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RBRE S R-10-006

B

N, N’ =D 7unF I A ANRTAINOBREW R T2EBRBIOAEFREASOITIHAERICRIE
TRBERNT DI HBRYWEZ 0 BRAY7 ). 40, 100 BLW 250 mg/kg D& Tl
KD Sprague-Dawley 27 b (HEHER 13 IL/8E) 12 10 BEh2H 1 B 1 H., MR OKRSL-, %5 15
A0 2 BAEZRELL TRELSY ., MWL 42 AR ELRICHRL, HEiiis, BR
SYRESETUHE 4 BETRE LB MAERIIWE 4 BIZ BEMITHE 5 BICHIRLZ, Z2ORBE
2L TICERL,

1. BEMWT R,

HEBM Tl —RRIREB D BF BRI N eh T, MBI CIL, AEMIZET LA 100 me/ke
B EEEC 1 6, 250 mg/kg BeEFHIC 5 BRSO, BOEFEMICEWCh, Sifhtkic B REEHD
KT L7233 250 mg/kg IeE5-RHIZ 2 BIBIEE ST, 250 mg/kg & 58 Cld, MEHEL S IZHEE O
D HHH, MEOBEFEAME T U, 250 mg/ke R GHEONTIRE £V, ML HEMBE MR U, T
IEOREA G AIRE TIL, 250 mg/kg W SHEOMHERET, 7YY U BREBICRE O£ L FEAM
T3 —HIROBANRESN, + ZBBORBRABEAIRE T, 250 mg/kg 5 FEOMEREITRS
BEOEENRERSN, FOMOFEZHPT R, SHICIHER, B EE, iR, BESIUIIED
BEEICERMER S OB TR DE LI h 0T,

2. HFERESIFT R,

100 $3L 0" 250 mg/kg B EHETIIHNHRRBOR RBBEIN, HMEEMET L, 250 mg/kg 5
BT WE 4 BETICAMBERMR T LB EHEN ML, MOMEH, MEORRELIO
TR TR OB R, FRE, FRRBLCERABIC OV T, RO E R EOFEIIR
DHRh-oTE,

3. AR R
A RMER, HARBLUW AR AR 250 me/ke WEH TR T U, i, HAEROTRERX
UMEE IR E & 5 ORBIIFRD NIl

4. #EF= B (NOAEL)

ARBREAT T, KEOEMIH TR L O+ ZEBIOREERFNRRETT A 250
mg/kg PG BEOMEMECBRIN-Z800, BiEicx 5 - REEFHEZMEEIL 100 mg/kg/day,
S WRIRRED AR B A LS MM OFETH 100 mg/kg A DB EFHTROLNI-IENE, BEMO AL
BE s H4EE M BIX 40 mg/kg/day. HAERDOAETFRA 250 mg/kg WEHHETIERTLEIEDD, K
HEARI B B 100 me/kg/day SHINTLT:
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HERE R

MERES > ROAZELRT (2 ) o L URELHIR o (R 2 W) 2o TR TIIRRBEC I T 2
R HEY CIHURGFMEZEL CEEH (HE 4 BETIC N, N =D 7~ bR VAR
(B#5:DCC) ZRE MR E L, MERET o MOt 2 BB L OEMEEAIOIT I A R IR T 28 8o
WTHRETL T,

MR ERE

1. KB WE
wBRME THH N, N-Uorr7ua~FBRTYAIR, N, N-Dicyclohexylcarbodiimide , CAS
No.538-75-0, 43 F3: C3HpN,, 20 F8:206.33, SMEL- HHMR SR, Ea~pfa, BRI :99.1%,
BB :154~156°C/14.6hPa, @l :34.5C, Annex A){Z
i FARFE O TRR - L T (ERHE 3~T7°C) TRE LT, #
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B HOBEREZLITITRT,

OO

W E DR EML., B 5-BAR1(2010 ££ 8 A 30 B) BIOEREHRK T (2010 4 12 A 10
A ICE AT CREFBL 7= (Annex B-1, Annex B-2), € #EiFAnnex B-3 {Z7RT,

2. BB LOWE ik

AARF v— L Z W —FREFEF w7 —ID 8 lBE? Sprague—Dawley (SD) % [Crl:CD(SD). SPF)Z
o MHE 62 T, i 73 PLEEAL, 12 SREINAL T, BELRABTRE~DILEZHNATELED 14
ARERE L. % B P 38O RBIZ T =V MU THIHEE B FERHL . S — VI R E
5 MBI CIER S EZRA LB — N8 -, 1 B 1 Bl $io—REXBEL, ARH
BLUOREKRT BICEEZRE L, -, @I o3, ARMBENGER A28 L,
ATTEM D AT I LORER TIROKBIL T LOBY Th o7z,

B A1 H :20104F9 A 1 H
AR & : 1 263.3~300.0 g, #ff 180.5~212.3 g
RERKTH :20104E9 A 14 H

R THRE  ff 354.0~436.0 g, i 215.5~280.2 ¢

52 -BMEDORE R AL TOBMOOL, HEY Cli—BRBORE (EOEN) 25 1 5] (B
{L&E5:M00050) |, REHRB O R (RERMIED 23 1 #] (BI{EFE S :M00062) B LV, BEZ T
BERSN LTz, MBS Cri— AR EEO B (RO RErevighe) 2 1 #1(BI{kE 5 :F00024) I RBH LI
Too 0 1 Bk, AR RHORIFHNFED LR 6 P (BI{LEFE S F00001, F00011, F00046,
F00048, F00067, F00071) &R L, RERIE( L EMEARIHIEIC VB T 21T o, BT L8
I —EOBMETERVY T, 7oV MU TRICEHREZHRIT2EFEERL. BF ORI
WA —RICABRE S, 5], BLUEBWESELALTHE 7 —VICENT 7=, o0 bFERISN - HE
By 8 IL, MEE 14 ILBIO—RIREE, (RERMEFE BIOMERMORRICIVERSA LB 2
UG, MEE 7 LI 2 TRREMIEL ., RS E T,

BIWIIRFAIRE 21.0~25.0°C. FFATRE 40.0~75.0%, MRFREK 16 |/KefH, HREA7/1 12
BFRE (7 BF~19 W) UL, 12 BRI (19 BE~T7 ) TSR ESNFAFTFEN T, @ BRHEHKR - —
(220w X 270d X 190h mm){Z 1 PL-g*D> (AZEARIE 2 ) INAL, EEETRE (CE-2, BAZLT) L/KEK
(EBHHAERRA) % 8 BICBERESE CRE U, BWIIEFIZ oW T, AR 18 ANOHE 4 A
F Ty NATTAF o 7 BTl — (350w X 400d X 180h mm) {2 1 PE$ DAL, KEEL TR L
TRF T (A=)~ BRTAT A ) REEMRGE L, BRI T, AEREORTE IR DLN
F . B EDIREORAMIL 23.5~24.0°C., BEDOERMNEIL 52.0~70.0%Th o7, £/, sl
B, BB KB L URBO 5T 8 R, O TSR EREFIRE IO AR AN TH L L Z/ER
L7z



AEBREE R-10-006

3. 5wtk
1) A% _
4A0°CLU T THNRL TN LI E A FEE L, AR N2 CIRRSE 5 w/vih IRIRERRILE, &
HIZ 5 w/vih BIREEARIZE > THIRL, 2 22BN 0.8 w/vh WERRL -, AR AR -k
JETCHREL (ERIE 3~10°C. RE LM 2010 9 A 14 B~2010 4 10 A 30 BH), FARME 7 AL
MNICER LT,

2) ZEMERER

REAFIERTC, B EITHIH. 5 w/vh B 0.8 w/vih DOIREDFHBBREKIZ-OVWT, Bk, B
BT (RAME 4~5C)I2BIF5 3 BXO 8 AMIORZEMLRER L%, ARBROB5ZBHMBLE
(Annex C),

NEEOHE

ARBROPNEIFABBREKICOWT, HHRWE S BEZE L, SROHIMHEEEL, FHEEIRAR
BED 90.0~110%, LB RIEBEDIELDERENENEEMED 90.0~110.0% LLNELTZ, 2010 4F
9 A 14 BICARLZSBEORUBREICOWCEREZAELILER., & BIRRNERBED
100.2~101.5% THY, BFREBEDIXLH>EHBFHED 98.7~101.8% THIEFHHINICH o7 L&THE
# U7 (Annex D-1),, FABBRAE T ORI E R E R EHEIZAnnex D-2 (&R T,

4. HEBOBREBIOCEE Hik

B 5 BT OECD bW EBBRIETARTA W, 7y VAR B ICLABAR N 5L Lk,

ARBROBERIT, AFERDELRIUHETHS N, N-VL7u~F IV AINVRUAIROTy N
W5 28 ARRERESEERR POREELECHRELE, 725, DCC % 15,100 BXLO 500
mg/kg DAET 28 BARIKEROHFE LR, 500 mg/keg 355 TRl IC B BEBEORD .
(RE RN, AFREEORMN, + ZHIBRIRORELENBESH, HE 2 FIBNECLTNLIE, &
NHDZEALIT 100 mg/kg LLTFOFBEHTIFRDLN TV RNWZ L, Fo, 7 BRINER IR ELZHE
RERBRTIL, 125 BXU 250 me/kg TEHIZEBWTH B REBEBDSOFMEBESBERIN T
WAZENS, ARBROE A EEOKR 5 &% 250 me/kg IZFRFEL. AT, &tk 2.5 L2535 HER
100 mg/kg., KA E% 40 mg/kg &L7z,

MEEN I ACECAT 2 . ZCECHIR. REIE AL CH R OME 4 B E T, REBIIRERESNZS
SYIRASTRD BRI AT B (IR 256 AR A) £C, HEBMIIATECAT 2 B, ZRHIMEEL
THMHRATHETER S 42B) .1 B 18], 18 7 @], 985 455~11 B 59 HpORICERE L, B
58T 5 mL/kg EL, BRFTORE B OEREXFEIZH U, BB, SRBEIIEE O H /AT
WEFFICRE L,
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ARROBERBLOBYESEZUTIORLE,

BERE BE  BHAE TS
BOEFUE ke BwA)] (ol/ke) & i
1 HEAVZHM o0 0 5 M01001~MO01013 F01001~F01013
2 DCC 40 0.8 5 M02001~M02013 F02001~F02013
3 DCC 100 2 5 MO03001~M03013 F03001~F03013
4 DCC 250 5 5 M04001~M04013 F04001~F04013
5. Bk
1) S8 (F,)
O—fREDHZ

SHNZONT, JE WM TR ERTEOER 2 B, Z0OMOMAEHF FizEE 1 |, —RE
EEIE L,
QOB ERIE

HEBhIE, 5 1 5BRE) . 7, 14, 21, 28, 35, 42 HBLOHIKR BICEEZRIEL -, HE
WS 1.7, 14 B AR O(RRRRERH) . 7. 14,20 B, T 0(5#A) . 4 BRLOFIR A ICE
BRHIELU L, FEHIIRARIC, 2B RARCL-BEMIT. 2T RAE T UL ICRES
RBELE,
EfTERFE

HEBIE, |5 1~2, T~8, 14~15, 29~30, 35~36, 41~42 HIZBEEEZHIFEL-, MBI
5 1~2, 7~8, 14~15 A BLUHIR 0~1, 7~8, 14~15, 20~21 H7bUNIHHE 3~4 HIZE
FEEARIEL,
@H:EBE

HBLLEHIOMEMIT DOV T, BT HE COERBBEICS &Rk 5 RBURLEAAT
EARE B ERLCEBMORBE. REPHERSNOIETHERMZBE L, o, BILDFY
ZAEER A (EARZLORBFHIORERETCOBEOFEH) EHHLE,
®EL

#5156 B 15 BF 52 o bREIENOHEL 1 3t 1| TEHRBIE-, BHloEd., Bkt
L. REPOMOBAATEARLZERL TER L, BRIZERHDWITEAATEARPITREF
HERINT-BWE R EHEL, ZOREER 0 ALREL CEMNAEICR L, RE/{REBEL
MEEOREEIC LY, F/EEME B2 RHER A £ TO B ERBICZEORIZENRL-RE ORI,
% BER (R REM L/ R V=) X100, %), IEIRR ((EREMM T/ R R LI~ M8 #%k) X
100, W) ZEH LI, 228, WEHELLBNHIVIITEICE KRR SN B LR EL
7o
@8- Stk - B R ROBIE

2 RMEI 2 6% B RS, SO, IE 21 MY BroamPHERShIETE
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BATWV, J480 11 BFETCIZ AR T LIBlZ YW TED BZ2MHH 0 B (O H) LU, 4 HIREED
EHEEIT. BIERREREMIC OV TITV, EEBIE TERPSEEHMITONTH, Stk —ik
RIBEBLOERORENSREOFEL R Lz, S, WERESZHE 1~4 oM. &8
BRI, S BlOIEYR 1R 0 B0 B £TO BE) 2K | KR HER] (4R HEM
B/ iEIREMDE) X 100, %)EBEH LK,

@B L OB R

HEBYIX, FREIAT 18~24 Rt a8, 5 42 QOB HIZ, =UMAEZ— SR A
PRI T CRULBOESE TR L., T, FR. BE Lo BEEZJELL, BRBIURE L&
T URICEE (RYRTEL 0.1M U BREEE 10% SA <D 18HR) TR, - 205, aisoiR, e
(EERET) . LRFBIORBHEREPBRDONEHFEIL 0.1M VBEEE 10% 3~ EWKIZ
BEEL. i, + 285, B BR BRI 0T, RERREARE S EEL -,

MEBEN ., AREIET 18~24 ESRMERS V%, NP LMIIEE 5 BiZ. REBIELIZB L%
ol MEER 26 HFH Y B, ZRFNAURLE Z— U R SRR T CRUM B FE S CEl
BRU BB LU REEAHE LT, FECHIL, ETHER B IS HLZEDSS, £2IRBPFETLE
BT RPSE T LI B, XU E S — LR U ARREE T CRILBEESE THRL., ITiERL T
SIREELEENE L, IRRICOWTIIERBEMEE T CIHIEEEAEE, FEIC OV TIEREK
Bz ERE(GERE/AHEAREE) X100, $)2EH L, Rath Tho7-#iX, 10% Hilk 7+
S ATHREL, FROFELBRERLZ, @FORBERANL, IFiE. + 2. SiE, 75, B, LR
BLOHRMHEELROONIZHE S 0.1M U EEEE 10% FSA<V BERICEFEL, g, +2#8
M. SRR B I OYRETIC OV, WEMBFRRELZ LU, FECFRBIOE RS U RE)
WNZOWTIE, BEOBRAILFRORFE BRI ST (. G, T, &R, i) 2mz, %
BB ERICREL,

2) HAERF)

O AR OB

HE 0 FICAFREB IO REE MR T, B IUNRTHOE BEBEL., 5
PR [ (FEIRB/ERREED) X 100, %), AV HER (HEA RS/ FRER) X100, %], BLOHAE
R[(HEARE/MERE) X100, $Z2E ML, 2, HF 1~4 BETER., —RREZEEL. &
FIREEFEC REE RN L FEREFERI(EE 4 BOERE/HE 0 BOAERE) X
100, %1ZEH L, AFRIZOWTIL, HE 0 BI 4 BIBEABNOEEZREL ., BT LI HERER
DEHEELEHTIEEBIT, HE 0 BRIV 4 BB B[ (4 R 5k /#AE R 3D X100, %]
ERHLE,
@k

FETIRIIANRHFHOT ELBELTHRRL., 0.1M VBREE 10% S<V mRICEEL TRTF
Lz, £FRIIEE 4 BICERTATVRARE TICBMBASERIRL, REOROLNIEE

10
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X 0.1M VU BREEET 10% R <) U EiRICE ELTIRTELT-,

6. 7 —ZDRHNTIE

HRBDOELL 7B OBRE, REXR, ZIRELLONCHA RO IE R EHHEIC-OVW T, Fisher
DEBERERRELIT o7 (FRAKLE 5%)

HEMERERORBABZREFT RO, 7L — 5 U= R BT R, Mann-Whitney
D UREIZEY, FBtEs L —RDEFHE Fisher OEHERED FRIREICLY, MBRLOMOH
BEEREEAT oI (FRBAKYE 5%, 7221, EEMDIZRW T, VB 5 BEIRBNCBEL COAREELE
FEL 7z,

FOMOT —F1%, BEILIZBOLNTEH I litter ZEDEEEE TEARLL T, &7, Bartlett
DF IV B DL BO—RRMIZ DOV TIRIE (FEKYE 5% 21T o7, FBAR— KR Tho7eF I
WX, — LR ER O S BOH (FEAKHE:5%) 21TV, BERICE B30 675414, Dunnett $51Z
JVLEHBAEAT o7 (AEKEE5%) — 5. WTIIDORETHEAD 0 Lle ol E BI UG HA —1
TIRh o T35 BT, Kruskal- Wallis ONEAZKEE (B AKHE  5%) 217V HRICA BHESRO NS
AIThE. Dunnett BOREEICIV L BEHBEIT 72 (FEKEE 5%,

11
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HER AR

1. B
1) —f%fR#E (Table 1~Table 4, Appendix 1-1~Appendix 4-4)

KBTI, B SR PIC—RREED R EIIBEIN D 0T,

HEBITIE, AEFICIET L7123 100 mg/ke B EHEIC 1 Bl (B#HE S :F03002) . 250 mg/kg #5-
B 5 B (Bip&ES :F04001, F04004, F04006, F04008, F04009) 3B HIZIEN (TRBMR) | 4k
(2B FEEB O T LA 250 mg/keg B S8 2 6 (B3 5 : F04002, F04012) BLEBSi-, 2D
D REVIBEIN A2 oT,

BmE S ST B3R FIREROF = NET R

F03002 S g &8 8 PUE7
F04001 HE 3 A BERL

F04004 iR 23 A © BRI 15 PR
F04006 pag ey IBIR 2 L&
F04008 St F&IR 10 L7
F04009 S JeR 1 LErk

2){&5HE (Table 5~Table 12, Appendix 5~1~Appendix 12-4)

HEBTIX. 250 mg/kg WEHETHRE 1~7 B OEEEMNE 0 REEL L CTH B T L2,
FEEAMEIZIT. DCC B GRELIBHLOBICHEBRETFE Db T,

B Tid, 250 mg/kg WEBETIEIR 7. 14 BIO 20 B OFEZEQHEASHBEL LB L THEI
KTFU, £, AT, 85 7~14 BRBIUHIR 14~20 H OGREHEMEISSRBELLELTHE
IR T L

WEREED | 100 mg/kg AT DCC ¥ 5H T, MIRBEORMICEBRZEITFRD N2l

3) {EAE & (Table 13~Table 16, Appendix 13-1~Appendix 16-4)
KB T3, 5 HIE P OB R DCC &R SHLMBHLOMICEEREIRDLNN T,
MEBN Y CIE, 250 mg/kg I EFETHENR 7, 14 BET 20 BOBEENHREELABLUTERIKET
L7243, 100 mg/kg LA T DCC #EH TiX, MBHELOMICHBRETRO LN 2T,

4) B¥E B £ (Table 17, Table 18, Appendix 17-1~Appendix 18-2-3)

HEBI T, 250 me/ke ¥ 5B CRETIRFOARESH BB CERIZETL, FgoExE&
D% REEE L CH RIS, HEY THRIROBEM B HZLNIZN, BB EILR) o7, FEE.
FER Lk, ATSZiR (E5E) BB LUINROET BRI UMM ERIZIE, DCC HiRGREL A HRAF
EORICH BREIRO LN T,

12
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5) B4 7 FL(Table 19, Table 20. Appendix 19~Appendix 20)
FREIIFE] L K B 5 O EE L ISR,

. xFRREE DCC DCC DCC
A& i (AV7Hm) 40 mg/kg 100 mg/kg 250 mg/kg
HEEW ¥5 42 o2 13 13 13 13

S LTS E 5 A 12 10 10 4
T L-E R H 0 0 1 5
WA TCL-BE «£RMFETCLEH 1 2 1 3
5y W (A<5EA51) 1R 26 HAEY H 0 1 1 1

OrEEh

STEREE, 100 LU 250 mg/kg BEFHDOE 1 FITIL, FIOIERINYLBIBESH, 2055
STRREEO 1 fliX, mEORE &S /NEEL Tz, £, 100 mg/kg HEH#HO 1 FlISIT 250
mg/kg BEED 2 HITHE, T ZHBOBEREOIEESBEINI, 51T, 100 BXT* 250 me/ke
BEBOSE 1 FICHL, RO XEERIERESh, 2055 100 mg/kg B-SHOFITIL, NEBEN
A CH -7,

Qs
AWE 5 ARG

STRREED 1 HlIB L0 250 mg/kg BE-EOD 2 Fliz, +ZIBBOBEEZOIRENBESN, £2,
100 BLT® 250 mg/ke FEFEDOE 1 HITHE. Al BIEESKEREEZEL. EEL T,

B.3ET

250 mg/kg BERED 1 Flic, +EBOBERORESBEIN, F, MiTid, 250 mg/kg
BEBED 3 FlICHERELDS, 100 BL 250 mg/kg |EHDOE 1 PUIREREBOBIES DT
135>, 100 mg/kg |5 HETREED, 250 mg/kg & G-RE TIRMER LML 1 fllTBRINI, ST, J#
TN LS 2HICRD B, 250 mg/kg T EFED 4 B TIT. RB RIS ROBIEH DV
MaIER AR ZE SN 723D , 100 BBE TN 250 mg/kg B HHEDE 1 HITIE, 1/ &/SREMAEARICHS
OIENRBBI, BERETIE, 250 mg/kg BEHD 2 PICRAROIFENBRESNI, 228, IR
IO IC T Lic BB T, FEICRESBEL O,

C.2RMNFET LA

40 mg/kg B E5BED 1 HlIILN 250 mg/kg T HEED 2 B CHE, + ZHBOBEREOIEESBES
NImiEh, REEO 1 Flcid, MIEOR QBB Lbhie, i, SRERLUN 40 mg/kg ERED
£ 14, 250 mg/kg BEHED 2 FITHE, FEOIMUEEE, IMULEZE, FREHDIVITAEICOER
BBEENT, BT, BIE T, ARHEREFIIRD B, HREE TR B B RE RO
12D 1 Bz, 250 mg/kg F¥ERETCIIAGIRBIOMMRRA 1 FHRESIZITA, STREFRB LU 250
mg/kg WEBOE 1 HITix, 0/8/SBRBERIEEDOHERL AN,

13
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D. R4
AIRRYZZ B EFT RIIBDH LN o7,

6) R ER AR Ak 2 HORR A (Table 21, Table 22, Appendix 21~Appendix 22)

OB

FER T, RBER LU 100 mg/ke HEHDOE 2 F, 40 BXO 250 mg/kg B EHDE 1 5T,
RBHEOFEME ZRSE DO I ICBESN., 2055 250 mg/kg BE5RED 1| 4l (BhinE
5 :M04003) T, ME DT AT ALK LM E N O L E AN @\l cE eIz,
STREED 1 41 Cld. RHE AL FEMIRLE OB D Rl CAR LT,

R LRI BRICREMEOONIFIDIG., 40 mg/kg BEHD 1 HILUSLCERERNOML
BREHBHLI, ZD5LMBHBLT 250 mg/kg HEHOHE 1 HITIE HHEROBObBESN,

FTIETiZ, 250 mg/kg REBED 9 HITTVY U HEARICREOHAIGESNh, BESIUHEE
DR RBREL LB L CHEICHEML, $7. RBEO 6 flTOEAMI Yy S— B0 A RBESH,
BEREDS S RBEL L U CH B ISIIML72, &5, 250 mg/ke & 5880 2 FlICBEAKLEESED., 1 Filic
IR DO REBPBEINI, ZOfh, xtREEL S e &R 58 CRIRME B IHRRan fgs b7z
LN/ AFENLBIEINMR, DCC B R GRHLNBRLOMICBERBICHEEOEIIRDLNZ
ot

+ ZHRRB T, 250 me/kg W EBOLHIIHEDIRESBEIN, BERSIOHEN K REELLL
BLCHAECHEMLT,
QEE
AVEE 5 BRI

SREL T, MR PRI R R BT RIIZED b 2ol

I CIL. 250 mg/kg T 5HED 3 FITT VY BB BB L OVNEE R RH O MERIC 25tk /850
BEIh., BERBIUHESHBRBELLEL THRICHENU, ZhonfTid, 7)Y AAEE IR
BEOHABILOUEAMIZZ A —HIBROBERALN, BEBICEENK MBI LB TER
ICHEM L7, 2055 1 I CIIfTHIla BHAREEIEL ZRD bivle, 0, 250 mg/kg E5-HELSD
T, FARE BRI T B O BR AL, /A ZEIESH D I EESM E LA B DA, SEIREEE DR ICEE
EBIUHEEDEIRDONED o0, BB, EET AN REEDOELRIL, HRBEDAT
Hohi=E b ThoTz,

+ T $8HE Tid. 250 mg/kg W EHDOEFNHEOIEEN BRI, BEBICHEENST R
BLUCHEIZHEML,

BRI IZ B E BT RAEO LN E Tk, 100 BL 0 250 mg/kg # 5-8ED K 14 TR E O FEIEE A
B AR ES BRI,
B.3E1- 4

BRIELCIL, S EN R R BT RIIRO LR o7,

14
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FHIE I, 250 mg/kg BEEED 2 BITHVY K E B L OVINEF BT HIR O 2 M /885035
JOBIETHHMEBENRBOHON, Fiz, 100 mg/kg HEFED 1 FlIBLV 250 mg/kg B 5-FEDOLF
Wi, CFAMC 7 R —HIRR DB AR HONIEDS, ZDH 250 mg/kg HEEED 3 FI YV
JEBRIZARE DA BRI,

B TIX, £F TR EDRNRME EEOEM/BEEPRBD LIS, EALRMAEEOILER
DN RE/REEICHE FRENBEX N, ZhHOFID5L, 250 me/kg HEBED 2 HICIIRED
PEALERME OHRRE TN RO, $o, REOENLRME ICHRE 02l b6 8l
g3hi,

Ji T, 100 mg/kg I5-FD 1 i, 250 mg/kg HHHED 3 FUTKIERLLNIZIED, 250 mg/kg
HBE5HEO 2 HITIHMRICERMROEENB RSN,

JEIR Tk, AN HRIEEE/ B BRI OB BRBOON, £, 2FICBaRRDILE. 250
mg/kg | 5RED 1 FILSAMCRESME M AB RSN,

FlkRy, RERT RSO HE T, 250 mg/kg WERED 3 I FHIKOEE/ OHAE
BN, FRERHFRD SIBERIC L, IR BE T RS h b o T, 2k, +
ZHBETE. WP OBIL R B DREL T RS RSB e o T, MR L
VDL, B R R E I RSB o7,

C. &R FEE Ui

BREE G, TRRBED 1 #iloD i Ic SRt FIE MBI RS- 43, DCC & SRR EN R RE
AT RO ST,

JTHETIZ. 250 mg/kg B EEED 2 G CTTVY A E BB IOV NEF BT OE /5, 7
VY EEEIFICIBE O L, Bl SBIEINITN, o | HiEE T 250 mg/kg HE5HED 3
B TOFEAMEC T/ — IR AR H LN, ZOfh, /NEPEE ORI HIRE D= H{Ln
25 CHEINIZIZAN, 250 mg/kg ¥ 5-BED 1 HICIIFIRRE BEICFFRBOREIH LA BT,

+HRBBTIL, 250 mg/kg B 5BETHBOIRE LB\ BB RIEES BB HNBYL /B
D% 1 FlicBESh,

BT, 8B EOINLRAE R OB/ EBEENRD S IiEh, EALRME O FLE,
BB/ fE T b NI BRI, . ZhbDflodh, 40 8L 100 mg/kg B5HOE
1 BICREICHEREMERME D, o 40 mg/kg BEHEHD 1 FICRIETIZRBEEDOBRMELI S
iz, Fiz, 260 TRE O RME Il B OZRIE A BES N,

JfiCrE, xtPREE, 40 33X 100 mg/kg B 5-FED% 1 1, 250 mg/kg 5D 2 FICHiBLIZIEIK
AR DEFEDIBEINIZITD, 40 mg/kg W GHED 1 HITREHEDOBLEDR LI,

PR Crd. B S D 2RI/ BB ER OB RO b, Fe, 2flicBafR
DY 250 mg/kg W HHED 1 FILSMFEAN E ILBSBRIN,

Hifkir, BEEFTRASROOLNIE Tk, BB BLO 2560 mg/kg BEROE 1 FITRE MBI
BB/ OLABPEESN., 2O RO 1 BTk, 78 OREE A I KEE > T, i
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FOVDEEIE, WAL RERT RIIBD b ol
D. R Ep
SREE, ATl KU 815 Tl MR R BT IR0 bhish i,

2. H£FEREN
1) MR B L OSTELRE (Table 23, Table 24, Appendix 23-1~Appendix 24-4)

250 mg/kg R ERETIL, B EHLAREE 5 BG% O FHRFER A S BRL LB L THEEIC
TR LTz, o, M TR 5RA% IR ORNE(LL -8 OFE N RBEL B L THERI
HEnLTz,

BHLLEF TREBAHEHAIN. DCC EREGEHTHREN 1 Fl (B &5 :F02012, F03006,
F04011) BOLNI, KEBFEBLIUSEZEERIZ DCC HEOZEIIFTHON T KEFTOHEBIY .
ZOREOFBHOEEUITS, xHREEL DCC R GHLOMICH BREIR DN 0T,

2) EAE BRI L OGS E (Table 25, Appendix 25-1~Appendix 25-4)
IR AR, BREBIOERRITIE, JBEEL DCC R EMLOBICEBEREZEIRDLNAY
ISy o

3) 53 B L OWEE IR AB(Table 25, Appendix 25-1~Appendix 25-4)

SIPRERTSH DL ERBAEE I T UIFR 100 BLR 250 mg/kg 5 THLN, HERNE
NERN 91.7% BEU 66.7% #RUTE, SRR B L& - 83 100 mg/keg BERET 2
%l (B4 % 5 : F03002, F03007) . 250 mg/kg HEGHET 5 Fl(BHE 5 :F04002, F04006, F04008.
F04009, F04012) 385, BB ps T A o TS, IREEDZ, I T ARy MR VR E SRS
Nz, HE 4 BETICLMEIRMSIFE T U8 L, cHBREE, 53X U 100 mg/kg B E5EETH 1 Fi (8
W5 :F01011, F03007) . 40 mg/kg ¥ 5-ET 2 4 (@& F02001, F02005) . 250 mg/kg & 5-#
T 3 4 (BE S :F04002, F04012, F04013) BUE SN, EIRBIMIC DUV T, SHHR#EE DCC &8
ERLOMCAEBRZIRD N1,

3. AR
1) &= 7#1%: (Table 25, Appendix 25-1~Appendix 25-4)

250 mg/kg BEFTIL, EREBBIOCHEARES B L, ARHERBIOHAERIMET UL,
xR LR L TH EEITRD DI oTe, 5ih®R, HiA RAEFRBLIUME LI, X BEEE DCC
FERGHEOMICEBRETRD LRI T,

2) 4K H (Table 26, Appendix 26—1~Appendix 26-4)

HE 0 BLU 4 RICBITHHAERDOEKEIZIZ, #REFL DCC FHREHLOMICHBREIIRDDL

ot
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3) A Vi 8122 (Table 27, Table 28, Appendix 27-1~Appendix 27-4)

250 mg/kg WEHTIX.HFE 4 BOARICEVWCHBUOB R BRI 1 Fl(BBIWEE:
FC04005) IZ 823 7=23, £ DD A RICEFEIIRDbIeh o7z, HE 0 BICBITHEFERD
ARBRBIOLETROFRICEO T, BEIIEESh T,

B

BN CiE. FEFEENZFET L6128 100 38X T8 250 mg/ke FSHETIROOLNIED, DEBICAZ
EENVDMET U 250 mg/kg G THEINL, $io, SHIRENS T BoHEEN-BEmO2
HHEEMSEC L-BEHA 100 X 250 mg/kg BEHTRDONIZENE, HRME D 100
mg/kg LA EiX, B IO E ICEREE KT TILBN R RSN, 28 AMKERSEERAR Yo
500 mg/kg WEH THONIFETIINEEFICLSLOEHEIN TWEHR, SEIORER TAHLI-RE)
VOSFETIIRIBEOFENEERR RN ESE Z6NDZE, B —RED BREPBEIh -T2
EInh | R > TR M E K 5 OF M ARSI b O LRSI S,

—REFIEEH R EL LTI, 250 mg/kg B S BEOMERECEREOMMMEI A A O, EFEOMECIE
FHEORTIHRESN, IHIT, 250 mg/kg TG TIE, HERELGITIEE ESHEML ., FHigO iR
RFHORE TIX, ZU VBB IR OB AL CEAMIC 7y A~ IR OB A NE RSN, $,
+ T B ORI AR E TIL, 250 mg/kg BESHOMEEEEORENEIESNZ, Ty
VW3 28 AMKERSEERER U BT, e+ ZEBICEEO R EFT RSB SIS TNAD
Enb, ZNBOFT RITWT LB E R S VT RENLOEE X LND, ek, BEA AT
100 mg/kg A FDFERETIW T, FIRIFIC+ ZHEIBOEE O IRREIIBLEI N0, JREAEMF
FIRRE CILRIROIERIIRER S o7,

250 mg/kg BEM TR GHROFBIFEIF BENLERL., EABIORBSE(LL-BWMEI - Z T, L)
L. F#OREEFEETRSINOERBEMICH 728, RER, TIRRIDIIRBETO K
BIO OB ORBEMOERICERME R EORZEFFZDOLNTNRNIEND, 250 mg/kg 5-#
AN B MOE(LIL, R E R 5 OREETIT W EHIBT LI,

FREOEBBIUUIROFEMGEFNRE T, #RDER SOFELNET2E(LITERSh
Rahotz, Eiz, IR EEK, R, FREBLOSBRICHHERYER S5 ORERRD LN
Tz b, BB L, ERPOIBRIZEFTITH L TOREEIIRVb DL ESID,

HE 4 AZTRAMBRARC L-BEMIL. B2 TOREH THEIN, LiL,
FRERR FARE ClE, AR EICIFERIN T EE 2 ONARIER L O G0 RE BT RS
250 mg/kg WS TROOLN LML, BEEICBU BN IRME LR OB/, im0 RME
O, PR3 AR/ F R IR OB e EB 2 FlC AL TBESNI=D B ThH o7,

BEOWEAMRFWRE TIL, 250 mg/kg TEHD 1 FlITBEREOREIPBESNL. BE LED
LB Lz, LovL., RF O RBAEFHE CIUTIRAERIILTRY, B0 R E T RIIxT BEED
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BB BESNTWAIEND, BRI ER S OB CIIRWEHIBT L, S5 B, B B,
RIS L O SR B BRI 5 DB SV o e, BB DY 70~ YL 73
ATOWTHE, Ty NEROREME ~BEREE 2SN TOaR, KERYE L. BOATBERICEY
BERFIRVHDEE X HID,

HAEIRA~DEEELU T, 250 mg/kg B EHTHRMES HARBIOHEREFENMETLEZ
B, INODOELIIEBRMBE O Sk ~DEEBIRR LB b ERIN -, Fi-, B I AR K
BIZIE, B EREOBERZLNTHRNIEND, HAER~OBEERLREEINTIEAERNED
LHERIND, 2B, WE 4 HORRIFIZ, BRIED 250 mg/kg R GHOMEIR 1 BlICBIZEINZA,
ZFOMOBARICEROREIFRDOLIT, FETROFRKR T RENBEIN T2l h, HER
YR DB R BH O TR HIET L,

L EDOFE RS, ARBREM T Cit. REOBIIMGI LB L O+ B BICREAR TR R
BETRD 250 mg/kg BESBOMBECTEEINZIEDL, HEDIC T2 REGENESEREIT
100 mg/kg/day. Sy HEIREED R B A RFEIMOIET A 100 mg/kg B LD SR CRDLIIEND,
BB O AR T D EE M BT 40 mg/ke/day, HIA RO ETFRN 250 mg/kg T EBETERTL
T edb, WERIT x5 8B & 100 mg/kg/day EHWTLTZ,

S Xk
1) EASBEEXRBETBECEVELZ SRR B LFHEFERRBE Voll, %
Ve R E S RS, HUR, p.391-400(1994)

2) James, R.W., Heywood, R. and Crook, D. (1981) Testicular responses of rats and dogs to

cyclohexylamine overdosage. Food Cosmet. Toxicol., 19, 291-296.

18



#HERE S R-10-006

Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 1. General conditions of male rats

Group Number of males Days of admini
and gencral conditions 1 2 3 4 3 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Prc Posl Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre  Post
Olive oil (vehiclc) Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13
Gencral appearance, No abnormality 13 13 13 13 13 13 43 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 13 13 1% 13
DCC 40 mghg Number of males 313 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 (13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, Noabnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 I3 13 13 3 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 (3 13 13 13 13 i3 i3 I3 13 13 I3
DCC 100mghkg Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appcarance. No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 I3 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13
DCC 250 mg/kg Number of males 313 13 13 3 3 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 (3 43 13 13 13 13 3 13 13 (3 13 13 13 I3 i3 13 13 13 13 13
General app Noabnormality 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 (3 13 13 13 13 13 13 13 43 13 13 3 3 13 13 13 13 13 13 13 13 13 13 13 13 §3 13 13 13 13 13 13 13 13 13
Pre: Before admini Post: after admini: d (Conlinued)
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 1 (continued). General conditions of male rats

Group Number of males Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Olive oil (vehicle) Number of mnales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, Noabnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
DCC 40 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13
DCC 100 mg/kg Number of males 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 "3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
DCC 250 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

General appearance, No abnormality 13 13 13 13 13 13 {3 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 2. General conditions of female rats

Group Number of females Days of administration
and general conditions 1 2 3 4 5 6 7 3 9 10 il 12 13 14 15 16 17 18 19

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post
Olive oil (vehicle) Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 9 9 7 7 § 5 O 0
General appearance, No abnormality 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 3 13 [3 13 13 i3 13 13 13 13 13 13 13 13 i3 9 9 7 7 5 5 O 0
DCC 40 mg/kg Number of females . 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {2 12 10 10 6 6 © 0
General appearance, No abnormality 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 i3 i3 13 13 13 13 {3 {3 i3 13 13 13 13 13 13 i3 {2 12 10 10 6 6 O 0
DCC 100 mg/kg  Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 it 11 8 g8 4 4 1 1
General appearance, Noabnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 it 11 8§ 8 4 4 1 1
DCC 250 mp/kg  Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 i il 8 8 2 2 0 0
General appearance, No abnormality 13 {3 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 I il 3 g8 2 2 O 0

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 3. General conditions of dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Olive oil (vehicle) Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
DCC 40 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {12 12 12 12 12 12
DCC 100 mg/kg Number of dams 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
DCC 250 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 3 (continued). General conditions of dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 14 15 16 17 18 19 20 21 22 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Olive oil (vehicle) Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 0 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 0 O
General appearance, Death o 0 o o0 o0 o0 O O O O O O O O 0O 0O 0 0 0 0
DCC 40 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 0 O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 0 O
" General appearance, Death o 0 0 ¢ 0 0 O O O O o6 0 0 0 0 0 0 0o 0 O
DCC 100 mg/kg ~ Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 1 O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 0 O
General appearance, Death o 0o 0 0 0o 0 O o0 o0 O O O O O O O O 0 1 o0
DCC 250 mg/kg ~ Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 7 3 O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 7 0 O
General appearance, Death o 0 o o0 o0 O 0 o O O O O O O O O 1T 0 3 0

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 4. General conditions of dams during lactation

Group Number of dams Days of lactation
and general conditions 0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Olive oil (vehicle) Number of dams 13 13 13 13 13 12 12 12 {2 12 12

General appearance, No abnormality 13 13 13 13 13 12 12 12 12 12 12
Behavior, Decrease in locomotoractivity 06 0 0 o0 ¢ 0 0 0 0 0 O
General appearance, Death o 0 o 0 0 0o 0 0 0 0 0

DCC 40 mg/kg Number of dams 12 12 12 12 12 10 10 10 10 10 10
General appearance, No abnormality 12 12 12 12 12 10 10 10 10 10 10
Behavior, Decrease in locomotoractivity ¢ 0 0 ¢ 0 O 0 0 0 0 O
General appearance, Death O 0 o0 o0 0 0 6 0 06 0 0

DCC 100 mg/kg Number of dams 1 1 11 11 10 10 10 10 10 10
General appearance, No abnormality 1 10 10 10 10 10 10

— —
It
—
—_—
]
ok
]

1
I

Behavior, Decrease in locomotoractivity ¢ 0 0 0 0 0 0 0 0 0 0
General appearance, Death o 0 0 o0 0 O O O 0 0 0
DCC 250 mg/kg Number of dams 8 8 8 6 5 5 5 4 4 4 4
General appearance, No abnormality 6 6 6 6 S5 5 4 4 4 4 4
Behavior, Decrease in locomotor activity 2 2 2 06 0 0 ¢ 0 0 0 O
General appearance, Death o 0 o o0 0 o0 1 0 0 06 O

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 5. Body weights of male rats

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg

Number of males 13 13 13 13

Days of administration
1 3974 + 150 4025 £ 14.7 397.0 + 10.8 4003 + 14.7
7 4293 += 195 4272 £ 220 4212 + 14.8 4207 £ 16.6
14 4590 + 249 4554 £ 24.8 4499 + 20.0 4450 £ 203
21 481.7 + 24.1 479.8 £ 26.1 4702 + 220 4609 £ 23.6
28 5107 = 264 502.4 £ 26.5 4941 £ 24.1 4855 £ 295
35 533.7 + 306 526.6 £ 26.3 5162 + 28.0 5069 + 322
42 554.0 + 31.8 5472 £ 303 535.6 £ 31.0 525.5 £ 35.5

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 6. Body weight gain of male rats

ARERE S R-10-006

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg

Number of males 13 13 13 13

Days of administration
7 3119 =+ 8.5 247 £ 11.7 242 + 58 204 £ 4.8 %%
14 29.7 £ 9.2 282 £ 138 287 £ 1.7 243 + 8.6
21 227 + 8.8 244 £ 73 203 = 56 159 £ 92
28 29.0 =+ 85 225 + 8.8 239 + 6.7 246 = 100
35 229 + 74 243 = 8.1 22.1 £ 6.2 214 + 6.1
42 203 £ 53 206 + 938 194 £ 7.8 186 = 10.5

Each value shows mean (g) £ S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats.

Table 7. Body weights of female rats

RERES R-10-006

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg

Number of females 13 13 13 13

Days of administration
1 2473 + 119 248.1 =+ 94 246.1 = 122 2502 £+ 116
7 2586 + 123 2589 = 103 2597 = 120 2575 * 139
14 2709 £+ 159

Each value shows mean (g) = S.D.

2725 + 139

266.1 + 16.7

260.7 + 16.2

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 8. Body weights of dams during pregnancy

HERE B R-10-006

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of dams 13 12 12 12
Days of pregnancy
0 280.9 + 12.6 2797 + 144 276.9 + 194 267.5 £ 153
7 3149 + 17.1 309.7 = 17.0 308.1 + 21.4 2939 + 17.5 %
14 351.6 £ 17.8 342.1 +£ 184 347.7 £ 25.8 326.4 £ 18.5 **
20 4326 + 25.8 415.0 + 20.8 423.5 £ 30.0 392.3 £ 22,9 **

Each value shows mean = S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).

36



FAERE S R-10-006
Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats
Table 9. Body weights of dams during lactation

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of dams 13 12 11 10
Days of lactation

0 323.8 £ 243 315.8 + 34.0 307.7 + 34.2 291.5 + 36.1

4 339.6 + 26.7 (12) 335.3 £ 20.8 (10) 331.2 + 269 (10 3252 £ 134 4)
Each value shows mean =+ S.D. (g).
Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats
Table 10. Body weight gain of female rats

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of females 13 13 13 13
Days of administration
7 11.3 =+ 6.1 108 = 8.2 13.6 =+ 6.4 73 + 6.5
14 123 + 5.8 13.6 =+ 8.8 64 £ 10.1 32 £ 7.7 *
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 11. Body weight gain of dams during pregnancy

HERE S R-10-006

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of dams 13 12 12 12
Days of pregnancy
0 10.0 = 9.1 85+ 7.1 10.1 £ 6.9 74+ 7.6
7 34.1 £ 10.1 30,0 £ 5.6 31.2 £ 5.1 263 £ 7.1
14 36.6 £ 5.4 324 + 4.1 39.6 + 6.4 325+ 6.5
20 81.1 + 13.7 729 = 6.9 759 £ 64 65.9 £ 15.3 **

Each value shows mean & S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats
Table 12. Body weight gain of dams during lactation

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of dams 13 12 11 8
Days of lactation

0 -108.9 + 28.5 -99.2 + 18.0 -110.6 + 22.8 -105.2 £ 29.1

4 13.2 £ 16.7 (12) 107 £ 222 (10) 286 £ 9.3 10) 20.4 £ 10.2 4
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).

40



HEREE R-10-006

Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 13, Food consumption of male rats

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of males 13 13 13 13
Days of administration
1 254 = 3.1 266 = 3.7 241 + 2.5 23.8 £ 32
7 253 + 31 234 = 32 222 £ 36 230 £ 19
14 217 £ 32 228 + 32 223 £ 2.1 209 £ 23
29 237 £ 35 234 = 27 225 £ 23 239 £ 26
35 228 £ 40 227 £ 25 22,1 =+ 1.7 234 £ 29
41 243 £+ 28 238 =+ 3.0 240 =+ 1.8 250 £ 3.1

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'—Dicyclohexylcarbodiimide by oral administration in rats

Table 14. Food consumption of female rats

REES R-10-006

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of females 13 13 13 13
Days of administration
1 188 £ 25 177 + 3.0 178 = 2.2 159 + 4.1
7 162 + 23 178 £ 26 153 £+ 33 148 + 26
14 168 £ 3.0 160 £ 2.5 161 = 29 158 + 24
Each value shows mean (g) = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 15. Food consumption of dams during pregnancy

RERE S R-10-006

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of dams 13 12 12 12
Days of pregnancy
0 184 + 1.9 178+ 1.8 16.7 £ 3.0 193 £ 94
7 223 £ 3.7 20.2 £ 2.8 206 £ 3.2 187 £ 23 %
14 250+ 3.5 224 + 3.0 225+ 3.5 216+ 1.8+*
20 154 = 4.1 149 + 45 126 £ 3.7 9.4 £ 55 %%

Each value shows mean £ S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AEEF S R-10-006
Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 16. Food consumption of dams during lactation

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of dams 12 10 10 3
Days of lactation

3 26.5 £ 8.9 33.9£7.6 343 £ 6.8 352 £ 8.5
Each value shows mean £ S.D. (g).

Significantly different from the contro! group (*: P<0.05, **: P<0.01).
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ABRE S R-10-006

Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 17. Organ weights of male rafs

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of males 13 13 13 13
Body weight (&) 5284 =+ 33.5 5216 + 28.4 507.6 + 28.9 491.7 + 33.8 *
Liver (mg) 149175 =+ 1803.5 14677.0 + 11450 152669 + 2121.6 15699.2 + 1366.2
(mg/g) 28.160 + 2.004 28.149 + 1780 29991 + 2914 31930 + 1.807 **
Testes (mg) 32575 £ 563.1 34419 + 2433 32935 + 4198 33877 + 5322
(mg/g) 6209 =+ 1.230 6.618 + 0.603 6.512 = 0912 6922 + 1.228
Epididymides (mg) 11923 £+ 1947 1301.6 £+ 102.0 1198.8 =+ 88.7 12669 + 158.8
(mg/g) 2268 £ 0.406 2.501 £ 0.223 2.368 = 0.207 2.588 + 0.377
Prostate, ventral (mg) 6265 = 101.8 6376 + 162.5 638.5 £ 130.1 6503 = 104.6
(mg/g) 1.194 = 0.229 1.226 + 0313 1256 + 0246 1.331 = 0.245
Seminal vesicles (mg) 19077 £ 4304 1669.7 + 3389 18373 + 216.5 17527 = 1269
(mg/g) 3614 = 0.781 3205 + 0.638 3617 + 0.336 3570 + 0214

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERFE S R-10-006

Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 18. Organ weights of female rats

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg

Number of females 12 : 10 10 4

Body weight (& 3077 + 25.5 3060 = 204 2975 + 23.7 289.6 =+ 20.6

Liver (mg) 101464 = 7400 10223.8 = 5552 10309.7 = 7115 103589 + 8219
(mg/g) 33,120 = 3.014 33.501 + 2342 34760 + 2.501 35956 + 4.321

Ovaries (mng) 1055 =+ 9.7 1029 + 11.6 109.0 = 12.9 976 =+ 9.8
(mg/g) 0344 + 0.039 0336 + 0.032 0367 + 0.044 0338 + 0.033

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-10-006

Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 19. Macroscopic findings of male rats

Group DCC DCC DCC DCC
Dose(mg/kg) 0 40 100 250
Findings Grade - P - P - P - P
Testis
Small, bilateral 12 | 13 0 12 1 12 1
Epididymis
Small, bilateral 12 1 13 0 13 0 13 0
Duodenum
Thickening, wall 13 0 13 0 12 1 11 2
Liver
Accentuated lobular pattcrn 13 0 13 0 12 1 13 0
Enlargement 13 0 13 12 1 12 l

Notes) -: No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 20. Macroscopic findings of female rats

RERE S R-10-006

Group DCC DCC DCC DCC
Dose(mg/kg) 0 40 100 250
Findings Grade - P - P - P P
Duodenum
Thickening, wall 11 1 10 0 10 0 2
Stomach
Edematous,
mucosa, forestomach 12 0 10 0 9 1 1
Thickening,
mucosa, forestomach 12 0 10 0 9 1 1

Notes) -: No abnormal changes P : Non-graded change

Numerals represent the number of animals(Subjected to autopsy on day S of lactation).
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#HEBRES R-10-006

Reproduction/developmental toxicity scregning test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 21. Hisfopathological findings of male rats

Group DCC DCC DCC DCC
Dose(mg/kg) 0 40 100 250
Findings Grade - + 4+ 2+ 3+ P NE - £ + 2+ 3+ P NE - + + 2+ 3+ P NE - £ + 2+ 3+ P NE

Testis
Atrophy, seminiferous tubule,

focal, unilateral/bilateral 1m 1 1 0 O 12 1 0 0 O m 1 1 o0 0 12 ¢ 1t 0 O
Decrease, germ cell layer,
seminiferous tubute, unilateral 12 1 0 0 0 13 0 0 0 O 13 0 0 0 0 13 6 ¢ 0 O
Hyperplasia, Leydig cell,
interstitium, bilateral 13 0 0 0 O 13 0 0 0 0 13 0 0 0 0O 121 6 0 0
Multinucleated giant cell,
lumaen, seminiferous tubule, bilateral 13 0 0 0 0 13 0 0 0 ¢ 13 0 0 ¢ 9O i2 1 6 0 O
Epididymis
Cell debris, lumen 0 2 1 0 O 13 0 0 0 O 1mm 2 0 0 0 12 0 |1
Decrease, sperm, lumen 2 0 1 0 O 13 0 0 0 O 13 0 0 0 0 2 0 I ¢
Liver
Fatty change, hepatocyte, periportal 1 10 2 0 O 0 10 3 0 0 {9 3 ¢ 0 0 13 0 0 0
Microgranuloma 8§ 5 0 0 O 8 5 0 0 O 103 0 0 0 7 5 1t 0 O
Muitosis, hepatocyte 130 0 0 O 13 0 0 0 O 13 6 0 0 0 21 0 0 0
Proliferation, bile duct
around Glisson's sheath 130 0 0 ¢ 13 0 0 0 O 13 6 0 0 O 4 9 0 0 O oo
Proliferation, Kupffer cell, diffuse 3.0 0 0 0 13 0 0 0 0O 13 6 0 0 O 7 6 0 0 0 #
Single cell necrosis 130 0 0 O 13 0 ¢ 0 O 130 0 0 0 It 2 0 0 0
Duodenum
Thickening, mucosa 130 0 0 O 13 0 0 0 O 13 0 0 0 O ¢ 6 7 0 0 o

Notes) -: No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined :
Numerals represent the number of animals.
** P<(.01 : Significantly different from control (Two-tailed Mann-Whitney U test).
##, P<0.01 : Significantly different from control (One-tailed Fisher exact test).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 22. Histopathological findings of female rats

HKERES R-10-006

Group DCC DCC DCC DCC
Dose(mg/kg) 0 40 100 250
Findings Grade - %* + 24 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE - & 4 2+ 3+ P NE
Ovary 12 10 10 4
Liver
Fatty change, hepatocyte, periportal 0o 1 1 0 0 8§ 2 0 0 0 9 1 0 0 O 4 0 0 0 0
Hematopoiesis, extramedullary 12 0 0 0 0 100 0 0 0 9 1 ¢ 0 0 4 0 0 0 O
Microgranuloma 9 3 0 0 O 6 4 0 0 O 5 5 0 0 O 4 0 0 0 O
Necrosis, focal, subserosa I 1 0 0 0 10 0 0 0 0 10 0 0 0 O 4 0 0 0 O
Degeneration/necrosis, hepatocyte,
around Glisson's sheath/midlobular 12 0 0 0 0 0 0 0 0 0 10 0 0 0 O I3 0 0 0 +
Proliferation, bile duct,
around Glisson's sheath 12 0 0 0 10 0 0 0 0 10 0 ¢ 0 0 1 3 0 0 + w
Proliferation, Kupffer cell, diffuse 12 0 0 ¢ 0 0 0 0 O 10 0 0 0 O I 2 1 0 « w
Single cell necrosis 12 0 100 0 0 0 10 0 0 31 0 0
Duodenum
Thickening, mucosa 12 0 0 0 0 0 0 0 0 O 10 0 0 0 O 0 2 2 0 0 = u
Stomach
Edema, lamina propria,
forestomach 0 0 1 0 © 0O 0 o 1 O

Notes) -: No abnormal changes +: Very slight + : Slight 2+ Moderate 3+: Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.

** P<0.01 : Significantly different from control (Two-tailed Mann-Whitney U test).
*, P<0.05 : Significantly different from contral (Two-tailed Mann-Whitney U test).
##, P<0.01 : Significantly different from control (One-tailed Fisher exact test).
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AEEE R-10-006
Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats
Table 23. Results of observations about estrous cycle
Dose (mg/ke) Olive oil(vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of animals examined 13 13 13 13
Pre-treatment period
Number of animals showing type of cycle
4-day cycle 13 13 11 9
4/5-day cycle 0 0 0 2
5-day cycle 0 0 2 2
Mean length of estrous cycle in days; Mean£S.D. (N) 40 £ 0.0 (13) 40 = 00 (13) 42 = 04 (13) 42 = 04 (13)*
Treatment period
Number of animals showing each type of cycle
4-day cycle 13 11 8 6
4/5-day cycle 0 1 1 3
5-day cycle 0 1 4 4
Mean length of estrous cycle in days; Mean+S.D. (N) 40 £ 00 (13) 41 = 03 (13) 43 £ 05 (13) 44 = 04 (13)**
Frequency of animals of which type of estrous cycle
was changed after the treatment 0 /13 2 /13 3 /13 6 /13 **
Mean times of vaginal estrus during mating period; Mean+S.D. (N) 1.0 £ 00 (13) 1.0 £ 00 (13) 1.0 £ 00 (13) .0 £ 00 (12)

Significantly different from the control group (*: p<0.05, **: p<0;01)
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HERE S R-10-006

Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 24. Results of observations about reproductive performance

Dose {mg/kg) Olive oil(vehicle) DCC 40 mg/kg DCC 100 mgrkg DCC 250 mg/kg
Number of mated pairs [A] 13 13 13 13
Number of copulated pairs [B] 13 13 13 13
Copulation index [(B/A)*100,%)] 100.0 100.0 100.0 100.0
Number of fertile males [C] 13 12 12 12
Fertility index [(C/B)x100,%] 100.0 92.3 92.3 92.3

Pairing days until copulation
; MeanS.D.(N) 26 + 1.3 (13) 32 = 1.0 (13) 28 = 1.2 (13) 26 £ 1.0 (12)

Significantly different from the control group (*: p<0.05, **: p<0.01)
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HABRE S R-10-006

Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration
in rats

Table 25. Observation of offspring (F))

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of dams 13 ) 12 11 8
Gestation length (days)

Mean £ S.D. per dam 225+ 05 223+ 05 225+ 05 225+ 05
Number of corpora lutea

Total 216 187 202 193

Mean = S.D. per dam 166 £ 23 156 + 14 168+ 18 (12) 161+ 19 (12)
Number of implantation scars

Total 198 173 190 175

Mean £ S.D. per dam 152+ 20 144+ 14 158+ 19 (12) 46+ 53 (12)
Implantation index (%) 922+ 87 92.7x 7.1 943+ 76 (12) 90.7 £ 19.4  (12)
Gestation index (%) 100.0 100.0 91.7 66.7
Number of offspring at birth

Total 184 164 161 101

Mean + S.D. per dam 142+ 28 137+ 14 146 + 14 126 + 43
Number of live offspring at birth

Male 87 69 78 39

Female 92 90 73 39

Total 179 159 151 78
Mean + S.D. per dam 138+ 26 133+ 14 137 £ 2.1 98+ 57
Sex ratio *

Mean £ S.D. per dam 0.49 + 0.06 0.43 + 0.10 0.51 £ 0.12 0.40 + 0.28
Number of dead offspring

Total 5 5 10 23

Mean £ $.D. per dam 04 09 04+ 07 19+ 39 29+ 45
Delivery index o

Mean% + S.D. per dam 921 89 948 £ 55 953 £ 6.6 90.6 £ 12.4
Birth index

Mean% = S.D. per dam 89.8+ 95 92.0 + 56 819 + 283 72.2 = 350
Live birth index ”

Mean% £ S.D. per dam 976 + 54 97.1 =+ 46 93.9 + 12.1 77.6 £ 33.2

Number of offspring on day 4

Male 78 58 72 28

Female 83 74 63 17

Sex ratio

Mean = S.D. per dam 0.49 + 0.06 (12) 0.44 + 0.09 (10) 0.53 £ 0.11 (10) 0.62 = 0.09 4)
Viability index

Mean% + $.D. per dam 909 + 274 83.3 + 389 86.2 + 31.7 571 £535  (7)
Number of external abnormalities " Q ] 0 0
Mean% £ $.D. per dam 0.0« 0.0 0.0 00 00+ 0.0 00+ 00

Significantly different from the control group (*: P<0.05, ¥*: P<0.01).

a): (Number of implantation scars/Number of corpora futea)x 100.

b): (Number of dams with live offspring/mumber of pregnant dams)x= 100.

¢): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)» 100,

e): (Number of live offspring at birth/number of implantation scars)x 100.

£): (Number of live offspring at birth/number of offSpring at birth)x100.

g): (Number of live offspring 4 days afier birth/number of live offspring at birth)=100.
h): (Number of live offspring 21 days after birth/number of live offspring after culling)= 100.
i): Number of external abnormalities in live offspring at birth.

Figures in parentheses indicate number of dams.
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 26. Body weights of offspring (F,)

HBRE S R-10-006

Group Olive oil (vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Number of dams 13 12 11 6
Male
Days after birth
0 67 + 08 6.6 0.5 64 = 0.6 66 + 13
4 107 + 26 (12) 10.6 1.3 (10) 102 + 14 (10) 115 £+ 24 4)
Number of dams 13 12 |} 8
Female
Days after birth
0 64 + 0.7 6.2 0.5 60 = 05 62 £ 1.2
4 103 + 24 (12) 10.2 1.2 (10) 97 + 1.1 (10) 110 £ 24 (4)

Each value shows mean + S.D. per dam. (g).
Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration in rats

Table 27. General conditions in offspring (F;)

ABE S R-10-006

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
Olive oil (vehicle) Number of offspring 179 179 168 164 162

General appearance, No abnormality 179 168 164 162 161
General appearance, Death 11 4 2 1

DCC 40 mg/kg Number of offspring 159 159 153 132 132
General appearance, No abnormality 159 153 132 132 132
General appearance, Death 6 21

DCC 100 mg/kg Number of offspring 151 151 137 136 136
General appearance, No abnormality 151 137 136 136 135
General appearance, Death 14 | 1

DCC 250 mg/kg Number of offspring 78 78 63 49 45
General appearance, No abnormality 78 63 49 45 45
General appearance, Death 15 14 4
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REAEE R-10-006

Reproduction/developmental toxicity screening test of N,N'-Dicyclohexylcarbodiimide by oral administration

in rats

Table 28. Morphological findings of offspring (F))

Dose Olive oil(vehicle) DCC 40 mg/kg DCC 100 mg/kg DCC 250 mg/kg
Dead offspring
Number of dead offspring 23 32 26 56
Number of missing offspring 1 16 5 5
Number of dead offspring examined 22(15)") 16(1)"’ 21(1 1)") 51 (18)")
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 0 0 0 0

Live offspring

Number of live offspring examined (postnatal day 0) 179 159 151 78
Number of live offsping with external changes 0 0 0 0
Number of live offspring examined (postnatal day 4) 161 132 ~ 135 45
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 1
Dilatation of renal pelvis 0 0 0 1

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) including missing offspring
b) parenthesis indicates the number of offspring not examined because of their autolysis
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