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Tablel Hematological examinétions of rats treated orally with 0,0%diethyl dithiophoéphate in the combined repeated
" dose and reproductive/developmental toxicity screening test

Dose leveal Omg/ke Hma/ks 100 mgdkg 300 melke Q mg/lg? 300 mg/ke?
Male
No. of animals examined 5 5 5 5 5 5

WBC (><10% o) 10.29 +4.24 12.85 = 0.62 987112 10854288 - 1016101 13.70 £ 2.66%
RBC (+¢10%/mm”) £.89 = 0.27 8871014 - 850%020 8474032% 858+0.25 8924055
HGB (g/dL) 157+£0.7 15606 149404 45405 154 +03 1B2+07
HCT (%) 44320 445517 420+12 420k09 43.3+13 422411
MGV {peres) 88+11 50,219 494412 487 £13 50.5+0.4 475%+28
MCH (o) 176204 17.6£0.7 17504 17.3+08 18.0+04 17.1 £ 15
MCHC (%) 35302 351404 35506 348+08 356408 360413
PLT (X10/mm?) 1068 = 110 1012 + 60 O57 =44 11124138 1067 =82 1121 114

Differentiai leukocyte counts

NEUT (%10 /mm?®) 1.86 + 0.54 155 % 040 1.56 =026 2274048 131054 245 +0.76*
(%) 19.0+4.1 120£26*, 16140 214+37 13.246.0 17.8 £33
LYMPH (X104 o) 7874350 10.74 40,32 75+ 121 8.10£246 8524144 10,5200
(% , 757 £30 83727  782+38 740£39 835+6.2 786+28
MONO (X ) 029 %016 0.25+0.06 025004 024 +006 0.17 +0.03 0.23+£0.07
(%) 27405 19+05 26+04  23%06 1.7+03 17+03
EOSN (X104 mm® 0.11 % 0.06 0.13£0.05 0.163:0.03 0.12+0.03 0.07 002 0,15 0.06*
{9 1004 1003 1.6£04 12405 0702 Ll £04
BASO (>10°/mam?) 001 +0.01 0.02 £ 0.01 0.01 £0.00 .01 =001 0.010.01 0.02 001
(%} 0101 02201 0.1::0.0 01£0.1 01401 0.l£01
LUC (X0 mrs®) 015£008 016 £0.08 014 £0.08 0.11:+0.04 009002 0114002
(56) 15+07 134085 14407 10202 09202 0802
Reticilocyte {96} 22402 20404 1.9:+04 2.7+0.8 20:£04 2106

Coagulation o
PT (sec.) 19.3+15 19.330.7- 20726 238+39 18.3+35 20128
APTT {sec.) 22018 220+18 21429 22619 230118 23.5+25

Female '

No. of animals examined 5 5 1 5 5 4
WBC O men®) 12301213 1183 +268 15.72 = 3.80 1058413 543+ 1.99 467145
RBC (x10¢/mom’) 7.10 =048 712 +0.32 7.00:0.39 662040 2,16 :£ 044 870£0.14
HGE {g/dL) 136 =04 13607 136 06 128307 15007 16.1 £ 0.3%
HCT (%) 390+12 39111 381+19 37.1+13 41622 442:£10
MCV (e} B50+2.3 54916 54520 5652424 51.04+05 50,8 0.7
MCH {pg) 192+08 19108 19507 18.5 4:0.6 18402 185::02
MCHC (%) 249108 38+12 358407 346208 361+03 36506
PLT {X10%/rara®) 1304+ 60 1129 :: 108 1286 % 256 3017 £ 85 1061 + 146 1115 % 150

Differential leukocyte counts
NEUT (X1 ) 424+1312 4734136 528 +£1.70 301215 1.21 £0.75 095+ 075

(%) 342+65 307447 33970 272+ 112 216470 190+98
LYMPH (X167 /mmd) 755+ 1.33 659+ 1.48 067 2.62 7.06 £2.79 395+ 1.38 351091
9% 616+65 55842 61.2+6.3 67.5 = 10.5 735:L6.3 T64£105
MONO {X10F/ mns®) 034013 033 £0.11 0.50£0.08 0.27 £0.09 0.12:-0.06 0104 0.05
%) 2707 28409 33+06 2 +08 22408 2107
EOSN G0/ mm®) © 008004 0.06 £0.03 0.08 %004 0.08 £ 005 0.11 £0.07 0.08+003
() 0603 06+02 05%02 0904 2010 1806
BASD (X10°/mm®) 0.01: 0,01 0.01:£0.00 0.01 = 0.01 0.01+0.01 0.00 = 0.01 0.00 3:0.01
(% 0.1 £00 01x00 0100 0.1 £00 0.1£00 0.1+01
LuC (<10*/mm?) 0.08£0.03 0.11::0.03 0.17 £0.14 0,15+ 0.05 0.03 £ 0,02 0.03 %001
(% 0802 LO£0.3 10207 © 17+09 0.6£0.2 0.7£01
Reticulocyte (%) 60::21 69412 TI+23 75128 20%03 L6103

Coaguiation _ '

PT (sec.) 182+05 17.7£0.7 184+ 10 185413 158+10 15604
APTT (sec.) 16717 16.1:£24 170+20 150+ 1.3 186£10 187%12

NEUT:Neuirophil  LYMPHLymphocyte MONO Monocyte EQSN!Eosinophil
Values are expressed as Mean = S.D.

Significant difference from control group; *p=0.05, ¥p=001,

23 Recovery group
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BASQ:Basophil LUC:Large unstained cells
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Table 2 Blood chemical examinations of rats treated orally with 0,0%diethyl dithicphosphate in the combined repeate
dose and reproductive/developmental toxicity screening test
Dose level Omg/kg 30 mg/kg 100 mg/kg 300 mg/ke 0 mg/ke? 300 mg/ke®
Male )
Mo. of animals examined 5 5 5 , 5 5 5
T.protein {g/dL) 628 £ 0.24 631012 6214031 5854033 608009 (4) - 616+045
Albumin -~ (gfaL) - 3182016 3.21:£0.16 310020 3104015  315+011 (4) 313£0.15
AG 108 +£0.08 104000 LEAE RN L13+005 108011 (4)  104+010
" Glugose (mg/dL} 15054 157+4 - 15620 140£21 1465 (4  147%E
Triglyceride {mg/dL) 415+ 74 54,1 + 303 4621365 6401444  347+125 4)  466£17.7
T.cholesterol  (mg/dlL) 0+6 6315 56415 =18 Bik4d (4 5949
BUN (mg/dL) 130+18 128+ 1.2 138+1.7 137114 12111 (4 123:32%
Creatinine {mg/dL) 0.31 £ 0.02 0.284£0.03 0282003 0271004 023001 (4) 028002
Thilirubin {mg/dL) 0.06 £ 0.02 0.06 3 0.0 0.06 £0.01 006£001 006002 (4) 004001
AST {(U/L) 78+ 17 90+ 18 1103 85415 Y540 @)  &7+9
ALT (U/L} 317 304 - 3B%10 37+8 202 (4) 345
ALP (U/L) 385 52 399148 476 X 10D 42679 385170 4y 3/7EW0
Gamma-GTP (U/L) 0.2£02 11402 09+0.1 09+02 08402 {4)  09%02
- ChE (usL) 49+ 53 48414 - 369 2642 41:13 (4} 4313
' Calcitm {mg/dL) 958 +0.17 9.64:+022 953 £040 974::032 953011 (4) 9.53£023
Iphosphorns  (mg/dL} 667023 625024 - 607066 6782039 636024 (1) 6060329
Sodinm’ {mmol/L) 141907 1421 +£0.7 1414%12 1416+ 0.5 1453415 (4} 1442=x14
Potassium  {mmel/L) 4,67 +0.26 4454036 4554033 470023 431033 (4) 437032
. Chloride (mmol/L) 106908 108109 108612 1080+17  1084+03 (4) 108814
: Totalbileacid  (emol/l) ., 99+67 . 12365 16.1 %69 02+122  185+165 (4) 1024237
Female
No. of animals examined 5 5 5 5 5 o4
T.protein {g/dL) 643 £ 035 6.18+0.33 630031 595::035 715048 6.50 = 046
Albtnin {g/dL) 337016 330+0.12 3.35:£0.20 314026 391030 368015
4, A/G L11%0.10 116+0.13 L3007 L13+034  121+006 131+ 009
Glucose (mg/dL) 150412 - 138 £ 16 1467 14318 1339 126410
Triglyceride {mg/dL) 7154255 446k 190 53.6 & 25.0 680311  39.3+201 231159
%E Teholesteral - {mg/dL) 6819 %+ 11 2+19 8116 §7+23 7L10
4 BUN {mg/dL) 15415 1B0£17 152425 154+23 7 157+18 14022
3 Creatinine {(mg/dL) 0.37 0,01 032+003* 035006 030£004* 035+0M 0.34 004
é Thilirubin (mg/dl) - 005001 0.06 =002 0.06 0,01 006002 0051002 0.05+ 001
% AST (U/L) 131 56 105+12 97£5 10312 133 =122 Y
i ALT /L) 6429 46+9 5244 468 61+ 64 243
= ALP (U/L) 276 451 278 81 208+ 04 . 982477 M7=22 237 4 31%*
: Gamma-GTP  (U/L) 11208 07403 0602 11+02 1.0+03 11401
3 ChE (u/L) 375+ 46 210+ 75* 135+ 63* 80+7T 557 & 152 514 £ 207
3 Calcizm {mg/dL) 992012 1007023  1018+028 10192043 1021033 9.75+ 029
% Lphosphorus  (mg/dL) 8,62 £ 1.09 820+1.17 753086 722047 4594073 462+082
P Sodium (mmol/L)  141.7%09 ML1E07 141608 141107  1427+£13 1441 + 04
; Potassiym (mmol/L) 4,02 +0.46 443 +0.30 412025 4652043 4132009 4154034
Chlorid {mmol/L) 105815 1064 + 1.6 1066 1.0 1065+£30  100.0+13 1102 %08

Tatalbile acid  ~ {pamel/L) 1444100 158472 286+262 24.1+1586 192471 149:-54

Values are expressed as Mean = 5.D. :
Values in parentheses are expressed no. of animals examind
Significant difference from control group; *p=0.05. **p=0.01.
a) Recovery group
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" Table3 Absolute and relative organ weights of rats treated orally with 0,0-diethyl dithiophosphate in the combined
repeated dose and reproductive/developmental toxicity screening test

Dose level Omglke 30 meg/lkg 00 mg/ke 300 mg/ke 0 mg/keg 300 mg/kg*

Mate

No. of animals examined 7 ' 12 11 7 5 5

Body weight 03] 431 +34 42436 408 -+ 42 410423 427 437 415+22

Absclute organ weight )
Brain () 210007 217008 226 £0.09% 2202011 214009 213008
Salivarygland  (mg) 717 £57 681 £ 43 700+£8 . BGlBET9* 70079 637 £ 52
Thyroid gland  {mg) 237 2346 2%6+8 2B+7 25+6 4+3
Thyrmus (me) 262 %48 "312+57 340 1+ 84* 355 4 35* 202 129 06EHM
Heart (g} 134 £0.12 136 £0.10 135012 128 006 127 £ 005 147 £021
Liver (=) 1105147 076125 1146174 1163105 1075+177 . 1095111
Spleen 3] 064 +0,10 0.67 £0.10 0.70:: 006 0.71:£ 0,11 0.62 0,08 075015
Kidneys () 291 £034 290+0.26 3122042 3.06£0.21 290£0.38 3.00£0.24
Adrenals (mg) 50+13 55411 547 5311 54+9 512
Testes (® 310018 3.29:+023 3.19+0.22 2,61 =060 323+034 1.55 £ 0.32+
Epididymides  (mg) 1172 =93 1248+ 76 1217 £ 85 0444108 132191 854 £ 71**

Relative organ weight
Brain (%) 0.480 + 0.037 05160057 05330050 05360017  0.503+0.048 0.514 + 0.040
Salivary gland  (mg%) 166641 +6976 161508 £ 16,691 164.012 & 18.054 150.646 & 17.835 164.442 = 19.646 . 154.034 + 17.206
Thyroid gland  (mg%) 5281 £1.38% 5465+ 1582 6041+ 1647 621l 1671 5379+ 1444 5.717 £0.974
Thymus (mg%) 60.551 :8.153 73525+ 12,011 80526+ 23539 86.719::0.318" 69.166--30.351 74,137 £ 23.972
Heart (g9%) 0312 = 0,019 032240025 031520021  0314::0023  (.299 £ 0.019 0.355 £ 0.051*
Liver (%) 2.558 & 0,169 25350030 26660157 28340187 250840254 2.635£0.190
Spleen (2%)  0.148+0.019 0.159+0018 01650013  0I74=0026% 01450010 0.183 £ 0.040
Kidneys (g%) 0.675 == 0.047 068440042 07290061  (748:0.058% 0.678 0055 0.723 £ 0.064
Adrenals {mg%) 137622552 13071 +£2357 127082022 1308243197 126461740 122761085
Testes (2%) 0.725 £ 0.004 0.779:0075 0749007 064240167  0.758 £ 0.050 0.374 +0.073**
Epididymides (mg%) 274114 +37.841 296404 - 31.391 286,335 30.808 231.012£34.004 310335 % 21.985 205984 £ 16,.002%*

Female .

No. of animals examined 12 11 12 5 5 4

Body weight ® 290+ 18 282+ 24 281 %16 286+ 12 27M0x 15 262328

Absolute organ weight
Braiz )] 205012 (11} 199004 2.0710.07 2.09:£0.12 L9702 198 £0.03
Salivary gland  {mg) 534+ 30 501458 51838 506 £ 37 428 + 20 403+ 3
Thyroid gland  (mg) 2044 18+4 B4 18+£3. 154 19£7
Thymus (mg) 253 +65 226 =29 202 £ 82 224442 26338 266 £ 59
Heart (g) 0.97 £0.07 0.96 + 0.05 0.93 = 0.09 1.05£0.11 0.92 2 0.12 0.88 002
Liver (2} 052+ 0.84 9.59 £ 0.87 9,73 +0.59 10,44 +1.37 6.93 = 0.59 6.46 = 0.44
Spleen ® 0.57 £0.08 0.61 008 058 +=0.06 0.58+0.10 0,46 £ 0.04 0.44 £0.01
Kidneys (2 2012025 199021 2.02£0.19 2,30 0.35% 1.83£0.14 184017
Adrenals (mg) = 72%9 6710 688 727 YOES: 865
Ovaries (mg) = 93x11 9117 91420 8247 76+ 10 848

Relative organ weight - ' '
Brain (%) 0.700 = 0.045{11) 0684 +0052 07400053 073240037  0.731+0.028 0.761 =+ 0.083

" Galivarygland (mg%) 184.646 £ 14805  171.654 % 17.397 184.596 = 10.829 177.202:13.015 159.329 =+ 10.415. 154.524 & 12.580
Thyroidgland  (mg%) 6780 1371 62561228  6.230::1.208 62871003 5724 1455 7.432 = 2.969
Thymus (mg%) 87.074::20569  77436::8683 7142627988 T8.6821 16277 97765 15371 101.683 £ 23.926
Heart . (g%) 0.334 £0.026 0329::0010 03470022  0369+0.042* 0.340+0032 0.336 + 0.033
Liver (&%) 3.282 £ 0.266 331720167 346840118 3648+0313 2571+0.174 2476+ 0.163
Spleen {g%) 0196+0022  0208+0021 02120021 0205+0038 01720012 0.168 £0.017
Kidneys (g96) 0.690 + 0.065 0682+0063 072240066  0838+0142%* 0679+ 0.045 0.708 £ 0.103
Adrenals (mg¥%) 25.039 % 3.605 23.007 % 4351 24427::3.143 251582476 26307 +£3.223 25466 £ 2.909
Ovaries {mg%) 32176 £330 31426:£6199 32486+7.512 324573435 2830723860 322382329

Values are expressed zs Mean + 5.1,

(%) (Organ weight / body weight)x100

Values in parentheses are expressed no, of animals examined
Significant difference from control group; *p=0.05, #p=0.01.
a) Recovery group
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Table4d Summary of histological findings with statistical analysis treated orally with 0,0-diethy] dithjophosphate in '
the combined repeated dose and reproductive/developmental taxieity screening test (ReproTox study)

Sacrificed Non-pregnancy
Dose level (mp/ke) 0 30 100 300 30 300
QOrgan Findings 123 T 123 T 123 T 123 T 123 T 123 T
Male - '
No. of animals necropsied . ' 7 1 11 5 1 2
CARDIOVASCULAR SYSTEM
heart (5) (o) (n {(3) (0 . {0}
cardiomyopathy 100 1 - =-- - 10011001 R
myocarditis 00900 ---~00001001 --- - - - = =~
DICESTIVE SYSTEM
glandular stomach N ()] 1G] . (5) (3) {0} {0
eroston oo ¢ 00O0CCOCOODO0O O 200 2 - e e - - e - -
exocring pancreas {5 @ @ 3 (0] ()]
edema 000 0 - - +- = === -1001 - - = == - -
atrophy, acinus 000 0 ~=-= ~ --- - 1001 R T
decrease, zymogen granules, acinareel 0 0 0 0 - - - - - -~ - ~« 1 0 0 1 R
celluler infiltration, mixed cell 000 0 --=- - ~-~-- =10101 - - - - - - - =
© ileum ‘ (s) {0 (1) 3 (0) ()]
diverticola 000 0 --= - 1001000 0 - - = = - = - =
liver (5 (1) ()] 3 (0} (0}
atrophy, hepatocyte 000 0 1001 -----000.40 - - - - - - = -
vacuolation, hepatocyte 500 5 00C06OG ~--- - 30¢0 3 - - - - - - - -
mitrogranuloma 5005 0000 --- -1001 --- - - - - -
URINARY SYSTEM
kigney (8 v © (3 ()] ()]
hasophilic tubules 20020000 ~----0000 -----+-- -
dilatation 0400010061 ----00010 --- - ~-- -
hyaline droplet o090 O0CO0O0D0D ~-"--2002 --- - - - - -
REPRODUCTIVE SYSTEM _
testis ) (=3 ) {3 1)) {2
Sertoli only syndrome 000 0 000 C0C 000 010 1 - = - - - - -
atrophy, seminiferous tubule 0040 0 0000 00CG-0 001 1 000 0 100 1
vacuolation, Sertoli cell 000 O 2000 000 0O 30 3 0000 200 2
epididymis (5) )] 6] 3 Wy @
cell debris, lumen . 000 0 000D OO0 0CODO0O O0C 200 2 0G0 0 20290 2
decrease, sperm ] 000 0 0DQOO0 0CQO0 0 201 3% 000 0 00 2
prostate (5 o - @ ' 3) (©) @)
" celtular infiltration, lymphoeyte 100 1 --~- =~ =« =3003 —-- - - -
ENDOCRINE SYSTEM .
thyroid gland ) G)] ()] {0 @ ()] ()]
ultimobranchial remnant 3003 -~-- -~ --- - 0000 - - - - - - - -
SPECIAL SENSE SYSTEM '
Harderian gland. (5) {0} . 1(3)] 3 () (D]
cellular infiltration, lymphocyte 1001 -~ - ~— - - 000 0 -~ = ~ - - -

Grade of histpathological finding; 1:slight, 2;moderate, 3:marked T:Total —:Notexamined
Numbers {n parentheses indicats no. of animals examined microscopically ar this site
Significant difference from control group; Fisher:*p=0,05, Mann-Whitney . #p=0.05.
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Table4 (Continued)

Dead or Moribund Sacrificed Non-pregnancy

Dose level (mg/kg} 300 0 30 100 300 30
Organ Findings 1238 T 123 T 123 7T 123 T123T 123 T

Female .
AR ” woow w0 ’
I i
heart 4] o ©) (5) )
* dilatation, auricle 3 -~ e . e = - = == - -
myocarditis - -
HEMATOPOILETIC SYSTEM
hone marrow
hemorrhage
hematopolesis, decreased -
hematopoiesis, increased
erythropoiesis, increased
spleen
atrophy
dec., extramedull. hematopoiesis
inc., extramedull. hematopoiesis
erythrapoiesis, increased
ymus
hemorrhage
atrophy
RESPFIRATORY SYSTEM
lung
congestion
edema
hemorrhage
accumulation of foamy celis
dilatation, alveclus
trachea .
desquamation epithelium
pacrowing, lumer
suppurative Inflammation
DIGESTIVE SYSTEM
tongue
erosion
hyperplasia, mucaosa
forestomach
erosion .
squamous hyperplasia
glandular stomach
hemorrhage
erosion
exocrine pancreas .
decrease, zymogen granules, acinar cell
duodenum
dilatation, [lumen
DIGESTIVE SYSTEM
ileurn
ulcer
fiver .
congestion
atrophy, hepatocyte
vacuolation, hepatocyte
necrosis, hepatocyte, focal
micrograniloma .
extramedullary hematopoiesis
hepatodiaphragmatic nodule
facus of cellular alteration
salivary gland
atrophy, acinus
URINARY SYSTEM
kidney
hemorrhage .
vacuolation, tubular epithelium
dilatation, tubules
dilatation, renal pelvis
REPRODUCTIVE SYSTEM
uterus
atrophy
vagina
suppurative inflammation
dilatation, lumen

inflammation
ENDQCRINE SYSTEM
pitnitary gland
Rathke's pouch
thyroid gland
cellutar infiltration, mixed cell
ultimobranchial remnant
adrenal gland
hemorrhage
hypertrophy, corlex

Grade of histpathological finding; 1:slight, 2:moderate, 3:marked T:Total -:Notexamined
Numbers in parentheses indicate no. of aninyals examined microscapically at this site
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Table 5 Summary of histological findings with statistical analysis treated arally with 0,0Odiethy! dithiophosphate in
the combined repeated dose and reproductive/developmental toxicity screening test (Recovery study)
Sacrificed
Dose level (mg/kg) - 0 300
: Organ Findings 123 T123 T
" Male
3 No. of animals necropsied 5 5
: CARDIOVASCULAR SYSTEM
heart - )] (s
cardiomyopathy 200 2. 2002
RESPIRATORY SYSTEM
yg* tung {s) 5
h:;z_ hemorrhage - 0060 0 1001
L accumulation of foamy cells 1001 1001
% hypertraphy, alveolar cell 6000 1001
5 . osseous metaplasia 10061 0000
] DIGESTIVE SYSTEM
i expcrine pancyeas &) (5
detrease, zymogen granules, acinar cell 000 O 0101
colon ] {5) 6)]
hemorrhage 100 1 0000
liver 51 (5
faity change, hepatocyte 00 0 200
vacuolation, hepatocyte 500 5 5005
microgramitoma 30 35003
URINARY SYSTEM
kidney (3 (5) -
basophilic tubules 3003 3003
hyaline droplet 3003 2002
REPRODUCTIVE SYSTEM '
testis G)] (5
atrophy, seminiferous tubule 000 0 11 3 57
decrease, germ cell L0000 0 1 2 2 5e
vacuolation, Sertoli cell ’ ‘ 000 0 1 1 3 5™
nterstitial cell hyperplasia 000 0 310 4%
epididymis ) 5
cell debris, lumen 000 0 103
decrease, sperm 000 0 0 5 5™
prostate (5) B
cellular infiltration, lymphocyte 3040 3 4004
SPECIAL SENSE SYSTEM
Harderian gland (5) 6]
cellular infiltration, fymphocyre 100 1 00CO0O0

Grade of histpathological finding; 1:sligh, 2:moderate, 3 :marked “F:Total
Numbers in parentheses indicate no., of animals examined microscopically at this site
Significant difference from contral group; Fisher *p=0.05, **p=0.01, Mann-Whitney: #p=0.05, #itp=0. 01

% ' 49 317
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Table5 {(Continued)

Dead Sacrificed
Dose level {(mg/kg) 300 0 300
Organ Findings 123 T 123 T 123 T
Female '
No. of animals necropsied 1 5 4
‘CARDIOVASCULAR SYSTEM
heart ‘ {0) {5) {4)
cardiomyopathy - - - - Q00 g 100 1
HEMATOPOIETIC SYSTEM
bone marrow w ) ()]
hemorrhage 100 1 - - - - - = -
Iymph node . €] © (V)]
congestion ‘ 100 1 =« - - = - - =
thymus ()] (5} 4)
Kuersteiner's duct/cyst - - - - 100 L 000 0
RESPIRATORY SYSTEM
- lung 6))] (5) 4
congestion 100 1 - .- - - == -
edema 10 1 - - = - - - -
thickening, alveolar wall - - - = 1001 000 0
cellular infiltration, lymphocyté - - - - 1001 000 O
trachea , (1 (0) (o
desquamation epithelium 1 001 - - - = === -
nareawing, lumen 190 1 R N
suppurative inflammation I1 00 1 - - - = = - = -
DIGESTIVE SYSTEM
glandular stomach B ()] 5 {4)
erosion : - - - - 1006 1 04900 0
exocrine pancreas © (5} )
decrease, zvmogen granules, acinar cell - - - - ¢go0o0 0 100 1
Iiver w (5) (4}
congestion 1 00 1 - - - - - = - =
necrosis, hepatocyte, focal 100 1 000 0 1900 1
vacuolation, hepatocyte 1 00 1 3¢0 3 400 4
hemorrhage - - - - 100 1 000 O
microgranuloma - - - - 500 5 1400 1*
URINARY SYSTEM
kidney ) 1) 6] (4)
vacuolation, tubular epithelium -~ e = - 390 31400 1
cellular infiliration, lyrnphocyte - - - - 000 0 200
REPRODUCTIVE SYSTEM
uteros L ©) {5) @
dilatation, lumen - - - - 000 0 101 2
vagina 0 (5 @
dermoid cyst - - - - - -~ 1§=--- 10
ENDOCRINE SYSTEM '
adrenal gland (1) (0) ()]
hypetteophy, cortex 001 1 - = e - = = =
pituitary gland (0 (5) )
* Rathke's pouch - - - - 100 1 000 €
thyroid gland (0] (3} )
ultimobranchial rermnant . - - - - 1001 200 2
NERVOUS SYSTEM .
sciatic nerve )] {5 (4
cellular infiltration, iymphocyte - - - - 1006 1 000 0
INTEGUMENTARY SYSTEM
subcutanecus tissue D {0 (1)}
congestion 100 1 T e

Grade of histpathological finding; 1:sligkt, 2:moderate, 3:marked T:Total ~:Motexamined $:benign
Mumbers in parentheses indicate no. of animals examined microscopically af this site .
Significant difference from control group; Fisher:*p£0.05.
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Table 6 Summary of reproductive performance and estrous cycle in rats treated orally with 0, 0-diethyl
dithiophosphate in the combined repeated dose and reproductive/developmental toxicity screening test

Dose lavel Omg/kg 30 mg/kg 100 mg/kg 300 mg/kg
No. of pairs mated 12 12 iz 10
No. of pairs copulated 12 12 12 10
No. of pregnant females 12 1 12 7
Copulation index{%)* 100.0 100.0 160.0 100.0
Fertility index (%)® 100.0 817 100.0 778 (9)
Estrous cycle
No. of animals examined : 12 . 12 12 12
Mean estrous cycle (Days, Mean + 5.D.) 42203 (12) 4102 (12) 41402 (12) 4714 (10)
Irregular estrous cyele? (%)% 1( 83) 0{ 0.0) 0( 0.0) 2(20.0)

a) {No. of animals with successful copulation/no, of animals mated) X100

b) {No. of pregnant animals/no, of animals with successful copulation} <100

¢) No. of animals having irregular estrous cycle 7

d) (No. of animals having irregular estrous evele/no. of animals examined) X100
Values in parentheses are expressed no. of animals observed

Findings of delivery in dums treated orally with 0,0*diethyl dithiophosphate and observations on their

a1

Table 7
pups in the combined repeated dose and reproductive/developmental toxicity screening test
Dose level 0mg/ke 30 mg/kg 100 mg/kg 300 mg/ke
No. of pregrant females 12 11 12 [3]
No. of datns delivered live pups i2 11 12 6
Dulation of gestation (Day, Mean £ S.D.) 223105 223+05 22405 227105
No. of corpora [utea (Mean £ 8.D.) 187(25.6 = 1.4) 195(17.7 £ 2.5) 193161 £2.1) 103(17.2+2.9)
No. of implantation sites  (Mean = S.D.} 170(14.2+19) 166(15.1 +1.3) 173(144 + 1.2) 85(14.2£3.3)
No. of pups born (Mean £ 5.I0.) 157(13.1+£24) 153{13.9+1.5) 162{134 +£1.9) 79(13.2 = 3.2
Mo. of live pups born {Mean £5.D,)
Total 157(13.1 2.4} 149(13.5:= 1.5) 158(13.2£ L.7) (L7 +37
Male 75(6.31.9) 77(7.0£22) 82(6.8+2.9) 34(5.7x2.3)
Female . 82(6.8+1.8) 72(6.5 + 2.5) 76(6.3 £ 2.9) 36(6.0+ 1.8)
Sex ratio (Male/female, Mean =+ 5.D.} 099041 146141 151109 0.95% 0.34
No.oflivepupsonday4 ~ (Mean+SD.}
Total 156{13.04-2.4) 146{13.3 £ 1.4) 157(13.1 + 1.6} 55(11.0+2.2)
Male T4(62%=1.9) 75(6.83£2.3) 82(6.8+29) 28(5.6£2.1)
Female 82(6.8:1-1.8) 71{65 £ 2.5) 75(6.3%£3.0) 27(5.4 £ 0.5)
No. of dead pups (Mezn+S.D.) 0(0.0+0.0) 404407 3(0.3£086) 9(15+3.2)
No. of cannibalism (Mean £ S.D.) 0(00 +0.0) 0(0.00.0) 0(0.0 2 0.0} 0(0.0+0.0)
Gestation index® (%) 1000 1000 100.0 100.0
Implantation index” (%, Mean +5.D.) 91.1+106 864 +11.8 90.5+ 9.6 83.0x 171
Delivery index® (%, Mean = 8.D.) 919169 923479 929+84 - 92.8+49
Live birth index® (%, Mean = S.D.) 100.0+£0.0 975 +4.7 98.4 %= é}.l 30.0+214
Viability index on day 4° (%, Mean £5.D.) .
Total 09422 98.1+3.3 99.5+138 89.6 #15.7
Male 98648 97.2+6.3 100.0£00 Qi.O 4124
Female 160.6+0.0 987243 936£438 88,3+ 19.3*
a) (No. of females with live pups/no. of pregnant fernales) X100
b} (No. of implantations/no. of corpora lutea} <100
¢) (No. of pups born/no. of implantation sites) X100
d} {No. of live pups born/no. of pups born) X100
&) {No. of live pups on day 4 after birth/no. of Yive paps born) X100
Significant difference from control group; *p=:0.05.
3149





