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6L675

e %)

VT )T =Y % 40, 200 LT 1000 mg/kg/day DHET 8D RI v b (Cr]
:CD(SD)1GS) DMEMITACERG 14 A OREERTHIIET 4 B, #IER 2Ok
FETHE 3 HETRORS L, RERSEES SUCEEREBEICOVWTRE L.
| OB IHERS 12 L& L, uiEERcidfAR (3% 7 7 E7 T LIKEBHD) O
RS L7,

| Riggk5EH

—fLiReE, FEBICEERCERVEOREIRDONEN T E, HIKR,
B, IR, EE LEOERP L ORIEEEFRE TOLHRBYEICER Y 5 & LITER
HoEh -7,
2. B AN

HEYMORRER, ZHE BEH BRE BRE SBE HER ERER,
Sk X OWEITENIC SRR EICERT 2 2LEBRD SN o7 Ei, HER
%, HELRE, M, HAER, SR04 BEEE AR —ERE ABEBIUY
SO WTNICBWT O RBYEICER T 2ELI3RD o a2,

PEDENS, ARBRESETRBI2V T/ /7Y v ORIEESEHICETS ()
BRI & & 1000 mg/kg/day, HEFERABHICEET ZEEEEICOVLTY,
HEMW S L OREME I 1000 mg/kg/day &EZ o B,

T v & T K+ ¥ T F T 7



6L675

e

@

aflf

ST IT VLR, ATy, FTIUUVERI TSI VEORLERM, CUT
YOT I RlE CGREEER, SEENTHD . LREM, BEoRM, ToficR
F UBIETE(LAL ZEH, EERD GNEH, HMEFBH L LTERINTVS. B
MBI E LT, <7 20oROKEICE S LDso ED 4000 ng/kg LLETY, F v b
DiREERIZ L 3 13 BEIOFROERS TIE 50000 ppm Pl EDOKEHRE TEEENRE
IRTW5EY,

4, OECDIR&2HMENFYEORLMSRIFL 2FEUREFTEDO—REL
T, v MERWCEHESAEREEEEBRLERL, £ENO—RBEENZELLUE
Tl e BRI TREICOWTRIT LD THE T 5.




6L675

M E XT Tk

HERME
NoREINIYT /ST =YY (BFF: DCD,
CAS No. 461-58-5, 1 v &S #hiEr 99.8%) * =R, WATTREL, &
HLi., BSWERTRoNES BEX, HFEEET RN 209C, K =5/
—ILBLUTE b IChTMNIBT 2ABERERRTH 3.
WERME ORTEMR, HBRYEMMEE L OREEERIETSEHEATFL, MR
7o (BERD .
g . Ov7T U IT IR
BiE NH
HzN—g-—NH—CEN
SFE : 84.08

O

HAF ¢y —ILRZ « Y 5A—@0s 1997 £1 8 22 HIZ 8D %F v b [Crj:CD(SD)IGS,
SPF] MR 52 ILEAF L7
BMATIE, 6 HRISRE - BLL, WIhoBY bRERENRIFTH 5 T L &hE
2B L7z, 1REEAHI B ICAERIB LEMEAM BRI L » TEROEEN T~ L1 (:).
BESIES Uz, | BEOBMIBUIIIER 12 T Lic. BERA OBn 2t
&b 9 BES, (AEEIIMEAS 344~376 g HEAY 204~245 g TH o1,
v FEIC L - TEMERGHEN L. 7—VItZEBRES, RRYES #Y
FE, W3, BE $HUEBIUREEREH L F N7

BYEE
B - BLBME e U 2EENMEE LT, BE 2212°C (FRHE 21 ~ 257C) ,
MEHBEESE+15% (SERIE 34 ~ 63%) , #H&UH 12 E /By BEA 12 KR H
(7:00—19:00) CE&E LB R =M L7,
B, EBRBMAKRE (R—5Fv 7, BRFL—IR - Y —H) ZHH7R

10

TE R TE T T % <



6L675

U —Rx— B — 2 (260WX426D % 2000 mm, b+ 7RIEEWE) 1, r—Udbic
DEESIFRIT LML, RECEARISHEES 1 T, WEHRIE LEETINEL, XF— L8l
B (bF7HESEHRE) LCiRE L TEEF L. REICEAT VL AKERGEN ARG
fHE (MFTRIFEEMH) 2, BAKITERY 7 —RR— FEHAIKR (700 mf, bF7
FlESWe) =Rl r—Y (BRED , #ESEBLTRKRRA - 7 L—7
BEL, Bl EgLx.

B3, A — b7 V—7HE U/CEREAEEER (CRF-1, AV > 5 LB
BITE®) & 5um O74)V5 —iEB% SRR LrokEke 5 HICERS &
7o, fakh & EREIKIGE | B L7z

@RI oy F LT, REEERNC, BREBRESEOHFEEMEREN, UHAHT
EDBEICESE L TWA I E 2R L. Fio, SEKIEGKEERICER U /OKER
BATEHCERL, DITEIBEECEALTVWAIEEMERL TV A,

% 5
BRERZBRIAC NS4 Vit -T, BOiE L L, BRGNS bR
14 AR, SECHIR, BXOHIHREIE O 4 B, HRIRER &R 9
AR THESAET (41 ~ 46 BED &L, BV UFZHWTLIBLE FHIF
ICERER OIS L. 2L, AREBI USSR LI - 2 IISRATEE T (41
~ 14 AR BE L%
BEASRTFHABROKEEASEICRE L. $4bbL, WEERMEE 100, 300 &
LT 1000 ng/kg DERT SD RF v iz 14 HEKIEIRS LckS, 1000 ng/kg 3
THEHEE HISHRME I L AELERELERD OB 1ol Eh D, GRE
% 1000 mg/kg &L, UTALST 200 LU 40 mg/kg D IHEZHREL. ¥
, BB R (3% TS5 T ILKER) OAERL L. B5EER 5 nl/ke

&L,Eﬂamﬂ%bt%ia%dmfﬁﬁtt

WEBMERRAR LIS EAVWTTSE T T4 (FE(LZE® : oy FES3ILINT,
0K2502) @ 3 %KERICEB L 72, RE5RIE 1 EFERL, BT EETHER
7 UCHERE T BUMICER L, BR5RPORBMEDIT—D LG ERESH
TTo 8 BHROXEMK R, HEHEITIC 2S5 200 mg/mf OERETHIA L. £z,

11




6L675
VIEGREESICEAERORSGR AT L, REBEDOLI0NLATH S &AL
7o (BMSERD .

5. BEMEER
A L
i ) ,
B anES B BYMES

xf 12 00101~00112 12 50101~50112
40 mg/kg 12 00201~00212 12 50201~50212
200 mg/kg 12 00301~00312 12 50301~50312
1000 mg/ke 12 00401~00412 12 50401~50412

6. RISHRSHMICHET HEE - RE
6.1 —RikTE

1B 26 (B5H, #) WL
6.2 1k &

e - LIYSBIAE, BEEMA% S, T, 14 BHXOEORE ] H, RE L
RO, 7, 14, 20 BB XUMEO, 4 RICEFLIMEXRF (EB- 62008, EB-5000 :
BRI ARGCME L CERHERHAIER0 B, SUEREAWE 0 8
Lio) . %7, HTRIZSEMGEOHE AR, TR, RS
UWELIRE T N RERIAE, R0 B & UWE 0 B OEKEA B KER
BAEH L.

6.3 1EEHE

Bt s LIZSEMAR, HEBAE 3, T, 14 BBk ORIERIENEHER
XB1E RRLAMEEE0, 7. 14 20 BHXUEE0, 48 EEEEA
DTREASERENEL, 105700 | ATEEREHH L

6.4 FIBERE
1) FRERSRE

HeiE e bRIESHOBRI, 2AEBBMETFANY S —bF MY oL (5HF—

b, ESEER) OMEPIESIC & BT CIRABIEN - BunL, R50E ¢
12

®

O

. % &k £ % % @& [ ) T &+ % T F - K Y B ¥ T F -



6L6TH
reiBtR Lic, RSEME Mo & RIS, FEME I RIER®R 26 AiciiL
7z,
2) FEER

O BLUHE 4 BOBIMIC VT, SHERFICER, R BREEoES
T EIER® (ABG-120, WRSEREUEFD) THWTRIEL L. ik, ENAOKE
WEOSWTHENEE GiEE) 28H L.

3) MBS

LEEMOBIE, HER, FER L IR, RREEWIMEIRERL, 0% ) Bk
BRI VIRTEEL, BELL. 2L, BEBIUBERLAEE 7 VikTHE
E L7,

REMSFRER, WREEE 1000 ng/kg HOMELFIOBE, KR HRLE
LEYORBHRFHRA S L OITRBOIREEEIE>TANT FF VY v e oF
UUEEAEERIL, SRl B, REDOHR 1000 mg/ke B THERME ITE
BHd 3 & BbN AZLAED SNEH - T 79, MORSBEORE IEM LT, -7,

T BRSNS S - RE
7.1 AR
BT L] ORENERY, SRR 14 B0 A SRE T BRERR
Bay, MOBEZEHFAPICERL, FLrRea L TERLL. Bikd 50 I3E
AT T AR SN BAS SRR S L, ZORAER0EE L,
b ORTA L ROIEE A E L1,
(1) SEFERMN : SEMEE RRFLETCE L AR
Q) R E TIsE L REHOEK
8 ZRE (%) : RIS FEBME) x100
W) BRE (%) (EIEME TEBYED X100
7.0 S X UWERE
SR LMLl BAMES e, FH1 O BOBATHENET LTV 58N
U RS L TOBEWEORE Ui, HHRISEER Ui, SR 4
B EEAR) ETWESY, B B AROEESOWEREZEEERLL.

13




6L675
BB RIS IS X U TE A L ORI L OB REERE L. IR
BICEBRANERD S I VIESEBIMOFEIL 2 % KOH KiFiiciBk L, BROAE
AR L.
INSORRENSKROIEHZEH L.
(1) G TR0 B S HEN RS M B £ TOLR
) HER (%) : (CEWRHEMS ZHER X100
(3) BERRE (%) : (BHRE/HEHO X100
() DUE (%) : GAHER/EFRE X100
7.3 FEROBIE - RE
1) ik ROHE
W 0 BICHEERS (HEARY, TER , MBI UNERREOERERE
Ltz 2083, —BIRE RrOEESEWEL0ETHEEERLL. WH OB
U4 HOEBEREN S, ROEEZER L. |

(1) HER %) o (HEEAIREFBIERED <100
Q) FERO 4 REFER (%) : OFF 4 BERECHEERED <100
2 E

WE 0B LU 4 BItEEREBEIESICAIE L. F/., WEOBOKEZEE
KHREENETZEL L.
3 & &
WE 4 BICRERROOBEEUARERE Lk, BB EERIC U TRERS
H, #i# L7, BEEBYRARETREICMACVLOERE 10%HHEY VEREE
T VIRICERE BIELE ERBERET TR

8. MERTHEEVARIR
BT —4 14, Bartlett HRICk 2EHHMEDORELZITV, SEAELWESIR—
TEBAEON, HENEL {SWIEER Kruskal-Wallis OBREEIT-7c. B
HEENRD SNIBAE Dumett 720 Dunnett BOZEHEE{T-7/c. 7ok
L, TiELoxHIDIEE I Kruskal-Wallis OREN SIT-7c. ST —7D5 5, 5K
BB R a X b D X HREERITV, BEENRD SN/UEEE Arnitage D x * 18
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6LOTD
EIC L DX R & S ERHONK T o712, ZDOMDHET — 713 Fisher @
EHIEEREICEIORE L. BEKERLIXBUUTE Lc, $iERicHT 57 —413,
ZHEIE I EE U/ ERET AL E U, 10, JETIRSMORERER®R DK
B REEFIUSEEE KARECHOREERETMMONERI SBRA Lic. Kt
FEHFFROWNRIER I TERDOEBOTH 5.
SENEHRE : #E FEENE BEE BEEER KEREBRHx, XEBK
ILFETIR Lo RIEH oSk, EIRME *, |k FERE
FHREx, SR *, HERE H4ERx, AR 4 BEFERX
X PREB LU Arnitage O x RE :  REHBHER
Fisher DEHEMRE : XEBER, SRR, HER HEH GE
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6LGT5

i R

1. RiEHSHEHE
1.1 —h&IREE (Table DD

i s HLBEEREE L T—RRECE(LBBY S hldh -7,
1.2 (k& (Fig 1. 2. Table 2. 3)

e & LRI EE L THRES KURERINE & bISHRE L KBRYERSERLOD
BCHEERZERRDONEh o1,

1.3 $B4EE (Fig 3, 4, Table 4)

ik & b2 BREE U TR S B ER S L OMICEEREZIERD o NS

Stz
1.4 FEEE (Table 5, 6)

B, BEBLURRELEEOWTRIC BEHERS L UHNER & XIREEE B

YERSHEOMICERELREZ RO SNE -7,
1.5 Hi#RATE (Table 12)

BRI A RO, BHE, BROWEL L CEENEERRY, BR LR A
DOFEL, BRBOBAIHBEEZSURBOMIE THEMIED ONID, VWInbl
FIDADRET, 1000 ng/kg HTERTIEMDAONE M2 &5, WY
B & DBSEITII W & HIT L7z,

1.6 FREHEMATR (Table 13)

BRORME LR OW TP L UCRBEOIR B LAOKTFRFENET, &
BoTte, HEEMREE, BEIZOMEEXURE B 2REEREERIRREN
Mg TRD SN, WInb Ty P TERRERICEESNBELTHD, 1000
ng/kg BTERT AR LEL, REHECOIHBHLOMICEELRZIBDLNT
Motol LD, BRFEL LI L. Zofh, Bk v dELBROERER LI
MEEOW 1 iR ol 185, FEERECIIFICERE IIRD onidh -7t

16
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6LGT5
2. HiEFRAEM
2.1 ELFEBEBE (Table T
FREBED 40 BKTI000 mg/kg BHTENEN | FEREINLY, HoLTo
REEXHIAIECHIEE b BN RIEHZR L TRE L, RERB XUREREH
& BICHHRE & R EIRSHEORMICEERERRD S NE M -7, Fi, T
PREMNIXTIR S LU 1000 mg/kg BECTENEN | FIERI N/ TH D, ZHERIC
bR & BV EIR S L ORICABR R EZIRD o i » e,
2.2 B IUHHIRE (Table 8
B & b EEMEPINREHERR 22 £703 23 HIEELSBERL, TR,
B, BRE, BHRE HBERBICHERE HICHRE EHBRYEBERSEE OM
KHEERZIRD oM T, £/, EFOThORENCLHETEICREIIR
SN - fe.
2.3 FrERADEE
1) #£7%FFE (Table 9
WEEWRD B VIO RIIHEL LT 40 mg/kg DTN EN ], 3IRTHRI
FlEE N0 ThH Y, HERE, WEARE, M, BAeRBIUHERO LR
HERE HICHRBEEHRMERSHLOBICHERERZD olddh - 1.
2) S FERB I U—HIRRE
Hid S T A REED 2 B (No. 50102, 50106) TZhZEh 1 flicEiESIh
eh, wWEnbAE% I A ETIHEE L., ZOMOBMICRARL LU—MIREL b
KEEIRD onEh 7.
3) 2 (Table 10, 1)
RILEBYEIREEOMIE E bICHIBREE BIZERLAES X OKEEBMNEEZTRL,
BEZRBRHONLE - T,
L R
SIRREED 11 (50106) DAFEE | FITEIENRD o, ZDMMoEMICIsE
CHHEDTEERRD N T

17




6LET5

EEBLUOHR

VT TV 0% 40, 200 BET 1000 ng/kg DFIRT SD R v b Ol
RECHT 14 BAOREEZTHIZET 43 B, HIEE SBZETHEIBETE
%5 L, RiERSHES JCEERESBHEIC O VL TRE L.

RigRE5EH®

—ARIREE, (AEB I EERICIIME S b ICEBRYEOREIIERY o hiEh T
F7, RERTROMHOSK, B HBE BERLEAOEERDIVRERBSERE
WBWT O RBRYEICRERT 3E(LRED SN -7, YT/ IT =Y ilonT
27 v NEROWIRERICL ARERORSEERABARESINTE Y, 13 AHD
5T 50000 ppm LA EORE TBBICEMKRME LEOKAFAKILE, BEE
ERTEMAIREZIATVEY . UL, AEREZHETTIE 1000 mg/kg B THER
KREERELOREABSILRRD SNEh -7, Wb, BEYT/ STV VDT
v MERW 2 ERORBEGHABRNERIN, £tk B & 50000 ppn DBETDH
BERZEOETIEAONT, 3 5ICBEE R UDEEEEIRD SN -7 LR
LEINTNEY,

HTESRE BN

HEBYOKRABTIY, RER, 2R, HAEK, BFRE BRE S8R HER
IR, Aies X OHETHL bIRBNEOREERET 2E(LERD S ()
ot Efe, HEROREBETOHHERY, HEAREY, MW, HAR HERO4LH
HER, AR —BRE FEBIUHROVWTHICBVWT OBYEICERYT 5%
b SNt Liedi->T, BEYEIC L 2HEMMOLTEMEE 2% WF
BB L O ORE~NOHEBENWEEZL 6N B.

PIED XSz, AHERTI 1000 ng/kg BETHRIEHRFICE 5 —RBHFIILER
BHONT, FroERHE RECRIETEELREDONEh -7, LI -T, A&
ZHTIcBY 2 RIEREGEHICHT 2MEBRBIMELS b 1000 ng/ke/day, EFES
EHEICRET 2|EERIIOWVWT L, REMBITRIYME b 1000 ng/ke/day &
ZxboN%.

18
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6LETH

% & XK

% W, MEEZ B —ENE YT AMLamB LU= b)YV, EXHEFEE
(R , EEHARRASE, R, 1984, pp. 1153-1182.

Cyanoguanidine @ F344 o v hickit 2HEHEHLER, HEHBHIRSE, 109,
61-66 (1991).

Yasuhara, K., Shimo, T., Mitsumori, K., Onodera, M., Kitaura, K. and
Takahashi, M., Lack of carcinogenicity of cyanoguanidine in F344 rats,

Food Chem. Toxicol., 35, 475-480(1997).
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Fig. 1 Body weight changes of male rats treated orally with Cyanoguanidine
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Fig. 2 Body weight changes of female rats treated orally with Cyanoguanidine
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Study No. 6L675

/Da
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Findings

Clinical Sign (F0 Mating) - Summary
: Male

Sex
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Dose(mg/kg)
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Table 1 Study No. 6L675
Table Continued

Clinical Sign (FO Mating) - Summary

Sex : Male

Test Substance /Da
Dose (mg/kg) Findings 4% 41 42 43 44
DCD Number of animals 12 12 12 12 12
0 No abnormality 12 12 12 12 12
DCD Number of animals 12 12 12 12 12
40 No abnormality 12 12 12 12 12
DCD Number of animals 12 12 12 12 12
200 No abnormality 12 12 12 12 12
DCD Number of animals 12 12 12 12 12
1000 No abnormality 12 12 12 12 12
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Study No. 6L679
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Findings

Clinical Sign (F0 before Mating) - Summary
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Table 1 Study No. 6L675

Clinical Sign (F0 Mating) - Summary
Sex : Female

Test Substance /Da
Dose{mg/kg) Findings 1% 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39
DCD Number of animals 9 5 3
0 No abnormality 9 5 3
DCD Number of animals g 9 ¢ 1 1 ¢t 1 1 1t 111 11 ¢t 1 11 11 1 111 1
40 No abnormality 9 %9 ¢ 1 1 1 1 1 1 1 11111 1 1 1 1 1 1 1 1 1 1 1
NCD Number of animals 9 §5 4 1
200 No abnormality 9 § 4 1
DCD Number of animals s 7 4 ¢t 1 1 1 1 1 111 1111 1 1 ¢ 1 1 1 1 11
1000 No abnormality g 74 1 1 1 111 1111111 11 1 1 1 1 1 1 1
- 9 -
@ O



Table 1

Study No. 6L673
Table Continued
Clinical Sign (F0 Mating) - Summary
Sex : Female
Test Substance o /Da
Dose (mg/kg) Findings 40 41
DCD Number of animals 1 1
40 No abnormality 11
NeD Number of animals 1 1
1000 No abnormality 1 1

10



Study No. 6L675
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Table 1 Study No. 6L675

Clinical Sign (FO Lactation) - Summary
Sex : Female

Test Substance Da
Dose{(mg/kg) Findings / g 1 2 3 4
DCD Number of animals 11 11 11 11 11
0 No abnormality 11 11 11 11 1
DCD Number of animals 11 11 11 11 11
40 No abnormality 11 11 11 11 11
DCD Number of animals 12 12 12 12 12
200 No abnormality 12 12 12 12 12
DCD Number of animals 10 10 10 10 10
1000 No abnormality 10 10 10 10 10

12
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Table 2 Study No. 6L675

Body Wei%ht (FO before Mating) - Summary
Sex : Male

Unit : g
Test Substance

Dose{mg/kg) /Day 0 3 7 14
DCD Mean 357. 4 374. 3 393. 3 418.3
0 S.D. 9.8 11.0 13.7 17.3

n 12 12 12 12
DCD Mean 356. 4 373.3 390.1 418.8
40 S.D. 8.4 11.6 15.8 22.1

n 12 12 12 12
DCD Mean 356.3 372. 6 391.8 420. 6
200 S.D. 8.3 8.9 10.7 17.8

n 12 12 12 12
pch Mean 354.8 376. 4 395.1 424.0
1000 S.D. 3.0 12.2 14.6 19. 6

n 12 12 12 12

Significantly different from control . %, P<0.05; %%, P<O0. 01,
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Table 2 Study No. 6L6TS

Body'Wel%ht (FO Mating) - Summary

Unit : g
Test Substance

Dose (mg/ke) /Day 21 28 35 1
pCh Mean 439.0 466. 3 483. 8 499.3
0 S.D. 20.9 24.8 25.5 28.0

n 12 12 12 12
DCD Mean 441.9 463. 2 484. 8 491.2
40 S.D. 25.1 26.8 27.4 31.0

n 12 12 12 12
DCD Mean 443.72 479.2 493. 17 510.5
200 S.D. 20.3 18. 7 20. 6 20.6

n 12 12 12 12
DCh Mean 445.2 471. 3 492.4 507.5
1000 S.D. 22.1 24.9 27.6 31.8

n 12 12 12 12

Significantly different from control : %, P<0.05; %%, P<0.01.
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Table 2 Study No. 6LG75

RBody Weight (F0 before Mating) - Summary

Sex : Female Unit : g
Test Substance
Dose(mg/kg) /Day 0 3 7 14
pCD Mean 225.8 230.0 234.8 243.5
0 S.D. 12.5 13.3 16. 2 18. 4
n 12 12 12 12
DCD Mean 225.0 230. 4 236.1 246.0
40 S.D. 9.4 9.6 11.1 11.8
n 12 12 12 12
DCD Mean 225. 8 227.3 236. 72 246. 3
200 S.D. 12.9 12.5 15.1 19.4
n 12 12 12 12
DCD Mean 226.2 232.3 239.1 247.8
1000 S.D. 9.2 10.2 9.5 11.3
n 12 12 12 12
Significantly different from control o %, P<O.05; %% P<O.0L.
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Table 2 Study No. 6L675

Body Weight (F0 Gestation) — Summary

Unit : g
Test Substance

Dose(mg/kg) /Day 0 7 14 20
DCD Mean 248.1 291.5 321. 2 406. 9
0 S.D. 18.2 17.8 16.0 15. 17

n 11 11 11 11
DCD Mean 255. 8 294. 6 330.5 404. 1
40 S.D. 13.1 13.1 14.3 20. 6

n 11 11 11 11
DCD Mean 251. 17 280. 4 325.5 403. 6
200 S.D. 17.7 21.3 21.2 30. 5

n 12 12 12 12
DCD Mean 256. 2 297.3 332.3 407. 6
1000 S.D. 8.5 10. 9 11.8 18.4

n 10 10 10 10

Significantly different from control o %, P<0.05; %% P<0.01
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Table 2 Study No. 6LB6T75
Body Weight (F0 Lactation) — Summary .
Unit : g
Test Substance
Dose(mg/kg) /Day 0 4
DCD Mean 300. 2 329. 3
0 S.D. 16.3 18. 9
n 11 11
pCh Mean 308.1 330. 1
40 S.D. 14.17 15.1
n 11 11
DCD Mean 302.4 327.5
200 S.D. 27.5 32.0
n 12 12
DCD ‘ Mean 312.7 335. 9
1000 S.D. 8.9 14.5
n 10 10
Significantly different from control . %, P<0.05; *% P<0.01.
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Table 3 _ Study No. 6L675

Body Wei%ht Gain (FO before Mating) - Summary
e

Sex : Ma Base : Day 0 of Treatment Unit : g
Test Substance
Dose (mg/kg) /Day i 3 1 14
pCh Mean 0.0 16.8 35.9 60.9
0 S.D. 0.0 4.0 9.4 12. 9
n 12 12 12 12
DCD Mean 0.0 16.8 33.1 62.3
40 S.D. 0.0 6.5 11.5 18.1
n 12 12 12 12
pCh Mean 0.0 16.3 35.6 64. 3
200 S.D. 0.0 3.8 7.3 14.5
1 12 12 12 12
DCD Mean 0.0 21. 7 40. 3 69. 3
1000 S.D. 0.0 58 9.6 14.6
n 12 12 12 12
Significantly different from control 1 %, P<0.05; %%, P<0.01
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Table 3 Study No. 6L675

Body Wei%ht Gain (FO Mating) - Summary
ale B

Sex : M ase : Day 0 of Treatment Unit : ¢
Test Substance

Dose(mg/kg) /Day 21 28 35 42
DCD Mean 81.6 108. 8 126.4 141. 9
0 S.D. 15.7 19.4 21.1 24.5

n 12 12 12 12
DCD Mean 85.1 106. 8 128. 4 134.8
40 S.D. 21.8 24. 9 25.3 28.9

n 12 12 12 12
DCD Mean 86.9 113.9 137.4 154.3
200 S.D. 17.3 14.5 17.5 17.1

n 12 12 12 12
DCD Mean 90. 4 116.6 137.17 152.8
1000 S.D. 17.1 19.9 23.3 27.6

n 12 12 12 12

Significantly different from control - %, P<0.05; %%, P<O.01.
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Table 3 Study No. 6L675

Body Weight Gain (FO before Mating) - Summary

Sex : Female Base : Day 0 of Treatment . Unit : g
Test Substance
Dose (mg/ke) /Day 0 3 7 14
DCD Mean 0.0 4.2 9.0 17.17
0 S.D. 0.0 6.2 7.3 10. 5
n 12 12 12 12
DCD Mean 0.0 5.4 11.1 21.0
40 S.D. 0.0 5.1 6.1 8.9
n 12 12 12 12
DCD Mean 0.0 1.6 10.4 20.6
200 S.D. 0.0 4.7 6.8 11.0
n 12 12 12 12
DCR Mean 0.0 6.1 12.9 21. 6
1000 S.D. 0.0 5.4 6.4 7.1
n 12 12 12 12
Significantly different from control . %, P<0.05; %%, P<0.01.
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Table 3 Study No. 6L675

Body Weight Gain (F0 Gestation) - Summary

Base : Day 0 of Gestation Unit : g
Test Substance
Dose(mg/kg) /Day 0 7 14 20
DCD Mean 0.0 43.5 79.1 158.8
0 S.D. 0.0 10. 2 12.7 15. 4
n 11 11 i1 11
DCD Mean 0.0 38.8 4.6 148.3
40 S.D. 0.0 6.3 8.6 18.7
n 11 11 11 11
DCD Mean 0.0 38.8 73.8 151.°9
200 S.D. 0.0 9.5 11.1 22.8
n 12 12 12 12
DCD Mean 0.0 4.1 76.1 151. 4
1000 S.D. 0.0 5.5 7.3 13. 4
n 10 10 10 10
Significantly different from control 1 %, P<0.05; %%, P<0.01.
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Table 3 Study No. 6LET7H

Body Weight Gain (FO Lactation) - Summary

Base : Day 0 of Lactation Unit : g
Test Substance
Dose (mg/Kg) /Day 0 4
DCD Mean 0.0 29.1
0 S.D. 0.0 14.8
n 11 11
pCD Mean 0.0 22.0
40 S.D. 0.0 11.4
n 11 11
pCh Mean 0.0 25.1
200 S.D. 0.0 13.8
n 12 12
DCD Mean 0.0 23.2
1000 S.D. 0.0 12.0
n 10 10
Significantly different from control : %, P<0.05; %%, P<0.01L.
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Table ¢ Study No. 6L675

Food Consumption (F0 before Mating) - Summary

Sex : Male Unit : g/animal/day
Test Substance
Dose(mg/kg) /Day 3 1 14
DCD Mean 28.1 27.1 26.8
0 S.D. 1.8 1.7 2.0
n 12 12 12
DCD Mean 28.5 27.9 27.8
40 S.D. 2.1 1.4 2.4
n 12 12 12
DCD Mean 28. 3 28.2 27.7
200 S.D. 1.7 1.6 2.3
n 12 12 12
DCD Mean 28.8 28.8 28.1
1000 S.D. 3.0 3.1 3.0
n 12 12 12
Significantly different from control 1 %, P<0.05; #% P<0.01.
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Table 4 Study No. 6L675

Food Cﬁn?umption (FO Mating) - Summary

Sex : Male Unit : g/animal/day

Test Substance

Dose (mg/kg) /Day 28 35 42
DCD Mean 27.1 26.7 26.9
0 S.D. 1.1 1.8 1.4

n 12 12 12
DCD Mean 27. 8 27.8 26.9
40 S.D. 2.2 2.1 2.2

n 12 12 12
DCD Mean 28.3 28.5 21.8
200 S.D. 1.8 2.0 1.9

n 12 12 12
DCD Mean 28.8 28. 4 28. 3
1000 S.D. 2.1 2.1 2.8

n 12 12 12

Significantly different from control : % P<0.05: %% P<0.01.
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Table 4 Study No. 6L675

Food Consumption (F0 before Mating) - Summary

Sex : Female Unit : g/animal/day
Test Substance
Dose(mg/kg) /Day 3 T 14
DCD Mean 18.2 18.4 18.3
0 S.D. 1.8 1.2 1.1
n 12 12 12
DCD Mean 18.0 18. 7 18.8
40 S.D. 1.2 0.8 1.4
n 12 12 12
DCD Mean 18.0 19.1 18. 8
200 S. D 1.8 2.1 2.4
n 12 12 12
DCD Mean 18.3 18.17 18.9
1000 S.D. 1.5 1.2 1.2
n 12 12 12
Significantly different from control . %, P<0.05; %% P<0. 01,
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Table 4

Food Consumption (FO Gestation) - Summary

Study No. 6L675

Unit : g/animal/day
Test Substance

Dose(mg/kg) /Day 7 14 20
DCD Mean 23.3 24.8 26. 5
0 S.D. 1.5 1.9 1.9

n 11 11 11
DCD Mean 24. % 25.5 26. 3
40 S.D. 1.8 1.6 2.1

n 11 11 11
DCD Mean 23.5 24. 8 26.4
200 S.D. 2.4 2.3 2.5

n 12 12 12
DCD Mean 24. 0 25.7 27.2
1000 S.D. 1.2 0.8 1.5

n 10 10 10

Significantly different from control : % P<0.05; %% P<0.01.
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Table 4

Food Consumption {F0 Lactation) — Summary

Study No. 6L675

Unit : g/animal/day

Test Substance

Dose(mg/kg) /Day 4
DCD Mean 37.5
0 S.D. T4.2

n 11
DCD Mean 35.%
40 S.D. 4.0

n 11
DCD Mean 41.0
200 S.D. 8.3

n 12
DCD Mean 38.8
1000 S.D. 4.4

n 10

Significantly different from control

: %, P<0.05; #% P<0.01.
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Study No. 6L675

: Male
Test Substance

Dose (mg/kg)

DCD

Organ Weight - Summary

Sex

Table &
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Table &

Organ Weight - Summary
Sex : Female

Study No. 6L675

Test Subst?nce §g§.w. K%dneys

Dose{mg/kg g)
bCh Mean 324. 17 2.079
0 S.D. 17.7 0.107

n 11 11
DCh Mean 327.1 2.029
40 S.D. 14.0 0.147

n 11 11
DCD Mean 325.3 2.026
200 S.D. 32.5 0.215

n 12 12‘
DCD Mean 334.4 2. 046
1000 S.D. 14. 2 0.166

n 10 10

Significantly different from controi

% P<O.05; #%, P<O. 0L
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Table 6 Study No. 6L675

Relative Organ Weight - Summary

Sex : Male Unit : g/100gBW
Test Substance F.BW Kidneys Testes Epididy.
Dose(mg/kg? (g)

DCD Mean 503.0 0.674 0.692 0.242
0 S.D. 31.2 0. 056 0.060 0.024

n 12 12 12 12
DED Mean 497.1 0. 688 0.718 0.253
40 S.D. 33.4 0.083 0. 075 0.037

n 12 12 12 12
DCD Mean 512. 4 0.658 0.674 0.2456
200 S.D. 22.1 0. 059 0. 043 g.017

n 12 12 12 12
DCD Mean 512. 17 0. 667 0.668 0.239
1000 S.D. 33.5 0. 049 0.049 0.018

n 12 12 12 12

Significantly different from control . %, P<0.05; %%, P<0.01
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Table 6

Relative Organ Weight -~ Summary
Sex : Female

Study No. 6L675

Unit :

g/100gBW

Test Substance F.B. W. Kidneys
Dose (mg/ kg? : (gE

DCD Mean 324.17 0. 644
0 S.D. 1.1 0. 049

n 11 11
DCD Mean 327.17 0. 518
40 S.D. 14.0 0.034

n 11 11
DCD Mean 325.3 0.624
200 S.D. 32.5 0.049

n 12 12
DCD Mean 334.4 0.612
1000 S.D. 14.2 0.044

n 0 10

Significantly different from control

¢ %, P<0.05; *%, P<O.01.
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Reproductive Performance (F0) ~ Summary
Mating Stage : 1st

Study No. 6L675

Mating Period

Number

Test Substance of Number of Day of Copulation Fertility
Dose(mg/kg) Pairs Estrus Conceiving Index (%) Index (%)
DCD Mean 0.0 2.4 100.0 91. 17
M 0 S.D. 0.0 1.2

F 0 n 12 12 12 a) (12/12) b)Y (11/12)
NCD Mean 0.0 2.8 91.7 100.0
M 40 S.D. 0.9 1.3

F 40 n 12 12 11 (11/12) (11/11)
pCD Mean 0.0 2.6 100.0 100.0
M 200 S.D. 0.0 1.4

F 200 n 12 12 12 (12/12) (12/12)
DCD Mean 0.0 2.9 91.7 90. 9
M 1000 S.D. 0.0 1.2

F 1000 n 12 1 (11/12) (10/11)

if

Number of copulated females//NNumber of pairs

Number of pregnant females
Slgn1f1cant1y different from control

umber of copulated females
P<0. 05: #%, P<0. 01.
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Table 8 Study No. 6L875

Delivery Data (FQ) - Summary

Test Substance ) Number of Number of [mplantation ) ]
Dose Gestation Length Corpora Implantation Total Number Index Delivery Index Gestation Index
(mg/kg) (days) Lutea . Sites of Offspring (%) (%) (%)
DCD Mean 22.3 17. 3 16.2 15.5 94.2 95. 59 100.
0 S.D. 0.5 2.1 1.3 1.6 6.0 6. 67 (11/1Da>
n 11 11 1 11 11 11
DCD Mean 22.6 16. 2 14, 13.9 92.3 93. 71 00.0
40 S.D. 0.5 1.9 2.% 2.1 11.2 7. 88 %11/11)
n 11 11 11 11 11 11
DCD Mean 22.6 16. 2 15.7 14. 8 97.3 93. 93 100.0
200 S.D. 0.5 1.9 1.4 2.0 5.8 6. 34 (12/12)
n 12 12 12 12 12 12
DCh M 22.5 16. 7 15.8 14.9 95.4 94. 44 100. 0
1000 S.D. 03 52 1 I3 30 5. 25 (10710
n 10 10 10 10 10 10

a):Number of pregnant animals delivered live OffSBrln / number of pregnant anlmals
Slgn1f1cantly different from control %%, P<0. 01.
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Table 9 Study No. 8L675

Litter Size and Viability Index (F1) - Summary

Total Number Number of Live Number of Live offspring on Day 4 Viabilit
Test Substance of Offspring Offsprin Index %%{
Dose at Birth at Birt before Culling after Culling
(mg/ke) - Day Day
M F Total M F Total M F  Total 0 4
DCD Mean 7.8 7.6 155 7.8 7.6  15.5 7.8 7.5 15.4 100. 00 99, 52
0 S.D. 3.2 2.3 1.6 3.2 2.3 1.6 3.2 2.5 1.4 0.00 1.59
n 11 11 11 11 11 11 11 11 11 11 11
M/F) (1 86/84 ) { 86/84 ) ( 86/83 )
DCD Mean 6.8 7.1 13.9 6.8 7.0 13.8 6.6 7.0 13.6 99. 39 98. 83
40 S.D. 117 %18 %11 117 %.8 %10 118 %18 }19 %101 %161
n
M/B) { 75/78 ) } 75/717 ; % 13/11 )
DCD Mean 7.8 7.0 14.8 7.8 7.0 14.8 7.8 7.0 14.8 100.00  100.00
200 S.D. 127 %.1 %20 127 %.1 %20 127 %.1 %20 ?200 ?200
n
M/F) % 93/84 g % 93/84 g % 93/84 §
DCD Mean 1.7 7.2 14.9 7.1 7.2 14.9 1.1 7.2 14.9 100.00  100.00
1000 S.D. 2.2 1.9 1.3 2.2 1.9 1.3 2.2 1.9 1.3 0,00 0.00
n 10 10 10 10 10 10 10 10 10 10 10
WF  (11/12) (71/12) (11/12)
Significantly different from control . %, P<0.05; %%, P<O0. 01,
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Table 10 Study No. 6L6T5

gody Wel%ht of Offspring (F1 before Weaning) - Summary

Unit : g
Test Substance before Culling / after Culling
Dose
(mg/kg) /Day 0 4
DCD Mean 6.4 10.0
i} S.D. 0.6 1.0
n 10 11
DCD Mean 6.9 11.0
40 S.D. 0.5 1.0
n 10 i1
DCD Mean 7.0 11.1
200 S.D. 0.6 1.1
n 11 12
DCD Mean 6.8 10.7
1000 S.D. 0.6 1.0
n 10 10
Significantly different from control T %, P<0.05; %%, P<0. 01.
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Table 10 Study No. 6L675

Body Weight of Offspring (F1 before Weaning) - Summary

Sex : Female Unit : g
1gest Substance before Culling / after Culling
0Se
(mg/kg) /Day 0 4
DCD Mean 6.0 9.5
0 S.D. 0.6 0.9
n 10 11
DCD Mean 6.7 10.5
40 S.D. 0.5 1.0
n 10 11
DCD Mean 6.6 10. 6
200 S.D. 0.7 1.2
n 11 12
DCD Mean 6.4 10.1
1000 S.D. 0.5 1.1
n 10 10
Significantly different from control : %, P<0.05: %%, P<0. 01,
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Table 11

Body Wei%ht Gain of Offspring (F1 after Culling) - Summary
e

Sex : Ma

Study No. 6L675

Unit : g
Eest Substance before Culling after Culling
0S¢
(mg/kg) /Day 0- 4
DCD Mean 3.6
0 S. D. 0.6
n 10
DCD Mean 3.9
40 S.D. 0.8
n 10
pCh Mean 4.1
200 S.D. 0.7
n 11
DCD Mean 3.9
1000 S.D. 0.7
n 10

Significantly different from control

. %, P<0.05; #%, P<0.01.
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Table 11 Study No. 6L675

Body Weight Gain of Offspring (F1 after Culling) — Summary

Sex : Female Unit : g
gESt Substance before Culling after Culling
0S€E
(mg/ke) /Day 0- 4
DCD Mean 3.4
0 S.D. 0.5
n 10
DCD Mean 3.8
40 S.D. 0.8
n 10
DCD Mean 4,0
200 S.D. 0.6
n 11
DCD Mean 3.1
1000 S.D. 0.8
I 10
Significantly different from control . ¥, P<0.05; *% P<O0.01.
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Study No. 6L675

Table 12 Necropsy Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Substance DCD DCD DCD DCD DCD DCb peD DCD
Organ Dose (mg/kg) 0 40 200 1000 0 40 200 1000
Findings Number of Animals : 12 12 12 12 12 12 12 12
Number of Animals Examined : <A 12> 12> A2 12> <12> <12> A2
Spleen
Enlargement 1 0 0 0 i} 0 0 0
Kidney
Cyst 0 1 0 0 0 0 0 0
Dilatation, pelvis 1 0 1 1 1 1] 0 0
Granulai substance, pelvis 0 ] 1 0 0 0 ] 0
Scar 0 ¢ 1 0 0 0 1 0
Epididymis
Nodule 1 1 1 1 0 0 i} 0
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Study No. 6L675
Table 13 Histological Findings - Swmmatry Scheduled Sacrifice
Sex : Male Female
Test Substance : DCD DCD DCD DCD DCD DCD DCD DCD
Organ Dose {mg/kg) : 0 40 200 1000 0 40 200 1000
Findings Number of Animals : 12 12 12 12 12 12 12 12
Spleen < <0 < <0 < < <0 <o
Hematopoietic organ <D < <0 < < < < 0> W
Malignant lymphoma 1
Kidney 12> <D < 12> A <0 < 42>
Basophilic tubule, proximal 1 3 0 0 0 1 0 0
2 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0
Cyst 1 0 1 0 0 1 0 ]
2 ] 0 0 0 0 0
3 ] 0 0 0 0 0 ]
Dilatation. pelvis 1 t 0 1 1 2 0 0
2 0 0 0 0 0 0 0
3 D 0 0 0 0 0 0
Dilatation, tubule 1 0 0 1 0 0 0 0
2 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0
Hyaline droplet, tubular epithelium, proximal 1 12 1 2 12 0 0 0
2 0 Q 0 0 0 0 0
3 0 0 0 0 0 ] 0
Inflammatory cell infiltration, interstitium. focal 1 3 0 1 0 1 1 1
2 0 0 0 0 0 D D
3 0 0 0 0 0 0 0
Testis A2> <o <0 Aa» <mw <o < <0
Epididymis Az ) <D A2> <P B <0 (1)
Granuloma, spermatic 1 1 1 1
2 0 0 0
3 0 0 0
<>, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control ¥, P40, 05; =+, P<O. 01,
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Study No. 6L675

Table 13 Histological Findings - Summary Scheduled Sacrifice
Sex : Male Female
Test Substance : DCD DCD DGD DCD DeD DCD DCD DCD
Organ Dose (mg/kg) : 0 10 200 1000 1] 40 200 1000
Findings Number of Animals : 12 12 12 12 12 12 12 12
Ovary < 0> <0 <0 <0 <D <1 <0 <2

<&, Number of animals examined
Significantly different from control 1%, P<O. 055+, P<O.01.

41

S
—~



	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

		2024-08-30T10:31:22+0900
	National Institute of Health Sciences




