS YN R UEREHE %E LU THERE & ISIZEKROHERS % R
LEEEAAL N,

RRETIE, BE54HEHOKRETISONg/ kel DUEHE TR EDORIIN, BB K CHEO R
A, REFORBAY FIZpHOETHEII A LN, WThoE{bed, KJTEBRO
FRIZHESE b, BRIZHLNTIE AP -7, BE2EBOKRETIE, =
NEDEAITCTHEMEEL .

MEERRETIE, BEHK TROKRA TISOng/ kg O EHE I~ B MBKE O B0 L iL#
BRI R CFEMRBOBEEDORDAAL N, R DB IZEVMCY, MCHE UHHE:AR A& M
REOHMMAAL N, HRAZENICIE, AOROBIEGE U THEBBONEYFY VLS
A, FMERBOBP IR TIRIBHEOLIL UTHRBORNEMLZ T 180ng/ kel D
MEECALNE, ZNHLDI N6, RMRBOBDITRMEKROWETEIZLIBLEDLE
Zbii, £/, AMEKRBOMEIMIZOWTIE, BICERBLAXEERERYED 2AMKERS
BN FHARY TL200mg/kg A LOROHEIIMTALNTE Y, KEBRYHEKSICLD
LD EZLNS, LB, HMERBOBMNIE, 180mg/kgBfDHETIINERFHREREBLL
Lr-mcTHhY), REERBTIELEEIONLD, KRB TEHL M RREREL
BALNTELT, REBFIIHOLIATIX 2>/, RIEHHMKETROKRETIE, 180mg/
kgBE D BEHE TMCV R UMCHO B b1, RBEOME THRIMERB DAL ALNHY, BEKTRIC
R ZOBRERBRETHY), EEEMEON .

M A CERMRETIE, R HMK TIHEOKRATI8Ong/keBEDMEICRENE, TV 7
2V, A/GEE, GPT, IV ATH IRV VIEEDOHMXITEMEARILA LN, BEFFO
HTR)ZVESA ROBALY, ABOMHETIY T AT 57— RUFTEFNIY TR
T —YORBALVALNT-, BEAE, A/GH, GPT, BalL A7 —JV, Y RARU L
VTVt KOEIE, REQHMMEIEMIES 2HN BB IRELAZETHD
rEZLNE, £/, AV VIATFIVYRUETEFNVIAVVIAT I —ERFICHET
EHEINTEY, ZhLORBAPORERRE UTIRER, FETORABSHRBEDKRTAE
Zbhd, LrLads, ARBRTHRMEFOREAZIIEML TEY, HMEHIZLIF
BOMERE L RTLIRALNTHEY, —RICEEY VROLESWIZAIY VIR T
T—VYEREETHIILBHOLNTHY, ABYERERY VROMLEWTRLVED
D, BEZI)HENLZRELALN L EEZIHEDIL, TV VI AF7—ERUTT
¥FNIVVIATFS—EORMPDOERIK, RERYWERSE TBME L 2 BREEREC X
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DA REMENRBI N,

REZEMRETIE, LB UAES I, FIIREOBAITHEEL THRRBICABERYEIZ &
SREMNALN, TNLITMAT, 30mg/kef¥DOMETHB R UEHOE RO R I K U180
ng/keFEDMHETHE, BEBAVCIHBTOEZOEMMAA LN, ABENIZFE TIZ/NESD
O D BF R EE AR K A330mg /kg A EDREDMERE IC, B TIREAMRMTE LR CHTEOEBER
2330mg/kglh LB DOHEIZ, BIE TRIKEDOLKHMN180mg/keBEDMEHEIZ, HETIIHES
il R O FE FHIEE (round) OEFE, B FHlla (elongate) DFA M T IV MY MlIfaD %
{6A3180ng/ ket iz A LN, FETORBEZHLEIE, EORBBENFHEIHLTVS
WEEME X RBLTSY, KAEBRYEOHBIIN TR ENEZI LN, EEBTOEMKEY
2Z{bi, SDREEMES v b TIREBARAKENIZALNEZELTIEHEL DD, 30K T 180mg/
kgBEDHETOLEILI, AFEBYWHEBRE XV EMKME TOEAROBRINAAEL 2T
DeEZLN, 7=, 180mg/kgBEDUE 1 HI TREDEICEER A AL I, AHITIREEDE 412
FVERICFRERMRENALO N, BICYMAFTEEL AR EOREREF
PEER D 2B WT, 1700mg/keB¥DHE 1 BITEHEKRNICKAREBIRA AL, MBEAICHEE
rAsbn, SDRZY bTRERAOBRRET SHBIILKNLI LN LE2EZL L,
ARBRTCOBEKERUBREOEMIXIFUIODVTOEATIEHZ DD, AEBRMERE S
LFOHEOMBEENRBINA, BT TRESZNIIRREORERAEALN, Tt KBk
LTEEOL X ALNA, RETO—HOZE(IX, RITUEMRAATERL AEBRYWE
OBAREEHRR RUC2BMREZRSFERETFHARY TERRCALNTS Y, AH
BYBORKBIINTOIEENREINA, RIEMHEK TRORETIE, 180ng/kef¥DHT
BHEACRSOHNERDOMMA A LMD, MRS bEALhE» o/, Fix,
BREMMKTRHICESALN-FE, BERUCENTIE, SHIHEETINIE LR
WLUTWz, HRTERBHRLRUCEFHEOBEEIIALNTY, REEVZEDLN:,

ERDES CARKRRIZE T2 HE MK, VHMAOKEIZIVHRXEBEHRLTSY, A#
HRZERTH o7, UAEDRERMD, 30ng/kebA LOBOMM CABBRMEIC XL 2L EH
Aol eho, KABEROGTTORYERIIMBEL EIZ5ng/keTHdLEXLNE,
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Fig. 1 Mean body weight changes in male rats treated orally with 3-cyanopyridine for 28 days
followed by 14-day withdrawal period.
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Fig. 2~ Mean body weight changes in female rats treated orally with 3-cyanopyridine for 28 days
followed by 14-day withdrawal period.
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Fig.3 Mean food consumption in male rats treated orally with 3-cyanopyridine for 28 days
followed by 14-day withdrawal period.
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Fig.4 Mean food consumption in female rats treated orally with 3-cyanopyridine for 28 days
followed by 14-day withdrawal penod.
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Study No.29603

Table 1 Clinical signs in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period
Group Days
Sex and Clinical sign
dose 1 2 3 4 5 B 7 8 9 10 11 12 13 14 15 16 17 18 18 20
Male Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 112 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
5mg/kg Number of examined 6 6 6 6 6 6 8 6 6 6 8 6 8 6 6 6 6 6 6 6
No abnormality 6 6 B 6 6 6 6 6 6 8 6 6 6 6 6 6 6 B8 6 6
30mg/kg Number of examined 4] 6 6 6 8 8 6 3] 6 6 6 6 6 6 B 6 6 B 6 6
No abnormality B 6 8 6 6 6 8 6 8 8 6 6 6 6 8 6 8 6 8 6
180mg/kg Number of examined 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 11 11 11 11 11 11 1 5 4 5 6 5 i 4 3 5
Salivation 0 0 0 0 0 0 0 0 0 0 5 7 8 7 5 i 8 8 7 5
Loss of hair 0 0 0 0 1 1 1 1 1 1 1 2 2 2 2 2 2 2 3 3
Swelling of limbs 0 0 O 6 0 o0 0 0 0 0 0 0 0 o 0 0 0 0 1 1
Limping 9 0 O 0 0 0 0 0 0O 0 0 0 0 O 0 ¢ 0 0O 1 1
Female Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Smg/kg Number of examined 8 6 6 6 6 6 6 6 6 6 6 6 6 6 8 6 8 6 ] 6
No abnormal ity 6 6 6 5 6 B 8 6 6 6 6 6 6 6 6 8 6 6 B8 6
30mg/keg Number of examined 8 8 6 8 6 6 6 6 6 6 6 8 6 6 6 6 6 6 6 6
No abnormality ] 6 6 8 6 6 6 6 6 6 8 6 6 6 6 ] 6 6 6 8
180mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 112 2 12
No abnormality 12 12 12 122 11 11 11 11 11 11 7 17T 8 7T 5 8 g g9 38 8
Salivation 0 0 0 0 0 0 O 0 0 0 4 5 4 5 1 3 3 3 4 3
Loss of hair 0 0 0 0 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1
Lacrimation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1 - continued Clinical signs in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period
Group Days
Sex and Clinical sign
dose 21 22 23 24 25 26 27 28 29 30 31 32 33 34 3H 3B 37 38 39 40
Male Control Number of examined 12 12 12 12 12 12 12 12 6 6 6 B 6 8 6 6 6 6 6 6
No abnormality 12 12 12 12 12 12 12 12 6 6 8 8 6 B B 6 6 6 6 &
5mg/kg Number of examined 6 6 6 6 6 B 6 6
No abnormality 6 6 6 6 6 6 6 6
30mg/kg Number of examined 6 6 6 6 6 6 8 6
No abnormality ] 6 6 6 6 6 6 6
180mg/kg Number of examined 12 12 12 12 12 12 12 12 B 6 6 6 8 6 6 6 ] 6 B 6
No abnormality 5 5 5 3 5 4 8 6 4 4 4 4 4 3 3 3 3 3 3 4
Salivation 6 5 4 6 4 7 1 5 0 0 0 0 0 0 0 0 0 0 0 0
Loss of hair 3 3 3 3 3 3 1 1 0 0 0 0 0 1 1 1 1 1 1 1
Swelling of limbs 1 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1
Limping 1 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1
Female Control Number of examined 12 12 12 12 12 12 12 12 6 6 6 6 8 ] 6 6 B 6 6 6
No abnormality 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6 6
bmg/ke Number of examined 6 B 6 6 8 6 6 6
No abnormality 6 6 6 6 6 6 6 8
30mg/kg Number of examined 8 8 8 8 6 8 6 6
No abnormality 6 6 6 6 6 6 £ 6
180mg/ke Number of examined 12 12 12 12 12 12 12 12 6 6 6 8 6 ) 6 6 6 ] 6 6
No abnormality 8 8 8 8 8 8 g 9 6 6 6 6 8 B 6 6 B B 6 6
Salivation 4 2 2 1 2 3 1 1 0 ¢ 0 0 ] 0 0 0 0 0 0 0
Loss of hair 1 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0




Table 1 - continued

Clinical signs in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.29603

Group Days
Sex and Clinical sign
dose 41 42
Male Control Number of examined 6 6
No abnormality 6 6
5mg/kg Number of examined
No abnormality
30mg/ke Number of examined
No abnormality
180mg/kg Number of examined 6 6
No abnormality 4 4
Salivation 0 0
Loss of hair 1 1
Swelling of limbs 1 1
Limping 1 1
Female Control Number of examined 6 6
No abnormality 6 6
Smg/kg Number of examined
No abnormality
30mg/kg Number of examined
No abnormality
180mg/kg Number of examined 8 8
No abnormality 6 8
Salivation 0 0
Loss of hair 0 0
Lacrimation 0 0
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Table 2 Body weights in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.29603

Group Body weight (g) on day
Sex and
dose 1 5 8 12 15 18 22 26 28 29 33 36
Male Control N 12 12 12 12 12 12 12 12 12 6 6 8
Mean 227.9 262.8 286.5 315.5 331.2 358.3 3712.9 388.3 395.6 402.0 425.8 438.4
S.D. +7.0 8.0 £10.6 +13.4 +]16.2 +20.2 £21.5 122.2 122.5 +20.9 t24.5 £25.3
Smg/kg N 6 6 6 6 6 6 6 6 )
Mean 227.8 262.6 287.6 317.4 338.2 364.3 382.4 399.1 409.9
S.D. +4 .4 5.7 3.3 +11.9 +16.5 +]8.6 £22.6 126.5 +22.9
30mg/ke N 6 ] 6 ] 6 8 8 6 6
Mean 228.8 264.1 288.3 319.4 337.5 365.4 382.0 400.8 412.4
S.D. 8.5 +13.3 +17.4 £]7.3 +18.2 £22.1 £25.1 £26.7 +28.1
180mg/ke N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 228.7 245.1x 261.1xx 292 0%xx  308.0%xx 329.2xx  339.9xx 348.7xx 359 T« 343.5xx  382.6% 389.9x
S.D 8.9 119.3 +20.9 +]15.3 +17.7 +22.7 +30.1 +36.6 +39.3 +37.1 +39.7 +41.8
Female Control N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 171.3 185.4 193.3 205.4 215.8 228.5 235.6 242.2 245.7 246.3 256.2 262.1
S.D. +4.8 6.4 £7.5 +8.6 £8.1 +10.8 £13.7 +13.9 £11.7 t14.8 +]3.5 +15.8
Smg/kg N 6 6 6 6 6 6 6 6 6
Mean 170.6 186.4 196.1 209.4 219.4 231.6 239.0 243.4 1.7
S.D 6.7 +4.9 5.8 7.7 7.9 8.2 9.1 +11.0 +]1.2
30mg/ke N 6 6 6 8 B 8 B 6 6
Mean 170.1 182.6 192.4 203.6 212.2 223.5 232.0 236.9 240.9
S.D. +6.6 17.1 +10.5 +]1.8 +11.5 +13.9 $13.0 +13.6 £12.2
180mg/kg N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 172.0 177.0% 185.3 202.4 211.5 225.1 231.8 231.3 243.2 246.0 258.4 261.7
S.D 8.1 9.3 +16.5 +12.3 £]11.0 +12.3 +15.1 £13.2 +]12.4 +12.9 t18.5 +13.7

x. P<0.05, *x: P<Q.01 (significantly different from control).
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Table 2 - continued

Body weights in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.29603

Group Body weight (g) on day
Sex and
dose 40 42
Male Control N 6 6
Mean 446.9 453.1
S.D +25.5 +26.8
Smg/kg N
Mean
S.D.
30mg/kg N
Mean
S.D.
180mg/kg N 6 ]
Mean 400.6% 408.6
S.D. +42.7 +43.9
Female Control N 6 8
Mean 266.1 266.0
S.D. +17.8 +18.3
Smg/kg N
Mean
S.D.
30mg/ke N
Mean
S.D.
180mg/kg N 8 6
Mean 261.5 261.1
S.D. +13.2 +16.4

x. P<0.05 (significantly different from control).
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Study No.29603

Table 3 Food consumption in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawa! period
Group Food consumption (g) on day
Sex and
dose 2 5 8 12 15 19 22 26 29 33 36 10
Male Control N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 24.6 25.4 25.3 21.7 21.4 21.8 27.8 28.0 26.2 29.0 27.5 21.9
S.D. +1.% 2.2 2.0 +3.0 2.7 +3.4 +3.0 +3.1 +3.5 +3.1 2.5 2.1
Smg/kg N 6 6 6 8 6 6 6 6
Mean 24.3 26.0 26.8 28.2 27.6 28.4 30.3 28.6
S.D. 2.0 x].0 +1.8 +]1.1 +].8 2.3 +3.2 +2.0
30mg/kg N 6 6 8 6 6 6 6 6
Mean 25.0 26.5 25.1 27.9 28.3 27.8 29.8 29.2
S.D. 3.9 +3.6 +3.2 2.4 2.7 +3.2 +4.1 +3.7
180mg/ke N 12 12 12 12 12 12 12 12 B 6 6 6
Mean 21.0xx 19. 4xx 22.3% 26.3 26.8 24.8 25.9 27.9 25.1 31.1 27.2 25.8
S.D. +2.2 6.3 3.0 +3.0 4.5 +3.9 +5.3 - 5.4 4.2 +3.9 2.7 3.9
Female Control N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 16.7 18.1 16.8 19.1 19.4 20.2 19.9 19.7 18.7 21.7 21.0 20.8
S.D. +1.9 £2.2 +1.9 2.3 2.0 2.1 +3.7 +1.9 2.8 1.5 2.5 t].6
5mg/kg N 6 6 8 6 B B 6 6
Mean 16.0 18.1 16.7 19.9 19.9 20.4 19.9 18.6
S.D +1.5 t1.9 +2.6 2.1 +1.9 +2.8 +]1.3 2.3
30mg/kg N 6 ] 6 6 B ] 6 8
Mean 15.8 17.4 17.2 18.7 19.1 19.6 19.6 18.3
S.D. 2.2 £].4 2.2 3.4 2.7 +].7 +2.5 +]1.8
180mg/kg N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 14.3xx 15.2x 15.8 19.2 19.2 20.1 19.6 20.5 20.0 22.8 22.4 19.2
S.D +].5 3.6 3.7 £2.3 2.5 +3.4 +3.4 2.7 +].8 +4.0 1.2 1.7

x. P<0.05, xx: P<Q.01 (significantly different from control).
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Table 4 Urinary findings in rats treated orally with 3-cyanopyridine for 28 days
Group Number Urine volume Osmotic Specific
Sex and of pressure gravity
dose animals  (ml1/24hr) (Osm/kg)
Male Control 12 14.3 1.307 1.044
5.6 +0.381 +0.014
5mg/kg 6 25.6 0.958 1.032
+14.6 +0.411 +0.013
30mg/kg 6 16.8 1.078 1.036
6.2 +0.164 +0.006
180mg/kg 12 27.9%x 0.738xx 1.025%x
+10.8 +0.262 +0.003
Female Control 12 8.8 1.458 1.046
4.2 +0.585 +0.018
omg/kg 6 9.3 1.282 1.042
2.6 +0.294 +0.010
n 30mg/kg 6 4.8 1.522 1.051
Ui 3.4 +0.334 +0.014
180mg/kg 12 22.1%x 0.793xx 1.027xx
+10.7 +0.289 +0.010

xx. P<0.01 (significantly different from control).
Values are meantS.D.
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Table 4 - continued

Urinary findings in rats treated orally with 3-cyanopyridine for 28 days

Study No.29603

Group Number Color pH Protein Glucose Ketone body Bilirubin Occult blood
Sex and of

dose animals

PY ¥ 6.57.07.58.08.5 -t - - - -+ ow

Male Control 12 0 12 0 0 4 7 1 T 2 12 12 12 10 1 1

Smg/kg 8 1 5 0 0 3 3 0 4 2 6 6 6 6 0 0

30mg/kg 6 0 6 0 2 0 4 O 3 3 6 6 6 6 0 0

180mg /kg 12 3 9 0 4 7 1 0 12 0 12 12 12 12 0 0
Female Control 12 1 11 1 2 6 3 0 10 2 12 12 12 11 0 1

Sme/kg 6 0 6 0 2 2 2 ¢ 5 1 6 6 6 5 1 0

30mg /ke 6 0 b 0 0 4 2 0 6 0 6 6 8 6 0 0

180mg/ke 12 f 8 3 7 1 1 0 12 0 12 12 12 12 0 0

Abbreviation:. PY, pale yellow; Y, yellow.

Grade sign: -, none; &, trace; +, slight; #, moderate; =, severe, w, very severe.
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Study No.29603

Table 4 - continued Urinary findings in rats treated orally with 3-cyanopyridine for 28 days
Group Number Urobilinogen
Sex and of (mg/d1)
dose animals
<l 1
Male Control 12 11 1
Sme/ke 6 6 O
30mg/ke 8 6 0
180mg/kg 12 12 0
Female Control 12 10 2
Smg/ke 6 5 1
30mg/kg 6 5 1

180mg/kg 12 12 0




Study No.29603

Table 4 - continued Urinary findings in rats treated orally ﬁith 3-cyanopyridine for 28 days
Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocytes Leucocytes Casts Crystals
- - -+ - - #
Male Control 12 12 12 12 0 12 11 1
bmg/ke 6 6 6 6 0 6 6 0
30mg/ke 6 6 6 6 0 6 6 0
180mg/kg 12 12 12 12 0 12 12 0
Female Control 12 12 12 12 0 12 12 0
Smg/kg 6 6 6 6 0 6 6 0
o
20
30mg/ke 8 6 6 6 O 6 6 0
180mg/kg 12 12 12 1 1 12 12 0

Grade signs are as follows.

Epithelial cells: < 3/field; +, 3/field =and < 10/field; #, 10/field =and < 20/field; », Z20/field.

Erythrocytes -: < 10/field; +, 10/field =and < 30/field; #, 30/field =and < 100/field; #, countless.
Leucocytes -, < 3/field; +, 3/field =and < 20/field; #, 20/field =<and < 40/field; », =40/field.
Casts -, none; +, =1/all field.

Crystals < 10/field; +, 10/field =and < 20/field; », 20/field <and < 30/field; », countless.
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Study No.28603

Table 5 Urinary findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period
Group Number Urine volume Osmotic Specific
Sex and of pressure gravity
dose animals  (ml/24hr) (Osm/kg)
Male Control 6 23.4 1.155 1.037
+13.1 +0.524 +0.018
180mg/kg 6 15.0 1.294 1.042
+5.0 +0.309 +0.011
Female Control 6 13.9 1.213 1.039
7.4 +0.399 +0.013
180mg/ke 6 5.8% 2.006xx 1.063xx
£].5 +0.319 10.010

x. P<0.05, xx. P<0.01 (significantly different from control).

Yalues are meantS.D.
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Table 5 - continued

Study No.29603

Urinary findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Group Number Color pH Protein Glucose Ketone body Bilirubin Occult blood Urobilinogen
Sex and of (mg/d1)
dose animals
PY Y 7.075 8.0 -+ - - - - <1 1
Male Control 6 2 1 0 2 1 3 1 2 6 6 6 6 6 0
180meg/kg 6 1 § 0 0 6 1 4 1 6 6 6 6 5 1
Female Control 6 1 b 1 1 4 6 0 O 6 6 6 6 5 1
180mg kg 6 0 6 0 1 5 4 2 0 6 B ] 6 5 1
Abbreviation: PY, pale yellow, Y, yellow.
Grade sign: -, none; t, trace; +, slight; #, moderate; #, severe; %, very severe.
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Table 5 - continued

Urinary findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.28603

Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocytes Leucocytes Casts Crystals
- - - - -+
Male Control 6 6 B 6 6 4 2
180mg/kg B 6 6 6 6 6 0
Female Control 6 6 6 6 6 6 0
180mg/kg 6 6 B 6 6 6 0

Grade signs are as follows.

Epithelial cetls:
Erythrocytes
Leucocytes

Casts

Crystals

< 3/field; +, 3/field =and < 10/field; #, 10/field Zand < 20/field; », Z20/field.
< 10/field, +, 10/field =and < 30/field; «, 30/field =and < 100/field; #, countless.
< 3/field; +, 3/field =and < 20/field; », 20/field =and < 40/field; », Z40/field.
none; +, =1/all field.

< 10/field; +, 10/field =and < 20/field; +, 20/field =and < 30/field; », countless.
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Table 6 Hematological findings in rats treated orally with 3-cyanopyridine for 28 days
Group Number Leucocyte Erythrocyte Hemoglobin Hematocrit Platelet MCY MCH
Sex and of
dose animals  (10%/ul) (104/u1) (g/d1) %) (10%/ul) (f1) (pg)
Male Control 6 97 820 15.1 47.8 98.6 58 18.5
26 +33 +0.6 2.3 9.1 t] 10.4
Smeg/kg 6 86 780 14.6 459 g7.1 59 18.7
24 32 +0.5 +0.8 +8.1 £2 0.6
30mg/kg 6 102 811 14.8 46.9 101.4 58 18.3
12 +37 0.4 1.4 7.4 +2 0.7
180mg/ke 6 132 123%x 14.7 46.1 94.6 64xx 20.3xx
+36 +26 +0).6 1.9 8.2 +] 10.4
Female Control 6 7 776 14.7 45.3 107.8 59 19.0
+27 +20 +0.4 +].2 6.3 +2 0.5
Smg/ke 6 69 801 15.3 46.7 111.1 58 18.1
+19 +31 0.5 2.2 6.9 t] 10.3
W 30mg/ke 6 82 760 14.9 44.8 108.2 59 19.6
o 123 +38 +0.3 £].5 7.9 +2 +0.7
180mg/kg 6 118x T28x 14.4 4 4 110.9 Blx 19.8x
+32 +28 +0.6 t1.9 +10.8 1] 10.5

x: P<0.05, *x: P<0.01 (significantly different from control).
Yalues are meantS.D.
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Table 6 - continued

Hematological findings in rats treated orally with 3-cyanopyridine for 28 days

Study No.29603

Group Number MCHC Reticulocyte Prothrombin APTT
Sex and of time
dose animals %) ) (sec) (sec)
Mate Control 6 31.8 28 15.7 21.0
+0.8 t2 3.1 +2.6
Smg/kg 6 31.8 29 13.2 24.2x
+0.6 +3 1.1 +]1.2
30mg/ke 6 31.6 31 13.5 25.4
+0.5 £5 1.3 +].9
180mg/kg 6 31.8 50x 11.9 19.6xx
+0.5 +7 0.5 +].4
Female Control 6 32.5 29 10.5 19.9
+0.4 +3 0.3 £].1
Smg/kg 6 32.7 31 10.6 20.3
+0.6 13 0.3 t].5
30mg/kg 8 33.2 28 10.7 19.8
+0.8 5 +0.3 +1.6
180mg/kg 6 32.4 3J8xx 11.1xx 18.8
0.5 3 0.3 +1.1

x. P<(0.05, *x. P<0.01 (significantly different from control).
Yalues are mean#S.D.



Ve

Study No.239603

Table 6 - continued Hematological findings in rats treated orally with 3-cyanopyridine for 28 days
Group Number Differential leucocyte count
Sex and of
dose animals Eosinophil Neutro-Stab. Neutro-Seg. Lymphocy te Basophil Monocyte
¢)) ¢)] ) ¢); o )]
Male Control 6 0.2 0.0 9.2 83.8 0.0 0.8
0.4 0.0 5.6 6.5 0.0 +0.8
Bing/kg 6 1.0 0.0 16.8 82.0 0.0 0.2
+0.6 +0.0 +8.0 +8.5 +0.0 +0.4
30mg/kg 6 0.5 0.0 12.5 86.8 0.0 0.2
0.8 0.0 5.1 5.3 +0.0 0.4
180mg/kg 6 1.0 0.0 19.3x 8. 8% 0.0 0.8
+0.6 10.0 7.8 7.8 0.0 +0.8
Female Control 6 0.8 0.0 17.0 81.5 0.0 0.7
0.8 0.0 £13. +15.0 0.0 +0.8
Smg/kg 6 0.8 0.0 15.2 83.0 0.0 1.0
+0.4 0.0 16.2 6.3 +0.0 +0.0
30mg/kg 6 0.5 0.0 11.7 87.3 0.0 0.5
+0.5 0.0 4.4 4.5 +0.0 +0.5
180mg/kg 6 0.8 0.0 14.5 83.5 0.0 1.2
+0.8 +0.0 5.8 6.6 +0.0 $1.5

x. P<0.05 (significantly different from control).
Yalues are meantS.D.



Table 7 Hematological

findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.29603

S Grgup Num?er Leucocyte Erythrocyte Hemoglobin Hematocrit Platelet MCv MCH
ex an 0
dose animals  (10%2/u1) (104/ul) (g/dl) % (10%/u1) (f1) (peg)
Male Control 6 g2 866 15.0 46.3 107.7 53 17.3
+18 +60 0.7 2.0 +]13.7 12 +0.6
180mg/kg 6 92 801* 15.0 16.8 111.8 H8xx 18.7xx
+22 +32 0.2 0.7 8.1 12 0.8
Female Control 6 64 817 14.7 5.2 106.3 55 17.8
+15 +40 +0.9 2.5 +7.6 +2 +0.6
180mg/kg 6 69 821 15.3 17.2 103.7 58x 18.6x
+20 +34 +0.4 +1.6 7.5 ] 0.4

x. P<0.05, xx: P<0.01 (significantly different from control).

Values are meantS.D.
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Table 7 - continued

Hematological! findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.29603

Group Number MCHC Reticulocyte Prothrombin APTT
Sex and of time
dose animals %) €3] {sec) (sec)
Male Control 6 32.3 30 12.0 24.2
+0.3 +4 +0.5 +].1
180mg/kg 6 32.2 29 12.0 22.6
+0.4 £5 +0.4 +1.5
Female Control 6 32.4 32 10.2 17.8
0.7 £2 0.6 +2.3
180mg/ke 6 32.3 29 10.8x 20.1
0.6 t4 +0.3 +1.5

x. P<0.05 (significantly different from control).

Values are meantS.D.
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Table 7 - continued Hematologica! findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period
Group Number Differential leucocyte count
Sex and of
dose animals Eosinophil Neutro-Stab.  Neutro-Seg. Lymphocyte Basophi | Monocyte
¢9; ) ¢9) ¢9) ¢))] ¢))
Male Control 6 1.2 0.0 15.8 82.2 0.0 0.8
+].0 0.0 +]11.0 +10.5 +0.0 1.2
180mg/kg 6 0.5 0.0 15.5 83.5 0.0 0.5
0.8 0.0 +5.2 5.5 +0.0 +0.8
Female Control 6 1.3 0.0 20.7 17.8 0.0 0.2
] .4 0.0 +10.4 +10.2 0.0 +0.4
180mg/kg 6 0.7 0.0 13.5 85.0 0.0 0.8
+].2 0.0 +5.9 6.2 0.0 0.8

Yalues are meantS.D.
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Table 8 Biochemical findings in rats treated orally with 3-cyanopyridine for 28 days
Group Number T.protein Albumin A/G ratio T.bilirubin GOT GPT 7-GTP ALP
Sex and of
dose animals (g/d1) (g/d1) {mg/di) (/1) (/) (/D (/1)
Male Control 6 5.1 3.6 2.37 0.0 84 18 0.6 270
0.2 0.1 +0.14 0.0 £]10 £3 $0.1 +81
Sme/kg 6 5.1 3.5 2.27 0.0 88 18 0.1 282
0.1 +0.1 +0.20 +0.0 £13 +2 +0.2 +41
30me/ke 6 5.2 3.6 2.3 0.0 89 18 0.1 281
0.3 10.2 +0.14 0.0 1B 12 10.1 +58
180mg /kg 6 5.3 3.9x 2.71x 0.0 i 28% 0.3x 268
0.2 0.1 +0.25 +0.0 +6 +11 +0.2 +46
Female Control 6 5.3 3.1 2.42 0.0 85 15 0.1 145
0.2 +0.4 +0.44 +0.1 +8 £2 +0.1 +16
Smg/ke 6 5.2 3.8 2.59 0.1 96 15 0.0 140
0.1 0.1 10.31 +(0.0 £8 t4 +0.1 28
30mg/kg 6 5.3 3.8 2.48 0.1 88 15 0.1 153
0.2 0.2 +0.36 +0.1 +20 +2 +0.1 138
180mg /kg 6 5.7% 4. 4x 3.37xx 0.1 17 24xx 0.1 168
0.3 0.2 +0.62 0.0 £6 16 +0.1 +24

x: P<0.05, xx. P<0.01 (significantly different from control).
Values are meantS.D.
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Table 8 - continued Biochemical findings in rats treated orally with 3-cyanopyridine for 28 days
Group Number Cholin- Acetyl T.cholesterol Triglycerides Phospholipids Glucose BUN Creatinine
Sex and of esterase chol inesterase
dose animals (/) (apHf) (mg/dl) (mg/dl) (mg/dl) {mg/dl) (mg/dl) (mg/d])
Male Control 6 19 0.00 48 46 91 116 17.0 0.4
t16 +0.00 +H 6 +4 +]12 1.4 0.1
5mg /ke 6 56 0.00 48 56 91 107 15.0 0.4
+13 +0.00 +6 123 +10 £10 1.7 +0.0
30mg/kg 6 64 0.00 51 b4 %5 115 14.6 0.4
+]12 +0.00 +3 +23 +9 19 3.0 0.1
180mg/ke 8 61 (.00 81xx 26x 140x% 118 16.1 0.5
+]3 £0.00 +]2 +8 +]18 +3 2.8 +0.1
Female Control 6 385 0.29 60 22 121 99 23.9 0.5
+]128 +0.12 +7 t4 +8 t]16 3.2 0.1
Smg/kg 6 371 0.28 59 23 119 102 22.7 0.5
66 (.07 +11 16 £15 £13 2.3 0.0
30mg/ke 6 329 0.23 68 25 132 114 22.2 0.4x
+120 +0.12 11 +10 +21 +17 4.3 0.0
180mg/kg 1] 182x 0.08x 84xx 24 166xx 108 19.4 0.5
133 +0.03 +6 £ 8 t}1 19 2.7 0.1

x. P<(.05, xx: P<0.01 (significantly different from control).
Values are meantS.D.
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Table 8 - continued Biochemical findings in rats treated oraily with 3-cyanopyridine for 28 days
Group Number IP Ca Na K Cl
Sex and of
dose animals (mg/dl) {mg/d!) (mEa/1) (mEq/1) (mEq/1)
Male Control 6 7. 9.5 146.9 4.18 106.3
+0.3 0.2 0.8 +0.20 +].4
Smg/kg 6 7.8 9.4 146.7 4.04 105.6
0.7 0.1 +0.8 +0.22 +].2
30mg/kg 6 7.8 9.6 146.6 4.17 105.7
+(.5 +0.2 0.7 +0.12 +].4
180mg/kg 6 8.0 9.4 145.6% 4.20 104.6
+0.8 +0.3 0.8 +0.26 +].9
Female Control 6 8.2 9.7 146.5 41.26 108.1
+0.6 0.3 +0.7 (.21 +1.0
Smg/kg 6 8.0 9.6 146.3 4.3 107.9
+0.6 0.2 t1.4 +0.35 2.0
o 30mg/kg 6 8.1 9.6 145.9 4.25 107.4
=] £0.7 0.1 0.5 +0.22 +1.5
180mg /ke 8 7.8 9.7 146.0 4.10 107.3
+0.6 +0.4 +1.0 10.23 +1.7

x: P<0.05 (significantly different from control).
Values are meantS.D.
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Table 9 Biochemical findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

S Grgup Number T.protein Albumin A/G ratio T.bilirubin GOT GPT 7-GTP ALP
ex an of
dose animals (g/dl) (g/dl) (mg/dl) (1u/1) (Iu/b) (1U/1) (1u/1)
Male Control 6 5.4 3.7 2.08 0.1 9 20 0.3 231
+0.2 +0.2 +0.17 +0.1 +7 +4 +0.2 +37
180mg / kg 6 5.3 3.6 2.18 0.0x 90 19 0.2 192x
0.2 0.1 +0.28 +0.0 +16 +4 £0.2 +23
Female Control 6 5.6 4.0 2.41 0.1 85 18 0.4 141
0.3 +0.3 +0.40 0.0 L) 5 10.1 28
180mg/kg 6 5.2% 3.9 3.00 0.1 86 19 0.2 149
$0.3 +0.3 +0.81 0.1 +]13 +6 +0.3 +30

x! P<(.05 (significantly different from control).
Values are meansS.D.



Table 9 - continued

Biochemical findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.29603

Group Number Cholin- Acety!l T.cholesterol Triglycerides Phospholipids Glucose BUN Creatinine
Sex and of esterase cholinesterase
dose animals (1u/1) (apH) (mg/d1) (mg/d1) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
Male Control 6 61 0.00 58 62 100 129 17.0 0.5
t15 +0.00 £13 +8 112 +26 +]1.8 0.1
180mg /kg 6 70 0.00 60 59 104 117 14.9 0. 4x
+14 +0.00 +10 +20 £13 +11 +]1.6 +0.0
Female Control 6 472 0.39 63 23 123 111 22.6 0.7
+151 +0.15 +13 5 +]18 +11 2.1 0.1
180mg/kg 6 393 0.31 66 24 124 102 20.4 0. 5xx
+156 +0.16 +10 +7 £18 +7 +4.0 0.1

x! P<0.05, xx: P<0.01 (significantly different from control).

Yalues are meanzS.D.
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Table 9 - continued Biochemical findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period
Group Number Ip Ca Na K Cl
Sex and of
dose animals (mg/dl) (mg/dl) (mEq/1) (mEq/1) (mEq/1)
Male Control 6 6.5 9.8 145.9 4.22 105.9
0.2 0.2 0.7 10.21 +0.6
180mg/kg 6 T7.6%x 9.8 146.4 4.21 106.0
10.5 0.2 10.5 +0.17 t].6
Female Control 6 7.0 10.2 146.0 4.42 108.1
2.0 0.3 +0.9 +0.18 0.9
180mg/kg 6 1.2 10.1 145.5 4.37 108.7
1.4 0.4 +0.7 £0.87 +1.0

xx. P<0.01 (significantly different from control).
Values are mean#S.D.
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Table 10 Necropsy findings in rats treated orally with 3-cyanopyridine for 28 days
Sex Male Female
Group and dose Control Smg/kg 30mg/kg  180mg/ke Control Smg/kg 30mg/kg  180mg/kg
Organs and findings Number of animals 6 6 6 ] 6 6 6 6
Endocrine system
Adrenal
Spots, white 0 0 0 0 0 1 0 0
Integumentary system
Skin
Alopecia 0 0 0 1 0 0 g 2

No appreciable changes in all other organs and tissues.
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Table 11 Necropsy findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period
Sex Male Female
Group and dose Control  180mg/kg Control  180mg/kg

Organs and findings Number of animals 6 8

Integumentary system
Skin
Alopecia 0 1
Others
Extremity
Swelling, hindlimb 0 1

No appreciable changes in all other organs and tissues.

SY
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Table 12 Organ weights in rats treated orally with 3-cyanopyridine for 28 days

Study No.29603

Sex Group Final Brain Heart Lungs
and Body Weight
dose
(g) (g) (g/100gB.¥.) (g) (g/100gB.W.) (g) (g/100gB.W.)
Male Control N ] 6 6 6 6 6 6
Mean 362.2 2.18 0.60 1.19 0.33 1.22 0.34
S.D. +23.5 +0.06 +0.04 +0.07 £0.01 10.05 +0.02
Smg/kg N 6 6 6 6 8 6 6
Mean 377.9 2.15 0.57 1.28 0.34 1.32 0.35
S.D. £24.1 +0.07 +0.03 +0.14 +0.02 10.14 +0.02
30mg/ke N 6 6 8 6 8 6 5
Mean 380.1 2.18 0.57 1.27 0.33 1.33 0.35
S.D. +27.9 +0.07 +0.06 10.11 £0.03 10.10 +0.02
180mg/kg N 6 8 6 6 6 6 6
Mean 351.3 2.09 0.60 1.09 0.31 1.23 0.35
S.D. +15.8 .07 +0.03 (3,12 £0.02 10.06 +0.01
Female Control N 6 6 8 6 6 6 B
Mean 231.8 2.03 0.88 0.83 0.36 1.01 0.44
S.D. £]10.1 +0.05 £0.03 +0.04 +0.02 +0.08 £0.02
Smg/ke N 6 6 8 6 6 6 6
Mean 232.1 2.05 0.89 0.85 0.37 0.98 0.42
S.D. 8.4 (.09 10.05 10.05 +0.03 +0.05 +0.03
30mg/keg N 6 8 6 6 6 6 6
Mean 222.8 1.99 0.89 0.84 0.38 0.98 0.44
S.D. +12.5 £0.08 0.04 +0.05 +0.02 +0.09 +0.03
180mg /kg N 6 ] 6 6 6 ] B
Mean 223.6 2.00 0.90 0. 75% 0.33 1.02 0.46
S.D. +12.4 +0.05 +0.04 +0.06 +0.03 +0.04 +0.02

x. P<0.05 (significantly different from control).
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Table 12 - continued Organ weights in rats treated orally with 3-cyanopyridine for 28 days
Sex Group Thymus Submaxillary Liver Spleen
and glands
dose
(g) (g/100gB.W.) (g) (g/100gB.W.) (g) (g/100gB.W.) (&) (g/100gB.9.)
Male Control N 6 6 6 6 6 6 6 6
Mean 0.68 0.19 0.56 0.16 10.80 2.98 0.70 0.19
S.D. (.11 +0.03 +0.06 +0.02 +1.08 +0.16 0.06 +0.01
Smg/ke N 6 B ] 6 6 6 6 3]
Mean 0.55 0.15 0.62 0.17 11.42 3.02 0.76 0.20
S.D. £0.11 +0.02 +0.04 +0.01 +0.86 +0.12 +0.13 +0.04
30mg/kg N 6 ] ] 6 8 6 6 8
Mean 0.61 0.16 0.64x 0.17 12.34 3.24 0.85 0.22
S.D. 10.11 +0.03 £0.07 £0.01 +].61 (.24 +0.17 +0.03
180mg/kg N 6 6 6 6 6 6 8 6
Mean 0.67 0.13 - 0.59 0.17 14.53xx 4. 13%x 0.76 0.22
S.D. +0.13 £0.03 10.04 +0.01 11.43 +(.26 1(.13 +0.04
Female Control N B 6 6 6 6 6 6 6
Mean 0.47 0.21 0.40 0.17 6.51 2.81 (.51 0.22
S.D +0.07 +0.03 +0.03 £0.01 +0.40 +0.11 +(.06 +0.03
Smg/ke N 6 6 6 6 6 6 6 5
Mean 0.45 0.19 0.43 0.18 6. 7% 2.91 0.52 0.22
S.D +0.04 +0.02 10.04 £0.02 +0.23 +0.06 +(.07 0.04
30mg/kg N 6 6 6 6 6 6 6 6
Mean 0.44 0.20 0.41 0.18 7.11% 3. 20%x 0.55 0.25
S.D +0.05 +0.03 +0.02 +0.01 +0.49 +0.16 +0.07 +0.03
180mg/kg N 6 6 6 B8 6 8 6 8
Mean 0.51 0.23 0.40 0.18 9. 04xx 4.05%x 0.51 0.23
S.0. +0, 07 £0.05 +0.02 +0.02 +0.32 +0.12 +0.07 +0.04

x. P<0.0b, xx: P<0.01 (significantly different from control).
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Table 12 - continued Organ weights in rats treated orally with 3-cyanopyridine for 28 days
Sex Group Kidneys Adrenals Testes Ovaries
and
dose
() (g/100gB.¥.) (mg) (mg/100gB.¥.) (g) (g/100gB.W.) (mg) (mg/100gB.W.)
Male  Control N B B 6 6 6 6
Mean 2.66 0.73 54.8 15.2 2.90 0.81
S.D. +0.16 +0.03 5.9 2.3 +0.14 £0.08
Smg/kg N ] 8 6 6 6 6
Mean 2.68 0.71 57.9 15.4 3.4 0.83
S.D. +0.16 (.01 4.0 +].4 +0,15 +0.06
J0mg/kg N 6 6 6 6 6 6
Mean 2.74 0.72 59.5 15.8 3.13 0.83
S.D. +(.28 +0.03 5.2 2.4 +0.27 +0.12
180mg/kg N 6 6 8 6 8 6
Mean 2.87 0.82xx 7. dxx 22.1xx 2.94 0.84
S.D. +0.13 +0.03 8.0 2.1 +0.24 +0.07
Female Control N 6 6 6 6 6 6
Mean 1.85 0.7 66.3 28.6 893.3 38.5
S.D. +0.07 +0.03 +3.8 +].1 6.8 1.9
Smg/kg N 6 6 6 6 6 6
Mean 1.69 0.73 65.4 28.2 90.5 39.1
S.D £0.13 +0.05 6.3 13.0 £13.0 6.4
30mg/ke N 6 6 6 6 6 6
Mean 1.77 0.80% 66.9 30.0 85.1 37.9
S.D. £0.17 +0.04 18.1 2.3 +22.6 8.0
180mg/ke N 6 6 B & 8 6
Mean 1.84x 0.83xx 70.9 31.8 103.8 46.2
S.D. £0.11 £0.07 +7.0 3.4 £]6.5 6.5

x. P<0.05, xx: P<0.01 (significantly different from control).
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Table 13 Organ weights in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.29603

Sex Group Final Brain Heart Lungs
and Body Weight
dose
(g) (g) (g/100gB.¥.) (&) (g/100gB.®.) (g) (g/100gB.w.)
Male Control N 6 6 6 8 5] 6 6
Mean 423.6 2.16 0.51 1.27 0.30 1.32 0.31
S.D. +25.3 +0.07 +0.03 +0.08 +0.01 10.11 £0.03
180mg/kg N 8 6 6 6 6 6 6
Mean 380.3 2.13 0.57 1.24 0.33x 1.25 0.33
S.D. +41.4 +0.12 +0.07 +0.18 +0.02 +0.09 +0.03
Female Control N 6 6 6 6 6 6 B
Mean 247.17 2.04 - 0.83 0.90 (.36 0.93 0.38
S.D. +17.0 +0.09 +0.07 +0.09 +0.03 10.05 +0.03
180mg /kg N 8 6 6 6 6 6 8
Mean 243.7 2.03 0.83 (.89 0.36 1.04x% 0.43x
S.D. £]5.4 +0.05 £0.05 +(),04 +0.02 £0.09 +0.03

x: P<0.05 (significantly different from control).
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Table 13 - continued Organ weights in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Sex Group Thymus Submaxillary Liver Spleen
and glands
dose
(g) (g/100gB.%.) (g) (g/100gB.%.) (g) (g/100gB.W.) () (g/100gB.%.)
Male Controi N 8 6 6 6 6 6 6 6
Mean 0.44 0.10 0.68 0.16 11.98 2.81 0.80 0.19
S.D. +0.04 +0.01 +0.05 +().00 +].74 +0.26 (.10 +0.02
180mg/kg N 8 6 6 6 6 6 6 6
Mean 0.40 0.11 0.59 0.16 10.99 2.88 0.65%x 0.17
S.D. +0.11 +0.03 +0.06 £0.02 +].55 +0.14 10.02 +0.02
Female Control N 6 6 B 6 6 6 6 6
Mean 0.40 0.16 0.41 0.17 6.67 2.70 0.53 0.21
S.D $0.12 +0.06 +0.04 +0.01 +0.45 (.15 +0.04 +0.02
180mg/kg N 6 6 6 6 6 8 6 6
Mean 0.41 0.17 0.38 0.16 7.18 2.9 0.56 0.23
S.D +0.10 +0.04 +0.02 +0.01 +0.39 £0.25 +0.10 +0.04

wa x. P<0.05, *xx: P<0.01 (significantly different from control).
)
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Table 13 - continued Organ weights in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Sex Group Kidneys Adrenals Testes Ovaries
and
dose
(g) (8/100gB.¥.) (mg) (mg/100gB.¥%.) (g) (g/100gB.W.) (mg) (mg/100gB.W.)
Male Control N 8 8 6 6 6 5
Mean 2.75 0.85 56.8 13.4 3.18 0.7
S.D. +0.20 +0.03 6.2 +1.2 10.21 +0.07
180mg/kg N 6 6 1 6 ] 6
Mean 2.72 0.72xx 59.5 15.8x 3.03 0.81
S.D. (.22 +0.03 2.6 +1.8 £0.39 0. 11
Female Control N 6 6 6 6 6 )
Mean 1.69 0.89 63.6 25.8 85.2 H.5
S.D +0.09 +0.03 6.5 +3.6 +8.4 £3.7
180mg/ke N ] 6 8 6 6 B
Mean 1.72 0.71 64.9 26.7 89.5 36.7
S.D £0.15 +0.06 5.7 2.1 +8.5 2.4

& x. P<0.05, *x: P<0.01 (significantly different from control).



Study No.239603

Table 14A Histopathological findings in rats treated orally with 3-cyanopyridine for 28 days
Sex Male Female
Group and dose Control Smg/kg 30mg/ke 180mg/kg Control bmg/kg 30mg/kg 180mg/kg
Organs and findings Number of animals 6 6 6 6 6 6 6 6
-+ 4 #® - + # w® - + ¥ w - 0+ # o -+ ¥ - + # w - + a4 w® - + ¥ o

Digestive system

Liver ( 8) ( 6) (8) (6) (6) (6) (8) ( 8)

Hypertrophy, hepatocyte, centrilobular 8 00O 6 0 00 3300 0 06 0xx 800 0 8 0 0 0 3300 0 0 6 Oxx
Hematopoietic system

Spleen ( 6) (0) ( 6) (6) (8) 0 (8 (8
Hematopoiesis, extramedullary 8 0 0 Q 6 0 00 1 500 6800 0 6 000 1 5 0 Oxx
Deposit, hemosiderin, red pulp 06 00 0600 0 06 Oxx 0 0 6 0 0150 0 0 1 bHxx

Urinary system

Kidney (6) {(8) (6) ( 6) ( 6) (6) (6) (B)
Hyaline droplet, proximal tubule 6 000 6 0 0O 1 2 00 0 06 0xx 6 000 6 0 00 6 0 0 O 6 0 0 0
Cellular infiltration, neutrophil, pelvis 6 0 0 O 6 0 0 O 6 000 6 000 6 000 § 0 0 0 6 0 0 0 51 00

Urinary bladder ( 6) (0) (6) (6) (8) 0 (B) ( 6)
Cystitis 6 0 00 6 0 00 6 0 0 O § 000 6 0 00 5100

Genital system

Testis ( 6) 0 (6) ( 6) NA NA NA NA
Necrosis, spermatocyte and spermatid(round) 8 0 0 0 6 0 0 0O 4 2 00
Decrease, spermatid(elongate) 6 0 0 0 6 0 00 4 200
Yacuolation, Sertoli cell 6 0 0 0 6 00O 5100

Endocrine system »

Adrenal (6) (0 (6 (86) (6) (D (6) (6)
Hypertrophy, zona fasciculata B8 0 0 O 6 0 0 @ 1 50 0x 6 000 1000 6 0 0 O 5100
Yacuolation, zona glomerulosa, focal 6 0 00 6 0 00 6 0 0 0 6 0 0 0 0100 6 0 0O 6 00 0

Grade sign: -, none, +, mild, «, moderate; #, marked.

xx. P<0.01 (significantly different from control).

NA: not applicable.

Figure in parentheses represents the number of animals with tissues examined histopathologically.

There are no remarkable changes in the salivary gland and heart of all animals in control and 180mg/kg groups, the ovary of all female in centrol and 180mg/kg
groups,and the skin of one male and two female in 180mg/kg group.
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Table 14B Histopathological findings in rats treated orally with 3-cyanopyridine for 28 days

Study No.29603

Sex Male Female
Group and dose Control Smg/kg J0mg/kg  180mg/ke Control Smg/kg 30mg/ke  180mg/ke
Organs and findings Number of animals 6 6 6 6 6 6 6 6
Digestive system
Liver (B (6) { 6) (8 o)) (6) (6B (8
Hypertrophy, hepatocyte, centrilobular 0 0 3 6 0 0 3 6
Hematopoietic system
Srleen (B (0 (8) (8) {8) (0 (8) (6
Hematopoiesis, extramedul lary 0 0 5 0 0 5
Deposit, hemosiderin, red pulp 6 6 6 6 6 6
Urinary system
Kidney (8 (6) (B) (5 (6) (6) ( 8) ( 6)
Hyaline droplet, proximal tubule 0 0 2 ] 0 0 0 0
Cellular infiltration, neutrophil, pelvis 0 0 0 0 0 0 0 1
Urinary bladder (6) (0) (&) (8) (6) (o (8) ( 8)
Cystitis 0 0 0 0 0 1
Genital system
Testis (6) (0 (8) )] NA NA NA NA
Necrosis, spermatocyte and spermatid(round) 0 0 2
Decrease, spermatid(elongate) 0 0 2
Yacuolation, Sertoli cell 0 0 1
Endocrine system
Adrenal (6) ) (8 () (8) ) (8 (8)
Hypertrophy, zona fasciculata 0 0 5 0 0 0 1
Yacuolation, zona glomerulosa, focal 0 0 0 0 1 0 0

NA: not applicable.

Figure in parentheses represents the number of animals with tissues examined histopathologically.

There are no remarkable changes in the salivary gland and heart of all animals in control and 180mg/kg groups, the ovary of all female in ccntrol and 180mg/kg

groups, and the skin of one male and two female in 180mg/kg group.
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Study No.23603

Table 15A Histopathological findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period
Sex Male female
Group and dose Control 180mg/kg Control 180mg/ kg
Organs and findings Number of animals 6 6 6 6
- + # w - + 4 # + # # - + @
Digestive system
Liver (98) ( 8) (8) (B)
Hypertrophy, hepatocyte, centrilobular 8 0 0 0 3300 000 2 4 0 Ox
Necrosis, hepatocyte, focal 6 0 0 0 51 00 000 5100
Hematopoietic system
Spleen (6) (6) (8) (8)
Hematopoiesis, extramedullary 6 0 00 6 000 000 6 00 0
Deposit, hemosiderin, red pulp 0510 0510 06 0 0 06 0
Urinary system
Kidney (8) (6) (6) (8)
Hyaline droplet, proximal tubule 6 0 00 6 0 0 0 00O 8 00 0
Urinary bladder (8) (6) (8) (6)
Cystitis 6 0 0 0 6 0 00 0 0 0 6 000
Genital system
Testis (6) (8) NA NA
Necrosis, spermatocyte and spermatid(round) 8 000 8000
Decrease, spermatid(elongate) 6 0 0 0 3300
Vacuolation, Sertoli cell B 0 00 4 2 00
Retention, spermatid debris 6 0 00 3300
Endocrine system
Adrenal (8) (8) (6) (8)
Hypertrophy, zona fasciculata 6 0 00 6 0 00 0 00 6 00 0
Others
Extremity (0) (1n @) (0
Cellular infiltration, lymphocyte, hindlimb 01 00

Grade sign. -, none, +, mild, #, moderate; », marked.
x. P<Q.0b (significantly different from control).

NA. not applicable.

Figure in parentheses represents the number of animals with tissues examined histopathologically.
There are no remarkable changes in the skin of one male in 180mg/kg group.
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Table 15B Histopathological findings in rats treated orally with 3-cyanopyridine for 28 days followed by 14-day withdrawal period

Study No.23603

Sex Male Female
Group and dose Control  180mg/kg Control  180mg/kg
Organs and findings Number of animals 6 6 6 6
Digestive system
Liver ()] (6) (8) ( B)
Hypertrophy, hepatocyte, centrilobular 0 3 0 4
Necrosis, hepatocyte, focal 0 1 0 1
Hematopoietic system
Spleen o)) (6) ( 6) (6)
Hematopoiesis, extramedul lary 0 0 0 0
Deposit, hemosiderin, red pulp 6 6 B 6

Urinary system
Kidney (8 (8) (8) (8
Hyaline droplet, proximal tubule 0 0 0 0

Urinary bladder @) (8) ( 6) (B
Cystitis 0 0 0 0

Genital system
Testis (6
Necrosis, spermatocyte and spermatid(round) 0
Decrease, spermatid(elongate) 0
Vacuolation, Sertoli cell 0
Retention, spermatid debris 0

Endocrine system
Adrenal (B) )] (6) (6
0 0 0 0

Hypertrophy, zona fasciculata

Others
Extremity )] (D (o ()]
Cellular infiltration, lymphocyte, hindlimb 1

NAI not applicable.
Figure in parentheses represents the number of animals with tissues examined histopathologically.
There are no remarkable changes in the skin of one male in 180mg/kg group.



	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-28T18:12:22+0900
	National Institute of Health Sciences




