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Single Dose Oral Toxicity Test of 2-Amino-2-ethyl-1,3-propanediol in Rats
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Combined Repeated Dose and Reproductive/Developmental Toxicity Screening Test
of 2-Amino-2-ethyl-1,3-propanediol by Oral Administration in Rats
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mglkg kS BOM T —F 7 4 — IV FROBEE5EIC
UL EFYEROEFEREE, AEER0~30708
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600 -
550 1
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450 4

Body Walght{c)

400

350 4

DR, TEHBH—OBEITE.

LEILRE. TOMOBREEE TR, WihoBiic
PEFRALNLo

2. AE(E#H. Fig1,2)
EROHHEEL b R L EUBRMERSHLO
Bt EREED bk ho k.

3, EfHE

EEROMIEENE - D ITHBEES T L 5B ERE
Dhithdrof. 1B, ERIZBVTIE250 meg/keiZ s
HOMTES L2 EEHFELEME, 1000 mg/kg 5RO
BECHR4 B KA E 2 EE, HERICBTEI1000
mg/kg X SHE OB THES2BRUHCAELHE, H
BEOETIHEFEIL BCEELEEIRD LN, w
TN TH2 C EhCTHEMPEOEL & 2L
7-.

4. Mg (Table 1)
1) BSHFERTIRE

1000 mg/ke R SEOETI, FHROFEREMES.
BHoN, BETEWE L CHEEEINCEREIL
Vi, Tz, 500 mg/ke SEONETIE, )RR
HFELSERVUSEFPHREEORTZELEEIZDOLN
7%, ARl OMENEWI LSS, EENEEEER
OELLFEZ BRI

2) BEEEAMETIFRE

1000 me/kg RS BOHTIX, RO, ~EFo¢
YERUANTFZ Yy MECEERBHENRED b hT
S, BEHMRRTRIZIASIAWETHY, ol

& 250 mg/kg
-~ 500 mg/kg
—0- 1000 mg/kg

300} Pre-mating period ———~ Mating period ~+—————— Post-mating periocd —————
T .

Q |

1 4 8 11 15 18

L T T T T [] 1}

22 25 29 32 36 39 42

Day of administration

Hig. 1 Body weight changes of male rats treated orally with 2-amino~2-ethyl-],3-propanediol in the
combined repeated dose and reproductive/developmental toxicity screening test
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o7z, BEEBIIZOWTIL, EREUVEEROVWTIO
A EFRALAE R/
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B RN ERO RS ICE— A TSN DRD b
NBRE-EHEErhol. 28, BToTEnabh
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4, 500 B UIO00 mp/ ke R S RO CEROENES
FELHESED LY, AR OBER o
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1000 meg/kg xS B O THRBEOENES L EER
HEFRD 6.

8, HERRR
1) RSERMET EERE

B OREARERHE00 me/kg R S HOMERH, BWEO
AL H250 me/kg iR SR OHELIBIZA bR, B
HER UREEHHRD S BRI W L.

2) EEHIRETERNRG)
YTROBE -BRICBVTY, ERRIADLEPs
7=,
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BERYEIES DB 1000 me/keREHOHEDOF IS
Abhiz, ' )
1} IS HARE T RS .

EREBELNERUREBEC B 2 MRREE
1000 me/ke it SEOHIW, BHNERERIEY OER
#250 me/kg it S BEOMR2H], 500 me/keft SHOM2
FIRTFI000 me/kg S HOMIFI L RELH, IREB B
2R EE S globule leukocyteVE o B InA H IR EE
DEE1IR, 500 mg/keie S BEOE2FIR U000 me/kei®
SROBAALKE1F, BERUGBELRSRECRE
451000 mg/kg i S B O3, BEXIIEELEEE
DEESHBEHEORIF, 500 meg/keit S5 BOHE2HE
1000 me/kg S #EOESFICA NI, ThbEl”
D3 b, BEHEBICBY 2RREE, REOCER, RE
KB+ 3 globule leukocyte O INR FERZOEED

450 -
400 4
S 350- E%G
=
=
il
= 300
5 :
3 —-0- 0 matky
. —— 250 mg/kg
250 -
-0~ 500 mglkg
. —<— 1000 mg/kg
200 - .
. L }——— Pre-mating period I _ Gestation petivd ——————] ;%ZE?},‘S Y
0 LI T F ] ] ; i T 1 T ) [] T l‘: : T 1
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Fig.2 Body weight changes of female rats treated orally with 2-amino-2-ethyl-1,3-propanediol in the
combined repeated dose and reproductive/developmental toxicity screening test
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repeated dose and reproductive/developmental toxicity screening test

Table 1 Hematological examination in rats treated orally with 2-amino-2-ethyl-1,3~propanediol in the combined

Week 6 of administration (mg/ig) Day 14 of recovery(mg/kg)
fem 0 250 500 1000 0 1000
Male .
Number of animals 5 5 5 5 5 b
RBC(104/gL) 82625 8473:40 839425 807+ 24 875+31 830 = 24*
b (g/dL) 156 +05 16.0+05 156 £0.9 149407 162+ 04 15.3 £ 04*
He (%) . 452 4TE2 4543 432 47£2 444 1%
MCV (L) 54.9:£0.7 550+ 14 50%z22 53.8+£12 536413 53.3+0.9
MCH{pg) 188+05 188404 18607 185205 185204  185+04
MCHC (%) 34407 342+ 06 344 £04 344+05 345+04 34.6+03
Reticulocyte(%) 15+02 18+04 " LYED4 2403 1704 18:£04
Platelet (207/zL) 1035+72 1038+92 1131+128 1158+103 10194130 1142:%)21
WBC (10°/xL) 8312 8613 9123 106 =17 107 28 105+ 22
Differential leukocyte
counts (%)
Lymph 859452 864+ 5.1 85653 834+69 868143 85638
Stab 0404 n1£02 0203 02403 0203 01202
Seg 119458 12741486 134447 15867 115445 12543
Eosino 13410 0706 0706 0.2 0.3* 09410 12£10
Baso 0000 0.0£00 0000 0.0 00 0000 00400
Mono 05+05 01202 t1+02 04£02 0504 05+04
Others 0.0£0.0 0.0+00 0000 0.0+0.0 0.0=0.0 0000
PT(S) 129+08 12902 131£07 12.3+0.3 13.7£02 13.2+08
APTT(S) 175+15 189408 186+07 17905 195:+14 17520
Fibrinogen(mg/dL} 395414 319+ 14 30619 336 %51 283+ 30 305+48
Day 4 of lactation (mg/kg) Day 14 of recovery(mg/ke)
Trem 0 50 500 1000 0 1000
Fi en:!ale
Number of animals 5 5 5 5 5 5
RBC(10%/ L) 594 +10 B89 2 65 7r7 %31 67331 80027 817425
Hb{g/dL) 14104 138+0.8 144 +£04 13706 156058 158£06
Ht (%) 41+2 40+2 21 40+2 45+3 46::2
MCV(fL) 587+ 14 58624 58021 50.6£ 0.9 562+27  56.1+09
MCH({pg} 204 +04 201 +09 20005 204+03 195+08 194+04
MCHC (%) MBE0T7  M3I£04  B46E05  3£2:+03 4705 34604
Reticulocyte (%) 47414 49423 39407 5112 1.0:£02 16+01*
Platelet (10%/4L) 1264489 1409198 1283+93 [250% 155 1047+£117 1122452 7
WBC{10*/ 4L} 100 4 34 08+ 26 130£325 132441 55+ 7 5211
Diflerential leukocyte '
counts{%)
Lymph 68.9+82 78174 806+43* 718434 814+83  833+52
Stab 0.0 =00 0.2+03 05:£06 0203 0.1£02 04::04
Seg 301184 0776 183+£49% 26734 168 £76 143545
Eosine 07404 0505 02403 05105 12+14 L7408
Baso 0.0£00 0000 0.0£00 0000 0000 0.0 0.0
Mono 0.3::04 05+05 04502 0.8+04 05+05 0.3+04
Others 0.0=00 0.0£00 0.020.0 0.060.0 00£00 0.0£00
PT(S) 126+03  126+03 I130£03  125&06 122403  123+02
APTT(S) 176 +3.0 16,1 %05 16113 150414 153+19 152418
Fibrinogen {mg/dL) 36243 335 4+ 83 3504178 3824:70 231 26 224+ 25
Values are expressed as Mean =+ S.D.
Significant difference from control group; *p<0.05
10
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Table 2 Blood chemical examination in rats treated orally with 2-amino-2-ethyl-1,3-propanediol in the combined
repeated dose and reproductive/developmental toxicity screening test ’

. Week 5 of administration (mg/kg) Day 14 of recovery(mg/kg)
vem 0 250 500 1400 0 1000

Male o

" Number of animals 5 5 5 5 5 5
AST(R/L)} 8010 E£10 75:+9 73+9 696 7710
ALT(TU/L) 3648 35+6 3514 3+2 3245 33+5
LDH(TU/L) 50+11 475 54:16 5012 43310 50+12
+GTF(IU/L} : 140 10 1+] 1+1 11 2%}
AIP(TU/L) - 415574 470 385 514 431 428+ 57 354 %88 382+
TP(g/dl) o G40l 6302 61+03 62104 BOHE05 80£03
Albumin (g/dL) 27401 2801 27401 27402 2702 27402
AJG 073003 080007 080--005% 080£003%  082+£002 081003
T. cho{mg/dL} 5416 509 4918 55+12 4438 50+ 12
TG (mg/dL) 21+13 212 0:+9 49 +27* 2B+7 L0£16
PL(mg/dL) 84 +24 84412 Bl+4 90+ 14 7411 85216
T. bilirubin{mg/dL} 0.1:£0.1 0.1+00 0.0:+01 0101 0000 0.1 £0.1
Glucose (mg/dL) 147 £22 149421 154 £ 29 156 % 12 14917 148+ 19
BUN (ing/dL) 152 15:4:2 171 18+1* 62 15+2
Creatinine (mg/dL) 0204003 030003 032003 029%003 032£003 032005
Na{mmpol/L} 146 £1 1451 144:£2 4411 144 £2 1441
K{mmdl/L) | 48402 4702 5.0:£0.1 4603 4504 4601
Cl{mmol/L) : 1081 10842 1082 105 %1% 072 1051
Calmg/dL) 9701 98+01  -97x02 2.9£04" 55103 98=02
Plmg/dL) 6.9+03 6904 7304 7.2+05 6005 7.1+04

' ] Day 4 of lactation (mg/kg) Day 14 of recovery{mg/kg)

lem 0 250 500 1000 C.. 1600

Female
Number of animals 5 ) 5~ 5 5 5 5
AST{IU/L} 83412 80+5 87+26 85+ 13 160 + 169 106 =36
ALT (/L) 5446 " 48%5 - 4713 l1+106 - 71 %55 58+ 18
LDH(TU/L} : ' 57£10 7324 4712 59£11 105121 70+30
yGTP(IU/L) 1+1 10 . 10 1£1* 2+1 1%0
AP(IU/L) 20+148 350168 35114 357+ 101 218+ 70 182 + 43
TP(g/dL) 6.6 0.3 65202 63%03 64+02 6704 69+03
Albumin{g/dL) 3.0£01 29202 28401 28401 3001 31401
A/G - 083004 0B2+004 080002 081003 083+0.03 0.83+003
T. cho{mg/dL) . 60410 57£19 522 63+12 77419 3E1
TG (mg/dL) 34 =34 429 31%17 315 1244 1043
PL(mg/dL) 1137 111432 104 113 121+ 16 13423 120417
T. bilirgbin (mg/dL} 0101 01+01 0101 0100 01+01 0.L 0.0
Ghucose (mg/dL) 144 +16 135+ 11 1278 13244 142+ 12 136 £15
BUN{mg/dL) 18+3 1742 184 20+2 18+5 1942

_ Creatinine{mg/dL} 0324003 030004 030003 031005 032004 0344003
Na(mmol/L) M43£1 14242 M1+1 1411 142+1 1420
K(mmol/L) 48:£03 49404 4804 48202 43402 43+£03
Cl{mmol/L) 041 082 09%1 10842 11141 101
Ca(mg/dL} - 99402 102+06 10.0 0.3 103%03 0.7£0.2 8902
P(mg/dL) 75+06 T6E15 8106 82L10 54--0.8 57105

Values are expressed as Mean & 5.D.
Significant difference from coatrel group; *p<0.05 **p<0.01
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Table 3 Urinalysis of male rats treated orally with 2-amino-2-ethyl-1,3-propanediol in the combined repeated dose
and reproductive/developmental toxicity screening test

. Week 6 of administration (mg/ke) Week 2 of recovery (mg/kg)
tem ;
. : 0 250 500 1090 0 1000
Male _ .
Number of animals 17 12 12 17 5 5
Volums (mL/24 hr) _ MW6E63  183E34 17451 20737 13474  108+43
Osmolality (mOsm/kg) 1923368  2050-=153 2106241 20354230 1854 644 1877358
Water intake (mL/24 hr) 51 14 47 45+ 8 49£8 43118 5249
tH 6.5 1 - 0 o ) o 0
7.0 6 0 0 0 0 0
75 . 5 0 0 0 1 2
80 10 0 o 0 1 2
85 1 12 7 9 3 1
9.0 0 0 5 8 9 0
Protein - 3 1 1] 0 ] 1
-/ 13 8 4 0 2 3
1+ 1 3 7 13 3 1
2 0 1 4 0 0-
Ketone body - 15 10 5 6 2 3
-f+ : 2 1 6 9 0 1
i+ 0 1 1 P 3 1
Glucose - 17 12 12 17 5 5
Qccultblood = 13 10 1 16 4 4
-+ 2 1 0 0 0 1
1+ 1 1 0 1 1 D
2+ 1 0 1 0 0 ]
Bilirubin - 17 12 12 17 5 .5
Urobilinogen ~/+ . 7. 12 12 17 4 5
‘ 1+ 0 0 0 0 o
Color Yallow 17 12 12 17 5 5
RBC - 13 9 12 7 5 ]
-+ 3 3 0 0 0 0
I+ 1 0 0 0 0
WBC - 17 12 12 17 5 -
SEC -/+ 17 12 12 .17 5 5
SREC - ' 16 12 12 15 5 5
-/ 1 0 0 2 0 0
Cast - 17 12 A 12 17 5 5
FS - 3 0 0 9 1] 1
-4+ 6 7 5 12 3 3
I+ 7 5 6 3 2 1
2+ 1 0 0 2 0 0
co : - 17 12 12 17 5 5

Values of volume, spacific gravity and water intake are expressed as Mean + 8.1, ather values are expressed as No. of animals
SEC:Squamous cell epithelium, SREC: Small round epithelial cefl, PS;Phosphate salts, CO:Caleium oxalate

~
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Table4 Absolute and relative organ weights in rats treated orally with 2~amino-2-ethyl-1,3-propanediol in the

combiped repeated dose )and reproductive/developmental toxicity screening test

i Week 6 of administration{mg/ks) Day 14 of recovery (mg/kg)
ftem 0 250 500 1000 0 1000
Male
Absolute organ weight
Number of animals 5 5 5 5 5 5
Body weight {g) 504 £33 48720 468432 517 +35 499+ 33 51645
Brain{g) 2142013 205000 200004 2103004 216010 2004011
" Thyroids (mg) 24942 225441 249414 205152 245+53 26,7435
Thymus (mg) 37058 302449 341+49 391 + 78 319+ 128 4064114
Heart(g) 1422015 1381010 137+008 1412000 | 147T&QI6 143005
Liver(g) 1262+1.50 1301106 1214%105 1438+ 104 1228+1.19 1311+161
Splean(g) 080013 075%012 0752010 0824009 085+01 0854015
Kidneys (g) 350£048 3314021 318016 360%03( 325+026  3.29:£0.18
Adrenals(mg) 67+ 13 B4 %5 6413 ES] 6315 6890
Number of animals 12 12 B 4 12 5 5
Body weight (g) 494+ 28 485:+32 488 +39 502 29 499 £ 33 516 £ 45
Testes{g) 337026 333038 3364030 325028 344--028  330:£045
Epididymis (mg) 1246112 12312106 12464134  1250+£99 1351 +118 1395103
Relative organ weigit
Number of animals 5 5 5 5 5 5
Brain(%) 043003 042003 0454003 0412003 044 +003 0411003
Thyroids (%} 49+07 46£08 53404 57+08 494038 52405
Thymus (%) 7412 62+11 7316 7511 63+21 7819
Heart(%) 0284001 0283002 020+002 027+002 020£003 028002
Liver {%} 251+023 267+012 260x015 278018 246018 253016
Spleen (%) 016003  015£002 016+0.03 . 016002 017+003 016002
Kidneys (%) 060006 0684003 068%0.05 0O.70%0.04 065006 064004
Adrenals (%) 132 131 4+£3 42 13£3 13x2
Number of animals 12 12 12 12 5 5
Testes (%) 063006 069007 069+0058 0656+007 069005 065x0.13
Epididymis (%) 253+ 28 254 + 20 25733 25025 27115 27237
Day 4 of lactation {mg/keg) Day 14 of recovery(mg/kg)
Item 0 250 500 1000 0 1000
Female
Number of animals 5 5 5 5 5 5
Body weight (g) 20016 305+ 11 306+ 17 317 £ 10 281122 20438
Absolute organ weight
Brain(g) 193008 194004 181005 195+005 1954005  2.01%005
Thyroids (mg) 205+18 186+15  224%6.1 20,0421 159+18 204 +38.1%
Thymus{mg) 301 £ 74 26272 26256 333+ 103 42651 360 £50
Heart(g) 099005 087+009 LO1£005 106012 095:£007 095007
Liver{g) 9704109 I1025+1056 1006+073 10724058 705049 7751042
Spleen{g) D60+005 062013 073007 Q65003 053008 048==0.09
Kidneys(g) 200012 218004 2332021 235+0.32% 209+020 209010
Adrenals (mg) 877 89+ 10 99 £ 10 101 £ 15 7611 6T
Relative organ weight :
Brain{%) 065:£002 064003 062+003 062+002 070006  0.69:£004
Thyroids (%) 70103 64+05 73£L7 6308 57+04 69=12
Thymus (%) 100 +22 86 +25 86117 105 + 33 1715 1224 15
Heart (%) 0332001 032+004 033001 033%003 034002 032002
Liver (%) 323020 3365+028 330028 33831016 2834017 2544035
Spleen (%) 020£0.01 020005 023%£001* 021001 0.19+003 016003
Kigneys (%) 0672004 0724002 076008 074=008 074006 071005
Adrenals (%) 2942 2944 33+3 324 27£3 2642
Values are expressed as Mean & 8.D.
Significant difference from control group; *p<0.05
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Table5 Histopathological findings in rats treated orally with 2-amino-2-ethyl-1,3-propanediol in the combined
repeated dose and reproductive/developmental toxicity screening test

Week 6 of administrztion (mg/kg) - Day 14 of recaovery (mg/kg)
Ttem .0 750 500 1000 0 1000
I 1 2 1 2 1 2 1 2 1 2 1 2
" Male ‘
Number of animals necropsied 5 5 5 5 5 5
Epididymis (5 ()] ()] (5) (M ©
Cell debris/ duct o ¢ o - - -, - 1 0 - - - -
Femuor+marrow 5y ()] B 1)) {5} ) ()
Fibrosis/ marrow | o 00 - - - - 0 0o - - - -
Heart . (5) () )] 5) @ ()]
Myocarditis/ focal 0 2 0 .- - - - 4] 0 - - - -
Kidney (5) (1)) (0) {8) @ 0)
Basophilia/ tubular  ~ 0 3 o - - - - 1 0 - - - -
Eosinophilic body/ tubular cell g 0 1 - - - - 2 0 - - - -
Liver (5) ()] ()] (5) {0 {0
Vacuolation/ hepatocyte/ periportal 0 3 0 - - - - 4 1 - - - -
Hematopaiesis/ extramedullary 0 o0 9 - - - - g . 0 - - - -
Microgranuloma 0 4 0 - - - - 3 0 - - - -
Lung (bronchus) (5) ) (0 ] (0] {0)
Accurnulation/ foam cell | 01 0 - - - - 9 0 - - - -
Pituitary {5} ) 1) (Y] 1)) ()]
Psendocyst/ intermediaie 1 0 ¢ - - - - 0 0 - - - -
Splean ‘ 3) (1)) ) (3} ©} (1)}
Hematopoiesis/ extrarnedullary 0 5 0 - - - - 4 1 - - - -
Stomach (5) () (5 - {5) ) (5}
' Cell infiltration 9 0 0 0 0 0 0 2 1 0 0 o 0
Erosion/ glandular stomach 0 0 0 0 0 0 4] 2 1 0 Q 1] i)
- Increased mumber/ globule leukocyte 0 0 1 0 0. 2 0 2 2 (LI i 3 0
Thickening/ mucosa/ glandular stomach 0 0 0 0 0 0 0 2 1 0 Q 0 0
Thickening/ Himiting ridge ¢ 1 0 0 0 2 0 ] 5 1] 0 5 0
Sternum#marrow (5 © () (5 ) ®)
Fibrosis/ marrow 0 ¢ 0 - - - - 0 0 - - - -
Testis ‘ {5) (©)] @ (B - {0) ()
Atrophy/ seminiferous tubular 0 0 0 - - - - V] 1 - - - -
Urinary bladder 1G] o {0) (5) (o {0)
Hyperplasia/ mucosal 0 0 ¢ - - - - 0 ¢} - - - -
1:Slight 2:Mild P:Present{used when grading of severity was not done)
Nurbets in parenthesis indicate No. of animals examinad microscopically at this site.
1
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Table 5 {Continzed)
Day 4 of lactation (mg/ke) Day 14 of recovery {mg/kg)
Item 0 250 500
P 1L 2 1 2 1 2 1 2 1 2 1 2
Female . '
Nurnber of animals necropsied 5 5 5
Femut+marrow (5) ) {0 (5) (o) ()]
Fibrosis/ marrow 0 1 0 - - - - 1 0 - - - -
Heart : 16) (0) (0) (5 ()} o))
Myocarditis/ focal 0 0 @ - - ~ - 0 0 - - - -
Kidaey . (&) ® (0 (5 (0} )]
Basophilia/ tubular 0 0 @ - - - - o 0 - - - -
Eosinephilic body/ tubular cell ¢ 0 0 - - - - 0 0 - - - -
Liver (5 (o) ()] {5y (0) {1)]
Vacuolation/ hepatocyte/ periportal 0 2 0 - - - - K 0 - - - -
Hematopoiesis/ extramedullary Y+ - - - - 3 0 - - - -
" Microgranuloma 0 4 0 - . - - - 3 0 - - - -
Lung (bronchus) 6] (1)) ) (5) (&) ()]
Aceumulation/ foamn cell ¢ 1 0 - - - - 1 0 - - - -
Pituitary (5) )] © (5 (0) ()]
Pseudocyst/ intermediace ® 6 0 - - - - Tp 0 - - - -
Spleen (5) 0) ()] (5} (0} )
Hematlopolesis/ extramedullary 0 1 4 - - - 0 5 - - - -
Stomach (5) (5) (5) (5} (5) (5
Cell infiltration 0 ¢ 0 -0 0 1] D 0 1] 0 0 i) 0
Ercsion/ glandular stomach 0 0 0 2 ¢ 2 0. 1 0 1 0 0 0
Increased number/ globule lenkocyte 0 o 0 0 0 0 0 1 0 0 0 1 0
Thickening/ mucosa/ glandularstomach 0 § O 0 a ] 0 G 0 4] 0 0 ]
Thickening/ limiting ridge 0 0 o ] 0 4} 1] 0 Q 0 0 0 0
Sternummarrow (5) ()} (0) {5} o) ()
Fibrosis/ marrow ¢ 1 0 - - - - 0 0 - - - -
Urinazy bladder - (5) (1)) {0) {5} (0} {©
Hyperplasia/ murosal ¢ o 0 - - - - 1 "¢ - - - -
1:Slight 2:Mild P:Present (used when grading of severity was not done)
Numbers in parenthesis indicate No. of animals exarnined microscopieally at this site.
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Table6 Fertility and ;iregnancy data in rats treated orally with 2-amino—2-ethyl-1,3-propanediol in the combined

repeated dose and reproduciive/developmental toxicity screening test

Administeation period (ma/kg)

Ttem

0 250 500 1000
Number of pairs examined 12 12 12 12
Estrous cycle 41+£03 43304 41%01 4103
Irregular estrous cycle 0/12 0/12 0/12 0712
Number of pairs with successful mating 12 12 12 12
Copulation index (%) 100.0 100.0 100.0 100.0
Number of pregnant females 12 12 12 12
Fertility index{%)* 1000 190.0 1000 100.0
Daysuntil copulation 2717 © 26%12 24:£09 2811

a)Copulation index (%)= (Number of copulated animals/number of mated animals) X100
b) Fertility index (%)= (Number of pregnant animals/number of copwated fermnales) X100
Values are expressed as Mean = S.D.

Table 7 Delivery and litter data in rats treated orally with 2-amino-2-ethyl-1,3-propanediol in the combined repeated

dose and reproductive/developmental toxicity screening test

Administration period (mg/kg)

Ttem
0 250 500 1000
Nignber of females examined 12 i2 12 12
Number of fernales with liveborn 12 .12 12 12
Gestation index (%) ‘ 100.0 100.0 100.0 100.0
Gestation perfod 22004 223+03 221403 22204
Numher of corparz lutea 173+15 167521 174%15 16822
Numiber of implantations 160+15 167+22 166£1.9 161+18
Implantation index (%)* 929354 94.0+51 951451 964 459
Pelivery index (%) 100.0 . 100.0 100.0 100.0
Number of Hveborn ' 153+13 143£30 148%29 15217
Number of stiflborn (%)° - L5£38 06+19 10£24 11+37
Number of live pups on day 0 15313 143+3.0 14829 152=17
Number of pups with external abnormalities (%) 0.0%00 0000 0.0=0.0 0517
Live birth index (%) " E 9B.5+38 PdE19 990+24 989427
Sex ratio? 0.58 . 0.54 0,44* . 055
Number of live pups on day 4 149412 138%26 4526 148+16
Viability index on day 4(3%)¥ - : 979431 970+£48 03.1+29 98.0+5.3
Body weight of pups{g)
on day 0 male 6405 69105 6.7 05 67504
female 62104 65+05 53Xx04 63104
on day 4 male 9.8 +0.38 109£15 101+£12 10.1 1.0
female 85 L0 10.2+14 97812 95+12

a) Gestation index{%)={Number of females with liveborn/number of pregnant females) X100

b) Implantation index (%)= (Number of implantations /number of corpora Jutea) <100

¢} Delivery index (%) =(Number of females which delivered live pups/number of pregnant females) X100

d) Number of stillborn (%) = (Mumber of stillborn pups/number of stillborn and liveborn pups) X100

&) Number of pups with external abnormalities (%)=(Number of liveborn pups with external abnormalities/aumber of liveborn pups) Xi00

£) Live birth index{%)=(Number of liveborn pups/number of stillborn and liveborn pups) X100

) Sex ratio=Number of males/number of liveborn pups

h)Viability index (%6} =(Numbar of live pups on day 4/number of liveborn pups on day 03X 100

Values are expressed as Mean 5= S.D.
Significant difference from control group; *p<0.05
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