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1. Body weight changes of male rats dosed orally with UND in the combined

(93]

repeat dose and reproductive/developmental toxicity screening test

(SR-9432)

. Food comsumption of male rats dosed orally with UND in the combined

repeat dose and reproductive/developmental toxlicity screening test
(SR-9432)

. Body weight changes before gestation period of female rats dosed orally

with UND in the combined repeat dose and reproductive/developmental

toxicity screening test (SR-9432)

. Body weight changes during gestation period of female rats dosed orally

with UND in the combined repeat dose and reproductive/developmental

toxicity screening test (SR-9432)

. Body weight changes during lactation period of female rats dosed orally

with UND in the combined repeat dose and reproductive/developmental

toxicity screening test (SR-8432)

. Food consumption before gestation period of female rats dosed orally

with UND in the combined repeat dose and reproductive/developmental

toxicity screening test (SR-9432)
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7.
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Food consumption during gestation period of female rats dosed orally"

with UND in the combined repeat dose and reproductive/developmental

toxicity screening test (SR-9432)

. Food consumption during lactation period of female rats dosed orally

with UND in the combined repeat dose and reproductive/developnental

toxicity screening test (SR-9432)

. Body weight changes of pups in the combined repeat dose and

reproductive/developnental toxicity screening test of UND in rats
(SR-9432)

Tableg ~~----mmmm e A

l.

™~

10.

Experimental design for the combined repeat dose and reproductive/

developmental toxicity screening test of UND in rats (SR-9432)

. General appearance of male rats dosed orally with UND in the conbined

repeat dose and reproductive/developmental toxicity screening test

(SR-9432)

. Body weight changes of male rats dosed orally with UND in the combined

repeat dose and reproductive/developmental toxicity screening test

(SR-9432)

. Food consumption of male rats dosed orally with UND in the combined

repeat dose and reproductive/developmental toxicity screening test
(SR-9432)

. Urinary findings of male rats dosed orally with UND in the combined

repeat dose and reproductive/developmental toxicity screening test

(SR-9432)

. Hematological findings of male rats dosed orally with UND in the

combined repeat dose and reproductive/developmental toxicity screening
test (SR-9432)

. Biochenical findings of male rats dosed orally with UND in the combined

repeat dose and reproductive/developmental toxicity screening test
(SR-9432)

Absolute and relative organ weights of male rats dosed orally with UND
in the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9432)

Gross findings of male rats dosed orally with UND in the combined
repeat dose and reproductive/developmental toxicity screening test
(SR-9432)

Histopathological findings of nmale rats dosed orally with UND in the
combined repeat dose and reproductive/developmental toxicity screening

test (SR-9432)
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19.

20.

21.

22.

23.

24.
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General appearance of female rats dosed orally with UND in the combined
repeat dose and reproductive/developmental toxicity screening test
(SR-9432)

Body weight changes before gestation period of female rats dosed orally

with UND in the combined repeat dose and reproductive/developnental

toxicity secreening test (SR-9432)

. Body weight changes during gestation period of fenale rats dosed orally

vith UND in the combined repeat dose and reproductive/developmental
toxicity screening test (SR-9432)

Body weight changes during lactation period of female rats dosed orally
with UND in the combined repeat dose and reproductive/developmental
toxicity screening test {SR-9432)

. Food consumption before gestation period of female rats dosed orally

with UND in the combined repeat dose and reproductive/developmental
toxicity screening test (SR-9432)

Food consumption during gestation period of female rats dosed orally
with UND in the combined repeat dose and reproductive/developnental

toxicity screening test (SR-9432)

7. Food consumption during lactation period of female rats dosed orally

with UND in the combined repeat dose and reproductive/developmental

toxicity screening test (SR-8432

. Absolute and relative organ weights of female rats dosed orally with

UND in the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9432)

Gross findings of female rats dosed orally with UND in the combined
repeat dose and reproductive/developmental toxicity screening test
(SR-9432)

Histopathological findings of female rats dosed orally with UND ir the
combined repeat dose and reproductive/developmental toxicity screening
test (SR-8432)

Influence of UND on reproductive ability of rats in the combined repeat
dose and reproductive/developmental toxicity screening test (SR-9432)
Influence of UND on delivery and maternal behavior in the combined
repeat dose and reproductive/developmental toxicity screening test
(SR-8432)

Gross findings of dead pups at birth in the combined repeat dose and
reproductive/developmental toxicity screening test of UND in rats
(5R-9432)

Influence of UND on viability of pups in the combined repeat dose and

reproductive/developnental toxiclity screening test in rats (SR-8432)
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27.
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. General appearance of pups in the combined repeat dose and

reproductive/developmental toxicity screening test of UND in rats
(SR-8432)

Body weight changes of pups in the combined repeat dose and
reproductive/developnental toxicity screening test of UND in rats
(SR-9432)

Gross findings of pups which were dead after birth or killed on day 4
of lactation in the combined repeat dose and reproductive/developmental

toxicity screening test of UND in rats (SR-9432)
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= 1

V5T H Y (CAS No.1120-21-4)> 100, 300%TF 1000ng/kg/day % Crg:CD{SD)% o
72 MORERRCRE G2 SOBEM. #5 > FOKES. REACEENN. HE
SHETOMMICBORERS L. BEHY~ORERS I ZRE, BHEBYOEME
CREROREN RIFTHBEIZ DWTAZ U—  VRRE2ERL . U TOMENE SR

-
i O

1. MBSO R ER 5 S

(D FEED 00K TS 1000 ng/kgBEDMHETRD ST,

(R ESMEOEMI D 1000 ng/kgBE TRD S,

BV EEEOEMSED 1000ng/kelbTHET BT 1051 . BENLE 2B~I6H 22
oz,

(DA ZHRETR AT 0V EORBRTHMRYEOFESHD 1000 ng/kgBi T
Rdons,

Q) ABALFEHRETIE. 7VT7I V0K, .- 7a7VUy GPT. AUV ZRAFS—F
EUO#BalAFo—)VogEdgo 1000 ng/kgB TR shi-.

CIREBEEETR. FROKEEZOSHE. WROEBEERUCKEERLOFEI ED
1000 ng/keBET. FROEERCUEBEFERLOFHEIHD 1000 ng/keBETRD SRz,
(MERECRBHBFARETR., VO FAVREIIZZERRD SO D o1,
(BYAEX D, 300 ng/kg A LOBOBH THESBDSh bk HhEHY . HE
MEFHRERCMECENRE, BEBEL SRR IV -V ITERIIBIEI 7
HDRERG I X DERER (NEL) M S Bz 100 ng/ks/dayTH B T L HmEE
Shiz.

2. ARMREFE

(DB TIHAMEERE., AHMRCEE . JIREATCREMAMENRE. SRRTEET
BRBIIY U FAUBECXIEBIRD SO LI DT,

(DFERTIE ., FEHNBOEKMAEL 1000 ng/keFEOHETRD o/,
QNFEROEGE, —BRERZRCHBRTHE., 7o Fh v BELX3RBEEAD Sh
ot

(DALY 1000 ng/kelt THE ROMBOKEHMBDOEMSBRD SN LD S,
KA Y == THRRIIBI BT 7 H o OEMREACHT 2 REERE (VEL) 1 300

ng/kg/day THAI EHBREXhi-,
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SR-9432

CECDBE R L FYHORER D SREED—RL LT, W FHh> (CAS Yo.1120-21-4)
PHZ Y FPORBRMROREMWE EL 68/, 8> MORERT. CERTAEERMN.
FORFTOMMICRORERS L. BEHY~ORERFICLIEE. BEFYOL
BRCRERDBEN RIFTEEIDOVTAI V-V THREREL-D T, TORME
2HRET D,

E . REBRE OECDERARAIESC L) 0EBMKAR2 1 i, BRALHER
OECDF R M A A K54 > BT OECDIRRA A F 31> (Conbined Repeat Dose and

Reproduction,/Developmental Toxicity Screening test) (ZHEMU /-,

4B X 5
1. HRYE
BERYIEI . KR Eh: v5FH 2 [CAS ¥.1120-21-4.
n-Undecane., LATF UNDLBET . LotH S BERE 1 89% LA

L1 THB (HAESHHE. dppendix 1)  HBRYEE ., KIITBORABEPRETH
D, BAREERIIANR., BETRELL (BRZXEF—¥>— b, dppendix 2) . &
B, BERTRLOBBRYEOREELHEZESAFTL ., BEPNHTOBERDEORE
HHRHBEIN: (DFHEE - %9 No.E0181, Appendix 3) .
2. BRBEoRE

RREE. AXROFERERR (SR-9432P, UHMEERSER) OHR (WR)
EHBILRE L., THHB, 250, 500%TF 1000 ng/kg/dayk RELHRR T HD
1000 mg/keZE CHEMMEOEKEMRER. H 5005 20 ik 1000 ng/keBE THIBOEE X
CHBEEELOBEEANI A SN 250 ng/keBTEERBDSh R0, ChS
DEhs, KEBROSEHES 1000 ng/kg/day. BATF. 2L# 3T 300&T 100
ng/kg/daye U, EOICBIETH R4 Y T MERGTOIHBEEERIT, H48E L1

(Tablel) . By E | BEM -0 MR 12 & L /-,
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SR~9432
3. KRYBEOHRBSL %

HERUEDORIIARHIRDBEYT o KRYEEERL. 2. 6RT 20 w/v% &
RAEEIK AU T (BRERS : Lot No.410044, ¥ 7 N HEHREH) WEML
Joo BBED INABRKIAEOBETHY . pOW—THAI LPHHEAEBRAER
Gt Rt F VBRI R: (RBREEE ¥ T8T120025 & . Appendix 4) .

4. AREY

A% BHEHD CrjiCD (SD) %@ SPF Z v b (M : 55pu, (FHEEH 267~204 ¢, 2 ;
55iE. WREHIE 153~188 g) % . 1994EILFIBHIZHEF ¥ —L & « U N—gKX&akH
SEFAN., UBMOIHLAE #1757, BRI SHamMd, —RREsE% 18
1w, REJHEZ3EEEL., ERAREELRUESBYEERICHV . 2B, Bz
W, VB OEBERERZ T, BABKEEDID SRRZVEREA VI,

5. MERESRNE

Bid. |RE 23+£3 C. BE RH5x10%. MA@ 10~ 15/ #H & I
126508 (Fai8 B o P SR E TAKDIREX R NY T L AFAOHEE 01K
B PR BT 303BEIZB VT, 735y hREBHESHEK S — Y (2604X
380DX 180H, mm) 2 HWTHE L /-, 720, BREITHL S EBREDO» OV I KRRTHY
EFR% (F74 7 L—2, HRF¥ —ILR » UN—#REH) 28NERXF UL RE
ZMEFERHLUZ, F—-Y% -0 oMAREIE. Bodand 2mBn., #aueidl m,
RECHIT S L, SRARTE L 38y, HEPHTRIEL L, F-Y ok
F2E I EOEETIT> .

HEENOERRCKOBREERX 1B 1ET . B, BHEIREERESE
(I 3vriR, ¥INCEEGRRNEY) RUIVERNUER (XA ¥ BHETH#
Natt) &1 AMBMTRERERL .

PR ETEER (CRF-1. AV A VESTIRFHSSH) 2 eBHREREHCT.
SRR OKE AR (FLIBHKER) 2 ABRAKEESLZOBKBABERENT, ThERE
HICEREER, MBORKRE 2HIC1E. HHKRAKEEOKEAZREB L BOHET
FHEL . BRI EHEDRRIEGOROREREIFICERL 2.

RO G ROCREEM AR RS X2 — (DT EBRBER
5 47080749-0015 . % 47090792-001 5%, 55 47110473-001% . Appendix 5~T7) ®U'A U
TR VEER T REENAH (MAEDRERSEE : Yo.51601-008. No.94G01-009 £ TF
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SR-8432

No.94G01-011> & 3EHD 3, Appendix 8~10) TEEL . FEABEIZ DT %4 SOP
DHFEHENTHD L 2HA L. KB KOKERERBHKALtY ¥ — (KEKE
KERE 1 58 065215 . Appendix 11) MU HARHEAEKN M GREREFEFEE 1 N0.062013,
Appendix 12) THEML . YKHSPOAEEEOBHN TH B L 2HA L.

- 6. B RUCHEEER

BT, HEUB R EBOREI Y -2 22X KB E L BELAREEZHD
Tiro i,

BYoBINE. FUARBICHE7 2V RV EH TRy — PABIIZIT O,
RADRIASIIVEYESO L1IHEEFI., F2HEETICEZALTT >k, &
ERIZDOTRME 7 2V MRV RO Ty - SABNAEBII T o, ¥ — Uik
Bl G Lizh— FicERES . ERURCHYESEWR L TERL .

7. ®REFE

BEZEE. RRDESAAKIIBEOMOIBRBINIARENH 206, BOKS
Ul B#ER, BV U FERACTHEMIIEARIZIT -,

BEHME, B oW TRRESN VHREACRESMESD 688, #lzo0 Tk
AR ABMRURERYE TORENH. & S RBRRMIZEBEEMETHE 3 H
ETOMME U, 5B, FRliBI o5 1IOME LT,

BRERBR HEL kg¥4/20 S nle UTREBUEEDECEREE U EEICED
WTHEELURE, 28, FEAEYHORSBERTOHOBREILEZ TN THESE U,

BERIGB@®> SHEAL . RERABOTHERE (KEFHE) H# T 400.3 ¢ (374~
431 g) . WT 226.5 g (192~255 ¢) TH o1z,

8. B%E. MERTHREHE
D HEZHYIz>nT
(1) — MR RS 22
20T, RRVHA LB LB LOHET., SZRUTHMBICEDITE. 48

REFHRELU-, BEALLERIIDOTRZOBERCESEBH AL -,

(DEEPE
ERIcONWT. BE1H @587  BE2. 5. 7. 0RYT UH.Z0®%KRTH

Iz (BERTEHLZ2ED) | THIHMARETEBERACTHELL., £/, E

#WinE (B5ANE-K4 1 BEE] RURESMR [ (KESNE 245 1 B

E) xX100] #EHUL,

1996/04/15 F
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SR-9432

(3) e = H 5
ZHIZOVWT, K5 1H (BH580) (. #E52. 5. 7. LURT UB. Z0&IEKE
A zRRE K ERERLRALE WEKTHZAD) KEFXMEHCTHEL .
BWUELET—CHIIEY L, BHREER2HEL. 1RY-V0 ]l AH0EBENES
Ha Uiz,
(4) KRB E
BREPWOERKRE (B543~4B) KEFECHRO>WT. Ty FVERB I —
(KN-646 B-1%4, EEBER) WAL THERT TREEIT> . H3KHOER
D—EHEHOTO~QOHEEEAHKEL ., ARHEREAVT. QRUCDOEHOKE

107,
TpH HREE (N - =48)
@%ZEH (Pro) ABREE (N T =38)
@ (Glu) HREE (N Ty - ZH)
@% A6 (Ket) ABRMEE (N - Z4L)
®yavry /-5 (Uro) ABREE XML - =48)
BEUNE HABREE (N =48)
D% M IS (Occult blood) REMEHE (N1 L - Z3E)
®UEE (Sedinment) B
@iE (Grav) Birits (72 d8ayay)
W= (U-Vol) BERE
MRER P DMK E EEHE

(5) & FHRE

# 16 R Uk, 85 BEOBADHBRKIEFIIDWT, T—F VKR T
TABREIRD SRMLL . EDTA-2K THREL - MEEZHNT, O~@., BoHEBI 2
TRERToR, ¥6k, PoEBERMELAREFCT. O, ROFRIZ>VTR
BEAEIR, SRML., ZJZUBF MU T ATREL-#,.3000 rpaT 105 HELH
2T, o rHYTRERIT> .

DR fiER¥ (RBC) BRIERE (2—)L X —Fm)
(a—nw&—Ahv¥— T660%)

1896/04/15 F
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SR-9432

@2 b7 Uy MA (H) RBC, MCViE & » HH
(2= & —hx— T660%)
Qi &= (Hb) STURAMEIOE E (EREK)
(2= X —hv X — 16605
DEyHMRERE (ICV) BEREHE (-2 —FEHE)

(a—wx—Hhy>r— T660%)
SEHFRAKANE IO B (HCH) RBC, Hbff& D B
(a—nwx—hvy>x— T660%)

OTHRMERANE T O BE (MCHC) Ht, X D EH
(2= & —ho> X — TE60%L)

TWEFRMERE (Ret) Brecher#

@UUMES (Plat) BRERE (2—V % —FD)
(a—=n&—ho &~ TEE0E!)

@A mERE: (WBC) BELEHRE (a-Vy—FEH)
(=2 —Hw 2 H— T660%)

OEEER (CT) REET I X B3R ERIEH
(FS54F—#E<xAruar7io
X —H—)

Do oy o (PT) =2 i & SR 3

(AMELUNG KC-104 /N2 A X —KK)
DEELES e E7S S 2 F R TV UBK
(APTT) {AMELUNG KC-104 /N7 X B —KK)
DE MR ESE (Hemogram of WBC) A A - ¥F2AFREERKER
(6) MBI FHRE
BEHHOZRIZEFIC OV T, MEFEFHREC-DORME . BEIHRBIR)» S5
il ., 3000 renT 10RHOBLDEEITV., BohnBEHCTROBREEIT O,

TGOT IFCCH (H3Z 7150} B D126 E)

QGPT IRCC#: (B TS0 A8 DT E)

@&y -GTP AEL-y-ZVEI-p-mha7 =y FEHEE
(B 71508 8 82 ir 4 E)

1996/04/15 F
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L2y AF5—+F (ch-E)

©miFE (Glu)

G2 L AFo—j (T-Cho)
TrUFULY R (16

-

®V > pYg (PL)
@MUY (T-Bil)
@EFEEHE (BUN)

B2 L7F=> (Crea)
RF FUPA (Na)
BAUDL K

@y o—i (C1)

AT A (Ca)
®Eiky > (P)

TH=EE (TP)
B®7ILTI 2 (ALb)
BA/G (4/6)
WEADHE
HRECHBEERE

SR-9432

VT FUNFEY S HEE
(E327150 A BT E)
ANEYVEF -

(H3Z 7150/ g 8> )

BR% (B3 1500 a8 aEE)
HET Y ra—IiEEE

(B3 TS0 B 2T EE)

R (AXT10R a8t ER)
FYEULE v (H27500 A8 ES)
ILF—E A2 KTz
(B3 7150 A8 EE)

Y v 7k (B3 71508 88T EE)
K (2—= ¥ BOBIRFHEFH)
Kk (2—=v r R0BIAYEIE )
EEMEER

(B CL-BME I OS54 RAY v X —)
OCPC# (HiZ 7150 B HMHFEE)
74 RT O —

(B3 TS0 BB B ITER)

oLy bE (B3 TR 88D TER)
BCG# (H3Z 7150 B BT iE)

TP, AbEX D HH T 5.

A a—RA 7t 57— MERKE®

BEBHOHA I B D>WT, FAREHBL . = —FI)UEBR T TRAOE. Hul
BEESE. E5ORTRUCHSBLABEMIIBRBL -, BHAHKEO S 5. FE. B
(£4) . B, BIB (£8) . BERUBREK (£6) 0EE2ETXBEHV
THEL-. £ BEREESE [ (REEE/PWHKE) X 100] 2BHL.

1936/04/15 F
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(8) MEEM M E IR E
HRRHCEHICOWT, . B, ME. OE. . B ORI ONED | TR
BB, RRBR. ERMEK. MR, BBRIEY oS, B, &, T 0. BT
TR, BRI, LR, BB, B3R, N~ X% BERUKEE (BEEED) .
HE (TEE) . BHE (UMUEE) . B ADIR. mEE. JF. JAEX. A, §
(A1%E - IRE) . T2HB. =B. BB, §B. £5B. EB. B, BR. FR LK,
BE (BERZ2E0) HYBRRUBEDOH ST No. 109, No. 308D EEM Y > Hi%
0% FEGESLVTUVRTEEL. RELL. 8. BREUN—-F-REFEY
FYHT, BTRRUER KR 77 VETEE - RELE, BEREDD B, 24
DRFER. B, M. OE. . B TEE Bamp. BIB. WM. § GUE-RE).
+IEE. 2h. BB, 5. K. B, R BREARTHZRIIDWT, N
574 BEBREBEGL. ATIFI YL 2F T RERTREHRLEE (0i] red 0 B
BTV T T ANE-RF 47 oBELE)ERRAEL . REMAEFWREL
T,
2) EEPIZ T
(1) —mRReH 2
ZHizonT. RRUMS I Bl EMEOHEE T, H2RCHBI X 0iTE., 48
REBHEBEL-. RALULZERIISDVWTR T ORBERUHGEBR 2% L.
(DFEERE
2o T, BE51H (BEH) (&E2, 5, 7. 0RT 149, #£4#0. 1,
3.5, 7.0, U, 1TRC 208. HEO. 1 RU48IZ, £/-. KEMMF (L
FAEFOEE) RHEHEORER R ULAREFRBERVTH]EL L, £/, KE
whmE [ (BREUBHE-RS51AKE) | EEREVEHRE-ZROBKE) XU
(MELBHE-HEOHKE) ] | RECXTRTROEERENE ICH IS U KES M
# [ (FEHSNE /&5 1 BFE) X 100, BFESNEHHROBEEKE) X 100%
T (FEHNE/WEOHKE) X 100] 2HMHL -,
Q) BEEEHE
eFliconT,. 518 (5 L &52. 5. 7. 10RT UH., #EL1., 3.
5. 7,10, 14, TR 20H. MF I RUVC4AHR. BEFRBEHCTHEL., Y
HEF—UHBIZEy M, BAREEZEMEL. I1RYEVDO 1 BROBHEER Y
Lo

1996/04/15 F
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DERpUvEEERIE

REAFIEME 4B . HRSAXTHROTD ShBOFIIEREE . 24
FRECHERRLEB I —FIVRBR T TREIFEEE. 250RT - Ml#L AN
BB L., £, FEOERERCIBOEEREREHH L. HEBEDI B,
i, BE (£4) . Bk, BB (Bh) RUBE (£4) 0E£2BFXEFLHY
THMEL. 72, BEREES [ BeEE/HHPIFE) X 1001 #HEU -,

(5) REBML B IR E

HRRHC 2BIcDWT, B, B, BER. OBRL M. B OCRBE - ) . TR
BB, RKER. BREAOVE. MR, BBRMIEEIY RER. B, &, THEHY . T,
SRR, BETER. . B/E. B, N—¥—R. BERUKIE (BHEZED) .
B (W) . B OHHIEER) . PEBRENR. miE. JF. JFX. RE. ¥
(B18 - BRE) . +25B. =B, @B, §%. &%, EF. Bk, IR, FERT
BE2I0%HERERLU VETEEL. RELE. 8. BEREON—F—RiZF
€y NV VR THEE - REL:,

MEBEDOD S, £H OB, BE. B, OHF. M. . THE BER. 87,
AR, § (B1% - RE) . 2868, =5, BB, §5. 5. EBRUIFRIID
W, T, Y. NTOFERCIEE. R UT No I5IOBRBIZOWT . N7 1
CHBEFEGL, AT MR UL 2T UREH BV EEHREE (01l red 0% &)
FEMAEL |, FEMEBFHRELIT 2,

3) HHEEYOERMETRIEKOHELIZIDWT
(W ERERE

B2 O>NT, BEM 08P SRBHE TOED, ¥4 FREIIXDEBREERK
BRLERL, AFFRETTHEALRE GEEwl. REDHY. REURY. #
BREETRER LY OYERITH., EAMOREOER (EF £ ERIEFRILE
BT . AHBISEE) 2RHEL-,

(2) ZFESEHRE

BE5 UHOBEIZ DT, AEREATE F06 141 (BEAEELE) T I
HEZMREL UTRESE:. KEOBRZRMBOEHHCEFIBRIhEEEL.
REBIAREROAE Uk, HIROBSIEO TR HRESHEZIRIEEEL
oo B RER [ (XEHZ Sy VR/BES v M) X100] RUEBRE [(Zh
Zv MUKRENZ v MO X 1000 BREMLU-.
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Q) BB ERCBEITHEE
REUEEB2EII VT, &5 LE» 008K THE TEHO B HRE. BE
78, BHERK. £ERERUVECRER. HEROENRTHARERBEL-., .
HRE [ (BREE/EEEEE) X 100] . fER [ (BR2LELES v MK
SHEERES Y PO X 100 | SfER [ (REABREERER) X 100] | mER
[ (HERRMEERK BHEERY) x 100] . ME4 B8 ER [ (MEROR
DoNDES Y VE/EERZSHUES v M) X 100 1 (it (e /s
RE] RUEENN (HECHE,SHECH (AKX TH) SToHE] 284U,
(D FERO—BREBAEZRCEAE
ZEOVWT, PHRKRTEOOLHKE (ME4L4H) $TIHLIE., £ERUECE:
HEL., ~BREBERCARIIDVTHELX, 5. BEHRE2HBKTHEREO
AU TRELUE., £/, FERETFSE [ (HF4 0EFREHERDREERED
X 100] #1 2B UTHEE U, 2EL. BBREZTRTH D I RPEH &2
Sl HERIECHE U TH> -,
G FERDERE
ZFONT, BEO. 1RT4 HEBEFRB2ECTHELE., b, FEER
MEHERIT L AR U BT R U, £ FESNE (M54 90E-HE
OB#ME] RUKHESNE [ (KEHNE /MEFOH) X100] 2HMAL .
(B)FHEROH B
Fefhd, EBIZHBRU. vhole body® 10%FHEBEFE IV <Y VEHTEEL &REF
Uho ZOOBIz W TiE, WE4 Bz (ORAEED) 288, Bt
RBBRART A TREEFESE, 2HORBE - HEEARKICBEL . BEFR
B 0RD SR I D0 Tk whole body® 0% H#EERIL <Y VR THEE « &
#L7
7. R
WE . REHNERRES IR, BHE RRECEENHE . IRFHRERT
MR EMRECEZSEH., BEEER, BEfEERI, LEENRK. EREBERTER
ROBHEERE. MEGEIHEERE, oB®R, HAER, B, dEERFECRK.
MR . WE 4 HAEFRBERCHEREFRIIDOTR, ROFANRTRELIT /-,
bbb, BartlettDBREHEMCTABEREL . TOHKR, EH8 (p>0.05) %

1396/C4/15 F
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RURHBII DO TH—aBEESEMTETRITL. 884258 (p20.10) .
Dunnett DB EH (EHEORETEIPEI GEREMREL L H W) THEE L (DR
EREDUBEIT o, —F . TEDH (p=0.05) 2RU/HERUCRREDEEY
EHI DTt Kruskal-Wallis % A WTERIFL . HEREE (p=0.10) . fam-
WhitneyD U-BEHE THBRESE INBREFHLOLERITo., B, FRRTCBHETE
BEER. FEROATFEXCHEEII DWTE., 1 B2 L TRERITO -,
R, KER, ZHE. HEERTHEFRIIODVTRROBKTHREERT>=. T
bbb, ZEE - REERTHY. TOHER. FEREE (p=0.10) F 258 v =-B®E
{708, REL. 2B - REDHDVIEZHM 2 - BWEIWXTHE DSBS Fisherd
EREREREEEZR .

RE., MBHELOBEIIDVWTH., ERES R TFTE2HIEFNITERELU.

1996704715 F
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1. o RERSES
(D) —iRpEs =
—BAREB B D&% Table 2. INDIVIDUAL DATA 1-1~1-4 iR U 72,
FEED 300 mg/keBET LB REIGHUBRIIREEERW IHE. 1000 ng/kzFE
T8HIc R SIS MBIz RS RERN SRR L, BEMZ@D ont,
(DK EHR
REWB % Figurel, Table 3. INDIVIDUAL DATA 2-1~2-4iT® U7z,
RESBIMMFI DM 1000 ng/kegfE THRD S, FFE TRIFES IR OEME S
TR o,
Q)EfE
B EOE{L%® Figure 2. Table 4 . INDIVIDUAL DATA 3-1~3-4izm L 7-.
BHZOEMED 300 ng/keBE THE 1081z, 1000 ng/keBETHRE7TRT 0HIZR
Hod., BIEDS 1000 ng/kgBETHRE B~AB6HICBD ORI T,
(A) R E
RREDKEL Table 5. INDIVIDUAL DATA 4-1~4-8izR U 7-.
WREUBEL TEEZRBO SR,
(6) MLk F HIBRE
MBEEHREDOKEL Table 6. INDIVIDUAL DATA 5-1~5-81Zw U7,
ANESOVEOEERCOMEREOSES 1000 ng/kg BETRD ORI,
Z oM, 1000 ng/keB TR ONRBEOEEIH S5,
(7) MURAL S AR E
ML BE DR % Table 7. INDIVIDUAL DATA 6-1~6-8lzwL 7z,
TPWTIVOEME, -7 a7 U 08, GPT, YV AFS—~ERVBaLAF
O—LDEMED 1000 mg/kefETRD SR,
Z D 1000 ng/keBE TR MBEOEENHF SR,

1996/04/19 F
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B BEEE

HREERRUREREEZH OB S Table 8. INDIVIDUAL DATA 7-1~7-8 75
Uis

FHOKEERLOGE WROERRCHEERLOSES 1000 ng/kgBETHD
St

iz 1000 ng/keBETRTEL (&) OREERHOSE. % () OREEELO
B8 Bk,

(9) #1#%

S oOkE% Table 9. INDIVIDUAL DATA 8-1~8-dizmU tz,

KA EROB B MA 300 ng/keBEo 1 BT . B8 (hA) OEGRH 100
ng/keBED 1 BT . K3 Ui IPE D (o B8 A BUBE BT 100 ng/kgBE D% 1 Bk |
R P 38 1 A A 300 me/KeBEOD 1 BUIC 2D S

(10) B e s
RIS EMRE DK E S Table 10, INDIVIDLAL DATA §-1~9-4icmL 7=,
TR OIEAE | BROEH RME S % b 5 BAE L EON TS B LHRE

J

DR, TEEOEZFAETEEDY 1000 ng/keFICEDoNR., HFULTHETSH
72100 mg/keBED 2B BT 1000 ng/kgBED 1 BII B O TH T OFERE R T IR
RBbonpoT-,

T oftl, FEOFMRONEROERENL, BROKME LRORBERE. T
At BRARCY o RRE2 LT IRBEOMBEHE. LDV >/ KD S0kl
WEREELTIOMBHEMBEN. MOEEEA. REOEEIZE TS MEEED RS
T TREOKE LEER, BRIUEHEOERRUCMMA DEE, FHRLKCE
PEFRARCEFREE. s RICHEIISTR VK2 5MRREM. B

PR RS BFERIC SR IZEE AT BEH 2021000 ng/keBE A2 < oD UNDBRSHIZTRD

5% (B N

1996704715 F
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SR-98432

2. EEYORERSLEE
(1) —BIREBI

— R RREBZE DR &% Table 11, INDIVIDUAL DATA 10-1~12-4izsmL 7=,

AEHRATR &AM Tk, WIS 1000 ng/keBETIPIC RS I5EUBROBSRIIEE
H3WH . RERZEFTOMRD 60T,

SEMRIEM Tk . WRESS 300 ng/keBET I HICAE S BOKRER 10905 5650,
1000 mg/keBE T 8 Bz SRICERWH ORI HEMHORESHMICH YA
oh i,

WEMR T, #IEH 1000 ng/ ke T2 HF 2 BB GEE PO HRER 14D
BV 15 RD ST T DRBFEBIS 300 ng/kgBET 2 Hic. £HHF RIECH
A% 300 mg/kgBER TS 1000 ng/keBEDE 1 FliciAD 6Tz,

DM BRES 1000 ng/keBED 1 PITRE L BRBD OIS, KEBRICKZ->T
KX T INDDBERR " A Y THBRERIITHAIRD ORTED . INDDEETH
74 U THBEILDEUEREE X SR,

(D HFEHES

{FEHB % Figure 3~5. Table 12~14, INDIVIDUAL DATA 13-1~15-4iz:mU 7o

HEEMBSHMRCEREH T, ¥RBELABEL THEZRZD shidbol,

WEHM TR, SEOBMERTHEMBOEMES 1000 ng/keRETHD oh .

CIFEfEE

BHEEOE{% Figure 6~8., Table 15~17, INDIVIDUAL DATA 16-1~18-4iZ:%
L7,

ARG T, FRBLLE L THEEREZRBD ohR b0,

FARIAM R U E R Tid . SFHES 1000 ng/kgBE THE 14~200. MF 1 RU4
HizBdohi,

(DBREEE
BREEERUBREREEZILORKE S Table 18, INDIVIDUAL DATA 18-1~18-4 |z
w7t

HEACHE (£h) DEERCHKEESLLO EHEN 1000 ng/keBETHRD SN,

1996/04/15 F
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SR-9432
(3) 4%

IR DL % Table 19, INDIVIDUAL DATA 20-1~20-4 iU 7=,

FREROME . BROBE . WROEH. 75RO MREYE T T8 KRR
154% 300 ng/keBEDSME BIECH 1 BHCHD Shi-A. FREOSREL 25713
HERED SRk, £, AREEROEE—HRIS 1000 ng/keBOERE
FFE B 1 Bz S

oM. FEEOREN. B REO LN 1000 ng/keBT 1 BIcBD Shi:,

(6) R AL AR W B

R PHIRE DR E % Table 20, INDIVIDUAL DATA 21-1~21-4iz ;7L 7=,

SRS T EAROLKEE RCTFENBREBFESAD ST 300 ng/keBED &
WERECHO L RS MRENO L HTRBEO ) > SRBOER . A0
BROWBOBE 5550, LRAOLWE RFCHO 1 Pt BHOEL 2T 5
FAE L ORI AR CEBORREE 2235 U F A KOMMASEE TED 5
R . 1000 ng/keBEDEMERFECH Tl . AMEEOBATL. BBIHKEL =
EFTBRURA RO#EMHBBD ST, 300 ng/kgBEOHOGHEEF 1HICEBEER
B oo,

FEOBREFMAEE. TREOHE LEBN. BT OBE TR B BREE
BOEN. FROKEBERSLWE FIECHER S 1000 ng/keB OBl AR ERI-.

100 ng/keBED 2 BIETF 1000 ng/keBed 1 BIOFEESIC DO Tit. BERAD 51
Bhrot,

oM. BREROBREKA. TREDS N EBAHENRRYELTES 52 VWIIROE
B 300 ng/keBED BHREM LT LME BIECH . 5 5T7 1000 ng/keBER T < 1
WEER SO OB RD DR,

3 . B LB R R ORE B
(1) ER T

HAETERE DR % Table 21. INDIVIDUAL DATA 22-1-1~22-4-2 oL 7:s

P TR Tt . Pl BR RS ST, MRS U TRRE TOHY.
SRR BRI R RIAD Sh ot BB AR REER 100 ne/ks
FETH 2. 1000 ng/keBET LIS B SR THY . DRIz X 2HEEAY

oMot

1936/04/15 F



SR-9432
(BB RCBETHHSR

DHRRCBETHEBOME Y Table 22, 23, INDIVIDUAL DATA 23-1-1~23-2 i
mlL7z,

PHRBEL LT, BETRIIERDOH SRLOHD 300 ng/kegBE T2/, HE
BELLT. SHERECHD 300 ng/kefED 1 #. 1000 ng/kgBD 1 HIED Sh
Fzo 2B, HEERHEGFRROEM. A4ERBOKEEN R ERZANECRED
SEER S 300 RT 1000 ng/kgBE TRO SR/,

T, SRR E L TERERE. BRER. ERKE, REERY.. 26H%.
AR WL AENN. BERRCHEFLANEETRIFEZEZED ohb ol
DBBRTRIZHONLECRECEHERFECHDOECRITE., SMEFBAETR -
WERERRD RO,

() ik RoLGFHE
HERDEFROKHE% Table 24, INDIVIDUAL DATA 24-1~24-41Z% Uz
HEREGFROBEMEFE WA 300K 1000 ng/keBETH SR,

(D FERO—BRERE

HERO—BRERSOHES Table 25, INDIVIDUAL DATA 25-1~25-4 iZmU 7Tz,

MHEEELEE L T IRTH B2 FRHEMAH 00RT 1000 ng/kgBETEZL B SN,

ZOW, SMEPXMREEE T 300 ng/keBitRd ST,

GYFERDEEHS
WERDOKEWD % Figure 9. Table 26. INDIVIDUAL DATA 26-1~26-4iZ®/ L 7=,
HREHIBROEMH 1000 ng/keBEOMHE TRD SRz,

(8) Fitk R &k

FEROUBRDME S Table 27, INDIVIDUAL DATA 27-1~27-2-4iZi L 7=,

FECH TIRERIBIRS 1000 ng/kgBb DML | o GBI RBOM L BT D
pi .

HWEABICERLULZFTE., BROBEKRS 100 ng/keBEOME 1 #i2. RO
%5 1000 mg/kegREDME 1 Bz | WEDHIED 1000 ng/kegBEDIE 1 BUZRD SN T=.

1896704715 F
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== 22

UND @ 100, 300 RTF 1000 mg/kg/daye S5 v FORESNACTKEBEME S A6HM.
7y bORER . RERCEFEEE. §E30EFTCoMMrBORERS L. ®itEY
~OREBEF X BEE . BEFYOEM AT RERORE T RIETHEEICOWTAI Y

o TEBREERL

1. RE&RSSHH

TR, — BRI THIES 300% TS 1000 ng/keE TR SR, FORFKRAD» S
NS I K DRBEEX R,

REHS T, EERINDEEES 1000 ng/keBETRD Sh ABETREEHSMEOE
HHHETHED SN, CHIIHHE LU TARTRIBHEEOREISR S TRT B RDSh
Foeho INBRSILIEELEZEZON:., . BHEOSENIRE28~68IZED
ORIH. CHIE EROBEEEOEEIINT IREEZLTHDIEX R, —F . 300
ng/keETREZOREIHB S AR oNP, FEHBIEERHFGIT. —B%
DEATHDIZ LS. INBRELIDIRBTRREVEEX SN,

MEIZRETEEL L TANES 0 EVEDOERMAI000 ng/keBETRO SN, AFHTH
BEZRHohRZVEH00, RORBRTAT MUy MEZDWTHEBEFERmSH Sh
T3l ehroEMREBdH>EbDeZExohd., UL, @BRFAORES XUEED
FREHBPHRBECBOCTIRERBDOONRNI LD 5. BERAMKETHILE X
SR, . BEREOBED 1000 ng/kg BIRAHHh . BROBERTHKEEER
DEELHETRD oh D, AMRSE., YRRCFEZEBENRECSNTHEE
Waohnro, IND BELOEEEITETH 7, DM, 1000 ng/kgBE T
MNREDBEESH SR, BRF—F (Appendiz 13) OHENOEEHTH Y, DK
G OBEBEERVWEDLEX oS,

PRIt 3 2B LUTTNTIVDEM. -7 07 Y 38, GPT, 2Y Y TXF 5
—ERUHBa L AFO—OEHES 1000 ng/keBETRD OR. CRICEHEL TRETIEF
BEEHZCRIHREEZHOEEIRD ShIeh b, HRATHBEEFHRETR
BEFRARDOALL o500 INDBRSIZIDFBEIEZEERIFL TR IEPRES
nt-. T Ot 1000 ng/kgBE TiRMBEDEMOSH SR, BRF— % (Appendix 13) D

1956/04715 F
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HEHADEHTHY . INDESLOFERRNEDLEFX SN,

WEEETIMIC 1000 ng/keBTREE (£) OREEELOEE. 3T (BHOKE
ERLOBHEAH GNP, WTHHAMETH S L RCEELMFIERmICERL /-
ZETHY, WRELOBENREERI RN HDEEX SR,

FEARFHRETCIFROMERE BROEVUKMAER2 XL T IRME LROMF
WD BCRFBREDUE . TEEDHZWEE é@m1MMnym#L%wbntm h
SCOFRK. BEAF— 9(Mthl@'f%ﬁbﬂé%@fﬁo\UW&5t@%@ﬁ@
WeEX o, TOMORRIIOVTIE, HRAEE, S RS LOBEBERRNEE X
ohi-.

T, —BKEEEI 2R THEE 300R T 1000 ng/kgBETRO Sh, TORIRFAH» S
N 5 In K BHBLER ST,

WEHE T . HENNOKESNERCHMEOFHEDI 1000 ng/keETRD SH.
HEHBIMAHE L TEUZ0S B EEIL~208, BE 1 XC4ARD o, AT
RAEHBICEBRZEFORRVED0, HEELEEKEL THERERATEEO HOKE
PMEL. BEABIRNBELIZERROBIEEL T3 I 2,6 INDBRESIZLVHKE
DOFMBMFIEH, TOREL U TBHEENGEERLEDDOEEX BN,

FIzH T 2B U THBROEERUCHKEERZILOBEH1000 ng/keFETRD SN,
BRI ERECFEEERFVRETCRERRZED SR P27 H0D INDREIZEXD
i RIETRENEDR .

b REAGFWRETIFBRORBEFHRER. TEFOKREBLEER. RED
HETHIIST IHEHBOERA HROBKRER P EMEFRIFECTH ER 1000 ng/kgHt
DB RERSD, T35 TREDKEE LREBRERUBEOEBBRIZODVTRER
5 — X (Appendix 14) THHHH, REDOHETHIC S IT S HEMABORARZE Stk
KRB AL R TR T 2H0THY . £, FRORBEFMEEED X OHFTHEE S
5 N5 LOMERRNEDEEL SR, T, BROBTEA. TERDOS M7 E
AHERRRDEIE H 2O MROBER S 300 ng/kgBHEO R RREMR UL E R
Bl. 26T 1000 ng/kgBEA RS EBER SD OB BD oRHB. ©WThETOR
R O HRBEC LD HDLE X SR,

PAL&Y . 300 ng/kghA LR THRIESBD Sshl- L&, KEHE, BUE &
BENRERCMBILEARE. HEEEDLP SRR U=V TERIZB TS INDOKE

1996/04/15 F
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BECESEZERE (NOEL) 1L iz 100 ng/kg/dayTH B E BB IR, 12
L. 300 me/kefit TR RS L PIRD SRIZDHTH D=,

2., EFBEFNE

EREERETRROREY . BEORERTEZRIIN LT IDREIIX3FEIRED S
Dot Flo. EHE BR SRLERCIR) 0FE, HRATFENGEOR
B HOTHINESIIIIEBRIZD oA d o, RE . FEROARMBRIIOVTHE
DR HEE BT S REABENFREED Sh ok,

DABEFELUTARETHIZEROHA SR GRS 300 ng/keBET 281z, MERB L
UTEWERECHS 300 ng/keBE D 160, 1000 ng/kefEd 1BITRB ShFDB, 0
RNLTOERRRICHAERREENZD ORI S INRLEEDBEEIEI RVEDLE
Aol ERDORBREARCEEERECHDS B 300 ng/keEO2ZHERIECHD
1#ICRFEEREORE, BEOBA, MROER. TEAROMBTERTTFEARE
BESREOONT, £z, 1000 ng/keB oM E RIETH 1 BHIIREE LROFE 5
RIBBZRD Ohiz. CREDKBMGEHRE CRURHBIFEAROOKEYE RTFE
MERBREZ SR D Sh iz 300 ng/keBHOLEMERFECH O L FIRCHABEDO S HREES 181
HBO Y O NEROER . FAEROBERRUMBOER SR shT, CHIIMAT,
300ng/keH DD HEER 1 Pt RBROEMN & £ LT 2FME LR EENRUEE
DHEREEZL T B R FOBMPHETRD SR TEY . ~BREOENHIHRES
BHEVIHEREODFEETHA>¢EZEX 6N, £, 1000 ng/keBHDEHERFECH T
ik, KEMEEOREF 2., BIBIERSE2ELTRU RS FoEmBED sh, MOXX
BREHEEPEEREOLIREEX 50, 300 ng/kgBHOBOSHMAERD 1 12k
AFRRDonT . 2O HREORBIIDVWTRAPTH 7=,

FEROPRTIE, LERISLEERROEE, BEROEMEMER BT L ERIZRIEC
RBEogEER S 300 RT 1000 ng/keBETRD SRS, CHIFEHBETHSRIDHRE
HEHDOREEERFECHIZELZHDTH o (Appendix 15) . /2. 300%T 1000
ng/kgTETH OGN ABEFEFDH DR SEFTRECHOECRTTHEM LR L, BEY
DDIE D DR O LB RS L TH S 2 ERR L, INEELD
Bld ki 2B X Sz, 1000 ng/kefE 0 i THREEMBOMELZD S8, —K
REBERTHRIZB TR INDB I X2EERRL SR Rbo . BB, ME4HE

1996/04/15 F
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BH T . BOBRKS 100 ng/keBED M 1 Bz, BREOMED 1000 ng/keBiD g 1 #
. BEDOHIRD 1000 ng/kgBEDH L BB SR, BEHEED . wThHXod
FE» o INDBRELOEERRVEZ X ONT-,
BMEXY . 1000 ng/keBHEDOBEDFER THERMBFOREIBD oh-leh s, K
AP Y=z TEBRICE T D INOAEMBEIIH T 2EEEE (NOEL) X 300 ng/ke/day
THDI ePmrlEEhiz,

Z5 S Ek

1) 9oFHhoosy MoB i3 24880 RBEZFER (SR-9431) .
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Figures

Figure 1. Body weight changes of male rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)

Figure 2. Food consumption of male rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

Figure 3. Body weight changes before gestation period of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)
Figure 4. Body veight changes during gestation period of female rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test {SR-9432)
Figure 5.

Body weight changes during Lactation period of female rats dosed orally with UND in the combined repeat dose and reproduct ive/develapmental toxicity screening test (SR-9432)
Figure 6. Food consumption before gestation period of female rats dosed orally with UND in the combined repeat dose and repraductive/developmental toxicity screening test (SR-9432)

Figure 7. Food consumption during gestation period of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

fFigure 8, Food consumption during lactation period of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

Figure 9. Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screening test of UND in rats (SR-9432)

Tables
Table 1. Experimental design for the combined repeat dose and reproduct ive/developmental toxicity screening test of UND in rats (SR-9432)
Table 2. General appearance of male rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)
Table 3. Body weight changes of male rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)
Table 4. Food consumption of male rats dosed orally with UND in the combined repeat dose and reproduct ive/developmentat toxicity screening test (SR-9432)
Table S. Urinary findings of male rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)
Table 6. Hematological findings of male rats dosed oratly with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

Table 7. Biochemical findings of male rats dosed orally vith UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)



Table 8.
Table 9.
Table 10,
Table 11.
Table 12.
Table 13.
Table 14,
Table 15,
Table 16,
Table 17.
Table 18.
Table 19.
Table 20.
Table 21.
Table 22.
Table 23.
Table 24.
Table 25.

Table 26.

Table 27.

Absolute and relative organ weights of male rats dosed orally with UND in the conbined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)

Gross findings of male rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

Histopathological findings of male rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

General appearance of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

Body weight changes before gestation period of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)
Body weight changes during gestation period of female rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)
Body weight changes during lactation period of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)
Food consumpt ion before gestation period of female rats dosed orally with UND in the combined repeat dose and reproductive/devetopmental toxicity screening test (SR-9432)
Food consumption during gestation period of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)
Food consumption during lactation period of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)
Absolute and relative organ weights of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

Gross findings of female rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)

Histopathological findings of female rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)

Influence of UND on reproductive ability of rats in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

Influence of UND on delivery and maternal behavior in the combined repeat dose and reproductive/developmental toxicity screening test in rats (SR-9432)

Gross findings of dead pups at birth in the combined repeat dose and reproductive/developmental toxicity screening test of UND in rats (SR-9432)

Influence of UND on viability of pups in the combined repeat dose and reproduct ive/developmental toxicity screening test in rats (SR-9432)

General appearance of pups in the combined repeat dose and reproduct ive/develaopmental toxicity screening test of UND in rats (SR-9432)

Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screening test of UND in rats (SR-9432)

Gross findings of pups which vere dead after birth or killed on day & of lactation in the combined repeat dose and reproductive/developmental toxicity screening test
of UND in rats (SR-9432)



(ZE¥6-HS) 3593} Bujuoniod
A}loixo} |ejuswdo|ansaps/aajjonpoidas pus asop }esdes pIu|quod

94y} Ul gNN YyiM A|jvio pesop s}us a|ew jo sobusyos jybBjem Apog

Uuojjeljejujupe jo0 Asg
gy A GE 8¢ 12 1A 01 l

[l . | 1 1 1 L 0 \

878w 9001 aNn S/ —*
83,6 gpg gNn 770
6y/8w 00| gNN T —°

|odjuoy O—©

08

1 0¢ |

081

(0V¢

[ 00€

| 09€

[0CY

08V

F 0¥ S

0089

m

sjyBiran Lpo

(8)



(CEYE6-HS) 3883
Bujusosos A} jo|x0} |wjusudo|saspserjionpoides pue os0p juvode)

poujquod 9y} u| NN YiiM A||®Jo0 pasop €381 3|uw jo0 uojjduncuod poog 7 9infijg
uoj|}va3sjujspe j0 4AvQ

a7 (A 1 8¢ 1¢ 1A 0l L S ¢
- | 1 X 3. 1 1 1 L y - i lc
By/08w 0001 aNp ¢ ‘
6%/6% goe aNn °7 ° o
By/8w g0 gNn &~ —°
Joijuog O
[ 9
' 6
K1
BL
81

0€

uo)jdunsuca poog

(ps/8)



(ZEY6-HS) 363} Bujuessas A3 joa|xo}
jejyuando|arepseajjonpaidas puw esop juvedss paujqEOD BY} U| QNN Y3 IN

A)jvJo posop 6}9) ojum9} jo pojied uo|je}seb oi10jeq sobBuvys 3ybjem Apog g e1nd |4

uo|jvJu}sjujupe jo Asqg

71 0l N m N F

1 | - : ] | lc
By/8w 000 ONn

By/8e gp0g ONn % e y
Ba/8w 001 aNn &~
|Joijsog OO

09

06

021

051

081

012

“M*llﬁ
- (072
91;.2.n1..1..1..1.nﬂﬁw .
042

“00¢€

syyBran Lpog

(8)



/9Aljanposdal

0¢ Ll

i 'l

(CEY6~-HS)
puv sso0p }vadal

1A

/.

uojuysafl 3o 4w
0l

ys9} Bujuasios A}jo|x0}

L

jejuoundojanop

paujquoos 3y} u| QNN YiIIw 4|eJo
pesop 6}9J s|vwo) 4o pojisod uojjey}sed Bujanp sobBuwys jybBjom Apog

By/B81 0001 ONN
By/6% 00c ANN
Bx/6% 001 aGNN

|oJjuag

—— o
Gereenrd
- — ——0

o———0

*y 94nb |4

10§

F001
0G|
002
1052
00
066
007

| 0GY

006

sjybBtran Apog

(8)



(CEY6-HS)

/9A]}onpoudas puw asop jwadal

pesop 63}9J a|vwd} }jo pojJsd uo|}B}09|

}s9} Bujuaoeios Ayjoxoy}
paujquoo

|ejusaudo|aAaop

94} Ul ONN YiIw Ajjeuo

Bujanp sebusyas jyBjow Apog g sinbgy

uojje3}ae| jo 4wQ
¥ 1 0
L —————— e S e Aty o Sl A s k¢ o et b A Am—— S 1 J - o
6y/6% 0001 ONn T —°
By/8% g0e aNn ®T T ° - 0¥
By/8w 001 aNn & T T°
|oJdjuey O——0©
08
[ 0¢C1
081
[ 00¢
[0V ¢
08¢
T T T T T e T e e X REAY | 0ze
[08€E
!

00¥

s}yBian Apog

(8)



(¢E¥6-HG) 369} Bujuesusas 4d3joix0}
|ejuawdojorsp/sanjjonpoidas puv osop jesdos paujquoa ay} U[ QNO YA

Afyesio pecop s}8J ajews} jo pojiod uvojjey}eel osojeq vojjdunsuos pooy g oinbjg

upjjes}sjujupe jo Aeq

Al 0l V] q rA [
By/8% gooL gNnp
81/8% poe oNn 7T e
By/8w 0oL gNn &~ — ¢

[eijvoy O—9

- e — = e

.-l-
—
tcocnonton - —

0. .
* e e, t e,
" .
..,
.
..
. -
* -
-

8

01

¢

(71

EL

81

0¢

uscijdensuos poog

(p/8)



(ZE¥6-HS) 189} Bujussios A3)ayxoy
|sjuswdo|saaps/aajjonpoidas puvw osop juwadas pauj|quoa a3y} uj] (NN Y}IN

A||®do pacop s}9Js 9)|vwa} jo pojisad ucjjeysab Bujinp uvo)ydwnsuoo poog °y 9snf|gy
uo|je}sall jo Auq
0¢ L} ¥l 0l V4 S l

(] —_ 1 J 1 ) 1 I ] — ﬁo
Bx/8% gool ann * *

By/8w gpg aNp ° ° " e
61/8w 001 aNn &7 T 7°
|]oijuoyg O—0

9

[ 6

(¢

(Gl

[ £¢

0€

uojjdensuoo poog

(ps/8)



(g/d)

Food consumption

40 .
36
32.

28. //—

-
. *
- ®
-

24‘ /i—. ...... N /’

e ,/:////
- L -
16.1 /:/

12 _-"
o«
8.
o—————o Control
e———-o UND 100 ag/kg
4 P o UND 300 ng/kg
o————o UND 1000 wg/kg
0" Lo T
1 4

Day of lactation

Figure 8. Food consuaption during leactation period of female rats dosed orally
with UND in the coabined repeat dose and reproductive/developaental
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Table 1. Experimental design for the combined repeat dose and reproductive/developmental toxicity screening test of UND in rats (SR-9432)

- > 8 et e T e O 8 e o e e e e 0 A e e A 8 et e O D e e P e e e 0 e e 8 R e A et e e e Y O e Y R e o D 0 e s

a

Concentrat ion No. of animals
of UND Volune.© mememmmmemcessssmeeoeenoees

Group {w/v %) {ml/kq) Male Female

b
Control 0 5 12 12
¢

UND 100 mg/kg 2 5 12 12

UND 300 mg/kg 6 5 12 12

UND 1000 mg/ke 20 5 12 12

a: UND (n-undecane) vas dosed orally to males for 46 days including before and during the mating period, and to females from day 14 before
mating to day 3 of lactation.

b: Control was olive oil.
c: UND vas dissolved in olive oil.



Table 2. General appearance of male rats dosed orakly with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test {SR-9432)

UND (mg/kg)

Control 100 300 1000

a a

No. of animals examined A 12 12 11
b

Salivation 0 0 1 8

a: Excludes one animal because of administration error.
b: Values are no. of animals with findings.



Table 3. Body weight changes of male rats dased orally with UND in the combined repeated dose and reproduct ive/developmental toxicity screerning test
(SR-9432}

No. of Day of administration Body weight gain

Group animals ] 2 5 7 10 14 2 28 35 42 &6 Day 1-46 %a
b (1Me (11 am an (11) (1) (11)

Control 12 £00.0 400.7 418,3 4713 40,3 455.6 482.7 511.0 536.0 559.9 563.2  163.273  40.690

15.4 15.3 17.4 19.1 20.6 25.2 311 .8 41.4 49.2 50.0  39.545 9.233

UND 100 ma/kg 12 401.8 4019  419.2 4210 440.6 458.5 481.6  508.9 532.7  556.1 559.2 157.417  38.933
15.9 15.7 20.5 23.5 25.1 30.0 8.3 #1.9 47.5 5.1 59.0  46.514  10.545

UND 300 ma/ke 12 399.4 400.5 £18.1 4268  436.6 453.1 4761 498.4 518.7 538.6  545.6 146.167  36.526
13.2 15.5 16.4 16.8 18.1 19.5 19.8 21.9 26.8 33.5 4.0 24837 5.707

(1) (1 () (11 (11) (1 an (m (1)
UND 1000 ma/ke 12 399.9 £00.4 £15.6  423.2  430.4 440.7 459.7 4835 502.0 520.3  528.5 129.213  32.319«

15.8 16.6 18.2 20.3 211 22.0 n.1 25.9 25.5 21.9 2.7 20.269 4.455

.....................................................

a: (Body weight gain / body weight on day 1) x 100,

b: Values are means and S.D. thereunder, and expressed in gram.
¢

*

: Values in parentheses are no. of animals examined,
: Differs from control, p<0.05.



Table 4. Food consumption of male rats dosed orally with UND in the combined repeated dose and reproguct ive/developmental toxicity
screerning test (SR-9432)

No. of Day of administration

Group animals 1 2 5 7 10 14 21 28 35 42 k6
a (11)b (1 (1m (11) {11
Control 12 27.8 26.0 26.1 24.7 25.3 25.2 23.4 22.5 211 2.2 20.0
2.8 3.7 2.9 2.7 31 4.0 2.5 2.5 3.0 3.9 2.8
UND 100 ma/kg 12 21.2 24.5 261 22.6 24.8 24.0 2.4 22.1 20.1 2.4 20.1
2.7 2.4 4.9 3.4 3.7 b4 3.5 3.3 2.7 2.9 3.0
UND 300 ma/kg 12 5.7 26.0 24.5 22.2 22.3 22.8 22.9 22.1 21.2 21.3 20.9
2.0 3.0 2.2 2.6 1.7 2.3 2.3 2.0 2.1 3.4 1.7
(11) (1) (11) (1 (11) (1) (1)

UND 1000 mg/ka 12 26.1 23.6 22.9 21,5« 22.5% 22.7 25.9 26.T%% 24 bwx 257w 26, 1%
2.5 §.5 2.5 2.4 2.3 2.0 5.1 4.3 1.5 2.9 3.6

........................................................................................................................................

a: Values are means and S.D. thereunder, and expressed in gram.
b: Values in parentheses are no. of animals examined.

®: Differs from control, p<0.05.
»%: Differs from control, p<0.01.



Table S. Urinary findings of male rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

pH Pro Glu Ket Uro Bil Occult blood
No. of = ~=mmmmmeeeeeememeecccamcccccmncennes mmeemeecmcmmemes meeee mmmes cmemmene mmsee memamemeeees
Group animals 60 65 7.0 7.5 8.0 8.5 + + + - - 0.1 EY/dt - - 1t
a
Control 6 1 K 0 ] 1 0 1 3 2 ) ) 6 b b 0
UND 100 ma/kg 6 9 3 0 0 2 1 1 3 2 ) ) 6 6 6 0
UND 300 ma/kg 6 0 k) 0 0 2 1 1 2 3 6 ) 6 6 5 )
UND 1000 ma/kg 6 0 4 i 0 | 0 0 5 1 ) 6 ) 6 6 0
Urinary sediments
Epithelial cell
---------------------------------- Specific gravity
RBC WeC Squamous Round Smait round Others =------=--=---cev—commemmeaacnuon Water
No. of = =—==-=-m= meeem mememecene cmen emmeemeeeae ooooen 1.021- 1.031- 1.041- 1,05(¢ U-Val consumpt jon
Group animals - 4 - - t - - - 1,030 1.040 1.0%0 ml/27hr g
b
Control ) b 0 8 ) 0 ) 6 ) 0 0 2 4 7.00 16.3
1.90 9.2
UND 100 mg/ks b ) 0 & 6 ] ) 6 ) 1 1 2 2 11.08 20.0
8.67 7.3
UND 300 mg/kg 6 5 1 b 5 ] 6 ) 6 0 3 ] 2 11.08 19.5
5.09 9.3
UND 1000 ma/kg 6 6 0 b ) 0 & ) ) i ] 3 ] 11.50
5.44

a: Values are no. of animals with findings.
b: Values are means and 5.D. thereunder.



Table 6. Hematological findings of male rats dosed orally with UND in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9432)

No. of RBC Ht. Hb. MCV MCH MCHC WBC Plat

Group animals  10%/pl % g/dl fl pg % 1030 10%/ul
a

Control N 8.153  45.62  15.51 56.02 19.01 33.95 16.23  977.3

UND 100 mg/ks 12 8.148 45.13 15.25 55.41 18.68 33.75 16.44  1052.8
0.293 1.85 0.55 1.39 0.63 0.65 3.50 122.3

UND 300 mg/kg 12 8.123 44,52 14,95 54,84 18.38 33,53 15.60  1065.8
0.302 1.43 0.42 1.96 0.72 0.76 2.88 1.6

UND 1000 mg/kg 1 7.858 44.07 14,73 56.09 18.70 33.39 19.75%  1096.2#
0,327 2,08 0.68 1.67 0.61 0.97 3.72 64.4

Hemogram of WBC

Neutro,

No. of Ret. cT PT APTT Stab. Seg. Eos. Bas. Mono. Lymp.  Others

Group animals X sec, sec sec % % % % % % %
Control 1 19.3 298.5 13.05 24,45 0.0 1 0.7 0.0 0.0 87.1 0.0
3.0 86.7 0.64 2.32 0.0 3 1.3 0.0 0.0 37 0.0

UND 100 ma/kg 12 191 320.9 12.81 23.59 0.1 13,3 1.0 0.0 0.0 85.6 0.0
1.7 57.9 0.57 3.26 0.3 3.2 0.9 0.0 0.0 3.8 0.0

(1)b (i
UND 300 mg/kg 12 20.4 285.5 13.07 25.95 0.3 14.3 0.5 0.0 0.0 85.0 0.0
2.4 95.8 0.51 2.25 0.5 3.2 0.7 0.0 0.0 3.5 0.0
(10)

UND 1000 my/kg 1 20.2 267.8 12.1 23.64 0.2 16,1 1.0 0.0 0.0 84.7 0.0
1.4 108.8 0.42 2.5 0.4 &7 0.9 0.0 0.0 4.9 0.0

a. Values are means and S.D. thereunder. b: Values in parentheses are no. of animals examined.
#: Differs from control, p¢<0.05. x#: Differs from controls p<0.01.



Table 7. Biochemical findings of male rats dosed orally vith UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)

e o 2 i o e ot B e O ey e A o T it 0 (B R L et e e P o oy i A 0 o s i e e P o R e ot o e R B 2 e 8y 0 4 40 A g A8 B e M = T S e e A

Protein fractions (%)

No. of TP Alb A/G Alb Globulin 60T GPT CHE vy -GTP  T-Bil Glu
Group animals g/dl g/dl Q. (1 2 B ¥y v/t (1 U/t U/l mg/dl mg/dl
a

Control 11 6.13 2.39 0.635 48,55 22.65 1.25 16.80 §.76 107.7 23.3 59.3 1.73 0.10 180.1
0.2 0.08 .032 2.90 1.91 0.56 1.26 1.30 26.5 3.7 10.0 1.5

UND 100 mg/kg 12 6.05 2.38 0.642 48.61 22.19 7.08 17.33 4.79 113 26.6 76.2 1.92 0.10 183.3
0.24 0.12 0.047 2.09 2.99 0.72 2.01 1.1% 30.1 1.2 25.9 0.35 0.00 42.8

UND 300 ma/ks 12 6.15 2.% 0.6M §71,32 22.19 7.28 17.40 5.21 100.5 2.8 66.6 1.78 0.10 185.7
0.27 0.08 0.038 2.2 0.89 0.61 1.46 1.16 2.3 6.4 20.9 0.30 0.00 17.9

UND 1000 ma/ke 1 5.95 2.2« 0.617 47.87 21.26 8.26m  17.77 4,83 n7.6 44 Qe 114540 191 0.10 162.5%
0.31 0.06  0.058 3.3 1.88 0.81 1.56 1.21 25.3 10.0 3%.9 0.55 0.00 18.6

..............................................................................................................................

No. of 7-Cho 16 PL BUN Crea Na K Cl Ca P

Group animals mg/dl mg/dl my/dt mg/dl mg/dt mEq/L mEq/L mEq/L mg/dl ma/dl
Control 1 75.9 133.3 145.7 14.81 0.57  143.50 4.935 106.4 9.81 8.05
14.8 90.1 30.7 1.93 0.06 0.77 0.386 2.1 0.70

UND 100 mg/kg 12 81.8 124.7 148.0 14,36 0.56 142.75 4,883 105.4 9.83 8.06
13.6 Th.4 29.0 1.50 0.05 0.99 0.384 1.9 0.26 0.65

UND 300 ma/kg 12 86.4 111.9 159.0 13.96 0.57 142.88 4,896 105.3 9.75 7.75
13.6 45.3 21.8 1.43 0.07 1.00 0.381 1.6 0.3 0.54

UND 1000 mg/kg N 99.9x% 777 161.4 15.17 0.55  143.55 5.071 106.0 9.96 8.32
15.5 22.5 19.7 1.54 0.08 1.08 0.29 1.6 0.2 0.39

a. Values are means and S.D. thereunder. %: Differs from control, p<0.05. #x: Differs from control, p<0.01.



Table 8. Absolute and relative organ weights of male rats dosed orally vith UND in the combined repeat dose and reproductive/developmental toxicity
screening test (5R-9432)

Body Liver Kidney Thymus Adrenal
No. of veight Right Left Right Left
Group animals g g % 9 5 g ¥ my 107%% mg 107% mg 107%
a
Control 1 5435  14.816 2.719 1.557 0,287 1.515 0.280 268.9  49.909 28.3 5.238 31.5 5.820
48.5 2.007 0.178 0.190 0.033 0.171 0.031 59.6  12.084 3.7 0.812 4.0 0.816
UND 100 ma/kg 12 §37.6  14.549 2.693 1.493 0.278 1.481 0.276 279.9 52,139 26.8 5.006 29.4 5.466
56.6 2.700 0.29 0.140 0.027 0.145 0.020 59.5  10.301 3.4 0.528 4.9 0.680
UND 300 mg/kg 2 S24.7  14.39 2.741 1.532 0.293 1.516 0.288 289.3  55.219 26.5 5.050 28.6 5.453
32.6 1.642 0.179 0.104 0.030 0.162 0.026 646.8 12,442 4.0 0.690 3.4 0.600
UND 1000 mg/kg ik 499.7  15.342 3.062%% 1,547 0.310 1.538 0.306%  341.9%  68.092#x  30.7 6.145# 32.9 6.590
36.6 2.033 0.287 0.058 0.017 0.063 0.014 83.5  15.403 6.0 1.108 6.9 1.293
Testis . Epididymis
No. of Right Left Riaht Left
Group animals g % 9 % ] % g ¥
Controt " 1.811 0.336 1.782 0.330 0.642 0.118 0.615 0.114

UND 100 mg/kg 12 1.644 0.307 1.595 0.298 0.623 0.116 0.602 0.113

UND 300 mg/kg 12 1.747 0.33% 1.115 0.328 0.661 6.125 0.628 0.119

UND 1000 ma/kg 1 1.750 0.350 1731 0.347 0.664 0.133 0.657 0.131
0.1 0.021 0.134 0.027 0.063 0.013 0.061 0.011

a: Values are menas and S.D. thereunder. #: Differs from controls p<8.05. #*x: Differs from control, p<0.01.



Table 9. Gross findings of male rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

UND (mg/kg)
Item Control 100 300 1000
a a
No. of animals examined N 12 12 11
b
Cerebrum ; Partial recess of cortex of right hemisphere 0 0 1 0
Testis (right and teft) : Atrophy 0 1 0 0
Epididymis (right or left) : Yellow patch 1 1 0 0
Intra-abdominal adipose tissue : Yellowish white mass 0 0 1 0

e Y Ak e Ly 4 A A 0 B 1 e e U R Al e e T 0 e o T 8 P e e e A O o Y 0 e e

a: Excludes ane animal because of administration error.
b: Values are no. of animals vith findings.




Table 10. Histopathological findings of male rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

Item Control 100 300 1000
a a
No. of animals examined 11 12 12 1"
b ¢
Organ : Findings Grade
d
Liver : Perilobular fatty change of hepatocytes t 0 1 0 0
Hyperplasia of bile ducts + 0 0 0 2
Kidney : Hyaline droplets deposition in tubular epithelium, mainly proximal tubules + 8 9 9 11
Eosinophilic body deposition in tubular epithelium» mainly proximal tubules + 3 5 9 10
Focal regeneration of tubular epithelium + 2 1 0 1
Hyaline cast + i 2 1 1
Pyelitis + 0 0 1 0
Focal infiltration of cells, mainly lymphocytes + 0 0 1 0
Heart : Focal infiltration of cells, mainly lymphocytes t 1 0 0 0
Focal infiltration of cells, mainly histiocytic cells t 1 1 2 0
Lung : Osteoid formation + 1 0 0 0
Cerebrum : Disarrangement of nerve cells in cortex t 0 0 1 0
Pituitary gland : Ciliated epithelial cyst 4 0 0 1 0
Persistent craniopharyngeal canal H 0 0 0 1
Testis : Atrophy of tubules + 2 0 0 0
+t 0 ] 0 0
tt 0 1 0 0
Hyperplasia of interstitial cells t 0 2 0 0
Epididymis : Decrease in sperms in ducts + 0 i 0 0
it 0 ] 0 0
Spermatic granuloma 4 ] 1 0 0
Prostate : Interstitial infiltration of cells, mainly lymphocytes t 3 2 5 0
e f
Intra-abdominal adipose tissue : Lipogranuloma (H) - - 11 -

a: Excludes one animal because of administration error,

b: There were no abnormal findings in the spleens cerebellums thyroid. thymus» adrenals forestomachs glandular stomachs duodenums jejunums ileum cecums colon or rectums or
pancreat icosplenic lymph node in one animal of control group.

¢: + = slights ++ = moderate, +++ = severe change and <(+> = detected. d: Values are no. of animals vith findings. ¢: - = blank value.

f: Values in parentheses are no. of animals examined.



Table 11. General appearance of female rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)

UND (ma/kg)
Item Control 100 300 1000
Findings before gestation period .
No. of animals examined 12 12 12 12
a
Salivation 0 0 @ 3
Soft feces on cage tray 0 0 0 1
Findings during gestation period b b c
No. of animals examined 12 12 12 12
Salivation 0 0 1 8
Killed because delivering no Live pups 0 0 ? 8
Findings during lactation period
No. of animals examined 10 10 10 1
Salivation 0 0 0 2
Killed because all the litter died 0 0 ] ]

a: Values are no. of animals with findings.
b: Includes two animals who had no evidence of pregnancy.
¢: Includes ane animat vho had no evidence of presnancy.



Table 12. Body veight changes before gestation period of female rats dosed orally with UND in the
combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

No. of Day of administration Body veight qain
Group animals 1 2 S 7 10 14 Day 1-14 ¥a
b

Control 12 229.1 226.9 236.3 240.8 245.0 252.8 23,667  10.200
14,2 15.9 17.2 17.8 20.8 21.8 8.886 I
UND 100 ma/kg 12 224.8 228.6 234.5 241.8 2667 2%2.7  27.833  12.316
9.7 1.7 11.8 12.6 15.6 16.5 8.993 3.759
UND 300 ma/kg 12 225.6 221.8 235.6 242.9 248.1 5.4 28.833  12.863
15.8 13.5 15.4 16.3 17.0 18.1 9.571 4.418
UND 1000 ma/kg 12 226.4 228.8 236.0 243.1 245.4 253.3 20917 1.13
1.5 131 13.7 15.3 18.5 20.0  10.414 4,261

a: (Body weight 9ain / body weight on day 1) x 100,
b: Values are means and S.D. thereunder. and expressed in gram,



Table 13, Body weight changes during gestation period of female rats dosed orally with UND in the combined repeat dose and

reproduct ive/developmental toxicity screening test (SR-9432)

No. of

Day of gestation Body weight gain
Group animals 0 1 3 5 7 10 14 17 20 Day 0-20 %¥a
b

Control 10 262.1 269.3 218.9 287.0 295.9 kIR N 333.6 367.2 £18.1  156.000  59.579
20.6 2.1 22.3 22.8 22.5 24.0 26.3 0.2 2.4 14.514 4,307

UND 100 ma/kg 10 265.1 213 219.2 2871 296.2 309.9 333.0 361.7 4107 145.600  55.052
14.2 14.2 16.8 17.4 16.3 16.4 18.8 19.6 2.2 16577 6.802

UND 300 mg/kg 12 266.5 272.3 281.9 290.3 297.5 ns 332.3 363.2 1.9 145.417  54.678
18.8 18.5 21.8 20.7 21.8 23.5 2711 28.0 2.0 16,33 6,122

UND 1000 mg/kg 11 259.3 268.0 215.4 280.7 286.2 300.5 3251 359.0 410.1  150.818 58,162

17.9 18.0 21.0 2.1 2.1 25.0 25.7 21.2 .3 18713 6017

a: (Body weight gain / body weight on day 0} x 100.
b: Values are means and S.D. thereunder, and expressed in gram.




Table 14, Body weight changes during lactation period of female rats dosed
orally with UND in the combined repeat dose and reproductive/

developmental toxicity screening test (SR-9432)

Day of lactation

Body weight gain

X a

No. of
Group animals
Control 10

UND 100 mg/kg 10

UND 300 mg/kg 10

UND 1000 ma/kg 1"

314.2
2.8

319.6
21.7

315.5
23.9

9)¢
323.0
29.4

316.0
23.5

& Day 0-4
323.0 1.000
2.1 .07
32,7 4.400
19.5  10.024
(9 9
329.0 9.889
29.9 4,729
(10) (10)
3267 13.700%x
26.3 8.99%

0.490
2,261

1,436
3.161

(9
3.169
1.651

(10}
4, 380%x
2.737

a: (Body weight gain / body weight on 0 day) x 100.

b: Values are means and S.D. thereunder,» and expressed in gram.
¢: Values in parentheses are no. of animals examined.

**: Differs from control, p<0.01,



Table 15. Food consumption before gestation period of female rats dosed orally with

UND in the combined repeat dose and reproduct ive/developmental toxicity
screening test (SR-9432)

No. of Day of administration
Group animals 1 2 5 7 10 14
a
Control 12 16.8 13.9 15.5 14.5 15.6 15.6
3.2 2.9 3.2 2.0 2.3 2.5
UND 100 mg/kg 12 15.0 14.6 13.7 13.8 14.3 14.9
2.6 2.4 2.0 1.7 2.7 2.6
UND 300 ma/kg 12 15.8 15.3 14,1 14.6 15.5 4.4
3.6 2.1 2.0 2.5 2.8 z.0
UND 1000 mg/kg 12 16.5 15.7 15.3 14.7 15.3 15.8
3.6 2.6 31 3.2 3.5 33

......................................................................................

a: Values are means and S.D. thereunders and expressed in gram/day.



Table 16. Food consumption during gestation period of female rats dosed orally with UND in the combined
repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)

No. of Day of gestation
Group animals 1 3 5 7 10 14 17 20
a
Control 16 20.3 19.8 19.7 19.8 21.1 19.3 19.9 17.6
2.4 1.8 2.3 2.4 3.0 2.0 3.3 3.1
UND 100 maskg 10 18.8 17.8 18.1 19.1 19.9 17.5 19.0 17.4
3.0 1.9 3.0 2.2 2.1 2.8 3.4
UND 300 mg/kg 12 19.2 19.3 19.32 20.1 20.1 18.8 21.2 20.0
2.7 4.0 37 3.0 .4 b4 b4 2.9
UND 1000 ma/kg " 18.9 20.4 20.4 19.9 21.9 23.5%% 24 8wx 22 2
.1 4.8 §.2 5.4 4.4 4.0 2.9 3.0

a: Values are means and S.D. thereunder, and expressed in gram.
x%: Differs from control, p<0,01,



Table 17. Food consumption during lactation
period of female rats dosed orally
vith UND in the combined repeat dose
and reproduct ive/developmental
toxicity screening test (SR-9432)

No. of Day of lactation

Group animals ] &

a

Control 10 12.9 5.4
41 7.1

UND 100 ma/ks 10 9.6 2711
2.8 4.0

UND 300 ma/kg 9 17.4 29.4
6.6 4,5
(10)b

UNO 1000 mg/kg 11 18,45 31.9%
2.8 £.8

a: Values are means and 5.0, thereunders and
expressed in gram,
b: Values in parentheses are no. af animals
examined.
¥: Differs from control, p<0.05.
x%: Differs from controls p<0.07.



Table 18. Absolute and relative organ weights of female rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)

Body Liver Kidney Thymus Adrenal Ovary
No. of weight Right Left Right Left Right Left
Group animals 9 9 1 g b4 ) % mg 1073 m9 1073% ma 1073 mg 1073% mg 107%%
a

Controtl 10 323.0  12.708 3.943 0.961 0.298 0.949 0.294 220.1  67.818 29.8 9.223 31.5 9.740 53.9 16,769 52.0  16.086

7.7 1.237 0.330 0.123% 0.033 0.122 0.031 9.8 13,105 §.2 1.085 4.6 1.115 9.5 319 8.3 2162
UND 10 26,7  12.83% 3.958 0.956 0.296 0.925 0.287 221.3  68.05 30.4 9.424 32,5 10.059 52.8 16,340 50.3  15.547
100 mg/kq 19.5 0.891 0.256 0.0M 0.029 0.05 0.026 68.6 20,297 §.6 1.632 3.7 1.403 8.7 3,044 9.3 2.965
UND 9 229.0  13.481 4,087 1.013 0.310 0.9M 0.297 245.9  Th.6N 32.8 9.956 33.8  10.312 50.8  15.519 5.7  16.610
300 mg/kg 29.9 2.128 0.264 0.087 0.02¢ 0.090 0.026 06,9  27.746 §.6 0.964 3.9 1.32% 6.6 2.365 7.1 1.473
UND 10 24,1 15.0864%  4.668%¢ 1,007 0.309 0.981 0.304 196.0  60.532 36.7%% 11,330k« 39, 1xx 12,060%% 54,1 16,639 52.2  16.152
1000 mg/kg 26.3 1.136 0.327 0.115 0.021 0.092 0.018 6.9 13,65 5.9 1.531 5.5 1.262 12.0 3,165 6.3 1.874

a: Values are menas and 5.D. thereunder.
»x: Differs from control, p<0.01.



Table 19. Gross findings of female rats dosed orally with UND in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9432)
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Item Controt 100 300 1000
a a b
No. of animals examined 12 12 12 12
¢ d
Liver : Pale discoloration of all lobes 0 0 1 0
d
Spleen : Pale discoloration 0 0 1 0
d
Cerebrum : Partial defect of cortex of right hemisphere 0 0 0 i
Pituitary glangd : Cyst 0 ] 0 1
d
Thymus : Atrophy 0 0 1 0
Glandular stomach : Partial elevation of mucosa 0 0 0 1
d
Uterus (right and/ar Left sides) : Retention of blood in Lumen 0 0 i 0
d
One retained placenta in left side 0 0. 1 0

...............................................................................................

a: Includes two animals who had no evidence of pregnancy.
b: Includes one animal who had no evidence of pregnancy.
¢
d

..............................................................

: Values are no. of animals vith findings.
: Observed in animals whose all the titter died.



Table 20. Kistopathological findings of female rats dosed orally with UND in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9432)

UND (mg/kg)
Item Control 100 300 1000
a . a b
No. of animals examined 12 12 12 12
¢ d
Organ : Findings Grade
¢
Liver : Focal necrosis of hepatocytes + 0 0 0 1
f
Kidney . Increase in Lipid droptets in tubular epitheliums mainly proximal tubules + 0 0 1 0
Pyelitis t 1 tl 0 0
fq
Spleen : Atrophy of Lymph follicles + 0 0 2 0
fg
Atrophy of red pulp + 0 0 2 0
.f
Cerebrum : Hypoplasia of cortex t 0 0 0 1
Pituitary gland : Ciliated epithelial cyst 4 0 0 0 1
Retention of homogeneous plasma-like substance in Rathke's pouch + 1 1 i
f
Thymus : Atrophy + 1 i 1 ]
f
Y 0 0 1 0
f f
Adrenal : Increase in Lipoid mainly in zona fasciculata ¥ 0 0 1 1
Glandular stomach : Aberration of mucosal epithelium in submucosal tissue 1€H) 0 0 0 i
Qvary : Lutein cyst ) 0 0 0

a: Includes two animals who had no evidence of pregnancy.

b: Includes one animal who had no evidence of pregnancy.

¢: There vere no abnormal findings in the heart, lungs cerebellums thyroids forestomach, duodenums jejunum, ileums cecums colon or rectums or uterus in one animal of control groups
or uterus or placenta in one animal of 300 me/kg group.

. + = slights +4+ = severe change and <+> = detected.

: Values are no, of animals with findings.

f: Observed in animals whose all the litter died. g: Observed in animals delivering no live pups.

o <



Tabie 21. Influence of UND on reproductive ability of rats in the combined repeat dose and‘ reproduct ive/developmental toxicity screening test (SR-9432)

Before administration Administration period
Normal Abnormal Normal Abnormal No. of Days between a b
No. of = smmmmeemmememsmmcmcmm—memeee emmesesmeeece oo pairs with  the starting Copulation  No. of Fertility
pairs Total Continuous Irregutar Total Continuous Irregular successful  of mating and index pregnant index
Group mated diestrus diestrus copulation  copulation % animals %
¢ d
Control 12 12 0 - - 12 0 - - 12 2.3+1.3 100.0 10 83.3
UND 100 mg/kg 12 12 0 - - 12 0 - - 12 2.741.0 100.0 10 83.3
UND 300 markg 12 12 0 - - 12 0 - - 12 2.841.1 100.0 12 100.0
UND 1000 ma/kg 12 12 0 - - 12 0 - - 12 21414 100.0 [N 91.7

: (No. of pairs with successful copulation / no. of pairs mated) x 100.

a
b: (No. of pregnant animals / no. of pairs vith successful copulation) x 100,
¢: - = blank value.

d

: Values are means + 5.D.



Tabte 22. Influence of UND on delivery and maternal behavior in the combined repeat dose and reproductive/developmental'toxicity screening test (SR-9432)

Live pups born Dead pups born
a ¢
No. of Implan- b Live e f
No. of  No. of implan-  tation No. of  Delivery birth d Gestation Gestation Nursing
pregnant corpora  tation index pups index index Sex Length index index
Group females lutea sites % born % No. % ratio Male Female No. Male Female day X %
Contral Total 10 180 163 155 151 66 85 4 ] 3
Mean 18.0 16.3 90.420 15.5 95.341 15,1  97.680 (.82 6.6 8.5 0.4 0.1 0.3 22.0 100.0 100.0
S.0. 1.8 2.2 7.918 2.0 5.172 1.7 4,082 0,388 2.3 1.4 0.7 0.3 0.7 0.0
UND Total 10 m 147 139 137 71 66 2 0 2
100 mg/kg  Mean 17.1 14.7 86.199 13.9 94,502 13.7 98,777 1.386 7.1 6.6 0.2 0.0 0.2 22.1 100.0 100.0
5.D. 2.4 3.1 15.711 1 6.977 3.0 2,592 1,043 4.1 3.0 0.4 0.0 0.4 0.3
9
(100 OO
UND Total 12 210 176 146 121 {10) 53 68 25 9 15
300 mg/kg  Mean 17.5 14,7 84,370 12.2 82,252 0.1  75.521  1.011 53 6.8 2.1 0.8 1.3 22.5 83.3 90.0
S.D. 2.2 2.3 13.802 4.2 23,897 6.1 43175 1.2 D 3.0 £3 1.8 2.6 0.5
UND Total 1 210 178 163 161 79 82 2 1 1
1000 mg/kg  Mean 19.1 16.2 86.244 14.8 91.684 4.6 98.787 1.0 7.2 1.5 0.2 0.1 0.1 22.5 100.0 90.9
S.D. 3.1 1.9 12.575 1.8 5.570 1.8 2.698  0.612 2.5 1.6 0.4 0.3 0.3 0.5

{No. of implantation sites / no. of corpora {utea) x 100.

(Na. of pups born / no. of implantation sites) x 100,

(No. of Live pups born / no. of pups born) x 100,

: No. of male pups / no. of female pups.

{No. of females with Live pups delivered / ng. of pregnant females) x 100.

: (No. of females nursing Live pups / no. of females with normal delivery) x 100.
: Values in parentheses are no. of pregnant females examined.

. Differs from control, p<0,05,

x O —h D QO O =T D



Table 23. Gross findings of dead pups at birth in the combined repeat dose and reproduct ive/developmental toxicity screening test of UND in rats (SR-9432)

.....................................................................................................................................................

Male Female
UND {(mg/kg) UND (mg/kg)
Item Control 100 300 1000 Control 100 300 1000
a b
No. of dead animals examined 1 ] 10 1 3 2 15 i
Organ : Findings
¢ d
External : Trauma 0 - 0 0 0 0 2 0

a: Excludes missing.

b: Includes one pup of unknown sex.

c: Values are no. of animals with findings,
d: - = blank value,



Table 24. Influerice of UND on viability of pups in the combined repeat dose and reproductive/developmental toxicity screening test in rats (SR-9432)

a
No. of Llive Viability
pups born index
Item {on day 0) No. % Male Female
Contral 151 139 40 19
15.1 13.9 92,480 6.0 7.9
1.7 1.7 9.79 2.0 2.2
UND 100 mg/ks 137 136 70 66
13.7 13.6 99.412 7.0 6.6
3 2.9 1.859 4.0 3,0
UND 300 mg/kg 121 19 53 66
12.1 11.9 90.000 5.3 6.6
4.3 4.8 31.623 £.0 34
UND 1000 mg/kg 161 140 69 71
14.6 12.7 86,691 6.3 6.5
1.8 4.5 28.919 1 2.5

a: (No. of Live pups on day 4 / no. of live pups born) x 100,



Table 25. General appearance of pups in the combined repeat dose and reproduct ive/developmental toxicity screening test of UND in rats (SR-9432)

————————

-----------------------

Male Female
UND (mg/kg) UND (mg/kg)
Item Controtl 100 300 1000 Control 100 300 1000
a b
No. of animals examined 66 7 53 79 85 66 68 82
¢ d
Death ) 1 0 10 6 0 2 11

e e o e Ay e e i e e R e

a: Values are no. of live animals at birth,
b: Includes one pup of unknown sex.

¢: Includes missing.

d: Values are na. of animals with findings.



Table 26. Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screening test of UND in rats (SR-9432)

Male Femate
No. of Day of lactation Body weight gain Day of lactation Body weight gain
Group litters 0 1 4  Day 0-4 % a 0 1 & Day 0-4 %
b

Control 10 6.18 6.66 9.78 3.600 58.713 5.77 6.23 9.1 3,340  58.403
0.58 0.67 0.9 0.724  13.646 0.60 0.60 0.98 0.73 14,341

UND 100 mg/kg 10 6.52 6.9 10.30 3.780  57.357 6.15 6.61 9.81 3,660  58.733
0.60 0.80 1.60 1.066  10.980 0.62 0.85 1.67 1,093  11.689

(9¢ {9 C) (9 (9 (9) (9) 9 (9)

UND 300 mg/kg 10 6.86 7.43 10.98 §.122  59.618 6.40 6.93 10.28 3.856  59.283
0.66 0.88 1.64 1.076  12.390 0.58 0.78 1.69 1,152 13,587

{10) (10) (10 (10) (10) (10)
UND 1000 ma/kg N 6.55 - 6.81 9.26 2.700 81,417 6.05 6.35 8.75 2.630 43,266
0.62 0.70 1.28 1.023  16.060 0.61 0.74 1.02 0.760  13.313

a: (Body weight gain / body weight on day 0) x 100,

b: Vatues are means and 5.0. thereunder, and expressed in gram.
¢: Values in parentheses are no. of litters examined.

%: Differs from control, p<0.05.



Table 27. Gross findings of pups which were dead after birth or killed on day 4 of lactation in the combined repeat dose and reproduct ive/developmental toxicity screening test
of UND in rats (SR-9432)

Male Female
UND (mg/kg) UND (mg/kg)
Item Control 100 300 1000 Control 100 300 1000
Findings of dead pups after birth
a b
No. of animats examined ¢ 1 0 7 5 0 2 6
Organ : Findings
c d
Kidney (right and left) : Dilation of renal pelvis 0 0 - 1 0 - 0 1
External : Trauma 1 0 - 0 0 - 0 0

Findings of pups kilted on day 4 of lactation
No. of animals examined 60 70 53

69 79 46 66 7
Jrqgan : Findings
Kidney (left) : Hypoplasia 0 0 0 0 0 1 0
Dilation of renal pelvis 0 0 0 ¢ { 0 0 1
Cerebrum : Dilation of ventricle 0 0 0 1 0 C 0 0

a: Excludes missing.

b: Includes one pup of unknawn sex,

c: Values are no. of animals with findings.
d: - = blank value.
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