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g M

Dy ounFUIT I 05y MBI AROREIC L AP EMERRR 2T, U
7ONFUNTID0 (A—=2AA)) : HB8E) . 20, 40 3L 0merkg % 1 BEfEMES 12
IL® Sprague-Dawley % SPF 79 b (Cr:CDSD)) IZREORE L. HHESY OMEIREERE. 32
BfTE, ZIEBLUVGHREOEMREECRKEITHECOLWTREL =,

1. REHRSSEN
1. i (P) ICRITTHE
1) 40mg/kg LLFOJREEICIT—AIRIE, AE, HEE. HRTA. EEBIUKREKEE
BIIRBRYERESOHERED SNRho Tz,
2) 80mgkg F5HTIX. AEMMATH =N, UL, RBO—RIRE, BHEE. SR
iR, MEBIURE LAERZ ST NS BE ORISR AN LIC R E %
OB IR s NGro T,

2. i (P) ICRISTRE

1) 40mefke UUF OB EBHTIR— MR, (FE. BEED L CERPT R ERIEL S OF
IR hoTz,

2) 8Omghkg REM T IR 21 HB LY 2 HZE 1BV ELE., #RPEREICLS
RO E LT, MEMMICRE, BEDRAMNED 5N, SR,
IR B S O F RO S HMIC B 2B EMANE . BEHEIEEZRL
oo UL, SHRTTES & OSIEOREAMRET B BROER S OB B 5
nixmorz,

b, —EsEfsRaBr R, M S ©IT 40mg/kg/day THD EFEZ SN,

I. 4%mEREsk
L HEY P) CRIEITEE
1) MEOWEE, ORI UZE, TRPMBIUS BRI I THRDERS O E
WdEZD s NBMh-o 7z,



2)

3)

2.
1)

2)

3)

4)

5)

R-714

WEORKIL, 410mg/kg L TFTOEERICTITBD SN >7z, Ll 80mgkg %58
THREDTROBEYMNLBOOLN, WE4HETICEFERZEL TW-B89I3
AFIDHTH >,

FIBHERR. HER, BER FREEBLICERRBIIHBRMERSORERIED S
NEMmo 7z,

FER (F1) CRITTEE

40mgkg U T OHESBICIIEFRR BERRBITHERCKITTHRBRYMERES O¥
ElIZD SN -7z, 80meke G E THIEEIRENL <. £FREMNDI2WEZOHH
ERIABIETLE. LML, WThoBRSBIIBWTHHRRICERDERS O
Bl3Bo o niaho7,
HERBOUHIZRIETHRMER S OFEIRDONT. $BRMERSITERT 55%
BELDZDoNBZMo =,

40mg/kg U TFORERH T, FIEROEFRICRETHRYERSOFEIRD SN
Mo 7z, 80mgkeg HEEHTIL. WEHABROROETAE L., RBOHEREERIT,
EZLWEK@EZERL =,

40mg/kg L TFTOREGRIIBIT2HFEROKEICERYELREOEEIIZED SNRMho
2. 80mg/kg FEFICB T DHEROKREL, S BER 0 ABLU 4 BIEMEER
L7z,

A% 4 HOBIRTREBYERSCRERT S REIBD S NAh - 7=,

P E. EFERASR R E R, B2 L Tl 80mg/kg/day. #EIZEH LU Tl 40mg/kg/day.

FrERICE L TIE 40mg/kg/day ThHd EEZ SN,

O
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#

o

viyanFdFy L7 22 (CASEFS 1 101-83-7) i, onaFy/—)o7 =y &k
EUTEREN. %8 JLEKEOGHIERE TOME’s 5 TNTH 1 T — O IE#C R D
BRBIEZ ANETo5RIMEHE L THWO DB T I > Thod. ZHRVEIL. TR
181.3. RE -0 1CORAEWRLTBKTH D, #a 2558C, HRHIMEWSODFAIEEZA
LTnwa,

AERMEL. Ty MEHEEZHWIARIZBWT, 7RV 2 o 2REERERIZET
LREER Y. VT RL T ) CORIGIZHT 2MER 292835 2 &Moo TN S, /
W7 BLFY OIS T HR8EME. 7 KLY U ZERCHT 2EsEER Tzl
REMEREKRAD /T RLF YU D OBRVAHEFCIDZEAHS MR- THEOD, &l
ETIRMENSZERMREAEICISBEHENHEZ RT I EbHSNTNS 2, £, FAHEERY
i, BB, WM. SoRBICHTAREEEAE L. SERICRS Y MBI BEEROHKR S
&% 50%BERIL. 373 mgkeg. Ty MBI S 28 HREIKELORSHAROBEZEREZ. 20
mg/kg/day TH D Z EMHSNITRH>TNDB 9,

4@, OECD &4 EE (HPV) A LFPEOL LU RRO—REL T, AERMED T v
rERWEEORSICX 5@ EMEEERBREZT L. BESMOLRIERE, TRITE. 2k
O EDEMREICRITTHEERRLIZOT, TOKRERET S, b, AL
PUTFORAEBIOH A RS B THERBL 72,

TR EYB G OIRBR R EECEPEI R A EROREOEBEE 2 ED M58 4
ZUHET RBRERICOWVWT) B9 FE3A31H; RREFE 395, EHRE 2295,
59 P 85 Bl A M) —BfkE (BB 634 11 A 18 B ; BB 233 5. &4 38.
63 #J5 823) ICEH S [FHEILEME I FSSBRKTHEEILEVECRLIAERORED
HHELZEDDHHE 4 RICHET S BERICB§ 5 5% )

- TOECD Guideline for Testing of Chemicals, Preliminary Reproduction Toxicity
Screening Test]

- TRBREY) OF R K OREFICB T 5 HHE |
(BHERFERE 6 5 BN 554 3 A 27 R)

- TEMERICET 288
() HAEREY¥E  IBM62 45 H 22 H)
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BHEME B LURE

WERMEAS LUK OHE
1) #BWE
WBRHETHD I 7 unFIIT I U3,

S0 EN. BBRYEORKRELTIIRLE,

8 B &

% i D TiranFUINTR Y
(CAS BB : 101-83-7)

Wi E IR

Ol

0oy ~&5

i B . 99.890%

i3 E7N D EAFHERE

5 F E : 1813

ke H ©0.910/25C

Al p=\ : —0.1C

b J=\ : 255.8C

k& 5k - B (HHEgEERERET- )

BB, WRWEA bg £REREE U THRASEA Y Y S —F 1 & —HREHRAT#
BUERERICREL. BRARK THROBRIIS TRIETO o8
AL, SHEERLE, TOKE, AERYEOREICMETL< . BYRBRINTO%
EMIHER I N (Attached Data 1) .

2) HBIRDRE

WRBEORLL, BEGCAERORRYMEENRL, I— A1) (L¥M. 55
1 FA7HREHt, Oy MES  VIR2020) WiafML. FTERICHARL -, AERHED
4 BEU 40mg/mL BED T— >4 1 VEIIL, B (8 4C) - KT 8 ARMETEE.
Tz - N 24 MERELE T TRETH S I ENBRRLARS U b—F o 5
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THEINTNS (Attached Data 2) T&EM 6, HEBEBROABIL. FREL TR 1 BIO
BETIT /2. AREOBBREKI. 1| HATOBEN I AMTHEL, FAESTOM. %
B (4C)  EXTTRELL,

HEROBERRAL., HEORSHBIBIUHORSRIGAD 268, RECEHAT S
FREOPRIRIIDOWT GC I L OB R SHAV/ Y S —F L ¥ —TERL 658, &
AMEICET HEIFE, WITND 97~ 101%OFENTH U . BEIIEY TH - /= (Attached
Data 3. 4) .

2. HBEgY

Sprague-Dawley % SPF T b (Crj:CD(SD). AEAFv—JLZ - UN—KX &) ot
% 60 L (AMICH : WS 62 U0) % 7EETEBAL. 1BRIGE - BT L-%. #id.
—RRABIC R AR < (RERINARIF B 48 L5, M3, HBAZANS 5 AR, 2B
DEAAT 2B L THAEAMZEEL, ERatAlizrsl. #ERBC—RRE REHN
<. KERMARIFEREY 48 MERTWTNG 8 AR THRE2HB LA, REBREEOKER
@HI3. HET 306~335g. MET 201~224g THoz, BB, BHEBBICRE LB EEBLY
FERII R OB BHRRAE T 1210, OO, SRR TH1C T— 7 VERRENC & 0 20858
@7z,

. WRERH

By, W& - BB X OEYRBIAR ZiE U TEE 23+3C, #XRE 50+20%. #KE
¥ 1 BFE 10~15 @, fE8H 1 0 1285/ (07 : 00~19 : 00) OEAFE (903 5E) THE L,
W3, TEHER LR 17 HASHE 4 HETOAMZRE 757 v bX&EEA S
—2 (W410 X D350 X H170mm : U—FI>I7Y X 7EAEw) 240K T2 D
WKE0, ERNEE L. KRBT Ll — DS 1 ILogt 2 1T, /2, ik 17 B
NOHE 4 HETOMMIIEE K71 b7 Lb—727  BEFy—JL X - UN—#¥ RS 2A
NETIAFy &L r— (W340 x D 400 x H 185 mm : BAV L 7R 08
WSIDNAE L 7z, fkhd, EEER NMF (MEHBEES LA M L—THEB AU T
& IVEEHG LREMRRA) . K, KEAK (HESSHEKEK : BEBRKEERER) 288
WEIREHEE. B, TI9AF v I/8MIa r— L 2AFHBPORKAKIL. HAKREHN
Tiroz,

#R Oy MEARPOBEEMER I KRBT OBERMEICOVNTIE, BWHEABEERD L
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LT ETNTF— S B AT, o, BEIKIZ DNTIZ. KGRI L - A O
RS ASFIRAEREREY > ¥ — 1N GE4E) WKEL, B5NEF— AT
L. FNENRBEORVWI EERMBEL THREL-,

4 BMOBANELVT —IADERER

Bl AGRRICEESE DHEESN LT, B & LTt 2 ERWTRICY
—F 2 F Uk, £, HEF-VICRKEESE B SIEATLEF Y5 EDT. HEk
£5. REXR. BR5E. H. IPVESBLIVEERESEZHLL .

5. 5B, BERSLUHYH

REEIT, 20, 40 BLV 80mgkg D3 HELL., MBRBHEMA aWELL, 1 HHLOO
B, BEHES 12 105 L7z, &BAOBWOE 0 /1. 2 RRBIMOETR L 7= LA TE
REBMERATSE (ESMIANE) OHEC L DEINLL, SROTEKENTE 575
BEERBLS T a—s EMNET Oy JREBIES L CEEABIEOREE (T0y 2
REECHEAREERL. RRESLCBNORKES & BESICENTS) 1KL0To7,
B E B DT IR,

B BE5E BERIEE RERE % | Bk ;RS
(mg/kg) (mg/mL) (mIL/kg)

3 W B 0 0 S 1 B

wmmn | 20 4 G - B e

oy | 2 ® S AR R

mamn | 1o R 0 I e

6. BEBORTIELL

BEEIE. Ty FEANT 2 BEREROERS LZFHRAR GRSt R/US—F& >
57—, RRES 1 U-1417. B5E 0. 20. 40. 80 BL U 160mg/kg) DREESEITL TR
FEL., $7hkbb. 160megke 5ETILHEE 5 fIF 2§, M5 Fidh 4 FIAFETL /2. 80mg/ke
BEBRTRIETHAZRD SN 7208, —RIKEBEREICE W THEE & HIRENED SNz,
FRORES XOEHEE, B S AR ETRD Sz o 225 METIZEERB MG,
BHEORMEERMSRED SN, LAL, HOEEAM, HRMABLIVOHEERICHBYER

N
'\J
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SORBIIBD SN o 2. 20 BELU 40mg/kg HEBE T, 40mgrkg BEGBITBOWTHRE
MERH SNFLNCH S A HBRMER S OFEERD S hiah o, LT, AR BRIC
BIZEHARIMOKREBLIVEHBIIEBRYERGEOZENED SN, BREADM-
7= 80mg/kg & U, LLF. A2 TERL THBLEREIZIE 40 BLU 20mg/kg 2HRE L Tr.

7. 5K, B5EK #EAEBLCERESUR L Z0OEREH

5 #KEIE. OECD Guideline for Testing of Chemicals, Preliminary Reproduction
Toxicity Screening Test IZf\Y, KR GEBIRL /=, £/, REEKIZIH1EBEL., &S
HIENE ERd A1 R0 e, BEIEACRCET 14 HIEL. TORERETA £ O 49 AR/, 332
AlAi 14 B, TREIS L CHREMEZBRL THE 3 HETE L,

BEABID. sml/kgREEL., 1H 16 (08:00~15:00 D/ . £BEEF Y > FE2HL
T, BEEOKRES Lz, HBEICIEEE (-3 1)) 2RECES LR, 28, 55
SBEPOBYIHBKTHRICES Uz, EAAEOR5SKEIL. HRENERDEKE. HOTE
AP K OZE SR P IS RE B OKE. MIRAMDEER0 B, 7H. 14 BBXU 21 HOE
B, BRYEPIIHEE O BOKRELHEICENL &,

8. BT, ME. REDHEBLUHE
1) & P)
(1) —AIREE DR
—RIKEOERIT, BH. &5, REERBLUORS 2BE%O 3 H. #AXK. X
FRE, TBRLIIDOVTITo/k, BL. TERBLIKRHOEEL. BEMBLURE
HEO2M@EL,
(2) KEHE
HEL, 551 HORGHET. &kK5%E4H. 88, 11 H. 15H. 22 H. 29 H. 36
0. 43 HBXUEHRE (BE5HKAE 50 B) O 08:30~12:30 DENZHIE L 7=,
(3) EEERE
BB TR 2R <AEHFEH ERUHO 08:30~12:30 OBICREEZRIE L.
BADKEEREOENS 1 HEREZEHL /=,
@) FRBLUFEEENE
P ERKBESOEHIKEZHEL 2%, T—7)VRET TIERBERR I 0 B3
FIH, HRL., AHEBLOCHBRZAENICERELE, 3510, BEBLURBEL
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HhzFEL, BRHEER. 77 VHRICEELZ. £ SRTRENEDOSNLHE-
. U EEEER (1/15M. pH7.1~7.4) THELUZ 10%FV <) 8 (UF, U
S ERE 10% RN T OB ER) WKEZEL, RELE.
(5) WEMBERE
LPIDEEBLIUHER LEENT T4 B, HEBEBIVUEHABRRERIIONT
YHBERLTAY FFLY - ITF P 3RE, PASREZTV. SERLE,

2) M P
1) —BIREOESE

—fRREOBEE. B0, BT REERBIORE 2BFEO 3E. KL X
FRE, FHRECOVTToA. AL, TRBLCKEOBRER, BENPLURE
Ego2EELE,

2 W%EHE

FHEZ, TROARSHRICOWTIERSGE 1 HO®GE, 5% 4H, 80, 11 HB
KUV15 B, HRMAFICOWTIZERO B, 7H, 14 HBLU 21 B, WEHRPITD
WTIEME 0 HB LN 4 HD 08:30~12:30 DEICHRIZE L 7=,

(8) BEENE

BRI, TEMRSPRCOWTREAEREA LR A, ERMFAPIZDNTIE
IE1H. 7H. 14 HBL 21 B, WEHPEHIIONWTIIWE 1 HBKD 4 HD 08:30
~12:30 ORICRAEBREZREL . MBOKEEEOENS 1 HEREBZEHL L,

1) BAATRE

SHOUEIT DN TR RS M P SRR T 5 E THEAAT £85I L. Hik
Uiz, REHHRSHMTOBAATRIZ, RENH. FBEH, RERIBIURENKRLE
HICABEL . RIEVBERBRREEBLUREN» SROBFMETORK (HEAKY ZH
Rz, 728, TERMEFIIEA X 7RO TORRERNZ,

(5) AHeh & U E B '

BEMIIARD S Y, PBREOAMEBRSEL =, ST ORI, ik 21 H
MO 23 BETHATWL, 280 10:30 ETIKRTLTWEEE., TOHZEEF O
A& L7, 10:30 BRI T LB 8IC3E a2 WE 0 BE L, 28T
REN/BEHYCOVTHIHE 4 HETHEREZWHESE, BED, REDBIUERA
DEBTEEEEICLU THEREZBZEL =,
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6) i
HFEFICOVTIIHE 4 HITKEZHIE L 72%, T—F VBT CH AR EL D K
MBI, HRL., NEBRESICHEEERIBICEE T2 - & B IEREBLUSE
KEREZHANE, 2561, IR, FEBIUTHRTRESZD o NZHBE -/ v
RARE 10% RV <Y HICEE L, RELR, £io, SEERHBHICEE L 80mg/ke
BEEO 261 (No.4102. 4110) . 2EPEETH -0, HEMBDIZESENETL
7-[EED 6 £l (No.4101. 4106, 4108. 4109. 4111. 4112) DWW Tid. BR%E. E
RicHimL 7z,
(7) WEBHEERE
R OWPRE/NT T 4 AL, HERBIUTEARRSRIIDNWTYHR EZERLT
AT hF TP RAEETL, R,

3) Ham (P) OXE
WERYE ZA0ECET 14 BRI O /> TIRE L%, RA—Bolig% 154 1 ofisaght
TRERBESE-. AEMEIZ. &E 14 BEEL T, XERVSHERINZETELE. R
BOMRIL. 8. BEREEGDIVIEAATHICHETEZHERLZ D DERXREKILEAHIE
L. ZORZ@EEEOBEL,

1) AR FD
(1) FAEROEHE _
WE 0 BICAFERK. RERRERA. NEREFEOFEERELL. AXRRERE.
Y UBEEREE 10% RV U JIRIRERE L. BRELZ. £ERIMMNENE L. FEEZHUE
LizgicepzRe8cME Sk, /2, ERK. U EEE 10% V<) KIC
BEL. RELE,
(2) WEROBEZL LTWE
WERICOVWTI., £08Es2EH 1 E{T-7. AEIEIEEOH HEOH) B
V4 QICEE L7z, %1% 4 BIC2WEREZ T —FIVRRE F TRMBIE S & TR ZTW.
HNESEOREORAEEZHRAN,
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9. #stinxE
FEHEANIZ, ROFEERNTH, BEAEIEMN 5 BEY 1%E Lz, 28, HERE
&, HRR, HHER, HERBIOHEREFERIIDOVTRBBHMEICTESMES B VIERER
HTRE L, Eie, BRELEX SN 20mg/kg BFHOM 161 (No.2106) OF — 535
BRBIUVZREDT —F ERVWTEHD SR LI,
1) LERE
Bartlett Hiic & D S ROH OB —MIZDWTOREET o 2. ZOMKR. HEIE—
DPEE—TERBEIC LA DB RGN, BEICEEEIED 51/ 58, Dunnett %
ERAVWTHBREEREREO—MHERERIT> /2, SHMY-TRVWEEE
Kruskal-Wallis QJEREZE TV, BETHNIHER & KRR & OEHIERM DEIZD
W Dunnett BXORE #1772,
hE, R, RENGREEK AN RERR. SRYM. BEER. BKK,
EHEE. AR, M. FERR. SEE. HAEE HEREER

2) 1 :RE
TRR, ZhE, HER

3) Mann-Whitney ® U RE
R ERECBI 2 RORBEHAER L UREOREII DWW TITo .

4) FETF—¥OEHR
RRE (%) = (REEZBHHRAEBHE) X100
ZHE (%) = (TRBMBZEEZBHVE) <100
HER (%) = ERHERBHNIEREBNIK) X100
ILHRIAR (H) ="HE 0 B (HimEsdR) —1Edxo H
b=t (1)
FHERERER (%) = (HE 4 DOEFERBMEE 0 HOEIREK X100
S (%) = (RILERBUERER) X100
HAER (%) = (HE 0 HOAFREMEERE X100
HRE (%) = (BERER/EAFE X100
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HEBER

. REERESRM
1. i (P) ICRIZFTHE
1) —A%IKEE (Table 1. 2. Appendix 1~8)
40mg/kg LA F O GRICIE—BRIREOELITERD SN o /2. 80mg/kg B 5 R TR
BEZICTEED 12 A1 11 41 (No. 4008 ZER< 28 ITBWTHESE 7 BLKE., —iBR
HHNVIMEL THEIN, UL, RETRMOMBERIED STk,
R HBRYHERSOYE LN L ko7,

2) {&K&E (Figure 1. Table 3. Appendix 9~12)
40mg/kg A FOHRERICBIT 2 EMUELD ORER LR EMMEIL. HBREERASOE
ERL. BRMHERSOMEEED SN oz, 80mgkg 5 R TIIEEMNHH X
N BEF 29 ABIVERERGED B5HMA% 50 B) OREMZ S ICHEMNEC
HBEH S OMICHEBERENRD 5Nz,

3) fEfHE (Figure 2. Table 4. Appendix 13~16)
80mg/keg S HICBITDIEE 22 HOBHEBICHBEREMAED S0, KBRIME
BERICBITLEMHBE. 2AZEL THEBLIFFOHEEZRL. HBRYEERESOXER
BHLENRM T,

4) EIRFTR (Table 5. Appendix 17~20)
BRI R EE X SN LMOERES) 80mekg X580 1 6] (No. 4001) IZEDH 5N
oS, WTNOFICBNTHHNRBEB LI CHEONIIEMNZRAE IIBEZI NN -7z,

5) E&EE (Table 6. 7. Appendix 21~28)

BEBIURHE LAOKBNERIIH B S HBRMER S -ORICEEREZTEDS
nixm-o, HYER T 80mg/ke HEHICH I 2EREENEMEERL. GMBLTVE
ROEBIZEERENBD N, BB, ABCBIIBREEBOHMEROGEIL. &
REBEORMBICERLZELTHD EEX SN,
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6) WIEMMFRE (Table 8. Appendix 29. 30)

MRS &L U 80mg/kg BRI DV TEBEL R B LURHE LARORE TIL. BRI
RIS T8, R R LIREMEN OB TR B K U EMBAT IR 3 & X 80mg/kg I 5
BEC& 1B GFBEEE : No. 1005, 80mg/kg ¥ 58 : No. 4012) . R LIKICBREETR
ZEREDY 80megrkg HEBEIC 1 H] (No. 4006) 3B 5722, MBEHMERD SEEHEI
EEZAONT,

M

2. 1t (P) ICRIZTHE

1) —#RIREE (Table 9~11. Appendix 31~42)

40mg/kg AT OFRGH T, ZAECHEGHIMH, B, ERES KO E k28
UCT—RIREOEIZED S iaho /2. 80me/kg REBTIIER 21 BB LN 22 HICE
14 (No.4102. 4110) L L, —HIREOE(E LT, REEZITREN2HICH
WTHRES 8 AL, HE 3 B X TOMIC—RMH 5 Witk L TEEa N, sl 16
(No. 4102) THFETHET (iR 22 B) IHEbE&EI N, UL, B TIEIHRELSN
OFBFERNMBD SN TWaRWEZD, REIIEBEMERSOEE TR LiahoTz,
ZOft. —RIREOELE U TIEIR 22 BOD B THORE 2 BB EMES, 1T
BEA. RBET. HERDIREDAREDN 146] (No. 4108) G E N/, FEHOHEH
BB 2 —RIREBOEILEL T, HEN 2 # (No. 4108, 4111) . JREDLKRMN 7
#l (No.4101. 4104, 4106, 4107. 4108, 4109. 4112) IZE@BH SNz,

BB, RIWERI BN 2720 20mgkg REED 16 (No.2106) iIZHB N THEBNRESE
12 B2 5 15 BiICEBH SN, IR TIIRENICABYOENEEI N0, BT
BERH-EBDEEZISNE,

\

2) {KE (Figure 3. Table 12. 13, Appendix 43~50)
40mg/kg U T OFEBHT BT 2 ZECRIR SR, RS SO E RO S REH O
KREBLIOKREHMED, WRELRSOEZRL. #ROEREORE D S N8h
275, 80mglkg RSB TIIAEEHMMAMGIIN, BE5HE4H. SABXU 11 B, Fk21
HBLUHWE 4 BOMEMICHBREOBICERRENRD SNz, T, &HFICBT
HEEMMBLEMEZRL ., MESRMOGERNEICHIEN S ORICHEBRRENRD SN
7z,




R-714

3) HfHE (Figure 4, Table 14. 15. Appendix 51~58)
40mg/kg LI T DRGEIC BT 3BTRS HE. ERIPE S LU E RO EBE R,
iR 1 QA BREENRD S NN, 262 EL THBRE LRASOEERL., #BHE
B5OREIRD S NN -T2, 80me/ke IXEHOBHEL, WRESHRTHEMEERT
AX$ 0. KEARSPRTRIEGHE48. 11 BBXU0 15 H, MREETEER LB
XU 21 H, WEMETHEME 1 BB L4 BiHBHEEOBICAERENRD SNz,
2B, FERCBYAEHEOKTL. WEMCIEEICRD SN,

4y HIRF A (Table 16. Appendix 59~62)

IR 22 BIZFET- L 7= 80me/kg RSO 1 # (No.4102) ZBWTHBEEAINZT., IF
BIERAANZD SN, SMIMATIHHENTRR I N, Toft. WFhoflicsnT
HHHEE L CHEORBNZREZIEEINAN >, BB, FTRORCHATHSN
AT RIZRBEOMOFI TIIED SNTWVRVETRTH B L, HEINTILEXKMBRETDH
5T EMNS, BERREHELIZ.

5) JREBHEEFME (Table 17. Appendix 63. 64)
K HEEE B & O 80mg/keg WEBICDWTEB L AIEOBRER T, WINOFAIIBNTD
BREFREIED N/,

I. SREREESMNE
1. B\E$ P) CRIFTHE
1) MR (Table 18. Appendix 65~68)
WRMERSHICBY AHEAN. a5 BSMGRREIRB S UREN, S ROFEWE
HFEFTORAKIMMBLASTHY., BEAZEIRD NN -T2,

2) XEERBIUZIEAR (Table 19. Appendix 69~72)

R, B S L CERDEREROWThOFICE W T H RIBREAE 4 HEAPIIER
VL., EROTREEIL 100%TH-o ., T, ZRRILETICEL ¥ H B3l
EHEBMERSHEOBICAEREZETRD SN,

IR ERB L OERYERSHOZHAITHIL., EBOZEEIL 100%TH o/,
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3) MR, S L OEEIRR (Table 20. Appendix 73~76)

WERMERSRICB T S EREEL. RBEIZERETH. FELEERD NG
Mo, FERET. NERBIUHBMEREHONTHICORD SNah oz, BE
KR TI. 40mg/kg U TFTOREBICER IR D SNehoz, LML, 80mgkg 58T
BAGROWI<, 74# (No.4101, 4104. 4106. 4107, 4108, 4109, 4112) IZREDRRE
NED 5Nz,

4) ERHEMER. HER, AR FREEIBLCERE (Table 20. Appendix 73~76)
AR ERERT. Wi, 20 I 40meke B GETIIEH. 80mg/kg BE5E TIT 10
i pITHD, HERICIIMEBE EHRYEREREOBICERRZIRD SNk
zo E7m. B EREEBICERRBIINEH S EKBHERSHEOMICERRER
BD LN T,

2. FER FD) CRETHE

1) £EEHK EEREK. DBRBIUHAR (Table 20, Appendix 73~76)
40mg/kg L TFTOREBHICBITHEFEHR. HERKBIUHAERICITHBE LORBICE
BREIRDSNABMN o7z, —F. 80mgkg BEH CTIIRERKOFRLEHE,. £HFEK
OFEREME. HEROFEREENZED SN2, DEBBITEITBEEIERMERGRE
ORICEBLRETRED NN,

2) tH., AXRBEBLVAELEH (Table 21, Appendix 77~80)

FEHLIT 1R BB & BB 5B & ORI R IERS B s s o, FAER OSSR
B LT, EWES L CHIIY 40me/ke R5BO 1 BHE (No. 3101) I 1 FIBESH
DB THo7z,

40mg/kg UTOREHICBITSHERAGERICIIHBELOMICAEERETRD SN
B o. —H. 80mgkeg REPTHMEHOREECNEL, HE4HETIKEFRZEL
TWEBEME IR 4 FIOATH o/, Lo T, RBIIBT A REERIT, &
UKL, MBHEOBMICEERENZD SN/,
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3) {K&E (Table 22. Appendix 81~84)
40mg/kg AT OFEHICB T 24% 0 BB LU 4 HOKER. MR & 10 i & i3ix
REpEExRL. AELREERD SN o . 80mgke BEFICBI 4% 0 BB LY
4 BOKER, S bIEBEERL, %0 BICHBEEOMICERRENRD SN,

4) BIFTH (Table 23. Appendix 85~88)
%4 BERBRLAIRTE, WROSEER, BRBROMEBREY., KBRS 55KY
LEIRO IR E H D OLIEBEMICRESH O RN, 20 BELY 40mg/kg HEHODVE
pliciBd SNz, 80mgkg BEHICIIINS O RIBEEINLM -2,
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z K

DoanFINT I N 0 R . 20, 40 BLU 80mgkg E 1 HMEES 12 Lo
Sprague-Dawley % SPF T k [Crj:CD(SD)} iZ. HEICIZZZECAT 14 HB L OKECHIMEF &
FTEIBRETE T, MEICI3AZECAT 14 Q. REHIRE, SRRSO BERTHE 3 BHE
TRET MG EEEERREERL /=,

H (P) TH. 80mgke HEMITBWTAERMAMHE N, UL, REO—KIRE,
BEE. HRFTR. BRBXUHBR EAERLZ ST NS BEORBMB ARAER RICHR
MBEREOEEZRED NN o, —H. 40 mg/kg AFOREEICII—RINE, KE, EH
B HRFR. BEBIUHRLGEBCERDERSOFEBIRD NN T,

it (P) T, 80mgke BEBICBWTHIE 21 HB LU 22 HIZH 1AM CT L, £/,
BRYBERESIZLDMREORME LT, A 1 FUHEN. £7761 1 HITIRITR 22 H
DT IR, IERERD . WEET. HEROREDTENFRINE, E,
FIBOHBEHETICBIT 2 —RIREDOENLEL T, HE, BREDREMNRDENE. 51T,
E &G, REEMIHE S N, ARG R, TRARP LB AR O S HRICBIT 2
KREHENESICEBHENME@EERLE. LML, FARORBKRIARB LUIPROFEMARER

ER RICHERMEREGOHEIIBDHSNEM o7z, —F. 40mgkg LT OHRGHITIT—RIRE,

HRE, HHEBLURRRICEBHBRYERSEDOZERIRD SNLh> 7,

LLE. 80mglkg B G RETIIME 2 PLHAFET L. MEMEICHREENMNE ., HICEEEOEKTHNED
Sz, LEMN- T, WMEO—BREBEEENEYERIL. 40mgke/day THBEEZ LN/,

Bay (P) oLEMBEFEWICHL T, HOERMICKITHRRYEARSOEERBD SN
T, HHEORKEBLUZRICRIETHBRMER S OFE R S N R RIZTTHBRME R
SO¥BIRDSNEZMo 2, Ein, HREER. SREBIUOHBYEREFOVWTNIZD
RBHonlahofz. WERR T, 80mgkg REBICBWTREDFIROBEYNLEDS
N WE4HETREERZAL TW BEME 4 FAOHTH o7, LML, 40mgkg LLTD
BERIHEREERED oMoz, —. ARMEMSR HER, BAK FREEBL
VERBICHBRMERGEOHETRD s NM-o Tz,

FAERICE LT, 80mgke REH THIREERROFELRE. £EFEROARREME. HE

5

N/
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ROGELENAEDShi. UL, 40meke L TFORSBICIARRE. FERKS LS
HIAE 1 R R IR S ORI S N h o e, £, SHMRBRICEATHOR SR
BOWTHHBRHEREOEEIRD SN, .

T8 D H R S DR ERRY SN, ERWEES CERT 2% 2380
5t 2, WEREMOROET . 80merkg BEBICBOTE< . ABOHERERFR
. ELWEMEERLE, UL, 10meke L FOBREEIC B 25 AR AFRICLRANE
B OMBIARD 5NN . FAEROEED. S0mg/ke HREC BV THERE bR 0 H
B4 ISR L 25, 40meke U FORERICHIT 5 HEEICIHRMER SO EIE
B 5o . BB 4 HOBR TIERMER5ITEET 5 S 24 505 B
BHLNIho T,

BE. WTFhoRS5EICBLWTHHAEN., ZEREBIUVEM. MRBB X USRI H#
BRYWERSOFEZRD S Nah oz, LML, 80mgkg IKEH TIIHEHDOIREDAROH
BYNE<EDoN, FEROEEBIUVEECRITHENERGOFENRD N/, L
2o T ERERAFN T EYE R, BT L T 80mg/ke/day. #IZ B L TiE 40mg/ke/day.
FrAEWICEE U Tl 40mg/kg/day TH D EHE X LTz,
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Hickman, J. A., Mottram, D. R. and Kidman, C.:
Comparative study of propranolol and dicyclohexylamine protection of @-receptor

blockade. Arch. Int. Pharmacodyn. 228, 191 —- 195, 1979

Mottram, D. R. and Hickman, J. A.:
Studies on the modes of action of dicyclohexylamine and related amines with a
potentiating effect on noradrenakine responses in the rat vas deferens. Arch. Int.

Pharmacodyn. 242, 50 - 58, 1979
Kidman, C., Mottram, D. R. and Hickman, J. A.:

Potentiation of the response of rat vas deferens to noradrenaline by dicyclohexylamine

and related amine. Arch. Int. Pharmacodyn. 228, 180 — 186, 1979
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Body weight changes of male rats in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration
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Figure 3 Body weight changes of female rats in preliminary reproduction toxicity screening test

of dicyclohexylamine by oral administration
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Figure 4 Food consumption of female rats in preliminary reproduction toxicity screening test
of dicyclohexylamine by oral administration
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Table 1 Clinical signs of male rats in preliminary reproductlon toxicity screening test of
dicyclohexylamine by oral administration
Day of administration
Dose  Findings

ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15+ 16 17 18 19 20 21 2 23 24 25
0 No. of animals 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12
No. of animals with abnormal findings ¢ o0 o o o 0 0 O o© 0 O O 0 O O© O O O O O 0 0 0 0 O
20 No. of animals 2 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings o ¢ ¢ ¢ ¢ 0 o0 ¢ O O O O O O O O O O O O O O© 0 0 O
40 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings o 0 o0 o0 O O © O 0 0 ¢ O O 0 0 O 0O O 0 O0 O 0 O 0 O
80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ¢ ¢ ¢ o0 ¢ 0 1 2 o0 1 2 2 3% 3 0 2 2 2 2 1 2 2 3 3 3
Salivation o ¢ o0 o o 0 1 2 o0 1 2 2 3 3 0 2 2 2 2 1 2 2 3 3 3

+ . Commencement of pairing



Table 2

Clinical signs of male rats in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration

R-T714

Dose  Findings

Day of administration

ng/kg 2 27 28 29 30 31 32 33 M4 3B 3 37T 38 39 40 41 42 43 44 45 46 4T 48 49 50a)
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings o ¢ 0 ¢ ¢ o O O OO O O O O O O O O O O O O 0 0 o0 o
20 No. of animals 12 12 12 12 12 12 12 12 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 6o ¢ o0 o9 o 0 0 O 0 ¢ O O O O O O0 O O O O O 0 0 0 O
40 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 6o ¢ o0 ¢ 0 ¢ o0 -0 O O O O O O OC O 60 O O O 06 O 0 0 O
80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 4 5 3 3 3 3% 3% 5 3 2 4 3 2 2 2 3% 2 3 2 3 2 2 3 2 0
Salivation 4 5 3 3 3 3% 3% 5 3% 2 4 3 2 2 2 3 2 3 2 3 2 2 3 2090

a): Autopsy day
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Table 3 Body weights of male rats in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 22 29 36 43 50 1-50
No. 12 12 12 12 12 12 12 12 12 12 12
0 Mean 321 340 366 386 406 435 465 491 515 543 222
S.D. 8 9 11 14 16 18 21 23 24 30 28
No. 12 12 12 12 12 12 12 12 12 12 12
20 Mean 321 336 362 380 399 424 451 476 499 529 208
S.D. 8 8 13 16 17 19 22 24 29 31 24
No. 12 12 12 12 12 12 12 12 12 12 12
40 Mean 321 334 361 379 401 431 462 493 519 547 226
S.D. 9 12 16 20 25 26 29 30 37 40 34
No. 12 12 12 12 12 12 12 12 12 12 12
80 Mean 321 330 358 371 395 417 438+ 487 485 50T 187+#
S.D. 9 9 11 11 15 18 20 24 29 34 32
Unit : g

No.: No. of animals

# : p<0.05 (Significant difference from control group)
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Table 4 Food consumption of male rats in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration

Day of administration

Dose
mg/kg 1 4 8 11 15 22 29 36 43 50
No. 12 12 12 12 12 12 12 12 12 12
0 Mean 30 31 30 31 30 30 30 31 31 34
S.D. 1 4 3 3 4 4 : 3 3 4 3
No. 12 12 12 12 12 12 12 12 12 12
20 Mean 31 30 31 31 30 30 30 33 29 35
S.D. - 2 3 3 3 2 3 2 4 5 3
No. 12 12 12 12 12 12 12 12 12 12
40 “Mean 32 31 31 31 31 31 31 34 33 35
S.D. 3 3 4 4 4 2 3 2 4 3
No. 12 12 12 12 12 12 12 12 12 12
80 Mean 31 28 29 29 29 27# 28 32 29 33
S.D. 2 3 3 2 3 3 3 3 3 3

Unit : g/rat/day
No.: No. of animals
# : p<0.05 (Significant difference from control group)




Table 5 Gross pathological findings of male rats in preliminary reproduction toxicity screening test of

dicyclohexylamine by oral administration

R-714

Dose (mg/kg) 0 20 40 80
No. of animals examined 12 12 12 12
No. of animals with abnormal findings (%) 0 0 0 1 ( 8.3)
Lung
Dark red spot 0 0 0 1( 8.3)
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Table 6 Absolute organ weights of male rats in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration

Testis Epididymis
Body

Dose No. of weight (R) (L) (R+L) (R) (L) (R+L)
mg/kg animals g g g g ng mg mg
0 12 Mean 543 1.64 1.85 3.29 585 567 1152
S.D. 30 0.13 0.11 0.24 65 61 122
20 12 Mean 529 1.88 1.70 3.38 575 562 1137
S.D. 31 0.10 0.10 0.19 62 63 119
40 12 Mean 547 1.70 1.70 3.40 601 587 1187
S.D. 40 0.15 0.14 0.28 45 44 77
80 12 Mean 507+ 1.72 1.70 3.42 600 581 1180

S.D. 34 0.14 0.14 0

.27 49 65 113

# : p<0.05 (Significant difference from control group)
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Table 7 Relative organ weights of male rats in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration

Testis Epididymis

Dose No. of (R) (L) (R+L) (R) (L} (R+L)
mg/kg animals g% g% g% mg% mg% mg%
0 12 Mean 0.30 0.31 0.61 108 105 213
S.D. 0.03 0.02 0.05 i5 13 28

20 12 Mean 0.32 0.32 0.64 109 107 216
S.D. 0.02 0.03 0.05 12 14 25

40 12 Mean 0.31 0.31 0.62 110 108 218
S.D. 0.03 0.03 0.06 12 12 23

80 12 Mean 0.34%+ 0.34 0.68+ 119 115 234
S.D. 0.03 0.03 0.07 13 16 28

* - p<0.05 ; #» : p<0.01 (Significant difference from control group)
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Table 8 Histopathological findings of male rats in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration
Dose (mg/kg) 0 80
Organs No. of animals 12 12
-findings Grade 0 2 3 4 P 0bs TE 0 1 2 3 4 P 0Obs TE
Testis
-retention, sperm 11 1 12 11 1 1 12
Epididymis
-decrease, sperm 11 1 12 11 1 1 12
-cell debris, lumen 11 1 12 11 1 1 12
-granuloma, sperm 12 12 11 1 1 12
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe
P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)

Obs : Observed number
TE : Total Examined

No significant difference from control group.




R-714

Table 9 Clinical signs of female rats dufing the pre-mating and mating periods in preliminary reproduction
toxicity screening test of dicyclohexylamine by oral administration

Day of administration

Dose Findings

ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15+ 16 17 18

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 6 2

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 © 0 0

20 No. of animals lla)ll 11 11 11 11 11 11 11 11 11 11 11 11 11 8 4 0
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

40 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 6 3

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0

80 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 7 4

No. of animals with abnormal findings 0 0 0 0 0 0 0 2 3 1 2 2 2 2 1 1 1 0

Salivation 0 0 0 0 0 0 0 2 3 1 2 2 2 2 1 1 1 0

&+ : Commencement of pairing
a): Findings from 1 animal were excluded because dosing on day 12 of administration was impossible and

intubation error was suspected from clinical signs and gross pathological findings.
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Table 10 Clinical signs of dams during the gestation period in preliminary reproduction
toxicity screening test of dicyclohexylamine by oral administration
Day of gestation
Dose  Findings

mg/kg 0 1 2 3 4 5 6 7 8 910 11 12 13 14 15 16 17 18 19 20 21 22
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9
No. of dams with abnormal findings 0 0 0 00 000 0 0 O0CODCTODOTDOLTCOCTCOGC OO0 OO0 O O

20 No. of dams lla)ll 111111111111 nnninn77
No. of dams with abnormal findings 0 00 00 OCCO0COO0OCODTO0OCTO0OO0OTOCTO OGO OO O O O O

40 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5
No. of dams with abnormal findings 06 0 0 0 0 O0C OO0 O ¢ O O 0 0 ¢ ¢ 0 0 0 0 0

80 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
No. of dams with abnormal findings 1 3 3 2 3 4 4 2 3 3 2 4 4 3 6 6 5 4 2 1 3 4 3
Salivation 1 3 3 2 3 4 4 2 3 3 2 4 4 3 66 5 4 2 1 3 3 1

Unkempt fur 6 06 0 000 00 0C¢GO0O0CTCO0CO0CTOCO OO0 OCTD0OCO0 0O 0 1

Prone position 6 00 0 00 O0CO0CTO0GCTDOO0OTCO0CO0OTCOCO OO OO0 0 0 1
0ligopnea o 0 0 0 0 0 OC O O0CCOCTOCOCO OO OO O0OO0CO0O 0O O 1
Hypothermia ¢ 0 0 0 00 0 0 O0CO0O0OCO0OO0OTCOCOTO0OC O OTD0OOCTO O I

Poor retrieving 6 06 0 0 060 0 0 0 O OCOCTOCTOCTCO OO OO OO O 1

Death 6 00 0 00 0 O0CO0O0ODCOCO0OO0OOCTOTDODOTO0OTDO OO 11

a): Findings from 1 dam were excluded because dosing on day 12 of administration was impossible and
intubation error was suspected from climical signs and gross pathological findings.
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Table 11 Clinical signs of dams during the lactation period in preliminary reproduction
toxicity screening test of dicyclohexylamine by oral administration

Day of lactation

Dose Findings

mg/kg , 0 1 2 3 4
0 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
20 No. of dams . 1n® 1 11 11 11
No. of dams with abnormal findings 0 0 0 0 0
40 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0

80  No. of dams 10 g?) 6¢) 53 48)
No. of dams with abnormal findings 7 5 3 1 0
Salivation 2 3 2 1 0
Unkempt fur 2. 1 0 0 0
Poor retrieving 4 4 1 0 0

a): Findings from 1 dam were excluded because dosing on day 12 of administration was impossible and
intubation error was suspected from clinical signs and gross pathological findings.

b}: One dam was necropsied on day 0 of lactation because all pups were stillborn.

c): Three dams were necropsied on day 1 of lactation because all pups died.

d): One dam was necropsied on day 2 of lactation because all pups died.

e): One dam was necropsied on day 3 of lactation because all pups died.
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Table 12 Body weights of female rats during the pre-mating period in preliminary reproduction
toxicity screening test of dicyclohexylamine by oral administration

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 212 222 234 243 254 42
S.D. 6 9 12 13 16 14
No. 11%) 11 11 11 11 11
20 Mean 212 221 231 240 250 37
S.D. 6 10 10 12 15 13
No. 12 12 12 i2 12 12
40 Mean 212 215 228 236 247 35
S.D. 6 7 7 9 i1 11
No. 12 12 12 i2 12 12
80 Mean 212 212+ 223# 229% . 239 27
S.D. 8 6 7 10 13 12

Unit : g

No.: No. of animals

a) : Data from 1 animal were excluded because dosing on day 12 of administration was impossible and
intubation error was suspected from clinical signs and gross pathological findings.

#+ : p<0.05 (Significant difference from control group)

(/
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Table 13 Body weights of dams during the gestation and lactation periods in preliminary reproduction
toxicity screening test of dicyclohexylamine by oral administration
Day of gestation Day of lactation
Dose Gain Gain
mg/kg 0 7 14 21 0-21 0 4 0-4
No. 12 12 12 12 12 12 12 12
0 Mean 260 302 345 442 182 322 348 26
S.D. 18 22 26 43 30 39 27 15
No. 118 11 11 11 11 11 11 11
20 Mean 258 298 339 443 185 320 347 27
S.D. 14 20 25 32 22 27 25 17
No. 12 12 12 12 12 12 i2 12
40 Mean 258 295 337 441 182 320 341 21
S.D. 8 9 12 21 21 13 18 13
. No. 12 12 12 112 11 10 ey 4
80 Mean 2486 281 320 386%» 142%+ 290 305%=% 13
S.D. 13 18 24 29 21 28 21 8
Unit : g
No.: No. of dams

a) : Data from 1 dam were excluded because dosing on day 12 of administration was impossible and

b) : One dam died on day 21 of gestation.
¢) : One dam died on day 22 of gestation.
d) : Six dams were necropsied from days 0 to 3 of lactation because all pups died or

intubation error was suspected from clinical signs and gross pathological findings.

all pups were stillborn.
#% : p<0.01 (Significant difference from control group)
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Table 14 Food consumption of female rats during the pre-mating period in preliminary reproduction
toxicity screening test of dicyclohexylamine by oral administration

Day of administration

Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 22 23 23 23 23
S.D. 2 3 3 2 3
No. 118) 11 11 11 11
20 Mean 22 22 21 22 22
S.D. 1 3 3 3 2
No. 12 12 12 12 12
40 Mean 21 21 22 21 22
S.D. 2 2 3 4 3
No. 12 12 12 12 12
80 Mean 22 20+ 20 19#+ 19%+»
S.D. 2 3 2 2 4

Unit : g/rat/day

No.: No. of animals

a) : Data from 1 animal were excluded because dosing on day 12 of administration was impossible and
intubation error was suspected from clinical signs and gross pathological findings.

%2 : p<0.05 ; #+ : p<0.01 (Significant difference from control group)



Table 15 Food consumption of dams during the gestation and lactation periods in preliminary reproduction

toxicity screening test of dicyclohexylamine by oral administration

R-T714

Day of gestation Day of lactation
Dose
mg/ke 1 7 14 21 1 4
No. 12 12 12 12 12 12
0 Mean 26 28 30 23 21 48
S.D. 3 5 3 5 9 10
No. 11 11 11 11 11 11
20 Mean 22+ 28 30 22 24 49
S.D. 2 4 4 4 5 6
No. 12 12 12 12 12 12
40 Mean 22» 27 29 23 22 43
S.D. 2 2 2 3 5 8
No. 12 12 12 11%) 9¢) Ly
80 Mean 23+ 25 30 15#s 13+ 2454
S.D. 4 3 5 6 7 2
Unit : g/rat/day
No.: No. of dams
a) : Data from 1 dam were excluded because dosing on day 12 of administration was impossible and
intubation error was suspected from clinical signs and gross pathological findings.
b) : One dam died on day 21 of gestation.
c¢) : One dam died on day 22 of gestation and one dam was necropsied on day 0 of lactation
because all pups were stillborn.
d) : Five dams were necropsied by day 3 of lactation because all pups died.

P

<0.05 ; #+ : p<0.01 (Significant difference from control group)



Table 16 Gross pathological findings of dams in preliminary
dicyclohexylamine by oral administration

reproduction toxicity screening test of

R-714

Dose (mg/kg) 0 20 40 80
No. of dams examined 12 11a) 12 12
No. of dams with abnormal findings 0 0 0 ib)

Diaphragmatic hernia 0 0 0 1
Stomach

Dark red spots in glandular stomach 0 0 0 1
External appearance

Unkempt fur 0 0 0 1

a): Finding from 1 dam was excluded because dosing on day 12 of administration was impossible and

intubation error was suspected from clinical signs and gross pathological findings.

b): Findings from 1 dam which died on day 22 of gestation




R-714

Table 17 Histopathological findings of female rats in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration

Dose (mg/kg) 0 80
Organs No. of animals 12 12
~-findings Grade 0 1 2 3 4 P 0Obs TE 0 1 2 3 4 P 0Obs TE
Ovary 12 ' 12 12 o 12
0 : No remarkable changes 1 : Slight 2 Mlld 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number
TE : Total Examined



R-714

Table 18 . Estrous cycle in female rats during the pre-mating period in preliminary reproduction
toxicity screening test of dicyclohexylamine by oral administration

Count of estrus Mean duration
Dose No. of Mean+S.D. of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D.
0 12 0 0 1 8 3 3.2+0.6 4.3+0.4
20 1la) 0 0 0 8 3 3.3+0.5 4.1+0.2
40 12 0 0 0 10 2 3.2+0.4 . 4.440.5
80 12 0 0 0 7 5 3.4+0.5 4.3+0.4

a): Data from 1 animal were excluded because dosing on day 12 of administration was impossible and
intubation error was suspected from clinical signs and gross pathological findings.
No significant difference from control group in any treated groups.

O O




Table 19 Reproductive performance of male and female rats in preliminary reproduction
toxicity screening test of dicyclohexylamine by oral administration

R-714

Days until Copulation Fertility
Dose No. of No. of. copulation index index
mg/ke males females Mean+S.D. (%) a) (%) b)

0 12 12 2.3+1.2 12/12(100.0) 12/12(100.0)
20 12¢) 12¢) 2.040.9 12/12(100.0) 12/12(100.0)
40 12 12 2.6+1.1 12/12(100.0) 12/12(100.0)
80 12 12 2.6+1.3 12/12(100.0) 12/12(100.0)

a): (No. of pairs with successful copulation / No. of pairs mated) X 100
( b): (No. of pregnant animals / No. of pairs with successful copulation) X 100
| ¢): One male was mated with female which intubation error was suspected during the period prior to mating.
! No significant difference from control group in any treated groups.




R-714

Table 20 Findings of delivery on dams in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration
No. of No. of Implan- Live
No. of females Gestation Gestation No. of implan- tation No. of No. of birth Delivery
Dose pregnant with index length corpora tation  index still- live index index
mg/kg females 1live pups % a) lutea sites % b) born born % ¢) % d)
Total 12 12 100.0 214 194 11 169
0 Mean 22.8 17.8 16.2 89.0 0.9 14.1 94.9 93.2
S.D. 0.5 3.1 4.5 14.1 1.6 3.7 8.3 7.0
Total 1le) 11 100.0 191 181 1 166
20 Mean 22.6 17.4 16.5 94.9 0.1 15.1 99.5 92.4
S.D. 0.5 3.5 3.2 6.2 0.3 3.3 1.8 9.2
Total 12 12 100.0 217 202 2 178
40 Mean 22.4 18.1 16.8 92.9 0.2 14.8 99.0 89.2
S.D. 0.5 2.5 2.9 6.9 0.4 2.5 2.4 7.4
Total 10f) 9 90.0 163 - 143 55 72
80 Mean 22.6 16.3 14.8 86.5 5.5%% 7.2%%  58.5%« 90.2
S.D. 0.5 2.6 4.0 17.7 5.8 5.7 38.9 14.1
a): (No. of females with live pups / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100
¢): (No. of live pups on day 0 / No. of pups born) X 100
d): (No. of pups born / No. of implantation sites) X 100
e): Data from 1 dam were excluded because dosing on day 12 of administration was impossible and

intubation error was suspected from clinical signs and gross pathological findings.
f): One dam each died on day 21 and day 22 of gestation, respectively, and 1 dam was sacrificed
on day 0 of lactation because all pups were stillborn.

*%

: p<0.01 (Significant difference from co%ifpl group) ,ﬁ»

A




R-714

Table 21 Findings of pups in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration
Day 0 Day 4
External b) Viability
Dose No. of No. of No. of Sex malfor- No. of No. of index
mg/kg dams males females ratio a) mations (%)c) live pups 1live pups % d)
Total 79 90 0 169 167
0 12 Mean 6.6 7.5 0.49 ( 0.0) 14.1 13.9 99.0
5.D. 2.5 4.0 0.18 { 0.0) 3.7 3.5 2.3
Total 88 78 0 1686 165
20 1le) Mean 8.0 7.1 0.54 ( 0.0) 15.1 15.0 99.4
S.D. 2.5 3.3 0.15 ( 0.0) 3.3 3.3 2.0
Total 88 90 1f) 177g) 173
40 12 Mean 7.3 7.5 0.50 ( 0.9) 14.8 14.4 97.8
S.D. 2.4 2.5 0.15 ( 3.2) 2.7 2.7 3.8
Total 38 34 0 72 20
80 9 Mean 4.2 3.8 0.50 ( 0.0) 8.0 2.2 20.82+#
S.D. 3.0 2.6 0.28 ( 0.0) 5.4 3.2 27.8

a): No. of males / No. of live born pups
b): No. of live born pups with external malformations

¢): (No. of live born pups with external malformations / No. of live born pups) X 100
d): (No. of live pups on day 4 / No. of live pups on day 0) X 100
e¢): Data from 1 dam were excluded because dosing on day 12 of administration was impossible and

intubation error was suspected from clinical signs and gross pathological findings.
f): Vestigial tail and anal atresia

g): One pup with external malformation was excluded.

#* : p<0.01 (Significant difference from control group)
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Table 22 Body weights of pups in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration

Male A Female
Dose
mg/kg 0 4 0 4a)
No. 12 12 12 12
0 Mean 7.3 11.8 7.0 11.1
S.D. 0.8 2.0 0.8 1.9
No. 11 11 112 110
20 Mean 7.0 11.3 6.7 10.6°
S.D. 0.8 2.0 0.8 1.8
No. 12 12 12 12
40 Mean 6.8 11.0 6.5 10.4
S.D. 0.5 1.3 0.5 1.6
No. §¢) a®) 8¢) 24
80 Mean 6.1%x 9.0 5.5%» 8.6
S.D. 0.8 0.7 0.6 1.1
Unit : g

No.: No. of dams

a) : Day after birth ,

b) : Data from 1 dam were excluded because dosing on day 12 of administration was impossible and
intubation error was suspected from clinical signs and gross pathological findings.

c)} : All pups from 1 dam were stillborn.

d) : All pups from 4 dams died by day 3 after birth.

#2 : p<0.01 (Significant difference from control group)
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Table 23 Gross pathological findings of pups in preliminary reproduction toxicity screening test of
dicyclohexylamine by oral administration

Dose (mg/kg) 0 20 40 80
Male
No. of pups examined 78 87a) B7 12
No. of pups with abnormal findings (%) 2 ( 2.8) 2 ( 2.3) 1( 1.1) 0
Thymic remnant in neck 1( 1.3) 1( 1.1) 1( 1.1) 0
Malposition of spleen 0 1( 1.1) 0 0
Nodule in urinary bladder 1 ( 1.3) 0 ‘ 0 0
Female
No. of pups examined 89 78a) 86 8
No. of pups with abnormal findings (%) 0 2 ( 2.6) 2 {( 2.3) 0
Thymic remnant in neck 0 1 ( 1.3) 1( 1.2) 0
Abnormal bifurcation of artery from
aortic arch 0 1 ( 1.38) 0 0
Nodule in urinary bladder 0 0 1( 1.2) 0

a): Findings from 1 dam were excluded because dosing on day 12 of administration was impossible and
intubation error was suspected from clinical signs and gross pathological findings.
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