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Sprague-Dawley % (Crj:CD) HEHEZ v b ORELRT. RECHARIHL & ITHETRAEL
B T4 2 B, METIRIEREMEE L CHE 3 B T, dibutyl adipate (DBA) @
0 (I—=A4)V:5 mb/kg/day) 100, 300 & 1000 mg/kg #REOH/E L. B v
b DEFEREN B L REREDRLE « REICRETHEICOVWTHRET L. B, LT
DL IEHINS,

1. HEMFR

WINOBREEICEWTHRTCIIBD S -7, —RIKEETIR. L EZIONS
ERREEI N -7z, FEIRS 1000 ng/kg FESEFHOHICIH WV TRPRBMEER LI,
HEDRE L L UHEOIRKEBRICOVWTIE, WHREHEDBAREREEH L OMICEZRAS
NI -1z, Hiigs JONEETEEOMBFNRETIE, DBARBICERLELEZS
NHRBEIRD SNUED - 7o, HRRHICHIE L BROEREIX. 1000 mg/kg HE5EHICE
WTHEfE S bEEER LT

2. HEEGRETIFRR
MHESYORER, P, I SIS OERMER. B IUHEICEL T,
DBABRBICER L/ EEASNARFEREDONL N -7

3. ERMR

1000 mg/kg HEEICHBWVWT, WH 4L HOFEREFRMET L, WEOBBLU4H
DEENPPEEZR LA, HBRMEOLEERRT 553V NDD B AKRESEIC
BOWTHRD oMM -7

4, WEHE

PIEDRED S ARBROFKLETICHIT S dibutyl adipate OHEWNIHT 5 \EM
B3 300 mg/kes AEFERESNICKTT A MBHRIT 1000 mg/kg. RERIICH T 2 \EHE
i3 300 mg/kg LHMTIN B,



TYUEVELAYE. RYELEZLOABHL LTRVWLNTV S, Z02KH5

WIZERMBEHICET AERIIETS 2 b0 V| EEBHICET ARMEIJIILALN
W, 4E. OECDICL 2BFLFMEDOLLESRITED 2 BUHAENRERDO—R

LT, v MEEWT dibutyl adipate OEOHRSIC L AEELESHEHARZITV.
LAY ORI R T EREEMEICOVWTRE LD T, FOERELHET S,



UbPls L UA ]

1. #HBWE
TYVEUVERY 7TF IV A5 )L (CAS No. : 105-99-7. 4 (BEFF) : dibutyl adipate (DBA).
2FR Cial2604s 2 FE : 258.36. O v FES R - 99. 0% I E CREted -

ABA) . BEES : —22°C. & : 145°C/4mnHg) (Annex 1) (ZEEBHDOKETH Y.
NOIBA L., HEAKE TEERAFTHBRYEREZICTERRE L,

WEBRYEIR, a—vA ) (oy bBE VK052, FH 54 TR 78 ITHEL. L
THORHRIZBEVWT b | BIORSKED 5 nl/kg KX LD ICEBELTFARL. #EKE
L7z 1iEB. BEED 0. 1%BLT 20%BHICOWTIR. BEHAEHMFLERTZIC
BOTE L EERRBRO/E, FRTONC &b 8 BMLETS S I LAHEENT
B0 (Annex 2). HERHARIR (1994128 6 B) . EHEORSRKIZOWVTHERMED
EEZRAELER. WTHhHEREDIS 3I~104%EHANTH - 7 T EVHRINT
\W3 (Annex 3)o

2. FHEMELUEESRYE

HERICiZ, BARF v — VX« UN—BEBEETE L 7 —EBED Sprague-Dawley Rk
Zv b (Crj:CD, SPF) % 7 BEFsTRAL., BRELIULZRQTT HREF L, —#iK
REICEENRD oL - 78 EFER L (Annex 4), BN TEHOBMOEESRHIL.
e 199.5~243. 4g HE 270.6~326.58 T - 7zo

B3, B4+ 1°C. BEDSSE 5 %, BIUCIEKIL5E]/FefE. REAL2ERE (PR T B
~FR TR ICHERESINHATET, @By — Y 22X2TX19em) IEFNICNEL
B L. EEER (CA-1. BARZ L7HW) BLUKEK (BEFMH/KERBK =EHIE
WM/, ERIBEDIROREMICIZ, HEY — VORICRAT v U ABIRIRE#H & KE
ELTAREF v R4 R7L—=0® BEF v =R UMW) ZEEHE L7
1E. A L7kl KEKBLUREICI., HBRICKEZ Z /T HREHOEZ OGN LR
ARSI - T

3. BB I OEEE
MR & HEREBAE ’5 1B ORSANCRE LcABEICESWT, AEHIEL



JEEAMHEIC K OB L. BEEL DMEER AR L, ThoDgEEYICiR, 7

2V IRVERVT, BREBSBIESSIUOAKESEZHTF LI, £l BESEES
KT AEIT, BREFEBCBEORLZ /- FE&r— VKB, CThitHBRIESE X
OEGEESEILA LI, ERCEL CIBHREBRIITHOEI -1,

4. REE, BEPMBE LIRS HE

REZEIT. OE CDILEMERRIEA M KT 4 /It DEOREE LT

BEEIZ. FHEAR (RIB) OERZHLEICREL, b5, #F5 v MIDBAD
500 BL T 1000 mg/kg Z4AMRERORES LER. HodBEREIREZED SNA
o1l &S, OE CDILEMBERBRIEN 1 NS4 VTED O RERBROAEL%
B L TEHRIC 1000 ng/kg 2% E L. ALK 3 TRL THEAE%: 300 ng/kg. EFHE
% 100 mg/kg & Ui, SHHREHICI3. DBADEMATH B a— A1 AEHVTS,
BRERMI, oo UCRZERATI4AE M. KRR 148 B X ORECHRK TR 148/
DA2HRE Mo U TRIELATI4B M. REMES (REEZRE TREIBM) BXU0E
R ZE L THREOWE 3E (HME=HME0H) £T&LL. v NABEZAWVLT
1H1EL FRlE LTI 5 15D S L,

BEYORGRER. XU REMMTOMTIE, E 1 EMELFELE
IS REHZEZOE TR, TR0 R (BREIETFEHER) OfEEXEICEELR,

5. TKHER

Sprague-Dawley RS v Mz, DBA®D 0 (=4 A )b : 5 ml/kg/day) 500 H&
O 1000 mg/kg %= 1 B 1[E. 14AEEREOHRE L, DBADS v Mot 2R AR
DOWTRE L7c, SRR £ —RRELHEL, £5 1 5B, 4. 8.
11, 1I5HOBEELVHRE 1 ~8. 8~15ADEMKEBEEZAIE L1, HRI3. BEKT
HOBEICERL, . BRELUVERBOEREAIEL /. HRIT. UTOLHIEY
Iha,

1) ETEME X U—BIRE
WINOREHICEVWT S, RLRED oMEh -7, —RIKEIZ>VTIE, DB AKHR
SEIIEVT, RERIC—BHOREIHA I NS, DBAKRSOFEBERET BE
bi3B S NIIh - 12,



2) {KFE (Table P1; Appendices P1-1~P1-3)
YRR D BARKRSHEOMICEERZIBEDONEM - 12,

3) fAkHEEE (Table P2 ; Appendices P2-1~P2-3)
XIHREFE D BARREHLEOBICEREZIIRH SNIEAI - 72,

4) Himpr R
DBABEBICER L/ LEZONBRERRD LN T,

5) ZZEEE (Tables P3; Appendices P3-1~P3-3)
ERPLOEROEEN. DBARKRSETETEML 20, MBHELEOMIcEEEIIE
DoNKEh-71,

6. BEAHE
1) HE
(1) —HIR%E
EEPMT. 88 1B SR LU FcREHBT R, 80 20, R58 LR5RIC
BEL.

() =&

REMARERE 1B (- $%5 1. 8. 15, 22, 29, 36, 43H. M : 5 1. 8. 15H)
AEL. REMSHR SN/ OVWTIREIRO0 . T 14, 20HIC, SR LI OWTIR
SRR IBRTIE BEOBITLH) ICBIE L,

() FAMEEE

BEHET REMBZR<O E1E, EAEHLRUBICEERZRAEL. 1B
OfFHBRZEN L, REVHRIN/MITOVTIRERO~ T, 7T~14, 14~20H,
ST OWTIREE 0~ 4 BOFEREREZRIE L7,



(4) =B

B5ISADY HH ORE 2:8H. B—R5ROESHYE | 5 | TRERBS ¥, X
ROWRIT, B89, BHAOERS 2V EEHIORFORELHANE I LITEDITV. B
BOHRINMIZOVTE, ZORAHEOBE LTRET 2 &bz, EMOHBEL.
ERNHE L1z, RERESLUEROBRE LD, SBERIHT 2XEER (REH
BEMS B X 100) . AR (GHEEME ZRHEESYE) X100) | EJE
B E A SXRERRE & TORKE LU Z ORICER L RIEEE kD7,

(5) ok

BHRERE LRBAERSNWABMICOVTR, 2FAZERAB IS, SHEEEDH
REEYIIOVWTIR, REOHELZEEL. SHIEERBRETE A BT >VWTH,
SRR DBUED O MEEEOF FA KT L TR L, SEOMRE. 71 9 B~111C
TV BEHSET L TWB Z 2R LBt >W Tk, ZOE%E5E (FHR 0 H)
E L TERIAM (HiR 0 B~AB A OB 2HE L. SBEBOFEREES L UH
BER ( (ERHEME TR X 100) ZR¥7z, Sk IWERELEAEE L,

(6) Tk - REMHBFENIRE

EE IOV, BEL2EOTRIC, RV ML E S — VR T TR - BFE X,
B L7z, ZOBE, BE. BE. BEBIOBE L2 EH L. EBEMNE L/, ¥,
BRBIUBRLARTT VRICBEE L. SHRREHS LRI L TIR. W
BEIRECER L7, BR. MRS JUTHRFICEENRD SN BB IIRLI0% R <Y
VIBIZEE L TRIE LT,

HEEID S B, A L -EBIIWE 4 Hic, REIIERINIOS R LTS - 18t
RSB R, ZNENANRY MYV E S — URREE T TR - BIESE. HiR L1, %
DO, BEELUVRBERHL. EBTAE L7, £/, INRBIVFESHHL T, W
BITOWTIIEARBEMSE T CRIREEHERA. FEIOWTIE Salewski &Y 2ISAL
TERYEHAB LT, BRE (BEREBEE) X100) 2HH L, REBYOIEIC
DWW, IoRTT VRICEER., REABFORELER L, B, RS L OH
REFICEENZD SNABTERIOK T VRICEE L THRE LT,



2) ER

) ERBBIVETR

HE 0 BICREERS (EER+ECR AT, HF (ERKERE X100) &
FOERMER ((HEALREBRE) X100) ZRD1z, ERICOVTIE. HRIZF~,
ARTROEREBRE L1

WEOBLRRWE L BETER., RURKER~N, AR (HEEREWERS
X100) BIUHERERFR ((HH 4 BOERY HWE 0 HOERE) X100) £k,
FLRIBEMR L. BlES L CEBRRNOHFEZRELR, =7/ —ILiCEELTRE L,

) *hE
WE 0 BLU 4 BICEEHEIICAFTEREZHE L. ERFEEEZREH L/,

(3) #

ERZ, WHEABCI—-TLERAVWTERRS ., SRL. BESIUOBERNOREZ—
BLTHEHEL. 8E8IC0% R VIRICEELTRE L, 71— X3, BE&EIT
% ) —IVCBIE L THRE LT,

T. i

BT —=ZIZoWTE, BEIE BN/ fidL S VWIEIEEROFISESL | EERE LT,
I S DFED ITHE LT, £ Bartlett FICK D BEOSHO—BHEIIOWTIRE L1,
Z DR, DO —REYBT I NIBEITE, —TREOAHMATEITV. BEEIcEER
WRH oNIIBET. SBOLHEA—ETHAUL Dumett AV, —ETRWEEGR
Scheffé EEAWVTHIRE & B L OFABEDOEZDREZIT » 120 FHNIT—TRWES
BLUSEMN 0 &8 BENEE LIBAIL. Kruskal-Wallis OIBMREZEITV. BRI

BEMNIED SNEAIK. Dunnett BIH B0 i3 Scheffé BOREEIT » 7o BEIIW
THOMBEICH L TEBLU 1 BOBRETIT» 7,



(i #]

1. BgaR
EREYICBE T 2EERRITR L1,
HEEY)
w58 (mg/ke) oA
0 100 300 1000
(EFI B 13 13 13 13
o S 3 3 3 13
ZRAFHMTERN o o o -
MY
#58 (mg/ke) bBA
0 100 300 1000
ER B 13 13 13 13
REEEMY 3 3 3 13
rEEmH o o L 1
e A 2 2 12
R S o o L 0

1) FECEY
WTNOREBICEWT b, B RAD SN 12,

2) —MRIRRE (Tables 1~2; Appendices 1-1~2-4)

DBARIERICE VT, #5240, HR5ZKI—BHOREERTEMIBEINO
7o WEEERTEMOKIIARICKRELTHEML., HEYTIE. 100 ng/ks B5ET 3T,
300 mg/kg RSBFTIIVE, 1000 mg/kg BREFHTIITITED Sh. HEMTIE. 100 ng/ke
REEFT2IC, 300 mg/kg BEBET IPL. 1000 mg/kg HESHTITICAD SN, 2D
iz, —RREOE(LIIBEI D > 12,



3) hE
(1) #&¥ (Fig. 1; Tables 3~4 ; Appendices 3-1~4-4)

1000 mg/kg HEEHTHBWT, FHUEL P PLEMER LIcd, XiEEEE DB ARRSH
LDORIICEREEZERBD SN - T,

(2) HEEhY (Fig. 2 ; Tables 5~10 ; Appendices 5-1~10-4)
AT RS LU0 SBREBOAKEIZ T, HREEDBASRSHEOBIcEES
RBREDSNEN -T2,

4) fAREBE
(1) &% (Fig. 3; Table 11 ; Appendices 11-1~11-4)
BEMMTOREEERICIT. WRELDBARKRERLOBICERLEREDLAEL

D f:o

(2) #E&hY (Fig. 4 ; Tables 12~14 ; Appendices 12-1~14-4)
RECAT. RIS K SR EROEREEBRICIE. XEEEE DB ARRSEEOMIC
BEZEIIZHoniih-7,

5) HIRETR
(1) &% (Table 15; Appendices 15-1~15-4)

FiTi3, 300 mg/kg RESED 2P, 1000 mg/kg HREHD 1 ILITHEREHD 5\ IZEERE
M. 100 mg/kg BEEED 1T, 300 HXY 1000 ng/kg HEBHOE 2 LIk KRED 50V
REE, 100 XU 1000 mg/kg HBEHEHDOE | ICidBED 2 WIKERRNA SN,
BRI oWTIE, XBE B KT 300 mg/kg RE5BEDE 1 UL, 100 HXT 1000 mg/kg &
BE#OE 2ILICBROIE. 100 XU 300 ng/kg HEHOLK | WICHRMEAIZD o1
Too Efoy FFRICOWTIZ 100 mg/ke BSEITHEREAIL =7, 1000 ng/kg RSEICH
Bt BRICSWVLTIZ 100 mg/ke RSB, 1000 me/kg REBRICHBRNE [ LI
Ao 300 mg/kg REFHTEBRICHE., WBRETHER LACHOBROBENE 1 L2
Boni, Larl,. WINOPTR b2 ORBUICHBKFORRIIEBD SN -7,



(2) HEEHY) (Table 16 ; Appendices 16-1~16-4)

TEREHC BV T OB FREERA 2 IT, 300 mg/kg HEEFITB W THOBERE(LE X O
FRESEFIEOBEENE 1 KiZd ohfeds, 100 BXT 1000 ng/kg RE5EHTIZ, BEIR
B oNIIIN- T2,

6) REEE
(1) &% (Table 17 ; Appendices 17-1~17-4)

B HAEEEA 1000 ng/kg FREEICBVTHEE (p<0.05) <ML, BBOLEE
fEAY 100 BT 1000 mg/kg TSEICEVWTHE (0<0. 05, p<0.01) MU, #F
BBIURBEEIEROFEEICIE, WRELDBASKRSHEOMICEREZIADONED -
720

(2) B (Table 18 ; Appendices 18-1~18-4)

BROAEEA 1000 ng/kg HEEICELTOPEML., BBOEERH 100 ng/kg
REBRITBVTER (p<0.05) iEmL A, BBOFEREICIXMNBHEDBAZKRE
BLOMITERZRRBD NI -1,

T) REMEBFHFR
(1) HE¥) (Table 19 ; Appendices 19-1~19-2)

BRTRIMBED 1 L S DROBHE CABMaDRD B L BHEDO S IE
WOERE SN BR A TRNEED 1 fIUETRIFENS S, SHREO 5 T L
1000 mg/kg BEHD 3L T BERY VSRR @RS S, DB ARSICER
LIcEZEZONBREFRIBOD SN -7

(2) HeEH)

MBFELLUDBAZKRERICK | BA SN REMHOIIREITIZ. REFRRREIED SN
gAY 7":0



2. HEhEREAR

1) ZBCAHE (Table 20 ; Appendices 20-1~20-4)

RERE LUZRERIT, WIS DBAZREHE ORI EN D T, oy B
RETOHMBLUZOMOREERIC S, WHREF L DB ASKEEH L OMICEERZRRY
Y (RAV /IR r

2) HERE X UHFIREAR (Table 21 ; Appendices 21-1~21-4)
HERZ, WIFNOBRSEE H100% %2R L, EEHEICIZ. IBEEE DB ARERE
BEOBICTERERED SN T,

3) HIEH., BEERBBLUERE (Table 21 ; Appendices 21-1~21-4)
IR ORI, BHREE X OEKRRIC I, W DB AREER: OMIcE SR
B BN Feo

4) HipE LU THEIREE

SBBIENRIRETH - 7B CofHREE : 8/120C, 100 mg/kg 58 : 4/1261. 300
mg/kg 58 : T/126. 1000 mg/kg 5 : 8/1261) Tid. 1000 ng/kg HE5EED 1 LI
SEIREDO AR (HIREFEDEILE, EREZEDIIV) RNAoh, SHENHEEETEAH
S TEYITIE, 300 mg/kg BEHED 1 RicRRBORB LY I 2ZE{L (BERZED
RO, ERHEOEN) DASNIN, DBARSICERLEEL SN2 RESHRITIE
Mo,

HEREEIC DWW TR, 300 mg/kg #EEFD | L (SHRIREEDRR &l L 7-Bp¥) i
HOAPOHEBEAR (ERMHELLTWS, ERDO IV ARy b (BRDHH) L.
EROERRBET) A oN, WE2HF TICRERNHT LA, TOMOEMIC I,
IHEIREEORE I3A o hiEd - 72,

3. ERFE

1) &M (Table 21 ; Appendices 21-1~21-4)

1000 mg/kg 2B BT, FARAER)SIB L it L THE (0<0.05) IKET
Ltets, S, MEIRHEER, HUERE X O, SREEE D B ASRSHLE O



BEZEBRYonEh -7,

2) {&&E (Table 22 ; Appendices 22-1~22-4)
1000 ng/kg REHOWE 0 BLV 4 BOBENIETEEEZ R LD, XREEDBA
BREBEIOMICEREZRRD ONIEI T,

3) R

EFEROHE 0 BB 2ARBETR, FEIBDLNLEN -7 Fiol ETRD
REBREICEWTH, 1000 ng/kg HEHO | ILICERSA ONIDBTH 1o EHIT,
WE 4 BOHIBR (Table 23) TH. 100 mg/ke HEED | ILcHFOMRELE (Photo 1) A
ABHoNIN. DBABRSICERLLZEZ ONBERRBD SNIEh -7,



= 29|

BEMICOWTIR, WTNOREFICEVWTHREERED SNT, — R L T3,
g, DBADHBIKE L TA LN, HEdid. BERIC—BHIEDOSNIDATH
5IEMS, HEMBEORKGEORIBMICK > TERIN/HDOTHD. DBADEEEREN
DEMETRT BERTIIEWE I Lo AEIR. 1000 mg/kg HBESEDIME CREIEM
MRS Sheds, 300 mg/kg UTOHREBOES Z UHOKE 3, MR & BB L
7o BIRTIR. DBABBICERLAE(IRBD SNIEh-7eh 1000 mg/kg BEEHICH
WT, BRERI ML bEML 7., BEREEOEMI>VLWTIE, 07 Y U BLAHY
KEBVWTHHEINTVEIENS, DBARBICERLEEEL oNS, Wk, iR
EEIIO\WTH. DBAKKRERICBWTETENT 2HRENA SN ih, HERWE & DB
BIZDWTIARATH - 7o,

MEEBIMOREL L UZASRES . & O ITIIHEB DIEIRIERS, 2873 S ITIB IOV T,
DBARSOHE L RET AEBAHSNED -1, Fio, HOBBRBIURE LA, RNt
HEDIRBE DB FHIMRETS. DBARSICER LA Z(LRBD SEh -7,

ERICOWTI, FrAERAERN 1000 ng/kg HEBHCBVWTETET L. RFHEOHE 0
BLUOABOBEEDLPPEMEER LI ENS, DBAD 1000 ng/kg 13, ERICBELE
BAERITHEENRRIN/, LinL, BEROBECEL TE. DBARSORE LR
TEFERA NN o1,

PIEOREN S, ARBOZMUTICET S dibutyl adipate OB T 2 WHEHER
i3 300 mg/kg. AFEICX T AEEBMEIT 1000 ng/ke. ERICHT 2TEMHEIL 300 ng/ke
L¥rEh 5,



(X #ik]

1) Smyth, H. F., Carpenter, C. P., Weil, C. S.: Range-finding toxicity data: List
IV. Arch. Ind. Hyg. 4:119-122 (1951)

2) Gaunt, I. F., Grasso, P., Lansdown, A. B. G., Gangolli, S. D.: Acute (rat and
mouse) and short-term (rat) toxicity studies on dialkyl 79 adipate. Fd. Cosmet.
Toxicol. 7:35-46 (1969)

3) Singh, A. R., Lawrence, W. H., Autian, J.: Embryonic-fetal toxicity and
teratogenic effects of adipic acid esters in rats. J. Pharm. Sci. 62: 1596-
1600 (1973)

4) Salewski, E.: Farbemethode zum makroskopischen Nachweis von Implantationsstellen
am Uterus der Ratte. Naunyn-Schmiedeberg’s Arch. Exp. Pathol. Pharmakol. 247 :
367 (1964)

5) 1LiE%, FOMK FHHEB 8K 5y MREHRRICE T 2T RORE,
B OB EHBOLBOT LT Y X4, REFAHE 40 : 163-187 (1981)
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Fig. 1 Mean body weight of Fo males
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Fig. 2 Mean body weight of Fo females
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[TABLE INDEX]

I. Preliminary reproductive/developmental toxicity screening test of Dibutyl

adipate by oral administration in rats

TABLES
P1

P2

P3

(APPENDICES)

(P 1-1 ~ P 1-3)

(P 2-1 ~ P 2-3)

(P 3-1 ~ P 3-3)

TABLE TITLE
Body weight of females during treatment period

Food consumption of females during treatment period

Absolute and relative organ weight of females
after oral administration for 14 days

II. Reproductive/developmental toxicity screening test of Dibutyl adipate by oral

administration in rats

TABLES
1

10

(APPENDICES)

(1-1

(2-1

( 3-1

( 8-1

( 9-1

(10-1

~ 1-4)

~ 2-4)

~ 3-4)

~10-4)

TABLE TITLE
Summary of clinical signs in Fo males

Summary of clinical signs in Fo females

Body weight of Fo males during treatment period

Body weight gain of Fo males during treatment period
Body weight of PFo females during premating period

Body weight gain of Fo females during premating period
Body weight of Fo females during pregnant period

Body weight gain of Fo females during pregnant period
Body weight of Fo females during lactation period

Body weight gain of Fo females during lactation period



TABLES
11

12

13

14

15

16

17

18

19

20

2l

22

23

(APPENDICES)

(11-1

(12-1

(13-1

(14-1

(15-1

(16-1

(17-1

(18-1

(19-1

(20-1

(21-1

(22-1

~11-4)

~12-4)

~13-4)

~14-4)

~15-4)

~16-4)

~18-4)

~19-2)

~20~4)

~21-4)

~22-4)

TABLE TITLE
Food consumption of Fe males during treatment period

Food consumétion of Fo females during premating period
Faod consumption of Fo females during pregnant period

Food consumption of Fo females during lactation period
Summary of macroscopic findings in Fo males

Summary of macroscopic findings in Fo females

Absolute and relative organ weight of Fo males after oral
administration for 42 days

Absolute and relative organ weight of Fo females on day 4
of lactation

Summary of histopathological findings in Fo males
Summary of reproductive performance of Fo animals

Summary of development of Fi pups up to day 4 of

lactation
Body weight of F: pups up to day 4 of lactation

Summary of morphological findings in pups on day 4
of lactation



Table P11

Preliminary reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration

Body weight of females during treatment period (g); mean = S.D. (N)

in rats

Compound Dibutyl adipate

Dose group

(mg/kg) 0 500 1000

Days of treatment
1 (Initial weight) 239.8 = 8.6 5) 240.2 = 8.5 5) 240.3 * 9.2 5)
4 242.0 * 10.0 5) 243.1 + 7.8 5S) 243.3 + 10.0 5)
8 251.8 + 9.7 5) 252.7 +# 10.8 5) 253.0 + 9.8 5)
11 253.4 + 11.6 5) 255.9 + 8.6 5) 258.8 * 11.1 5)
15 261.3 + 13.8 5) 264.1 + 8.9 5) 265.1 * 12.9 5)

2. corn o0il (5 ml/kg)



Table P 2

Preliminary reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats
Food consumption of females during treatment period (g); mean £ S.D. (N)
Compound Dibutyl adipate
Dose group
(ng/kg) 0¥ 500 1000
Days of treatment
1 ~ 8 116.5 + 7.4 ( 5) 116.4 + 11.2 5) 115.9 + 9.8 5)
8§ ~ 15 114.1 = 7.7 ( 5) 112.2 ¢ 6.9 5) 115.3 = 10.1 5)

® . corn oil (5 mi/kg)



Table P 3
Preliminary reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Absolute and relative organ weight of females after oral administration for 14 days ; mean = S.D. (N)

Compound Dibutyl adipate

Dose group

(mg/kg) 0¥ 500 1000

Terminal body weight (g) 261.3 + 13.8 ( 5) 264.1 = 8.9 5) 265.1 + 12.9 5)

Liver (2) 9.96 * 0.95™ ( 5) 10.17 * 0.59 5) 9.90 * 1.22 5)
3.80 * 0.209¢ 3.85 + 0.21 3.73 + 0.35

Kidneys ® 1.67 + 0.13 ( 5) 1.76 * 0.10 5) 1.80 * 0.06 5)
0.64 £ 0.07 0.67 + 0.03 0.68 + 0.03

Spleen (2) 0.57 + 0.03 ( 5) 0.59 * 0.07 5) 0.63 + 0.07 5)

+ 0.01 0.23 + 0.02 0.24 * 0.02

2. corn oil (5 ml/kg)
®) . absolute weight

c)

: relative weight (g per 100g body weight)



Table 1

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Summary of clinical signs in Fo males

No. of No. of animals showing clinical signs
Clinical sign Group animals
examined 1-7* 8-14 15-21 22-28 29-35 36-42 43 Total
Salivation 0 mg/ke 13 -~ - - - - - - -~
after dosing 100 mg/ke 13 - - 3 - - - - 3
300 mg/kg 13 - 4 - 17 2 6 6 - 11
1000 mg/ke 13 12 13 13 12 13 13 - 13

a: Days of treatment



Table 2
Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Summary of clinical signs in Fo females

No. of No. of animals showing clinical signs
Clinical sign Group animals
examined 1-7* 8-14 15-21 22-28 29-35 36-42 43~ Total
Salivation 0 mg/kg 13 - - - - - - - -
after dosing 100 mg/kg 13 - 1 2 - - - - 2
300 mg/kg 13 - 4 9 1 4 3 - 9
1000 mg/kg 13 9 13 13 13 13 12 5 13

a: Days of treatment



Table 3

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Body weight of Fo males during treatment period {g); mean % S.D. (N)

Compound Dibutyl adipate

Dose group

(mg/kg) 0* 100 300 1000

Days of treatment
1 (Initial weight) 304.7 + 13.0 13) 305.3 + 13.9 ( 13) 305.0 + 14.0 13) 304.2 ¢ 14.3 13)
8 346.7 + 28.4 13) 347.0 + 24.0 ( 13) 338.7 + 21.8 13) 337.7 *+ 26.6 13)
15 387.7 * 37.7 13) 391.3 * 30.0 ( 13) 377.4 = 27.7 13) 373.7 ¢ 34.6 13
22 414.9 * 42.4 13) 422.1 + 33.5 ( 13) 405.4 * 29.1 13) 402.4 + 37.0 13)
29 449.2 * 48.6 13) 459.6 * 39.8 ( 13) 438.8 + 32.3 13) 432.3 + 39.6 13)
36 474.8 * 54.9 13) 489.8 * 42.9 ( 13) 465.1 + 35.8 13) 452.9 * 42,2 13)
43 498.3 t 64.3 13) 515.0 * 47.6 ( 13) 484.6 + 41.3 13) 472.5 * 45.6 13

a)

: corn oil (5 ml/kg)



Table 4
Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Body weight gain of Fo males during treatment period (g); mean + S.D. (W)

Compound Dibutyl adipate

Dose group
(mg/kg) o 100 300 1000

Days of treatment

1~ 8 42.0 ¢ 16.9 ( 13) 41.7 £ 11.1 ( 13) 733.7 + 10.0 ( 13) 33.5 £ 15.0 ( 13)
8 ~ 15 41.0 * 10.2 ( 13) 44.3 = 772 ( 13) 38.7 £+ 9.2 ( 13) 36.0 + 8.9 ( 13)
15 ~ 22 27.2 + 6.7 ( 13) 30.8 £+ 7.3 ( 13) 28.0 ¢+ 3.2 ( 13) 28.6 ¢+ 5.9 ( 13)
22 ~ 29 34.3 ¢ 7.7 ( 13) 37.6 + 7.8 ( 13) 33.5 ¢+ 5.5 ( 13) 29.9 + 7.0 ( 13)
20 ~ 36 25.6 * 8.5 ( 13) 30.2 £+ 5.2 ( 13) 26.3 £+ 5.9 ( 13) 20.6 = 12.1 ( 13)
36 ~ 43 23.4 £ 11.7 ( 13) 25.1 ¢+ 6.6 ( 13) 19.5 ¢+ 9.7 ( 13) 19.6 + 7.2 ( 13)

» . corn oil (5 mi/kg)



Table 5

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Bady weight of Fo females during premating period (g); mean £ S.0. (N)

Dibutyl adipate

Compound

Dose group

(mg/kg) 0 100 300 1000

Days of treatment
1 (Initial weight) 219.1 ¢+ 7.2 ( 13) 219.9 &+ 9.5 ( 13) 220.5 ¢ 9.2 ( 13) 218.9 * 9.3 ( 13)
8 240.1 ¢ 10.6 ( 13)  240.9 = 12.8 ( 13) 242.7 & 13.6 ( 13) 239.9 ¢+ 8.5 ( 13)
15 259.8 + 15.9 ( 13) 265.3 * 16.0 ( 13) 264.3 * 17.5 ( 13) 261.4 ¢ 12.7 ( 13)

2V corn oil (5 mi/kg)



Table 6
Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Body weight gain of F, females during premating period (g); mean £ S.D. (N)

Compound Dibutyl adipate

Dose group

(mg/kg) 0* 100 300 1000

Days of treatment
1 ~8 21.0 £ 6.0 ( 13) 21.0 + 5.6 ( 13) 22.2 * 6.9 ( 13) 21.0 ¢+ 3.9 ( 13)
8 ~15 19.7 + 6.4 ( 13) 24.3 * 4.8 ( 13) . 21.6 + 5.7 ( 13) 21.5 * 6.7 { 13)

2 corn oil (5 ml/kg)



Table

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Body weight of Fo females during pregnant period (g); mean® S.D. (N)

7

Compound Dibutyl adipate

Dose group

(mg/kg) 0*’ 100 300 1000

Days of pregnancy
0 273.0 14.3 12) 271.1 + 15.1 ( 12) 272.9 + 20.3 12) 270.8 £ 14.2 12)
7 309.7 19.4 12) 308.7 * 20.3 ( 12) 314.1 + 21.3 12) 304.3 * 17.4 12)
14 346.5 22.3 12) 350.2 *+ 26.1 ( 12) 355.6 * 29.4 12) 335.7 + 27.7 12)
20 410.9 23.7 12) 418.3 * 34.5 ( 12) 423.8 * 35.2 12) 407.0 = 27.2 12)

a)

: corn oil (5 ml/ke)



Table 8

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Body weight gain of Fo females during pregnant period (g); meant S.D. (N)

Compound Dibutyl adipate

Dase group

(mg/kg) o 100 300 1000

Days of pregnancy
0~ 7 36.7 ¢+ 9.0 ( 12) 37.6 7.8 ( 12) 41.2 £+ 6.6 ( 12) 33.5 + 7.9 ( 12)
7~ 14 36.9 + 4.5 ( 12) 41.6 6.8 ( 12) 41.5 ¢ 9.7 ( 12) ‘31.4 * 20.3 ( 12)
14 ~ 20 64.4 + 4.8 ( 12) 68.1 10.6 ( 12) 68.2 & 11.1 ( 12) 71.3 + 13.9 ( 12)

*: corn 0il (5 ml/kg)



Table 9

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Body weight of Fo females during lactation period {g); meant S.D. (N)

Compound Dibutyl adipate

Dose group

(mg/kg} o 100 300 1000

Days of lactation
0 310.7 = 25.5 {( 12) 314.9 & 29.0 ( 12) 316.3 + 34.6 ( 12) 302.7 * 23.3 ( 12)
4 325.4 = 25.1 ( 12) 338.6 * 25.7 ( 12) 338.9 + 27.8 ( 12) 324.6 * 23.0 ( 12)

2): corn oil (5 ml/kg)



Table 10
Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Body weight gain of Fo females during lactation period (g); mean = S.D. (N)

Compound Dibutyl adipate

Dose group .
(mg/kg) 0%} 100 300 1000

Days of lactation

0~ 4 14.7 + 21.5 ( 12) 23.7 £ 7.2 ( 12) 22.7 £ 12.0 ( 12) 21.9 ¢+ 8.7 ( 12)

*): corn oil (5 mi/kg)



Table 11

Reproductive/developmental toxicity screening test of Dibutyl adipate by aral administration in rats

Food consumption of Fo males during treatment period (g); meank S.D. (N)

Compound Dibutyl adipate

Dose group

(mg/ke) 0 100 300 1000

Days of treatment
1~ 8 171.1 ¢ 27.5 13) 172.9 + 18.8 13) 163.3 £ 18.3 13) 160.4 + 24.8 13)
8 ~ 15 162.6 * 24.7 13) 170.8 ¢+ 18.9 13) 156.0 * 15.9 13) 159.7 *+ 23.9 13)
29 ~ 36 156.3 + 25.8 13) 167.7 *+ 19.1 13) 155.4 + 14.3 13) 157.0 + 14.5 13)
36 ~ 43 147.2 * 23.7 13) 153.0 * 19.8 13) 144.5 * 13.8 13) 146.0 + 14.4 13)

*: corn oil (5 ml/ke)



Table 12

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Food consumption of Fo females during premating period (g); mean® S.D. (N)

Dibutyl adipate

Compound

Dose group

(mg/kg) Rl 100 300 1000

Days of treatment
1~ 8 120.0 * 10.9 ( 13) 123.4 + 14.0 ( 13) 126.1 + 15.4 ( 13) 119.1 * 9.8 ( 13)
8 ~ 15 122.7 * 13.7 ( 13) 123.9 + 13.9 ( 13) 126.9 + 17.0 { 13) 125.2 *+ 14.0 ( 13)

: corn oil (5 ml/kg)



Table 13

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Food consumption of Fo females during pregnant period (g); mean * S.D. (N)

Compound Dibutyl adipate

Dose group
(mg/kg) 0 160 300 1000

Days of pregnancy

0~ 7 145.2 + 19.8 ( 12) 143.1 * 20.7 ( 12) 152.5 *+ 22.2 ( 12) 142.5 * 16.0 ( 12)
7~ 14 160.8 = 21.1 ( 12) 162.6 * 26.3 ( 12) 169.0 + 27.5 ( 12) 152.5 *+ 28.8 ( 12)
14 ~ 20 124.3 ¢ 12.5 ( 12) 133.3 ¢ 24.9 ( 12) 135.1 * 17.9 ( 12) 132.3 * 13.8 ( 12)°

3 : corn oil (5 ml/kg)



Table 14

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Food consumption of Fo females during lactation period (g): mean * S.D. (N)

Compound Dibutyl adipate
Dose group :
{mg/ke) 0* 100 300 1000
Days of lactation
0~ 4 87.9 z 27.5 ( 12) 107.9 £ 13.8 ( 12) 98.8 * 21.3 ( 12) 94.1 * 28.2 ( 12)

2 : corn oil (5 mi/ke)



Table 15

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Summary of macroscopic findings in Fo males

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - - + - + — b
(Lung) {131 {131 {131 [131]

dark colored spot 13 0 13 0 11 2 12 1

dark colored area 13 0 12 1 11 2 11 2

pale colored spot/area 13 0 12 1 13 0 12 1
(Kidney) (131 [131] [131 [131

dilatation of renal pelvis 12 1 11 2 12 1 11 2

recessed area 13 0 12 1 12 1 13 0
(Liver) {133 [133 [131 [13]

dark color 13 0 13 4] 13 ] 12 1

hernia 13 0 12 1 13 0 13 ]
(Spleen) {131 (13) [131 (131

pale caolored spot/area 13 0 13 0 13 0 12 1

enlargement 13 0 12 1 13 0 13 0
(Jejunum) {133} (131 (131 [13)

diverticulum 13 0 13 0 12 1 13 0
(Epididymis) (131 {131 [1313 (131

nodule 12 1 13 0 13 0 13 0

~, Negative; +, Positive
[ 1, Number of animals examined



Table 16

Reproductive/developmental toxicity screening

Summary of macroscopic findings in Fo females

test of Dibutyl adipate by oral administration

in rats

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - - + - +
(Lung? {131 (13} (131 {131
dark colored spot 13 0 13 0 12 1 13 0
dark colored area 11 2 13 0 13 0 13 0
dark color 13 0 13 0 12 1 13 0
(Forestomach) [131 (131 {131 [13)
ulcer 13 0 13 0 12 1 13 0

—, Negative; +, Positive
{ 1], Number of animals examined



Table 17

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Absolute and relative organ weight of Fo males after oral administration for 42 days : mean * S.D. (N)

Compound Dibutyl adipate

Dose group

(mg/kg) 0! 100 300 1000

Terminal body weight (g) 498.3 * 64.3 ( 13) 515.0 * 47.6 13) 484.6 * 41.3 13) 472.5 * 45.6 13)

Kidneys () 2.96 ¢+ 0.39% ( 13) 3.12 & 0.34 13) 3.04 ¢+ 0.32 13) 3.08 * 0.35 13)
0.60 ¢ 0.05% 0.61 ¢ 0.04 0.63 ¢ 0.06 0.65 = 0.06%*

Spleen (g) 0.79 ¢ 0.14 ( 13) 0.95 * 0.19 13) 0.84 + 0.11 13) 0.90 *+ 0.20 13)
0.16 * 0.02 0.18 + 0.03% 0.17 + 0.02 0.19 ¢ 0.03*

Testes (g) 3.27 £ 0.26 ( 13) 3.28 *+ 0.23 13) 3.17 £ 0.21 13) 3.22 ¢ 0.19 13)
0.66 =+ 0.07 0.64 + 0.06 0.66 + 0.06 0.69 + 0.05

Epididymides (g) 1.21 ¢+ 0.08 ( 13) 1.17 + 0.07 13) 1.17 + 0.10 13) 1.15 + 0.08 13)
0.25 * 0.03 0.23 & 0.02 0.24 + 0.02 : 0.25 *+ 0.02

2 corn oil (5 ml/kg)
®): absolute weight
©): relative weight (g per 100g body weight)

**: significant difference from control, p<g.01

: significant difference from control, p<0.05 (by multiple comparisons)

(by multiple comparisons)



Table 18

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Absolute and relative organ weight of Fo females on day 4 of lactation; mean * S.D. (N)

Compound Dibutyl adipate

Dose group

(mg/kg) 0 100 300 1000

Terminal body weight (g) 325.4 * 25.1 ( 12) 338.6 * 25.7 ( 12) 338.9 + 27.8 ( 12) 324.6 ¢+ 23.0 ( 12)

Kidneys (2) 1.95 = 0.15® ( 12) 1.97 & 0.19 ( 12) 2.10 ¢ 0.22 ( 12) 2.11 % 0.17 (¢ 12)
0.60 + 0.04% 0.58 + 0.03 0.62 + 0.05 0.65 * 0.07

Spleen (g) 0.59 ¢+ 0.08 ( 12) 0.74 + 0.16% ( 12) 0.65 + 0.13 ( 12) 0.68 * 0.09 ( 12)
0.18 + 0.03 0.22 =+ 0.04 0.19 = 0.03 0.21 * 0.03

) corn oil (5 mi/kg)

®): absolute weight

' relative weight (g per 100z body weight)
:-significant difference from control, p<0.05

(by multiple comparisons)



Table 19

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Summary of histopathological findings in Fo males

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade . - + 4+ ++ +HHH4 - + 4+ ++ +H+ - + + + +H - *+ + + ++
(Testis) [131 L 01 { 01 £131
focal atrophy of .
semini ferous tubules 12 1 0 0 O 13 0 0 0 0
decreased number of germ cells
in seminiferous tubules 12 1. 0 0 O 13 0 0 0 0
(Epididymides) [131 [ 01 [ 01 [131
spermatic granuloma 12 ¢ 1 0 O 13 ¢ 0 0 0o
infiltration of lymphocytes 8 5§ 0 0 0 10 3 0 0 0

—, Negative: *, Very slight; t+, Slight; ++, Moderate; +++, Severe
{ J, Number of animals examined



Table 20

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Summary of reproductive performance of Fo animals

Compound Dibutyl adipate
Dose group 0a) 100 300 1000
(mg/kg)

. No, of mated pairs 13 13 13 13
No. of copulated pairs I3 13 13 18
Copulation index (%) A) 100.0 100.0 100.0 100.0
No. of pregnant animals 12 12 12 12
Fertility index (%) B) 92.3 92.3 92.3 92.3
Pairing days until copulation
Mean + S.D. 41 33 2.6 £ 0.8 3.0 2.3 2.7 1.0
Times of vaginal estrus ’
Mean *+ S.D. 1.1 0.3 1.0 £ 0.0 1.2 0.6 1.0 £ 0.0

a): corn oil (5 ml/kg)

A): Copulation index = (No. of copulated pairs / No. of mated pairs ) X 100
B): Fertility index = (No. of pregnant animals / No. of copulated pairs ) X 100



Table 21
Reproductive/developmental toxicity screenihg test of Dibutyl adipate by oral administration in rats

Summary of development of F, pups up to day 4 of lactation; mean =S.D. (N)

Compound Dibutyl adipate
Dose group
(ng/ke) 0 a) 100 300 1000
No. of pregnant females 12 12 12 12
No. of females with live pups 12 12 12 12
Gestation index (¥) 4) 100 100 100 100
Gestation length in days 22.3 £ 0.5 (12) 22.1 £ 0.3 (12) 22.2 £ 0.4 (12) 22.2 £ 0.4 (12)
No. of corpora lutea 15,7 £ 2.0 (12) 15.6 + 1.6 (12) 170 £ 1.9 (12) 16.9 = 1.7 (12
No. of implantation scars 14.8 * 2.6 (12) 14.7 * 2.1 (12) 15.8 = 3.1 (12) 15.5 £ 2.1 (12)
Implantation index (%) B) 94.2 =+ 7.8 (12 94.0 = 8.4 (12) 92.2 £ 141 (12) 91.5 + 7.5 (12)
Day 0 of lactation |
No. of pups 13.6 £+ 2.4 (12) 14.2 £ 1.9 (12) 150 £ 2.9 (12) 14.6 = 2.3 (12)
Delivery index (%) C) 91.8 + 6.5 (12 96.7 £ 3.4 (12) 95.5 £ 5.7 (12) 93.9 =+ 5.9 (12)
No. of live pups 13.3 £ 2.4 (12 13.9 £ 1.9 (12) 14.3 £ 2.6 (12) 13.7 £ 3.3 (12)
Birth index (%) D) 90.1 £ 6.1 (12) 95.2 =+ 6.0 (12) 91.8 = 8.8 (12) §8.2 £ 16.8 (12)
Live birth index (%) E) 98.2 = 4.6 (12 98.4 £ 4.1 (12) 96.2 £ 8.4 (12) 93.6 £ 15.2 (12)
Sex ratio (¥) F) 47.6 + 13.0 (12) 41.4 = 7.7 (12) 49.4 * 12,7 (12) 48.6 £ 11.9 (12)
Day 4 of lactation
No. of live pups 13.3 £ 2.4 (12 13.8 £ 1.7 (12 13.1 £ 48 (12) 13.3 £ 3.5 (12)
Viability index (%) G) 160.0 £ 0.0 (12) 99.5 =+ 1.7 12) 90.6 £ 28.6 c12) 96.1 * 5.3 (12

a): corn oil (5 ml/kg)
A): Gestation index
B): Implantation index
C): Delivery index
D): Birth index
E): Live birth index
F): Sex ratio
G): Viability index

= (No. of females with live pups / No. of pregnant females) X
= (No. of implantation scars / No. of corpora lutea) X 100
= (No. of pups born / No. of implantation scars) X 100

= (No. of live pups on day 0 / No. of implantation scars) X 100

= (No. of live pups on day 0 / No. of pups born) X 100
= (No. of male live pups on day 0 / No. of live pups on day 0) X 100

= (No. of live pups on day 4 / No. of live pups on day 0) X 100
¥ : significant difference from control, p<0.05 (by multiple comparisions)

100



Table 22

Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Body weight of F: pups up to day 4 of lactation; mean=S.D.

Compound Dibutyl adipate

Dose group
(mg/kg) 0a) 100 300 1000

Day O of lactation :
2.6 (12) 13.7

No. of live pups 133 £ 2.4 (12) 139 £ 1.9 (12) 14.83 = £33 (12)
Male 6.3 + 2.1 58 + 1.3 6.9 £ 1.7 6.5 * 1.7
Female 7.0 £ 2.0 8.2 + 1.5 7.4 £ 2.5 7.2 £ 2.7
Weight of pup in grams
Male 6.5 £ 0.7 6.4 + 0.6 6.2 + 0.8 6.1 £ 0.7
Female 6.1 £ 0.6 6.0 £ 0.6 58 £ 0.7 5.8 £ 0.5
Day 4 of lactation
No. of live pups 13.3 £ 2.4 (12) 138 £ 1.7 (12) 14326 (11) 1.3 £ 3.5 (12)
Male 6.3 £ 2.1 58 £ 1.3 6.9 + 1.8 6.3 = 1.8
Female 7.0 £ 20 8.1+ 14 7.4 £ 25 7.0 X 2.7
Weight of pup in grams
Male 10.6 = 1.8 10.8 + 1.2 10.2 = 1.7 9.9 £ 1.9
Female 10.1 £ 1.7 10.1 £ 1.2 9.7 £ 1.6 93+ 14

a): corn oil (5 ml/keg)
Parentheses indicate the number of litters evaluated



Table 23
Reproductive/developmental toxicity screening test of Dibutyl adipate by oral administration in rats

Summary of morphological findings in pups on day 4 of lactation

Compound Dibutyl adipate
Dose group
(mg/kg) : 02 100 300 1000

No. of pups examined
External observation 160 166 157 159
Visceral observation 160 166 157 159

No. of pups showing abnormalities
External malformations 0 0 0 0
Visceral malformations 0 1 0

Types and frequencies (%) of visceral malformations
Agenesis of midgut ’ 0.6

a): corn oil (5 ml/kg)
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