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Twenty-eight-day Repeat Dose Oral Toxicity Test of
Diphenyl 2-ethylhexyl phosphate in Rats

D YEBE2-ZFAAFIRN) T NI AT I,
Y UBIAFNEROTBRETH LY. 40, EFELFY
BOReMERIIGEbIEERESEO—-BRELT, )
BB IFAANFIN)T T NI ATNED, 4,
20, 1008 L U500 mg/kg DHETSDES v b Ol
W28 HEREEORS L, ToHHICoOwTRILL.
. AFEEEE, 1008 L U500 mg/kg B OWCIE 14 H M ETE
BT '

HEEEOEEI 00 me/keBEOMTHED B, MmHT
AT, LIRS O YRS AF Y ERHOERE
HT500 mg/kg BEOETERDH SN 1. MFEVERE TH,
miEa) » A5 5 — ¥ ORIMEA 500 mg/keg B,
MERTY 2 A7 7 —¥OKENI 00 mg/kgBEDOR L
500 me/kg B, B L X702 —VOBEHEHS00
mg/kgREoilg, By 0 oFEHI00 mg/keiFoiE s
500 mg/kgHEOHHE, 7L 7 I rOEEHNI0 B LT
500 mg/kg DM, GOT DREH500 me kg FEDE,
FAAY T2 AT 74— EOEEII B L5060
mg/kgBHOM TRO LN, BERETIE, £2FI11820
L drod, REEHRETE, FRoZ{k: LTH
EBOEEI 00 meg/kgBEE, HMHESD IUHNE
EOEBEHS00 mg/kg B DM, BELH100 BLYF
500 mg/kg B OB, FEXAT500 me/keFEOMRE, i
LD RRHRRIAR K AT 1008 & U500 me/ke HEOMH T
Fhohi:, BROELE LT, ANREAEEEAOH
FiEOEEEA 500 me/keHEOHETROH L, —HOE
TRIFEBMAROER I ELN T, FREOEE
LT, BEXAAI100 mg/kgBEOHE £ 500 me/ko 3 D i,
Afa R HEOREAA100 B X U500 mg/kgREOMMET
oot HEFOEEE LT, BYERLPHNESED
BEA100 ma/kgBEDME & 500 mg/kg FEDMERE, XD
100 3 & U500 me kg BEDMEME, FIRTF O EMTE OB
500 mg/kg BEDMBETED b, ThbsDiEfki,
Sk I I W ER ARV LEEL Tz, 20
mg/kg BECIZMER VNS EBRYEICER L%k
Boobhhdhoi,

DEoERLY, RRBEFTIEBTL) VEBEQ- -
FUAFLN) T T2 2 VIAFVOBEBER IR
$hb 20 mg/kg/day TH B EHETL .

Pak:

1. WHEBRHE

VUBER-IFAAF NPT 2 AT RN
{e T, MT&#41, CAS No. 1241-94-7, Lot No.
K70801, #iffo1.49%) 4, &EME-54C, MA239T
/13.3 hPa, iBEHOEEEREETHS. Fov M
#HESMMPRETH LI LIGER S L. BEHITRER
W % 0.1%Tween SORBHIZIIL S BEEEL, BHE
FL BSEPORBHREIHHERTEFETCEAM
FEETCHY, R LHRSRCITEEITEEOMNEDY
PHE—IIEESNTWA I L A LE.

2. HBE B L UEESEME

HEF¥+—AA - JN—L O AFLASDAET v b
(Crj:CD, SPF) OffE% 7~8 A MEE - gi{bL, #E&
AR L. S RAY R AENRILEE AR R
ENEST LA 1RO EIIESEILE L, A8
B, 10038 & 0°500 me/kg BEIZ DV TIIEME 6RO 14
OGRS &2, R5RIEROBRCER, ®E
RN HEAT156 ~ 177 g, MEDT 137~ 168 g Tdp o /.

BE - BRSO - EF MNP, BF20~
25°C, BE4A0~T70%, BREL12E. 5, BHI2ZEH
(7:00~19:00) HBHE S AATEEFEALL. 8
Wik, EBEHDRAKE(R—FFy 7 BEF ¥+ — L
Ao YIN—(R) BENRY =R R PR — V2]
=T 2IECNELETE L.

Biicid, EEBESMHABEEMMEME 40y ¥ vE
BITHM) BLUS umD 7 1 V% — i@k, £l
SHL7-AEAE, FhPRBEBICERE .

3. HEBHLUHRERK

WHEE %0, 100, 5008 L UF1000 mg/kg N EHE
TSDEF7 v MIMBHMEERORS LR 2%5
BECIEMRAL, REENIEE~NEr oV iBES
LU= b2z v MEOKES 1000 mg/kgFEDOHETER
wohii, F742, TEOMETESE L UEHERNEHE
DS BEOMBTED 5N, 1000 mg/kgBFOREHT
EFRXSBEETH 2. F0ft, BIEOHEGESE L
UM EEOSHEI B0 me/ke bl EOIRSEOM, BIF
O EBOBEEAT000 mg/kg B, FEOENE
BOEEN 000 mg/kg BOMBETRH LN, TE-T,
FHERTIEEHEY 500 mg/kg & L, BLFALSTHE
B2 1008 X U200 me/kg, BERE4Y4 mg/kg & L7,

bo7
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BEMEIIBEEERTE, FAPIE Y FERCT

FEORS L. mEEERloml/ke s L, A
FHOKREZEICER L. WERCIAABICEERE 2
517,

4. BRI URERZE
1) —iRiRE, ESLUESES

EFlicow TR+ FREE L. FEBLUE
IS EEE B L CFOEAIANE L. HER
owvTit, SHME0IEs/ o]l ATEHERET
L,

2) MEHEE

ZHEIEEBOEFICOWT, FARYF =N F Y
LAORMERETI L 2RET THREBRE DIFML, F
MEFH(F— A7 —DCA ¥ E—¥ > AEek), S
I (RF/DC A » ¥ — 4 v 2dati), M/MREE(— A
7a-DCA Y ¥— ¥y AfliE), ~nEFXRYLigE
(SLS~EF T k), ~= by )y ME(FRMER
A EEREE) * £ E HEmERSTEE (NE-4500°
REEHET), BIMKE S (Wright #fEHIER) %
A HE #KE B Eh 473 B (MICROX HEG-70A: L7 EHE),
HRFOERB (P VT b —F— iz 7o—3% 4 b
A Y —ik) & HEHER MR EEE (R-2000; HEER
EBF), 70 by riEEET ; Quick—BE:), ElE
s b7 v K77 25 2 RE (APTT | Eiki{tt 7 7
07T AF k) & IR E gl EEE (KCI0A: 7 A
Nyt billELL F/i, BEOERNILTFEY
FRIMERAERE (MCV), FHRMmEkm e s (MCH), Fi5
IR & EHRE (MCHC) 28R L/, EEBEIRAE
LT, 7RO CEFEDB L ONEEEES bR
5 AF EEREIEICIE3.13% 7 T B B Y Y AKIETE
%, ThUHSOEHOREIZIZEDTAZK ¥ Fv /-,

3) MAEE{LRRE

B L Qo —E T ~0) () F 7 L8 LB,
3000 r.p.m., 105MEELGHL, Sohimigs AT
GOT(SSCCe Ri#k), GPT(SSCCHR#E:), ALP(GSCC
WwREH), y-GTP(SSCCHER:), REEE (Urease-
GLDH#), V22— A(GK-G6PDHE:), &1L AF0
— WV {CES-CO-POD#), hU 74 +£F 1 F(LPL-GK-
G3PO-PODE), 7 L7 F= v (Jaffe ), #EH (Biuret
), 7T I Y(BCGHE), A/GLHLEEABLTT L
FTIrE0WEH), A7 L{O-CPCH), EE) »
(UVER), +rUSL, AUTL, 70— (1F 78
REWE) & HEITEE (37 736-10 B L 24E
FEyicE hilE LA '

SHomfE) P T AFFT—E(FEFLFFTY -
DTNB#) # HENFATEE (G 7 736-107 40 H 7 24%F
F), mig=2 Yy AFS5—B(FEFILFFT) -
DTNB#) * it m )t (B U-32007% (0B i ¢
) BLURE2 ) Y TAT 7 E(TFLF4aY
¥ -DTNB# ) % B 8 5 47% & (COBAS FARA'F.
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Hoffmann La Roche & Co.} i2 & b illgE L7,

4) FREE

MRS RMmTE26 0, MRS MR 25 B0 88
HECILOFER LML T, pH, #m, BH, &, # |
>iE, B,
FARF Ay TR, TANR - ZHE) R IRGHE(2
VoF e 2000 YA A - ZHE L AE L

5) WEFRE
FlI-ovTERM B ICHIEABIRR % T0F U THunEoe =
R L7, Bk, PO, I, TR A%, K
R, BN, AR (ERANMEZSD), BEBLUGRE
DEELMELL. £, 2f0LERBILmE, T

%, Bk, H—y—IR M, B, OB, B BM(X
BRE), deFmaE, HFRLERIL, 10% 5 & Bgh

R AETEE, BELL. 22720, BRBEB LA
— ¥ — 312 Davidson T TEE L /=
5SS TSSO B S L U500 ma/ke B

OHERED.LIE, TR, iR, BK, B, B, LEME,

BH, HIRIR, TEESLUSEONRMEEIG S
HE, HEILEATMEY) o 2V RRER
FRELER LS. FOBR, MEOHE, 3%, Fi
IR & EOFRICEER RS ICREET AL EZONAE
bl b/ ize, FS5-HAME TR EN D Do B
& RIIEEER I T FEM B B9 O L EHE (BE o i)
EAELL, 4, REAOFES L OB WTH
ANy FORE & PRIROEDFERER LT, $HiF
L7

6) FRETERR

HEF—- 1200w T}, Bartlett#E12 X 2S5 HO%
FET, THF—HOBESE—TRES ST EIT-
7%, Dunnetti® ¥ 7213 SchelféeEIZ L VHE LR, &
A —H T v &It Kruskal-Wallis O E Z 170,
Dunnett B F 7244 Scheffé B O R ARE £4iT- £, &
B7F— s BLUHEARITRIIDWTIL, Armitage?
WHEEIT o/, BEREEIL D% RFHE L.

R

i. —RRAREE

HEBOWEAT100 mg/kg 50 1T S5 MIEHEG H I
fe, METIRSBIMATES BEE, 500 me/kgBE DTS
iG] AR, MECIRS MG AR RBIL L.
* 7, WSRIOFED 100 me/ ke B0 TR SHHAES
Bi2, 500 mg/kgBENHE TS MIEH%T AR, HTHE
SEEFISAMBICERL . H5%RORER, &5
ERICERT A —BENETH Y, RENOEREIH
YOI RN A Z L K b B L, BEHEIEIR
OIS Lo,
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2. 5 (Fig. 1)
SRBIREE LT, Wi R oRS RS FIRE L ik
DREERLRLL.

3.
5 a3 R B O K fE7°500 me/kg B OUET
B bt BEHRCEFELEIRO S hidho .

4, MHESEE (Table 1)

WEARE TEHORET, HELET Iy RSIR
F (APTT) RO ERED 500 mg/kg B0 HETHO LR
7o, OTEHARR TR OMECIE, LI shtd
7.

B, DIFERMIET ROBE CRIRRMEREOBMED
100 mg/kg BB TS SN0, EREEHTHLT
&R OFHRIARRDS o WERE \CER L BTy
LML A,

5. FE{LFEEE (Table 2)

WEHERTIEOBRET, Mgz yTA75—¥0
fERAEA500 mg/keFEOMEE, MKV Py ZRAFF-ED
{EAEAHT100 me/kg BEDME & 500 mg/kg FOMHETHD &
Nz Fh, BIVRAF O L OEEDS00 me/kgFED
i, #&& oty OFMEHI00 mg/keBEO HE & 500 me/ks
FEOME, 747 I rOBEN100 B LU0 me/ke B
DHETREDH LN, & 5I2G0T DEEH 500 me/ke 5
D, TAADTHAT7 5 —EORKREIIW HLT
500 mg/kg BEOIE Tl bt MIEMHER T RORE
T, chenBEbos bmiEa) » 322575 — VoK
{EAT100 8 L U500 me/hg R, fi¥kzsY vz x5S
— ¥ DEAEA 500 me/kg BEOMEHET D L7 dE, Vi
NHFORBIZEML T,

LB, MEAFRTECRETCA/GRLEER) YO
FEATE00 me/kg HENHETRD S, Wb B

500
450
400 |

350

Body weight (g)
[\ (4]
8 8

o

=]

(=]
-

150

100

50

LEHTH D Z LT OFRRID LB RITER L
S (b Tl v IR L A

6. RigHE
BSHBERMETIIBNT, WThoHSHFIZVEE
EH LN Lo,

7. $REEE (Table 3)

WEHEATEORET, FHEOHEWEZOEED
100 mg/kegBEOHE, BAEELNTEROEED 500
mg/kg HBOMBETRHLENL, T, BIFOBENER
LI EE OBED 100 me/ke BEOWE & 500 me/ke D
HFETHS N, AEABETEOBRETE, ohs
DELD 5 LIFEOEN ER OB EN500 me/ke B
THHLHND, FORBRESRL TV, T, ik
RO ERS L UM EROEEH 00 me/kg B i
THD LN,

8. E4&FFR (Table 4)

FEMMRTHROBRET, HECBEL100 me/ke
BEOHEAR), ME6H 500 mg/keBEDHESH, MK,
FEAAT500 mg/kg BEDMEMESFNIRD & h /o, EEEM
HTRORETE, ERENLDS b FEOERH500
mg/kgBOM2FIIZIEAD LN, b, FREOE A
100 mg/kg BHOBELBI L 4 mg/kgBOHIFI L ED S
N-H, IR b EEERETH S Polycystic disease'
I TH Y, HBRMEICERL -ELTERWE
FWF L Az, BIRIROE KA 100 me/ke BEOHE 16 & 500
mg/kgBOEIF, MoflicBd L, BEMERT
BRiRETIE, RELHE00 me/kgBEOME2LHNZE0 5
7. BIEOREIHI00 me/keBEOHE2 5, E 15 & 500
mg/kgFENHESH, HMeFITEL b, BRL S
BEFECARRASELTW, OELMETEOMET
i, "ECEFED N7

—¥— () mg/kg {Male)
—*— 4 my/kg (Male)
—h 50 mg/kg (Male)
—— 100 mg/kg (Male)
—4+— 500 mg/kg (Male)
—¥- 0 mgfkg (Female)
—— 4 mg/kg (Femata)
—&— 20 tngfkg (Female)
—8—100 mglkg (Famale)
——500 mo/kg (Female}

0 - . -
0 1 2 3

4 5 6

Weeks after commencement of treatnient

Fig. 1 Body weight changes of rats treated orally with diphenyl 2-ethylhexyl phosphate in 28-day repeat dose toxicity

test
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ZFoith, BHERERSEECHE, OB{LATH o s,
FOREBRRA L IR L BN EICER L RT3
e BT L Ao

9. FHIRFRMAT R (Table 5)
O RE TR S ORAE T, oSOt

DFFHBLAL A AT100 me/kg O 2HI, 45 & 500

meg/kgBOBESFIIED SR, BA LA
I x L, <b0WTHEBtbtezELL. BETEEX
L= ERAAC A 1 v Ly FORBRERE oA EM
LE14 A s/, EEMEETRBEHESY OME T,
- FRABIEE Y100 me/kg BEOIE 1 &£ 500 me/ kg B DM
2FNCEESD bAoA, FOBEEERL T FiED
IEAERAE RO T OBINAT500 mg/kgBE D HE4 B
TROH LN, F09 5 1FCREAMRTE LR RO FR
HAEOHR S bR T, EERE TR s
OWATIE, SERME RN OE TR OREDRED
500 mg/kgBEDRE2H, EARME LB ADOIFREEAME
H500 mg/kgBEO 4G, R OMGIFEEERAE S
500 mg/ke DI CRH LN, FiRigoAER
ML O ALK A 100 me/kg FEOREHEE 241 & 500 mg/kg D
Heml, MsFIIHRD SN, BT RS T EREY
DIEETH, AREEMBEOREKII00 mg/kgTEDHE2
# & 500 meg/kg FEOHBIM, MIFIEDH SN, BIE
DYIRHE O IR O INATS00 mg/ke B OMESTIER
WHNT, BTEA/NE A RIRIFE, A BTHE—
ZHRHFEATHIR U Cve /e, BIEHAR R T B g T o8
FETH, AR

Fofl, BEMERSETEsOELIED L LS
FORBRED BT BB EIER LRk
ovs EHHTL A,

EE

B ZFuA~FI V) VT2 AT,
4, 20, 100, 500 mg/kg DEABTSDR T v F OHEHEIC
28 A MRMEEDORS L, FOBERRIT L.

—igER L LT, HERHROMIEL100B8 £ U500
mg/kgHOMHETED LR, L L, H5%OKIE
BHESERICEBETABEOETHY, HIMDOIH
MBI OEICHEID 2 EI0 8 o TRERY 5 &K 518
BT THLI IR, ThHOTEIRESEF LA L
CEOBRBLANI Lin, HEBYEOBRSRE LT
FALTHY, BEREFMERIEEHETL/AZ. - T,
FAE SR OFE@MOM R SR L.

FEICEIEA SN2 7o, BEEORMEIS00
mg/kgBORTRO LN, FEEEESEEDE D
ik hmEEL.

MAEFEWHEE T, HELEHF e R 77 A5 A EHO
EEAG00 meg/kgBEOETROH oM. Lal, BEG
TTHhaI ko7 U XY CREILEEN2V L
PIHEEMEOELA 2 & Eh S RE L0 FHEEN
FEREEVWEEDRS. FEEETREEEDHLILIE
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O EE L.

MiEEfLEHBET, MESL VLK T) 2257
— ¥ OEIEHT100 me/keFENOME & 500 meg/ke O
B b, BEHEETY YL AF T~ ViklEols
EREETAIENH O TVWAER) VL6890 —1
THhdHIehh, AHOT) Y LAT 5 - PiEEOHE
PEREshCYOEBbRs, /-, #a I/Xﬁ“‘l:r*—)b,
BEAHLVWIET IV I »OEED100 me/ke Bk
500 meg/kg HEOMETED LILES, ThoDBkiis
VT AT T —ViEERECERERCFETO 4 >
NI EPEEOERSTCE L ERELALD L EDbN
3. EEHEE TR, REELD ) bmEEs 5w
MEET ) 2 A7 7 —¥OEMEA 100 B & F500 mg/kg
BTROLNAD, ZOBREEREL ML TWi,
%3, BSHEETEIZGOT OEMEH500 me/keBn
M, 7AH) T+ AT 75— EOEMI00B L U500
mg/kgEOM THED LR I-AY, —FMICGE L L 514
DERATERC, BLTHLII LI oELERIEES
DZLWELLERDRA.

FEFHRETIE, FROEESEEDH 2 AN ERD
HEATI00 me/kg T & 500 mg/kg BOREE, BE{L
HTI008 & FB00 meg/kg B, 2O o IR
AEAATS00 meg/kg BEOMEBE TR S L7z, ANEERLED
AFRAR A < b DR TR 245 s LTBY, Zh
LORRAEDEIIEDRHBZEFEL2bDLE
bbb, BREOAMERAE LEOWTFEOBMASH00
mg/kgBEOHTHD bR/, ERRMEE LB O T
Ha, 707 Y 2E0EANERINUETHY, FEL
B#Z v FTLELIEALNLEILTHL., LT,
e fbFWERS L VB FEaoEEHEHE LA
G T CEENBET v FIAFRENICERTLIL
PHORTWDEY, WEHRYHEIRS L VEHED a, 70
T rEENERSLALOLEBLNS, T/, EER
B LR O REEAMES B VIS RS R T
DB L BRI EREELNS, FRIROEAN
100 mg/kg BEOHEE 500 me/ke B, At
DI ADI00 B L U500 me/kg BEORMETEO LRI,
EMAHBRRETECS(EHE L, TR TORIRE
AVE OB EREE L, TREGCHERETEH- TEER

' LTHIRIRAS e LR HIFE DK 2 BT 2 2 EAY
HNTWDLE, FERO & IARERT b SRS

HORRFPRETIIFRAFEHLND Z L0 L, M
DEFETA MDA E L - TilkfEL LN
5., —F, HBHEORRE~OEREBOTAEDLH
AoNDLN, ARBEO/BEOLILTIZHELIIETTE
Lol BIFOHMESES L HTEEDEEA 100
me/kgBEOME L 500 mg/kg BEOMEME, BEAHI00BLT
500 mg/kgBEO MM, FHIRTOIRIFE OB MHT500
mg/kgBOMBTRD bR, KT OFRIEOEM
3, A7 4 FERBEECL - THRETAREEE
(lipid hyperplasia) D #8&k1% & L L TWwWiz¥. BIEEAR
BTIRBEEIED T, o0z AED B WIZERE
LTwi-,
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G, WBRDEHRIER) VEEYTHY, F2BLY

F BB RN RO RI T LML R
TWAHM) 7o)V 7 3 A7 — AT ELTES
NTWBD™M, L L, REBTII RS PR
DFEREELEIED N d o,

CNEOREBEREDNS, RRBEGTICBSY VB

(2-ZFNAFIN) VT 22 NI AT LOBREREN
fEHEVT L S 20 mg/kg/day L #EER L 7.
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2)

1)

5)

7

3ak
{bZETFEHHELE, “12093 o{bEEm,” LELE
B#Rt, ¥, 1993, pp. 911-914.
C.L. Alden, C.H. Frith, "Handbook of Toxicologic
Pathology," eds. by W. M. Haschek, C.G. Rousseaux,
Academic Press, San Diego, 1991, pp.340-342.
P. Greaves, "Histopathology of Preclinical Toxicity
Studies,” ed. by P. Greaves, Interpretation and
Relevance in Drug Safety Evaluation, Elsevier,
Amsterdam, 1990, pp.532-538.
C.C. Capen, R.A. DelLeilis, and J.T. Yarrington,
"Handbook of Toxicologic Pathology,” eds. by W.M.
Haschek, C.G. Rousseaux, Academic Press, San
Diego, 1981, pp.723-725.
G.0. Lumb and [.H. Rust, Toxicol. Fathol. 13, 315
(1985).
. Zak, "Endocrine System. Monographs on
Pathology of Laboratory Animals,” eds. by T.C.
Jones, U. Mohr, R.D. Hunt, Springer-Verlag, Berlin,
1983, pp.80-84. :
W.L.. Sutton, C.I. Terhaar, F.A. Miller, R.F.
Scherberger, E.C. Riley, R.L. Roudabush and D.W.
Fassett, Arch, Environmental Health, 1, 33{1960).
D. Tanaka, S.J. Bursian, E.J. Lehning and R.].
Aulerich, Brain Research, 531, 294{1990).

SEEEE | HERA

WEELE kBT, X8 B BE 5
sHBEA, BFRMA

W=t P efl i BEEfan

T 31402 FRbEIRRE B Rk e HT AL 14

Tel 0479-46-2871 Fax 0479-46-2874

s

Correspondence

Authors :Masato Sudo (Study director)
Yuko Shimizae, Minoru Tsuchitani,
Osamu Katsuta, Naoto Toyota,
Katsuyo Takano

Mitsubishi Chemical Safety Institute Ltd.,

Kashima Laboratory

14 Sunayama, Hasaki-machi, Kashima-gun,

Ibaraki, 314-02 Japan

Tel +81-479-46-2871 Fax +81-479-46-2874

561

316



28 H R {Ei% 5= aE

Tablel  Hematology of rats treated orally with diphenyl 2-ethylhexyl phosphate in 28-day repeat dose toxicity test

Pericd 28 Day
Sex Dose level{mg/kg) 0 4 20 100 506
Male
Number of animals 6 6 6 6 6
RBC(X10V/ ul) 697 + 181 691 % 15.7 711 + 36.0 706 = 19.9 698 = 237
Hematocrit (%) 423 £ 1.16 41.9 £ 0.76 42.6 + 1.67 42.3 = 0.99 424 + 142
Hemoglobin {(g/d!) 146 + 0.39 14.3 = 040 14.8 + 0.31 14.6 %= 0.33 146 + 046
Reticulocyte (%) M+ 19 36 £ 39 34 + 39 35+ 40 34 49
MCV {pm®) 606 + 177 60.6 £ 0.92 59.9 £ 146 59.9 4+ 0.79 60.7 &= (.85
MCH (pg) . 209 + 0.57 20.7 = 0.38 20.8 + 0.90 206 = 0.28 20,9 + 0.32
MCHC (%) 345 = 0.13 342 £ 05} M6 £ 107 344 = 042 344 4 030
Platelet (X104/ut) 100.8 + 9.32 104.8 £ 16.55 105.2 + 448 103.1 = 9.80 1153 + 17,63
PT (sec) 13.1 + 028 13.5 £ 050 13.3 £ 0.44 128 * 0.45 13.9 + 0.87
APTT (sec) 165 + 1.34 16,1 =+ 1.72 149 + 242 16.7 = (.38 20.8 £ 2,18+
WBC (X10%/mm?) 98 + 31.9 119 + 23.2 122 + 304 118 + 233 106 + 158
Differential leukacyte counts (%) A .
Lymphocytes 89+ 25 92 + 5.3 91 + 2.1 88 £ 45 89 + 36
Neutrophils .
sepmented §+£18 4+ 23 \ 4+ 11 8 + 38 8 = 33
band 0+ 08 0+ 00 004 0+ 04 0+ 04
Eosinophils 1+ 08 111 1+£08 1+15 005
Basophils 000 0+ 00 0+ 00 0+ 00 0+00
Monocytes 2+ 156 3+ 30 4 + 14 315 3+186
Female
Number of animals 6 6 6 6 3
RBC {(x10%/ul) 691 = 225 700 £ 309 685 + 279 709 &+ 15} 696 = 35.8
Hematocrit (%) 41.2 = 0.95 407 £ 2.18 406 = 1.50 419 + 0.86 410 £ 173
Hemoglobin (g/di) 14.3 £ 0.34 14.3 + 0.839 142 £ 044 14.7 & (.44 142 + 0.50
Reticulocyte (%) 30 £ 55 23 + 30 26 = 3.1 24 + 52 27 £ 6.1
MOV (gam®) 596 = 1.78 58.1 = 2.36 59.3 = 1.84 59.0 £ (.87 589 + 0.80
MCH {pg) 20,7 = 0.58 203 + 100 20.8 &= 0.52 208 £+ 0.39 204 + 049
MCHC (%} M7 £ 034 35.0 + 0.62 351 = 054 352 + 0.59 347 £ 0.6
Platelet (X104/ 1) 91.8 + 11.07 85.6 + .78 826 £ 345 90.1 £ 6,08 959 + 17.13
PT (sec) 14.1 = 0,39 150 + 0.85 14.2 & 046 13.3 £+ 0.60 13.0 & 125
APTT (sec) 16.6 = 1,34 17.7 = 2.38 159 + 132 157 + 1,96 175 = 254
WBC (Xi0¥/mm?) 77 £ 17.3 80 = 33.8 68 + 235 83 & 37.6 100 = 22.3
Differential leukocyte counts (%)
Lymphacytes 90 + 2.7 80 + 184 89 + 4.2 90 + 4.8 84 = 25
Neutrophils
segmented 7+ 21 13 £ 145 7+ 39 8+ 37 5+ 18
band 0£00 0£05 0 £ 0.0 005 0+00
Eosinophits 1+04 1 £08 105 0304 1+038
Basophiis 0+ 00 0+ 00 0+ 00 0+ 00 0+ 00
Monocytes 2+k12 6+ 36 3408 2+19 2+ 14

Values are expressed as Mean+5.D.
Significantly different from 0 mg/kg group, **;p<0.01.
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Table1  {continued)

Period Recovery
Sex Dose level (mg/kg) 0 100 500
Male
Number of animals ] ] 6
RBC {xX10¢/ul) . T8 303 781 + 26.8 783 + 322
Hematoerit (%) 432 £ 1.28 435 £ 1.04 43.9 + 1.22
Hemoglobin (g/d!) 15.1 £ 0.38 . 151 =+ 0.28 15.1 4+ 042
Reticulocyte (%) 20 4+ 1.8 25 £ 2.4%* 3] + 24
MCV (uro?) ' 55.1 £ 1.50 55.7 £ 112 56.1 & 145
MCH (pg) 192 £ 059 193 & 042 183 + 046
MCHC (%) . 349 = 033 34.7 £ 0.35 344 + 040
Platelet {X10%/ ! 103.1 £ 13.98 99.2 £ 5.92 974 £ 10.34
PT (sec) . " 140 £ 065 140 £+ 0.35 135 + 046
APTT (sec) 180 + 154 188 + 1.34 168 + 1.99
WBC {(X102/mm?) 109 + 229 109 + 323 131 + 36.3
Differential leukocyte counts (%)
Lymphocytes 86 & 36 33 £45 87 + 44
Neutraphils
segmented 10 = 35 13 £ 4.1 10 + 3.3
band 0+ 05 0% 00 0+ 04
Eosinophils 105 1+05 1 +08
Basophils 0+ 00 0+ 00 0+ 0.0
Monocytes 4+ 14 4+ 14 2+19
Female
Number of animals 6 6 6
RBC (x10'/puel} 721 = 415 739 + 278 741 4 205
Hematocrit (%) 41.8 + 1.72 414 + 132 42.2 = 1.03
Hemoglobin {(g/dI) 14.6 + 0.60 14.5 4 0.55 . 14.7 & 0.14
Reticulocyte (%) 20 + 42 26 + 3.8 29 + 40
MCV (un?) 58.0 + 2.02 56,0 + 1.63 56.9 &+ 0.90
MCH (pg) 203 £ 0.77 ’ 19.6 = 0.77 199 £ Q.49
MCHC (%) 35.0 £ (.38 349 £ 043 34.9 = 0.72
Platelet {x10/:) 894 + 7.95 948 + 688 921 + 3.02
PT (sec) 13.7 + 0.23 136 £ 0.51 135 + .22
APTT {sec) 165 + 1.31 163 + 1.86 168 = 131
WBC (X10%/mm?) 6l £ 242 66 x 12.3 76 + 26.9
Differential leukocyte counts (%)
Lymphocytes 84 + 55 87 £ 4.5 84 £ 52
Neutrophils
segmented 12 £ 50 10 + 3.0 ' 12 £ 6.0
band 1+ 05 0+04 0% 08
Eosinophils 1+10 1409 1+ 10
Basophils 0400 0+00 0+ 0.0
" Monocytes 2+ 15 2+ 14 2+ 15

Values are expressed as Meant5.D.
Significantly different from 0 mg/kg group, ** ;p<0.01.
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Table 2  Blood chemical examination of rats treated orally with diphenyl 2-ethythexyl phosphate in 28-day repeat

dose toxicity fest
Peried 28 Day
Sex Dose level (mg/kg) o 4 20 100 500
Male
Nurnber of animals 6 6 6 6 6

Choline esterase brain” 62 4 154 7.2 £ 180 74 = 141 72 + 082 6.8 = 0.51
Choline esterase plasma (IU/mt} 040 + 0.092 036 % 0.037 040 = 0.081 0.33 £ 0.056 0.24 + 0.030**
Chaline esterase RBC (TU/m!) 162 + 0.114 147 £ 0.09 153 £ 0.148 1.56 + 0.128 105 & 0.009%
GOT (1U/1) 55 + 4% 55 + 55 50 % 5.0 50 £ 84 50 £ 5.3
GPT (IU/D) 32 £ 31 33 = 4.8 32 + 5.2 32 + 33 40 4= 9.1 '
y-GTP (1U/1) 0+ 00 105 0+ 08 1+ 12 4+ 15
ALP (IU/1} 631 + 1925 634 4= 1664 507 = 73.6 514 £ 520 501 & 66.4
Urea nitrogen (mg/di) 192 = 241 18.8 + 146 187 + 1.76 179 + 265 20,7 £ 413
Creatinine {mg/d!) 0.5 + 0.05 05 £ 005 05 + 0.04 0.5 = 0.05 0.5 £+ 0.04
Glucose {mg/dh) 165 + 56 166 = 11.7 166 = 13.1 161 * 13.7 154 + 87
Tatal chol .{mg/di) 69 + 4.8 78 £ 148 75 £ 129 83 + 74 80 + 103
Triglyceride {mg/d!) 113 + 327 157 £ 53.2 127 = 46.0 147 + 67.6 76 + 232
Total protein{ g/dl) 6.60 & 0.259 6.75 = 0.244 6.76 + 0.284 7.03 + 0.091* 7.19 + 0,197+
Albumin {g/dt) 3.53 + 0.106 3.58 = 0,002 3.57 = 0.130 3.69 + 0.048* 379 = 0.104%
A/G ratio 1.15 + 0.036 1.13 £ Q.047 1.12 + 0.053 1.11 £ 0.048 1.12 + 0.034
Calctum {mg/d!) 101 4+ 022 101 = 0.23 103 + 0.29 102 = 031 0.3 + 0.29
Inorganic phos. (mg/di) 83 + 039 8.3 x 039 8.7 £ 046 8.2 + 046 82 + (.38
Na {mEq/t) 142 = 1.3 141 + 13 42 + 1.0 142 £ 0.5 142 £ 0.5
K (mEq/D) 38 £ 015 38 =029 40 = 012 40 = 014 38 = 011
Cl {mEq/!) 101 = 1.1 90 *+ 0.8 100 + 0.8 100 + 0.8 100 £ 1.2

Female

Number of animals 6 6 6 6 6

Choline esterase brain” 79 £ 082 7.6 = 0.76 73 £ 118 73 £ 0.95 70 = 061
Choline esterase plasma {IU/mi) 102 £ 0.211 1.29 £ 0.519 1.06 + 0.357 0.77 £ 0.210 0.39 + 0.095%*
Choline esterase RBC (TU/mt) 144 = 0,168 141 = 0.093 1.39 = 0.106 1.26 + (0.084* 0.90 + 0.115**
GOT (IU/1) 51 £+ 31 50 + 140 50 £ 438 45 + 4.4 40 + 3.9%
GPT (IU/D) 28 £ 87 30 + 82 31+ 7.0 24+ 49 25 = 3.7
+-GTP (IU/1) 0 £ 04 0+ 04 0+ 00 1 x05 3£ L0
ALP (1U/) 480 = 121.7 390 £ 773 385 4 444 339 + 50.2* 286 + 51.8%*
Urea nitrogen {mg/d!) 243 + 500 204 = 276 20.1 £ 2.77 20.2 = 3.06 27.9 + 832
Creatinine (tng/di} 05 + 0.04 0.5 + 005 05 + 005 0.5 = 0.05 06 + 0.05
Glucose {mg/dt) 176 = 246 163 = 104 175 £ 205 169 + 17.6 154 + 66
Total chol, (mg/d?) 80 + 144 7o £ 214 76 = 116 96 + 176 105 = 17.5*
Triglyceride {mg/d!) 74+ 702 50 + 19.7 68 + 41.3 52 + 33.1 50 £+ 389
Total protein {g/d!} 683 + 0.204 6.96 = 0449 6.78 £ 0.300 7.17 £ 0.275 748 + 0.436*
Albumin {g/di) 371 £ 0129 365 + 0.183 3.71 £ 0.008 3.90 #0147 3.20 £ 0.156
A/G ratio L20 4 0.044 113 = 0.163 1.21 %= 0.088 1.20 + Q.030 109 + 0.071
Calcium (mg/dt) 98 £ 0.24 99 £ 046 98 = 0.19 9.9 == 041 10.2 + 037
Inorganic phos. {mg/dl) 7.8 + 0.58 7.2 & 071 7.7 + 081 73 £ 110 7.0 * 0.3%
Na {mEq/!} 142 £ 0.8 142 £ 05 141 = 1.0 142 + 20 141 + 0.8
K (mEq/t) 4.0 £ 0.55 3.8 + 061 38 = 0.29 42 £ 1.20 40 = 042
Ct '(mEq/I) 101 £ 08 102 £ 1.0 102 £ 12 101 = 1.7 101 + 1.2

Values are expressed as Mean==S.D.

1), IU/g wet tissue.

Significantly different from 0 mg/kg group, *; P<Q.05, **;P<0.01.
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Table 2  (Continued)
Period Recovery
. Bex Dose level {mg/kg} ] 100 500
Male
Nuraber of animals 6 6 6

Choline esterase brain" 7.3 £ 108 7.5 *+ 067 7.2 £ 064
Choline esterase plasma {IU/mi) 030 £ 0.026 0.39 £ 0.081 0.32 = 0.075
Choline esterase RBC (IU/mi) 1.56 + 0.105 151 = 0.132 1.36 + (.098*
GOT (1U/1) 60 £ 9.2 57 £ 45 5% £ 7.6
GPT {1U/1) 35 =49 31 £ 39 37 £ 68
¥-GTP (1U/D) 0+ 04 0+ 00 0+ 04
ALP (1U/1) 516 + 1624 - 432 &+ 11856 445 + 539
Urea nitrogen (mg/di) 19.2 + 4.02 188 £ 096 203 £ 283
Creatinine (mg/dl} 0.4 + 0.05 0.4 *+ 0.05 04 + 0.4
Glucose (mg/dt) 166 + 6.2 162 + 4.8 164 * 4.5
Total chol. {mg/dl} 82 £+ 15.2 69 £ 96 72 £ 199
Triglyceride (mg/d1} 189 * 76.0 164 + 44.2 165 4 1073
Total protein (g/dt) 6.96 £ 0.201 6.96 * 0.367 7.05 £ 0495
Albumin (g/d?) 3.70 = 0.119 365 + 0.133 3.85 £ 0.209
AfG ratio 113 + 0.031 110 + 0045 121 & 0.050
Calcivm {mg/di) 101 + 0.21 10.1 + 0.19 103 + 041
Inorganic phos. {mg/df) 7.9 + 0.29 8.1 £ 0.26 8.5 4 0.34*
Na (mEo/I} 142 + 1.0 142 + 05 142 £ 1.0

K (mEq/D) 3.7 £ 012 36 + 017 38 = 015
Cl {mEq/?) 100 = 14 100 = 1.6 89 + 3.0

Female
Number of animals 6 6 6

Choline esterase hrain" 7.5 £ 0.68 .80 076 7.5 £ 0.35
Choline esterase plasma (IU/m?) 1.25 = 0.220 102 + 0,149*% 0.84 £ 0.074**
Choline esterase RRC (IU/mi) 1.26 + 0,118 131 + 0.083 108 = 0.089*
GOT {TU/1) 55 + 113 49 & 4.1 46 + 3.7
GPT {1U/1} 3B+ 77 33 + 84 33+ 6.2
y-GTP (IU/L) 1+08 1 £08 1+ 12
ALP (YU/D 373 = 1279 385 + 1083 356 £ 116.1
Urea nitrogen {(mg/di) 20.8 = 3.90 20.3 3 230 24.8 = 401
Creatinine {mg/d!) 0.5 & 0.05 0.5 %= 0.06 05 & 0.04
Glucose (mg/df) 167 £ 10.1 162 = 85 167 + 103
Total chol, {mg/dt) 77 + 137 78 4 10.1 84 + 70
Triglyceride {mg/d!l) 79 2 240 99 £ 224 97 £ 370
Total protein {g/di) 6.91 = 0.200 702 =+ 0.245 7.14 + 0.330
Albumin (g/dt} 3.87. + 0.080 393 * 0064 3.96 £ 0.184
A/G ratio 128 + 0.071 1.28 = 0.094 1.24 + 0.037
Calcium (mg/ds) 95 + 0.32 95 = 020 95 + 0.21
Inorganic phos. {mg/di} 44 + 0.88 52 £ 0.70 5.1 & 0.55
Na {mEq/l) 141 + 00 141 = 08 140 + 0.8

K (mEq/l) 34 £ Q.18 33+ 022 35 & 0.14
Cl (mEq/2) 103 £ 10 102 + 1.2 102 + 1.2

Values are expressed as Mean+S5.D.

1), IU/g wet tissue.

Significantly different from 0 mg/kg group, *; P<0.05, **; P<0.01.
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Table3  Absolute and relative organ weights of rats treated orally with diphenyl 2-ethylhexyl phosphate in 28-day

repeat dose {oxicity test

Period 28 Day
Sex Dose level {mg/kg) 0 4 20 100 500
Male
Number of animals 6 6 6 & 6
Final body weight 407 £ 106 408 £ 25.8 406 * 24.0 405 + 43.7 372 £ 32.7
Absolute argan weight
Brain {g) 205 + 0031 189 + Q042 207 & 0.047 2406 + 0073 200 £ 0037
Thyroids {mg) 26,0 + 4.10 26,0 + 2.53 22.7 £ 3.08 258 = 4,79 282 = 5.4
Thymus {(mg) 732 + 424 671 o+ 47.5 696 + 89.7 658 £ 1109 631 = 1308
Liver{g) 1626 = 1.104 16.61 & Q.707 16,52 + 0.832 18.94 + 2.014 2080 + 2.800%*
Kidneys (g) 2.7 £+ 0.294 279 = 0.141 272 £ 0.187 3.37 £ 0922 278 £ 0.164
Adrenals {mg) 53.9 £ 503 56,1 &+ 9.71 59.7 &£ 2.98 564 + 584 714 £ 12,93*
Spleen (g) 0.76 = 0.042 0.88 + 0.103 0.78 = 0.085 0.90 £ 0.153 0.74 £ 0.070
Testes (g) 3.04 + 0.166 297 + 0.187 3.12 + 0.232 3.08 = 0.202 3.02 + 0.202
Relative organ weight
Brain 050 * 0D.014 049 & 0.032 0.50 = 0033 051 * 0.049 054 = 0.044
Thyroids (X109) 6.4 = 1.08 6.4 + (.88 56 £ 0.79 G4 4 117 7.7 £ 149
Thymus {(X10%) 180 + 115 165 + 17.3 172 + 265 163 + 20.0 184 + 404
Liver 4.00 £+ 0216 409 = 0.201 408 % 0,277 4.68 = 0315 5.58 = 0.300**
Kidneys 0.69 = 0.073 069 + 0.035 067 = 0038 084 = 0248 . 0.75 + 0.068
Adrenals (x103) 13.2 + 121 137 £ 1.77 4.7 & 099 140 £ 1.25 19.3 £ 3.84%*
Spleen 019 + 0.014 0.22 + 0.020 019 £ 0.017 0.22 + 0.044 0.20 + 0.024
Testes 0.75 = 0.051 - 0.73 = 0.028 077 £ 0.067 0.77 = 0.086 0.82 = 0.058
Female
Number of animals 6 6 6 ] 6
Final body weight 254 + 193 249 + 131 252 + 23.0 247 + 224 242 £ 6.1
Absolute organ weight
Brain(g) 1.88 = 0.063 1.88 = 0.040 194 + 0.059 1.88 + 0.087 f.S? + 0.055
Thyroids(mg) 222 + 0.75 195 & 235 20.8 =+ 117 215 #+ 1.52 4.7 + 3.4
Thymus{mg) 492 + 83.6 516 + 834 543 + 825 558 = 177.5 548 + 38.2
Liver(g) 10.09 + 0.962 10.32 + 2.573 9.77 + 1.397 30.54 £ 1.593 13.94 & (.725%
Kidneys(g) 1.87 £ 0.147 2.20 + 0.872 1.87 + 0.131 1.84 + 0.159 1.86 + 0.179
Adrenals({mg) €57 + 10.72 729 = 446 69.7 £ 10.14 807 £ 11.43* 953 £ 7.4
Spleen(g) 0.58 £ 0.096 0.64 + 0.173 055 £+ 0.077 0.52 + 0.106 0.52 + 0.068
Ovaries (mg) 10L.0 = 21.93 1018 £ 1543 956 + 14.11 94.5 + 1527 1159 + 15.91
Relative organ weijght .
Brain 0.74 & 0.052 0.75 + 0.031 0.78 = 0.062 Q.78 + 0.061 0.77 + 0.017
Thyroids {x10-3) 8.8 & 0.88 7.8 + 1.02 83 £+ 095 9.0 £+ 110 102 + 136
Thymus (X107%) 193 = 20.7 206 = 255 215 + 180 227 £ 558 226 £ 15.2
Liver 397 + 0228 4,13 =& 0.989 3.87 x 0.314 4.33 * 0.285 5.76 + (.288*
Kidneys 0.74 £ 0,104 0,38 £ 0335 0.75 = 0.062 0.77 & 0.069 0.81 + (.088
Adrenals (X107 26.2 = 579 293 4+ 223 280 x 557 335 =+ 5.35*% 39.3 & 217
Spleen 0.23 = 0.022 0.26 & 0.069 0.22 £ 0.025 0.22 =+ 0.029 0.22 4 0.028
Qvaries {X10%) 40,5 = 11.50 40.7 + 4.88 379 £ 3.53 393 & 7.05 478 + 629

Values are expressed as Mean35.D.

Significantly different from 0 mg/kg group, ¥, P<0.05; ** P<0.0L
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Table3  {Continued)

Period Recovery
Sex Dose level {mg/kg) 0 100 500
Male
Number of animals 6 6 6
Final body weight 485 + 351 464 + 20.7 463 = 17.7
Absolute organ weight
Brain (g) ‘ 208 + (.093 206 + 0.079 2.03 = 0.068
Thyroids (mg) 240 + 167 26.3 + 4.23 303 = 216
Taymus (mg) 643 4 83.8 571 + 64.7 552 £ 520
Liver {g) 18.89 1= 2.317 17.25 + 1.870 1881 + L796
Kidneys (g) 3.20 £ 0.326 3.09 % 0.360 3.31 = 0.337
Adrenzls {mg) 59.5 4 458 58.0 + 7.04 578 + 7.37
Spleen {g) 081 + 0.196 0.79 4 0.094 089 + 0.107
Testes (g) 3.25 &+ 0.186 3.21 = 0.136 335 £ 0.290
Relative organ weight
Brain 043 + 0023 044 = 0.031 044 £ 0010
Thyroids {X10%} - 49 4+ 048 57 £ 0.72 6.6 £ 045%
Thymus {X10) 133 + 16.2 123 = 13.0 120 + 138
Liver 3.88 = 0.250 3.71 = 0.266 4.06 + 0.320
Kidneys 0.66 = 0.055 0.67 £ 0,050 0.71 + 0.055
Adrenals (X10%) 12.3 &= 1.00 125 £ 125 125 + 145
Spleen 0.16 = 0.032 0.17 + 0.015 0.19 + 0.025
Testes 0.67 + 0.026  0.69 = 0.045 0.73 £ 0.063
Female
Number of animals 6 6 6
Final hody weight 284 + 168 284 + 283 282 + 223
Absolute organ weight
Brain (g) 1.96 £ 0.080 1.87 & 0.055 191 + (.043
Thyroids (mg) 185 .4+ 243 203 = 2.66 217 + 344
Thymus (mg) 507 % 95.2 430 + 91.8 540 + 939
Liver (g) 1640 + 0.885 10.82 + 1.003 11.75 + 1170
Kidneys (g} 1.86 + 0.163 1.86 + 0.202 1.90 =+ 0.194
Adrenals {mg) 734 + 10.94 66.5 + §.21 68.2 £ 11.04
Spleen (g) 0.58 = 0,102 . 0.61 =+ 0.098 0.62 x 0.065
Ovaries (mg) 108.2 = 9.30 102,0 £ 13.88 104.2 £ 1253
Relative organ weight .
Brain 0.69 + 0.048 0.66 = 0.074 0.68 + 0.057
Thyroids {X10%} - 6.5 = 0.80 7.2 + 0.61 7.7 £ L33
Thymus (X10%) 179 + 349 152 & 274 191 + 280
Liver 3.65 £ 0.142 3.82 + 0220 4.16 4 0.121**
Kidneys 0.65 £ 0.040 0.66 4= 0.045 0.68 -+ 0.083
Adrenals (X107) 25.8 & 3.65 235 + 1.93 244 = 4.9
Spleen . 0.20 + 0.032 0.22 = Q025 0.22 £ 0.019
Ovaries (X103) 380 £ 230 360 = 349 37.2 £ 583

Values are expressed as MeanS,D.
Significantly different from 0 mg/kg group, *, P<0.05;**, P<0.01.
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Table4d  Summary of gross findings of rats treated orally with dipheny! 2-ethylhexyl phosphate in 28-day repeat dose
toxicity test

Sex Period 28day Recovery
Organ findings Dose level (mg/ke) G 4 20 100 50¢ 0 100 500
Male Number of animals 6 6 6 6 6 6 6 6
Spleen

Nedule . 0 0 0 0 0 0 0 1
Livar

Brownish -« 0 0 0 4 5 0 0 0

Enlargement 0 0 1] 1 6 0 ¢] 0

Granular, surface 0 0 0 1 0 0 0 o
Kidney

Cyst, multiple 0 0 0 1 0 0 0 0
Testis '

Small 0 0 0 1 0 0 0 0
Thyroid

Entargement 0 0 0 1 3 0 0 0
Adrenal

Enlargement 0 0 0 2 5] 0 0 O
Female Number of animals 6 6 6 6 6 6 6 6
Liver

Brownish ¢ 0 0 & 6 0 0 0

Enlargement 0 1 0 0 b 0 0 2

Granular, surface ¢ 1 0 0 0 0 0. 0

Hepatodiaphragmatic nodule 0 v} ] 0 1 0 0 1]
Kidney

Cyst, multinle Q 1 0 0 Q qQ 0 0

Dilatation, pelvis ¢ 0 0 1 0 ¢ 0 0
Ovary

Cystic dilatation, bursa ¢ 0 0 0 0 1 0 0
Uterus

Cyst 0 0 0 0 I 0 0 0
Thyroid

Enlargement 0 0 0 0 2 0 0 2
Adrenal

Enlargement &} 0 0 1 6 0 0 0
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Table5 Summary of histopathological findings of rats treated orally with diphenyl 2-ethylhexyl phosphate in 28-day
repeat dose toxicity test

Sex Male
Period ' 28day Recovery
Dose level (mg/kg) 0 4 20 100 500 0 100 500
QOrgan findings Number of animals 6 6 6 6 6 6 6 6
Liver {Grade)
Fibrosis, focal total 1 0 0 0 0 0 0 0
, 1+ 1 0 0 0 0 0 0 0
Hypertrophy, hepatocyte, total 0 0 0 2 6% 0 0 0
centrilobular 1+ 0 0] 0 2 0 0 0 0
2+ 0 0 0 0 6 0 0 0
Inflammatory cell infiltration, total 1 G 1 1 i 1 0 1
lymphocyte, focal 1+ 1 o 1 1 H 1 0 1
" Microgranuloma total 4 4 4 2 3 5 4 4
1+ 4 4 4 2 3 5 4 4
Necrosis, focal total 0 0 0 0 0 1 0 g
. 1+ 0 0 0 0 0 1 0 0
Polycystic disease total 0 0 0 1 0 0 0 0
2t 0 0 0 1 0 0 0 0
Kidney
Basophilic tubule total 4 4 4 2 4 5 6 4
1+ 4 4 4 2 4 5 6 3
2+ 0 0 0 0 0 0 0 1
Cast, hyaline total 2 1] 0 0 0 0 0 0
1+ 2 0 0 0 0 0 0 0
Cyst total ¢ ¢ 0 0 0 "0 1 0
1+ 0 0 0 0 0 0 1 0
Eosinophilic body, tubular epithelium,  total 0 ) 0 0 1 0 1 4
proximal 1+ 0 0 0 0 1 0 1 3
2+ 0 0 0 0 0 0 0 1
Hyaline dreplet, tubular epithelium, total 6 6 6 6 6* 6 6 6
proximal 1+ 6 6 6 6 2 6 6 4
2+ 0 0 0, 0 4 0 0 2
Inflammatory cell infiltration, total 0 2 0 1 0 2 1 0
lymphocyte, focal 1+ 0 2 0 1 0 2 1 0
Polycystic disease total 0 0 0 1 0 1] 0 0]
2+ 0 0 0 1 0 0 0 0
Thyroid
Ectopic thymic tissue total 0 0 0 1 0 1 0 0
1+ 0 0 0 1 0 1 0 0
Hypertrophy, follicular cell total 0 0 0 2 6** 0 2 3*
1+ 0 0 0 2 6 0 2 3
Adrenal
Increase in lipid droplet, fascicular zone total 0 0 0 0 G** 0 0
1+ 0 0 0 o 6 o 0 Y

1+, Slight ; 2+, Moderate ; 3+, Severe.
Significantly different from 0 mg/kg group, * P<0.05 ; **, P<0.01.
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Table 5

Summary of histopathological findings of rats treated orally with diphenyl 2-ethylhexy! phosphate in 28-day
repeat dose toxicity test

Sex Female
Period 28day Recovery
Dose level {mg/kg) 0 4 20 100 500 0 100 500
Organ findings Number of animals 6 6 6 6 & 6 6 6
Liver {Grade)
Hypertrophy, hepatocyte, total 0 0 0 4* 6** 0 1 2
centrilobular 1+ 0 0 0 4 0 0 1 2
2+ 0 ] 0 0 6 0 0 0
Inflammatory cell infiltration, total 0 ] 0 2 1 1 1 0
lymphocyte, focal 1+ 0 0 0 2 1 1 H 0
Micrograniloma total 5 2 4 4 4 2 4 &*
I+ 5 2 4 4 4 2 4 6
Polycystic disease total 0 1 0 0 0 0 0 0
2+ 0 1 0 0 0 0 0 0
Kidney
Basophilic tubule total 1 0/1% # 0/1 1 # # #
1+ 1 0/1 # 0/1 1 # # #
2+ (] 0/1 # 0/1 0 # # #
Cast, hyaline total 0 0/1 # 0/1 0 # # #
1+ 0 0/1 # 0/1 0 # ¥ #
Cyst total 0 6/1 # 0/1 0 i ¥ #
B 1+ 0 0/1 # 0/1 0 # ¥ #
Dilatation, pelvis total 0 0/1 # 1/1 0 # i #
1+ 0 0/1 # 1/1 0 # # #
Eosinophilic body, tubular epithelium,  total 0 0/1 # 0/1 0 # # i
proximal 1+ 0 0/1 # 0/1 0 # # #
2+ ¢ 0/1 # 0/1 0 # # #
Hyaline droplet, tubular epithelium, total G 0/1 B 0/1 0 # # #
proximal 1+ 0 0/1 # 0/1 0 # # #
2+ 4] 0/1 # 0/1 0 # it #
Inflammatory cell infiltration, total Q0 0/1 # 0/1 0 # # ¥
lymphocyte, focal 1+ 0 0/1 # 0/1 0 # # %
Mineralization, papilla total 1 0/1 # 0/1 1 # # #
1+ 1 0/1 # 0/1 1 ¥ # #
Polyeystic disease total v} 1/1 # 0/1 0 # # #
1+ 0 0/1 # 0/1 0 # # #
2+ 0 1/1 # 0/1 0 # # #
Thyroid
Ectopic thymic tissue total 1 G 0 4] 0 0 1 2
1+ 1 G 0 0 0 0 1 2
Hypertrophy, follicular cell total ¢ 0 0 2 G i} \] 1
1+ 0 Q 0 2 5 0 0 1
Adrenal
Increase in lipid droplet, fascicular zone total 0 0 0 0 6*F 0 0
1+ 0 0 0 0 6 0 o

1+, Slight ; 2+ , Moderate; 3+, Severe.

#, Not examined.$, Number of animals showing the finding/Number of animais examined.

Significantly different from 0 mg/kg group, *, P<0.05; **, P<0.0L
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