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DEE WLz, AEOHETIE, #HRALREICEE
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HiEBEEZNALR W Ed b, HBNESHERAD
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5. M#E{LF4&E (Table 2)
1) BESHERER T RSREE

250 mg/kg DL L DR ESBOBETCIHA/GEHEOBTE LS
18, 1000 me/kgit SBOBTL) 754 FRUFR
RERICHELEE, HEFE0FELEE Aol Tt
v-GTP OF B EEAGED b,

2) [EEEARGE THHMSE
1000 mg/ke B GFHEDOMWHRL b ILWTFhOBEEE
bAEEIIED bR 0T, ’

6. MEDRIRE (Table 3)

FREHIOVWTE, WIhoRERHIIEWTHH
MR L BSWBME RS RO IEFREIRD LR D
27z BREHBIZOWCE, EREFREROVTAD
ML BEEA LN 2o,

7. HEEE(Table 4)
1) HBS R T EFEED

M R AN EEORF [ - EFREFRD L
NIBRE MR ed o7, 2B, UTFoZEkSFRbN
7z. 500 mg/kgF S HOM CRBORMNESILEELS
i, S00MTT1000 mg/kg S HOETEROKGERIC
FREEEFED LN, AREOFEELd o7,

2) EHRABREIE T RS20 :
1000 mg/kg $c 58 D T FRIR QAN ERICETL
HENERD Sz,

8. LlisriR
1) SR TEREIRG

BREORREEI S0 meg/kegk SO, BEO
INEIfEA250 mg/kgIx S BEDOHE LBz A Hhizat, W
SRR OYRH RS S IERME(E & HIRFL 22,

2) EEHIRESE T gl
WERORE EEICBVWTH, BERASRLED
7=,

9. REEHFRE (Table 5)

T ERH EIR 5 O FEDT1000 mg/kg HEFHOHEDE X
NS AN
1) 5 HAREHE T RESIARG) '

B EELAE R UM BRI B 1 2R
1000 mg/kg S EE OR3P, BROUIEERIEE OBEHM
#E250 mg/kg k5B OM26, 500 mg/kgikS A ORE2
BB TT1000 me/kg X SO MEIF & MEIH, BB BT
BB IR 7 globule leukocyteV oo 88 Nt FE B
OHELF), 500 mg/ket S FEOHE2 TR 081000 me/kg %
SHOHE4AT L M1F, BEMIEERELRERECRE
HT1000 mg/kg SO HEIB)], BHITEELBERE
D HEEZFBEEDHE 16, 500 mg/kgitSRHEOHE2H R
071000 me/kg 5B OMESHICA S RA, ZThb6El
D5, REFRRCBY MREE, REOCRR, BE
BT 5 globule leukocyte B DN R VIERBDLED
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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 fest
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IR AT1000 me/ke S HOBETRINL, HANE

BEATIEER L7z, .

LA DHRRREES » F L LIELIFRED NS
WALTHDHIE, HAHVIZFOHIRE S SVThLE
FEPTR LI L.

2) [EITEEAERE T RESAEA

. BMEAREOBEMIHEBEHOMELIM, RECBTLE
8 % globule leukocyte D #MAHT1000 me/kgfk 5H D

HE3H) & ME LB, B RFEOEEA1000 mg/kgfk 5

BB A od, WHBE L R EFIZBIT 5 globule

leukocyte oo IR PR FE O LE O H IR HT1000

mg/ke %5 B QR TN L 7z,

10. 14BEH (Table 6)
HEBEFOSEA LT, TFHWELDHEICE
R SEBRYERSRELOBICERETED bR

o7z,

11, STEEHE (Table 6)

MO VAFZERBTAIC, hofAabaidx
EREHZRI4BEITICERIMY L, BEFSEIEL .
LEdToT, REITHKELALAE, XBXR, SESE
CSZRRBIEN B SRS ERSH L OoMICEEE
HEED b doi,

12, DREER TR EILIREE (Table 7)

SRIREE T, IE21.5~ 225 B iIC& P E R -5
L, (HEES, iTiREAR, =K, FEEK AKRE, T
IR, MESIRRE RS SRR RGBS
BERLOMIESZERED N Lo, BERET
B, WTROBEIC L BED, BED ROEATEHI
REEHehldhoi.

13. HAEROEEE (Table 7)

P O B R EEATS00 meg/kg S BEIC, HEROE
HEDHE T HED 250 mg/kgiR 5B ICFLD bR,
WD HE S OEER o NEREFEET LA
HEIRE LT, EERBH1000 mg/kgmSHEC IFL 5L
7oAf, HWBHEERUNEREOREIERBEICLD
Lo EkEZ LN,

14. HEROHTFE(Table 7)
EE4 HEFSICREBE: R EBRYERSE-OH
CHEEZEITED SR o7

15. HAERDOEE (Table 7)

HY AR R DB IR T\ B e B A% 250 mg/kg S BEICE
S5, FEREOMEII -7, HE4BOEE
(TIEAT R EHBERS L OMICAEZERED D
ol
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16. HEROEI4QEAEFRR
WENOHBERIZHARFRAON oz,

EE

1. RE#RESHEE

—fRIREE, e, BONE, EEEEEDHIE,
k=, BEE, BPREMKELE0), MEFERE, ¥
B R ML VHEEEOHRIEBEYERS - L 20811
FEHbNighol.

MG RREOBETRE, -7 v 74— FRE
ZIZBWT1000 mg/kg# S B OH THRE.3, 4, 5KU6
IS B EEOBRESES LN, UL, o
MAEEEH, BIARESE TR {, BEHETIEHE
FIZHBEH NN L RLTHEREOBLTH 7.

MEEALERA T, HESHBRTRAEEICBWT250
mg/kg Pl Lo SBE0OETA/GEROSE, 1000 mg/ks
B5FHOBETM) S5 (4 FORHE, RESFEOEE,
BEEORME, ASEOETHy-GCTPOEEITED &7z 7,
P20 L CRLEREE R W EB R {, A#ENicd
BED LW &b O R TRE  FEN#IB M D2 L & HIRT
L7,

HEMBERE T, BSETRMBEICSVTI000
mg/kgi SHOB IR EHEICLBS T IHEREN, RE
DEEM, BT iTB1T 2 globule leukocyie o iEhn, IRYE
WO RE K UBRGEORESRE S h, HHRWEOE
~DFEEERE S, ThbB0Biboa b, BE
IZB1T 5 globule leukocyte B B K FHERZ O BE H*
AR THEEICBWTLBIES LY, FROBEG
B L, TaHEoEbThor.

2. EmELEEN

MR, XBREFCKELABH, ZEE, BERERT
SHRBCIERYEHRSOREIIED bRz, £
7z, GEMOMERE, WIREE, REd SRRER, F
WRE, PR, FEENE, HMEARE BEBERTHE
BB ER S ORBEED oY, BAHMTOR
B ARSI £ 5, 1000 me/keg$
S5#cBwC b s oRER, BREERUZIEE,
BEI OIHRMERE, SR CEETE R & O EFEERE
DPBBER L WEEZ LN,

HMAERTE, RERCHERFRILLOFERTR, &
BERPAEFRICEERYERSRICL A ELIEED LN
vz bt 1000 mg/keSBICBTHE-BR
R E RN, ERORE-BE~OBEIL Y
LEZ LRI,

IREDERE,L, KEREGTICBTA2-7 3/
2-TFW-1, 3-F U v V- VORBERSEECH
T 5 EHZEE I T00 mg/kg/day, HE T 1000
mg/kg/day, EFEFEFMICHT 5 ELEE IR
R OIEENY & b 121000 mg/ke/day & HIBT L 7z,
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Table 1 Hematological examination in rats treated orally with 2-amino-2-ethyl-1,3-prepanediol in the combined
repeated dose and reproductive/developmental toxicity screening test

Week 6 of administration (mg/kg} Day 14 of recovery (mg/kg)
freon 0 250 500 1000 0 1000
Male
Number of animals 5 5 5 5 5 5
RBC(10/xL} 52625 847 40 839435 807+ 24 875+31 830 & 24*
Hb(g/dL) 15605 16005 156+09 14.9+0.7 16204 15.3 + 0.4*
Ht (%) . 452 4722 4543 432 472 44 ok 1*
MCV (L} 54,9 0.7 550+ 14 540+2.2 538+ 12 53,6+ 1.3 533+09
MCH{pg) 188+05 188404 186107 18505 185104 18504
MCHC (%) . 344 £07 342406 344 £04 344+05 34504 34.6+03
Reticulocyte{%) 19+02 18404 1704 24:£03 1704 184£04
Platelet {10°/xL) 1035+£72 1038+92 1131+128 1158£10.3 10194130 1142121
WBC (10°/4L) 8312 86+13 91+23 106 %17 107 £ 28 105+ 22
Differential leukocyte
counts (%)
Lymph 865952 864 5.1 85.6 £ 5.3 83469 86.9+4.3 85638
Stab 04 £04 01+£0.2 02103 0.2+03 0.2+£03 01+0.2
Seg 11.9 5.8 127 £ 46 184247 158+ 6.7 11545 125+4.3
Eosino 1.3+10 0.7+06 0.7£06 0.2 0.3 09%1.0 L2+ 10
Baso 0.0+0.0 0.0£00 0,000 0.0 0.0 0.0+£0.0 00+£00
Mono 051205 0.1::0.2 0.1£02 0402 05+04 06+ 04
Others 0.0 0.0 0.0=00 0.0+£00 0.0£00 0000 0.0£00
PT(S) 129+ 0.8 129+=0.2 13.1£0.7 12.3:£0.3 13.7:£02 13.2::08
APTT(S) 175+ 15 180408 186407 17.94+06 195+ 14 175+20
Fibrinogen{mg/dL) 325+ 14 319414 30619 335+ 51 293 + 30 305+ 48
‘ Day 4 of lactation (mg/kg) Day 14 of recovery (mg/ke)
Ttem 0 250 500 1000 0 1000
Female
Number of animals 5 5 5 5 5 5
RBC{10"/uL} 694 10 689 + 65 717 4 31 673 +31 800 £ 27 Bl7+£25
Hb(g/dL) 141 04 13.8+038 144 +04 13.7£06 156 +£08 158+06
Ht (%) 41 £2 0+2 42+1 402 45+3 462
MCV({L) 58.7 £ 14 58.6+ 2.4 58.0£2.1 59.6 0.9 56,2 2.7 56.1 0.9
MCH {pg) 204 £ 04 201+09 20004 204 +03 195+08 194 £04
MCHC (%) ' 34807 34304 34.6£05 342403 347105 34.6 04
Reticulocyte (34) 47+14 £49+23 39407 51412 19102 1.6 0.1*
Platelet (10/xL) 126489 14094198 1283+93 12504155 10472117 1122+£52°
WBC(10%/4L) 100 £34 08 + 26 13025 132 £ 41 5547 52+11
Differential leukocyte
counts (%)
Lymph 68.9+82 781£74 80643 71834 81483 83.3+5.2
Stab 0.0 £0.0 0.2+03 0.5 £ 0.6 0203 01402 0.4+ 04
Seg 1184 0.7 £756 183£49% 267+34 B8 +716 143445
Eosine 07404 0.5 05 02£0.3 0.5+£05 12x14 17408
Baso 0.0£00 0.0 £ 00 0.0£00 0.0+ 00 0.0:£00 0.0::0.0
Mono 0.3 4:0.4 0.5+ 05 04 +02 0804 0505 0.3+04
Others 0.0 =00 004 0.0 0.0:£00 0.0£0.0 0.0£00 0.0£00
PT(S) 12.6 £0.3 126+03 130403 125 £ 0.6 12.2+03 12.3+0.2
APTT(S) 176 +3.0 161+ 05 16.1+13 150+ 14 15319 152418
Fibrinogen (mg/dL) 362 +£43 334483 /978 332470 23126 224 + 25
Values are expressed as Mean &+ 5,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

Weelk 6 of administration (mg/kg) Day 14 of recovery {mg/kg)

frem 0 250 500 1000 0 1000
Male
Number of animals 5 5 5 5 5 5
AST(IU/L) 80+ 10 78L£10 75+9 73+9 696 77£10
ALT(TU/L) 3648 3/BE6 35:+4 3142 32+5 336
LDH(ZU/L) 50 %11 4745 54 1 16 50+ 12 43+ 10 50 + 12
¥GTP(IU/L} 10 10 1+1 1+1 11 241
AIP(TU/L) 415+ 74 470+ 85 514 +31 4281 57 354 + 88 382 + 84
TP(g/dL) 54101 6302 61+03 82+104 6005 £60+03
Albumin (g/dL) 2.7+0.1 28401 27401 27+£02 27+£02 2.7£02
AJ/G 073003 Q80:£003* 080+005% 080003 082+002 081003
T. eho(mg/dL) 54 £ 16 509 49+8§ 55+ 12 4418 50 + 12
TG (mg/dL) 21%13 32+12 W09 49 = 27+ 26+7 4016
PL{mg/dL) 84+ 24 8412 81+4 90 + 14 74+11 8516
T biliribin {mg/dL} 01401 0.L+00 0.0%0.1 01401 0.0+00 0.1x01
Glucose (mg/dL) 147 £ 22 149+ 21 154 29 156 + 12 149+ 17 148+ 15
BUN (mg/dL} 152 152 171 18+1* 162 152
Creatinine (mg/dL) 0.204003 030003 032+£003 0290003 032:£003 032005
Na{mmol/L) 146+ 1 145+1 14442 144+ 1 144 +2 l44+1
K {(mmol/L) . 48+02 47102 50401 4.6+03 45204 46101
Cl{mmol/L) 108+ 1 108 =2 108+2 105+ 1% 10712 105+ 1
Calmg/dL) 9701 98+01 - 97%02 99+04 96+03 98402
P{mg/dL) 6.9+0.3 6.9::04 7.3£04 7.2+05 6.9+ 05 71404
Day 4 of lactation (mg/kg) Day 14 of recovery (mg/kg)
ftem 0 250 500 1000 ¢ 1000
Female

Nuomber of animals 5 . 5 5 3 5 5
AST(IU/L} 83+12 80+5 87126 8513 160 + 169 10636
ALT(IU/L) B4+ 6 " 4845 4713 51+ 10 714355 58+ 18
LDH(IU/L} 5710 7324 4712 59+11 105 + 121 70:£ 30
+GTP(IU/L) 1+1 1+0 1£0 1L1* 2+1 1%0
AIP{1U/L) 320 £ 148 350 = 168 3354114 357 = 101 21870 182+ 43
TP(g/dL) 66103 65:£02 63+0.3 64+02 6.7 £04 69403
Albumin {(g/dL} 3.0:£01 29+02 280.1 2801 30+01 3.1+01
A/G 0.83+0.04 082+004 080£002 081%003 083+003 083+003
T. cho(mg/dL) . 6010 57419 522 63+12 77£19 311
TG (mg/dL) 3M=34 4429 31+17 3145 12+4 103
PL(mng/dL) 1137 11132 104 13 121+ 16 134 £23 120+ 17
T. bilirubin (mg/dL} 0.1x0.1 0.1+0.1 0.1=01 0.1=00 0.1+01 0.1 =00
Glucose (mg/dL) 144 +16 138+ 11 127+8 13244 142+12 136 =15
BUN(mg/dL) 1843 17+2 184 20x2 18+5 1942
Creatinine (mg/dL) 0324003 030+£004 030+008 0314005 0324004 03¢ =003
Na (mmel/L) M3I+1 M2+2 141+1 14l +1 1421 142+ 0
K {mmol/L) 48103 49+04 48404 48+02 43402 43+03
Cl{mmol/L) 110=+1 108+2 109+1 10842 111 110:£1
Ca(mg/dL} 9.9+02 10206 10.0 £ 0.3 10.3£0.3 9.7 402 09+02
P(mg/dL) 7.5 =06 76+15 81x06 82+10 54+0.8 5705

Values are expressed as Mean = 5.D.
Significant difference from control 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/kg) Week 2 of recovery{mg/kg)
Item
0 250 500 1000 0 1000
Male R
Number of animals 17 12 12 17 5 5
Volume (mL/24 hr) 206 +6.3 183134 174 %51 20,7 £ 3.7 134+74 10.8+4.3
Osmolality (mQOsm/kg) 1923368  2090+153 21063241 2035 + 230 1854 £ 644 1877 £ 358
Water intake (mlL/24 hr) Bl £ 14 44 =7 45+8 49+8 48118 52+%9
pH 6.5 1 0 ¢} 0 0 0
70 0 0 0 0 i) 0
7.5 . 5 0 0 0 1 2
8.0 10 0 4] 0 1 2
8.5 1 12 7 g 3 1
9.0 0 5 3 0 0
Protein - 3 1 0 0 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+ ] 1 1 2 3 1
Glucose - 17 12 12 17 5 5
Cecult blood - i3 10 11 16 4 4
-/+ i 1 0 0 0 1
1+ 1 1 0 1 1 0
2+ 1 0 1 0 0 0
Bilirubin - 17 12 12 17 5 5
Urobilinogen -/+ 17 12 12 17 4 ) 5
: 1+ 0 0 0 0 1 ¢
Color Yellow 17 12 12 17 5 5
RBC - 13 g 12 17 5 5
-/+ 3 3 0 0 0 0
1+ 0 0 0 ] 0
WBC - 17 12 12 17 5 5
SEC -/+ 17 12 12 217 5 5
SREC - 16 12 12 15 5 5
—/+ 1 0 0 2 0 0
Cast - 17 12 ? 12 17 5 5
PS - 3 0 0 0 o 1
-/+ 6 7 6 12 3 3
1+ 7 5 6 3 2 1
2+ 1 0 0 2 ¢ 0
CO - 17 12 12 17 5 5

Values of volume, specific gravity and water intake are expressed as Mean =+ 5.D., other values are expressed as No. of animals
SEC:Squamous cell epithelium, SREC: Small round epithelial cell, PS:Phosphate salts, CO:Calcium oxalate
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Tabled Absolute and relative organ weights 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 administration (mg/kg) 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 + 33 487 £ 20 468 + 32 517+35 499+ 33 516+ 45
Brainig) 214+013 205000  200:004 210004 2164010 209011
Thyroids (mg) 249442 225+4.1 249414 205+ 5.2 245453 26735
Thymus (mg) 370458 302+ 49 341 +49 391 £79 319+ 128 406114
Heart (g) 142+0105  138+010 137+008 141+000 1474016 142x015
Liver(g) 1262150 13.01+£1.06 12204105 1438+ 104 12.284-1.19  13.11+1.61
Spleen(g) 0.80£013 075+012 075010 082009 085+014 085:+0.15
Kidneys(g) 350+048 331£021 318016  3.60+0.34 325+026 3201018
Adrenals (mg) 67413 6446 64 +13 748 6315 689
Number of animals 12 12 12 12 5 5
Body weight (g) 494 + 28 485 + 32 488 + 39 502 + 29 499 + 33 516 £ 45
Testes(g) . 337026 333038 3364030 325+0.28 3444028 330045
Epididymis {mg)} 12464112 12314105 1246+ 134 1250499 1351 £118 1395+ 103
Relative organ weight
Number of animals 5 5 5 5 5 5
Brain (%) 043002 042£003 045003 041£0.03 044 +003  041£0.03
Thyroids (%) 49+07 45108 53404 5709 49408 52+05
Thymus (%) 7412 62+11 7316 7511 63 £21 78+19
Heart{%) 0284001 028%£002 029002 027002 0204003 028002
Liver (%) 251+023 267+£012 2604015 278018 246018 253016
Spleen (%) 016008 015+£002 0162003 016£002 017003  016%0.02
Kidneys (%) 065008 0DB8+£003 068005 070004 0651006  0.64 004
Adrenals (%) . 13+2 13+1 14+3 1442 13+1 13+2
Number of animals 12 12 12 12 5 5
Testes (%) 0A3E006  0AI007 069006 0656007 069+005 0651013
Epididymis (%) 253 4 28 254 +20 25733 250=25 271+ 15 272437
Day 4 of lactation (mg/kg) Day 14 of recovery (mg/kg)
ftem 0 250 56O 1000 0 1000
Female
Number of animals 5 5 5 5 5 5
Body weight(g) 209116 305+ 11 306 £ 17 317+10 281 22 204+ 8
Absolute organ weight
Brain (g} 193008 104004 191005 196006 1954005  201+£0.05
Thyroids (mg} 209+18 186+15  224+6.1 20.0£2.1 159418 204 +3.1*
Thymus (mg} 301 &= 74 26272 262 =56 333 + 103 329+ 51 36050
Heart (z) 0991005 097000 101005  106%0.12 005007 095007
Liver{g) 970+1.09 1025+1.06 1006073 10.72+058 795+049 775042
Spleen (g} 060005 (82013 0732007 065003 053000 048==0.09
Kidneys(g) 200+012 218004  2332021* 2.36=032* 200+020 209010
Adrenals (mg) 877 89410 99 £ 10 0115 76+11 HET
Relative organ weight
Brain{%) 06541002 0642003 062003 062002 070+006 069004
Thyroids (%) 704203 6406 7.3+ L7 63+0.8 5.7 +04 6.9=1.2
Thymus (%) 100+ 22 8+ 25 8617 105 = 33 117+ 15 122+15
Heart (%) 033+£001 0322004 0332001 033£003 0.34+002 0322002
Liver (%) 323+020 336+020 330028 333+0.16 283+£017 2642015
Spleen{%) 020+£001 020005 023£001* 021£001 0194003  0.16+0.03
Kidneys(%) 067004 0724002 076008 0742008 0.74+006 071009
Adrenals (%) 2042 2044 3343 32+4 2743 262

Values are expressed as Mean £ S.D,
Significant difference from control group; *p<0.0%
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Table 5 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 administration (mg/kg) Day 14 of recovery (mg/kg)
Ttem .0 250 500 1000 0 1000
P 1 2 1 2 1 2 1 2 1 2 1 2
"Male
Nurnber of animals necropsied 5 5 5 5 5 ]
Epididymis () (o) (0) {5) (o @
Cell debris/ duet 0 0 0 - - - - 1 0 - - - -
Femurrmarrow (5) {0 0)] {5 (o) ()]
Fibrosis/ marrow . ¢C 0 0 - - - - 0 0 - - - -
Heart (8 (0) {0) (3} () W)
Myocarditis/ focal 0 2 0 - - - - 0 0 - - - -
Kidney (5) (0 {0) (5) (1)) (0
Basophilia/ tubular -~ 0 3 0 - - - - 1 0 - - - -
Eosinophilic body/ tubular cell 0 0 1 - - - - 2 0 - - - -
Liver (3) (0 (0) (5) (0) )]
Vacuolation/ hepatocyte/ periportat 0 3 o - - - - 4 1 - - - -
Hematopoiesis/ extramedullary 0 0 0 - - - - 0 0 ~ - - -
Microgranuloma ¢ 4 0 - - - - 3 0 - - - -
Lung (bronchus) )] () (0) (5) 0y (0
Accumulation/ foarm: cell 0 1 0 - - - - 0 0 - - - -
Pitnitary (5 {0} {0) (3 ()] [ ()]
Pseudocyst/ intermediate 1 0 0 - - - - 0 0 - - - -
Spleen (5} (0] ()] (5} o (0)
Hematopoiesis/ extramedullary 0 3 0 - - - - 4 1 - - - -
Stomach (5) ® (8) - {5) (8 (5)
Cell infiltration 0 0 0 0 0 0 o 2 1 0 0 0 0
Erosion/ glandular stomach 60 0 0 0 0 0 0 2 1 0 0 0 0
Increased number/ globule leukocyte 0 0 1 0 0. 2 0 2 2 0 0 3 0
Thickening/ mucosa/ glandularstomach 0 0 0 0 0 0 ¢ 2 1 0 0 0 0
Thickening/ limiting ridge ¢ 1 0 0 0 2 0 0 5 0 0 5 0
Sternum-+marrow (5) {0 (0 (5) 0 ()]
Fibrosis/ marrow 0 0 0 - - - - 0 0 - - - -
Testis (5} (0] {0)] (5) {0) ()]
Atrophy/ seminiferous tubular 0 0 © - - - - v} 1 - - - -
Urinary bladder (5) (o {0) (5) (8] (
Hyperplasia/ mucosal 0 0 9 - - -~ - Q 0 - - - -

1:Slight 2:Mild P:Present (used when grading of severity was not done)
Numbets in patenthesis indicate No. of animals examined microscopically at this site.
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Table 5 (Continuzed)

Day 4 of lactation (mg/kg)

Day 14 of recovery{mg/kg)

ftem 0 250 500
P 1 2 1 2 1 2 1 2 1 2 1 2
Female ) '

Number of animals necropsied 5 5 5

Femur+marrow {5) ()] ) (5) () {0)
Fibrosis/ marrow 0 1 0 - - - - 1 0 - - - -

Heart, (5) (0) )] (5) (0) (0)
Myocarditis/ focal 0o 0 0 - - - - 0 0 - - - -

Kidney {5) {0) )] (5) {® (1)]
Basophilia/ tubular 0O 0 0 - - - - o - - - -
Eosinophilic bedy/ tubular cell 0 o 0 - - - - Q ~ - - -

Liver (5 (o) o (5 (0 )
Vacuolation/ hepatocyte/ periportal g0 2 0 - - - - 3 0 - - - -
Hematopoiesis/ extramedullary .0 4 - - - - 3 0 - - - -
Microgranuloma 0 4 0 - - - - 3 0 - - - -

Lung (bronchus) (5) (0 () (5) (1) ()
Accumtlation/ foam cell 6 1 0 - - - ~ 1 0 - - - -

Pituitary (5) (0) ( (5) (0 {0}
Pseudocyst/ intermediate 0 0 0 - - - - 0 [ - - - -

Spleen (5) (0) (0 {5} (0) (0)
Hematopoiesis/ extramedullary 0 1 4 - - - - 0 5 - - - -

Stomach (5) (8) (5) (8) (5) (5)
Cell infiltration 0 0 0O 0 0 0 0 0 0 0 0 0 0
Erosion/ glanduiar stomach 0 0 ¢ 2 0 2 0 1 0 1 0 0 0
Increased number/ globule leukocyte ¢ 0 0 0 0 0 0 1 0 0 0 1 0
Thickening/ mucosa/ glandularstomach 0 0 0 0 [t} ] 0 &} 0 0 ¥} ¥} 0
Thickening/ limiting ridge c 0 0 0 0 0 ] 0 0 0 0 0 0

Sternum+marrow (5) (0) (0) (5} (0) G)]
Fibrosis/ marrow 0 1 0 - - - - 0 0 - - - -

Urinary bladder (5) (0) (1)) (5} (0 )]
Hyperplasia/ mucosal 0 0 0 - - - - 1 0 - - - -

1:Slight 2:Mild P:Present(used when grading of severity was not done)
Numbers in parenthesis indicate No, of animals examined microscopically at this site.
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Table 6 Fertility and pregnancy 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 (meg/kg)

Item

0 250 500 1000
Number of pairs examined 12 12 12 12
Estrous cycle 41+£03 43+04 41+01 41+03
Irregular estrous cycle 0/12 0/12 0/12 0/12
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 100.0 1000 100.0
Days until copulation . 2717 26+12 2409 28+1.1

a)Copulation index (%)= (Number of copulated animals/number of mated animals} X100
b) Fertility index (%) =(Number of pregnant animais/number of copulated fermnales) <100
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)

Item

0 250 500 1000
Number of {females examined 12 12 12 12
Number of females with liveborn 12 .12 12 12
Gestation index (%) 100.0 100.0 100.0 1000
Gestation period 22004 223+03 22103 | 222304
Number of corporz lutea 173+15 16.7 £ 2.1 174+15 168+22
Number of implantations 160+15 15722 16,6 £1.9 161+18
Implantation index (%)" 92.9 54 94.0+51 95.1+5.1 96.4 +: 5.9
Delivery index (%) ¢ 100.0 100.0 1000 100.0
Number of livehorn ’ 153+1.3 14.3+30 148+29 15217
Number of stillhorn (%)* - 15:+38 0619 10+24 11+27
Number of live pups on day 0 153*+1.3 143+3.0 148+£29 152+ 1.7
Number of pups with external abnormalities (%) 0.0+ 0.0 0.0£00 0.0+0.0 05+1.7
Live birth index (%)° 08.5+ 3.8 994+ 1.9 99.0+ 2.4 989 £ 2.7
Sex ratio” 0.58 0.54 0.44* . 0.55
Number of live pups on day 4 149412 138+ 26 14.5+26 148+ 16
Viability index on day 4 (%)% 97.9+3.1 970+ 4.8 98.1+£29 98.0+53
Body weight of pups (g)
on day O male 64405 6.9 £ 0.5% 6.70.5 67404
ferrale 82+04 85+05 53 x04 63+ 04
on day 4 male 9.8+0.38 109+15 101+1.2 10.1 £ 1.0
female 9.5+ 1.0 102 14 97412 95+ 1.2

a) Gestation index (%)={Number of females with livehorn/numher of pregnant females) X100

b) Implantation index {%)=(Number of implantations /number of corpora lutea) X100

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

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

e) Number of pups with external abnormalities (%) =(Number of liveborn pups with external abnormalities/number of liveborn pups) X100
£} Live birth index (%) = (Number of liveborn pups/nurmber of stillborn and liveborn pups) X100

) Sex ratio=Numiber of males/number of livebarn pups

h} Viability index (%)= (Nurmher of live pups on day 4/number of liveborn pups on day 01100

Values are expressed as Mean = S.D.

Significant difference from control group; *p<0.05
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Reverse Mutation Test of 2-Amino-2-ethyl-1,3-propanediol in Bacteria

2-F X/ -2-TFN-13-FO9NRN Ut - VORES
ERFEBOEELRHTAIALD, A X3IF7AH
Salmonella typhimurium (BT, S.typhimurium & B
3 )TA100, TA98, TA1535, TAIS3TRUFABE
Escherichia coli{ZEATF, E.coli & B&4)WP2 uvrd @ 5T #
FRWTERBREESRABR T ERL 72,

AELRERESBRE URABRT EEL, FEABEE
TR B URBEEEREETOLEGT, T4 rFan
— 3 VETERLY. HERYEOBEICIIENXE
HAwi-. B, #BHoLBEAEIEERERET
0.305 ~ 5000 pg/plate DEEFTIHE, FAETI56~
5000 pg/plate DHEFTEHE R RE L 7.

BEREABICIBVT, ARoOERICHEDL LT, A
FRERFET TREHRELSN0 g/plate THABRD
OIS b, A, RABRCHVT L, Hi
OFEFICH D 6T, AHEEIERFET T2500 pg/
plate EA b O3 Bk BB R C B B LY O HATERO
bivzz., 7B, FREERLRFETIIBWTILRER
ERBEUARREL LI, HROEFECHELLT, &%
S E AN TERR S oEIIEO b hi o
Pz, F 7o, ERRICH L COBEEIEITBRERERRE D
FHRBEOSHEWELERI BV, HROBEERIYL
FERCOFECELLTY, BHohido72. —F,
AT & g L2l E o BTN L ERER
I —HOBMARER SRB R UAHBO WY
BB CBWT, EHkOEERREEEboFE
Mhsd, Bobhhgdoi.

DEDRFRLY, FEBEHETIZBVWT2-TI /-2
LFN-1,3-F 0O V= WTHE I L THEHBLER
FHRETRS V(R LHELR.

Tk

1. HEEEH

RERHMRE LT AF Y Y ERED S, typhimurium
{TA100, TA98, TA1535, TAIG3T)HFich 7+ 7
7 Y EREDE, coli WP2 uvrADSTREE %8I L7,

CRLOEHRIIVTRD 1997410 5 9B K EEH
mE RSN - EEAEEIOSAF LA, REBEE
E-80CREDEREBE I —FTRELLLOEREw
fo. FEMRIE, T3 EBRERE, BABRUV)IREHE,
BER(rfa) RUTT ¥y YitEEFpEKMI01 (75 X

IF)DOFEICOVTHR, SUIEREATHE L
THEE L /2.

BEICELC, EELAERE A MY T
ANo.2(UNIPATH LTD.) % AN 464 E=H 77 A2
—EBETERL, 3TCTHSHEREREL- DR
MEBEERE L &b, % 5EE 2B T660 nm®
MR EWIE L, REREROMEEER L.

2, HEHORR
1) BTN I—ABERFREH (L — )
RATINO— AERFEFRERIEA ) ¥ VEERTE
PHEAL, RECHW, K7L — MEKE, Vogel-
Bonner @AM E 2 & 4R ETE (FFIEE 10,02 %
v 7 AT ATKE, 02 %7 T CBELAIE, 1% V¥
BEZH ) AMEKIE, 0192 %) VEE—T Y EZ VA,
0.06 %AREMEF P U A2 % AN a— A (FIYEHSET
E)VRULS YOEX(FHERTE) #M2, Z£90 mm
DEEY v — VEA D0 mL2HELTEDZEOTS
5.

2) TE/BEMKERER(Ly TP H-)

0.6 w/v%EFXRHE (Difco) BTF06 w/vHbiBkF U
A (GRS TE) OMBORERTHBEL, T, S
typhimurium B 1243 0.5 mmol/L D- ¥ F 7 > (Fiainse
T2) K005 mmol/L L- B AF I (fimzET )k
B, E colifi2i305mmol/LL- b TR T 7 v (FH
FAFAZ)KEHEV/IOFEEMA, by TTH—&L
7.

3. 52 mix )
pENFLY M BV R N R A i i ¥ SV 1)
#¢5 L7 Sprague-Dawley M T v MCEBEAES L1
B A DB S h - SOB I HREF A Ly F VB
BIEFLEAL, SOmixzfHE L.

4. #WEHhE

2-F 3 -2-2FN-13-FunyiiF—(ov + &
5 HDEOL, EiEn . R bfI®, Fm)id#MEsd
witt, FEEERORMOEAT, SIEETICREL .

5. EREOIRH

EEE, ERAK(EFRERS, REEETH THY
72, BEBWE LB CHER L TERG0.0 mg/mL) &
B, ROTIEREE TR L T&BEOBE 2z
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