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Abstract - This study was conducted to investigate for its effects on reproductive and developmental tox-
icity of recombinant human epidermal growth factor (thEGF) in Sprague-Dawley rats. Male rats were
administered rhEGF at doses of 1, 10, 100, and 1000 pg/kg/day, respectively, by subcutaneous injection
from 63 days before and throughout to mating period until the day before sacrifice. Female rats were admin-
istered rhEGF at the same doses from 14 days before mating to day 20 of gestation or to day 21 of lactation.
We examined the male and female fertility indices and maternal toxicity of FO parental animals. Also, we
examined the external, visceral, or skeletal malformation of fetuses, growth and development, behavior,
and/or reproductive performance of F1 animals. At the highest dose (1,000 ug/kg), the mean body weights
of FO animals were significantly increased in males and females at 3 or 2 weeks after treatment, respec-
tively. No clinical signs and food intakes were observed at any time during the experimental period by
thEGF treatment. In autopsy examination, the relative and absolute liver weights significantly increased
in both sexes of 1,000 pg/kg. At the highest dose (1,000 pg/kg), there was a statistically significant increase
of pregnancy period and the number of dead fetuses. Moreover, significant increase of mean fetal body
weight and decrease of number of live fetuses, which related to the difficult dilivery were observed in high-
est dose group. In F1 examination, no adverse effects on external, visceral, and skeletal malformation,
physical and functional development, behavior, or reproductive ability of F1 animals were observed in any
group. Also, there was no significant difference between control and treated groups in copulation or fertility
indices of F1 animals. These results indicate that rhEGF had no adverse effect on fertility and reproductive
ability of Sprague-Dawley rats.
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Fig. 1 - Body weight changes of FO males treated with
DWP401 for 63 days before mating.

—@— Control
-0 tuglkg/day A
—~¥— 1lug/kg/day
0] 9 100usikgiday
—i— 1000ug/kg/day

450 4

400

Body weight (gram)
g

300

250 4 ¥

200 . . . . . -
0 4 7 10 14 17 20

450 -

*Statistically different from control group (p<0.05)

Fig. 2 -~ Body weight changes of FO dams treated with
DWP401 during premating (A), gestational (B)
and lactational (C) period.
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Fig. 3 — Body weight changes of F1 males (A) and females
(B) obtained from dams treated with DWP401
from premating to weaning.
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Table I- Effect of DWP401 on the fertility of FQ rats

Male Female

Dose Copulati Fertility Copulati P
da opulation ertili opulation regnancy
“ghg/day)  No.of mated  DRTGN  gex oy  No-of mated RN )
20 19/20 (95) 16/19 (84) 20 20/20 (100) 17/20 (85)
1 23 23/23 (100) 21/23 (91) 23 23/23 (100) 21/23 (91)
10 24 24/24 (100) 21/24 (88) 24 24/24 (100) 21/24 (88)
100 25 24/25 (96) 22/24 (92) 25 24/25 (96) 22/24 (92)
1000 25 25/25 (100) 20/25 (80) 25 25/25 (100) 20/25 (80)
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Table II - Reproductive performance of caesarean-sectioned dams (FO) treated with DWP401 during premating to

gestational period

Dose No. of No. of Resorption No. of Weight (g) of
(ugkg/ No. of corpora implanta- live M/F Gravid

day)  9MS Tjer  fions Early Late Total feppees  TAHO uterys  Male  Female Placenta
209 159 15.6 887 359 357 060
0 7 4353 230 2 0 2 yog 461079 L 175 4 539 + 0300 + 0599
219 169 163 938 377 375 052
o100 g3y 197 70 00 7 1996 SUPA08) 4 1596 + 0331 = 0.205 + 0.046
189 150 14.0 800 372 361 064
10 1 4353 +g949 10 1 11 4543 6787077 4 1760 & 0438 + 0354 + 0137
195 165 15.7 933 385 405 058
100 11 4393 +276 8 0 8 Ligs 700073 . gg7 1 0393 + 0914 + 0.079
199 171 . 169 9272 392 365 065
1000 7 yygs +gaq O 49" 4353 4662079 L3on 4 o763 + 0343 + 0.008

*Statistically different from control group (P<0.05)
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Table III - Reproductive performance of delivery dams (FO) treated with DWP401 during premating to lactating period

D Duration of Implantation . Deliv No. of -
(ug/k(:;s/gay) No of dams gestation Eraces No. of litter rate (e‘% stillborns MPF ratio
0 10 219 £ 0.32 163 142 148+ 215 90.8 2 80/98 (1.18)
1 11 21.8 = 0.60 16.0 =290 13.8 + 3.87 86.4 6 67/35 (0.79)
10 10 22.1 £0.32 156 £ 143 143 £ 3.09 91.7 1 69/75 (0.92)
100 11 21.9 *+ 0.30 165 £ 225 153 =253 92.3 4 86/32 (1.05)
1000 13 22.4 * 0.50* 14.5 = 470 11.1 £ 5.30* 76.2*% 28* 68/76 (0.89)

*Statistically different from control group (P<0.05)
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Table IV - External and visceral alterations of the fetus obtained from dams (F0) treated with DWP401 during premating

to gestational period

Dose (ug/kg/day) 0 1 10 100 1000
No. of dams 7 10 11 11 7
No. of examined fetuses 53 78 75 85 54
No. of abnormal fetuses 0 2 2 2 2
Hernia 0 1 0 0 0
Dwarf 0 0 1 1 1
Abnormal heart 0 1 0 0 0
Abberant artery 0 0 0 1 0
Thymus atrophy 0 0 1 0 0
Edema 0 0 0 0 1
Fused placenta 0 0 0 0 1
Dilatation of ureter 1 7 12 24* 8

*Statistically different from control group (P<0.05)

J. Pharm. Soc. Korea



Az QZPIAIE AR1IR) (thEGE DWP401) 197

ST T2E PAIsolde oJgt Aow F
A9
M Evlizte| ENX} 710l O|Xls ¥8k - 2157)
3 JA71Ee $23 29 Table IV 2t} 9
718 B 49} 1 ugkgFolTold #ched(hernia)
137 BEEReH 10 pgkg o Folrelx i
Bz 1998 2AEQlT, 1000 pgkg FoAwold
ZHAP) k) Sk 71874 29 1 g/
kgFol Tl Aol @abnormal heart) 17, 10 g/
kg FoTolX FA49S (thymus atrophy), A=t
(dwarf) 7+ 17}, 100 pgkg FolTolx daAlRlY
(abberant artery), Si&eiAl Zt 157} A OH,
1000 pghkg FoITolA elNbgEe] Jebgsd) ezt
15 AXEE, 19 4R ol 718 %
AFQL Felgel giglen AL FEolict. =
E4f(dilatation of ureter)2 THERTOIA 19, 1 ug/
kg FoAtelA 7, 10 pgkg FolTolM 124, 100
ng/kgFolTolA 2457, 1000 pgkg Foltolx &7}
AZE. o) FAAQ ool ik 1 gl
2 okEof 93t Aoz AlgHrh WHERN ZAAE
o] A7 @ 8AM 9] ZAl(urotherial hyperplasia)o] ¥
A7 ZFolN vehgtz, $3dEde] Qe 3%
9 Aex Wdle] AnEs APE G o ¢ds] &4

EA] ghol AHEAR QI Wsle FPdAr= By'®
oFE AXsh= At wEbA EAFoA] ekEo] ¥
ae T3 BRkE T3] AgHe] EiAke] ZAp]e]
w7 ) 5ol 28l eFsel BE E4) AH, 1Fk
2 FEE Qo] WdlE o1E gl 40| HA
9] 2% o tEA7IR gA WskE o1
& o] eeAtule] FAoF gt eREgo R APzt
g} 19

F2e] 713 4 I3YEE AT A= Table V
o} itk B2 4 FF, 8F, F3K of2Hol
(dumb-bell, butter fly, bipartite, asymmetry, hemi-
vertebrae)?} 3R o] FAET T vldt
wEz Jebdoh, £353F (rudimentacy)©] 19% A+
Aoy FFoIqirt. 7182 BEAER] At

7 ¥ i3 =X AVISH| D|Xle ¥E - A
& R8I 7+ A7]9 SAF oS Bt )
S ST F AU PTHE AES e
Table VIZ} 2t} P89 FAE Fol&3l we} 5
7¥ehe S B Hugd FoiTexs TAH
Q) felgdel ATk 7Ier A7 AR, B, F4,
A, 1A, mgke] A A71EES felde] |t

Ul 2080l BAE AEE] mAS F, &
73S N7 Setaol s AR A3 Soldh &

Table V —Axial skeletal alterations of fetuses obtained from dams (F0) treated with DWP401 during premating to

gestational period

Dose (ug/kg/day) 0 1 10 100 1000

No. of dams examined 10 11 11 7
No. of fetuses examined 55 73 76 81 52
No. of fetuses with anomaly/variation 46 55 65 64 50
Thoracic vertebrae

dumb-bell 39 82 93 86 66

butterfly 2 8 4 7 11

bipartite 25 27 46 33 45

asymmetry 1 2 2 4 1

hemivertebrae 1 7 2 0
Sternebrae

dumb-belt 2 4 0 2 1

hemisternebrae 7 8 11 1

asymmetry 4 9 9 11 8
Lumbar vertebrae

dumb-bell 0 2 1 0 1

dumb-bell/asymmetry 0 2 0 0

bipartite 0 0 1 0 2
Ribs

rudimentary 0 0 0 0 0
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Table VI - Relative organ weight of male rats (F0) treated with DWP401 during premating to mating period (Unit: %)
Dose L Heart  Sol L H Kidney Adrenal gland Testis
iver e een ung us
(ng/kg/day) P & R Rt Lt Rt Lt Rt

3.40 0.31 0.17 0.41 0.075 0.35 0.36 0.006 0.007 0.35 0.34

0 +0220 +£0.035 0022 £0.056 00213 * 0.037 *+ 0.031 £ 0.0019 = 0.0042 * 0.023 = 0.026
1 3.57 0.32 0.18 0.49 0.087 0.38 039 0006  0.006 0.35 0.34
T 0433 +0045 T 0021 *0.063* = 0.0179 + 0,041 * 0.039 = 0.0024 = 0.0021 = 0.050 T 0.045

10 3.39 0.33 0.19 0.45 0.088 0.36 036 0005  0.005 0.33 0.33
0369 *0.040 *0.096 = 0.058% = 0.0195 *0.035 + 0.039 & 0.0023 = 0.0023 =+ 0.046 = 0.028

100 3.67 0.33 0.18 041 0.075 0.36 036 0005  0.005 0.32 0.34
+ 0415 +0.030 +0018 *0.040 *0.0175 £0.034 =+ 0.030 = 0.0017 + 0.0014 = 0.025 = 0.063

1000 3.61 0.31 0.19 0.40 0.072 0.35 0.35 0.006  0.006 0.32 0.33

+0.364* = 0031 0019 £0035 +0.018 T 0.03 = 0.027 + 0.0016 = 0.0019 * 0.023 + 0.023
*Statistically different from control group (P<0.05)

Table VII - Relative organ weight of dams (F0) treated with DWP401 during premating to gestational period (Caesarean
section group) Unit: %)

Dose Li Heart  Sol L Th Kidney Adrenal gland Ovary
iver e een ung us
(g/kg/day) P & M Rt It R Lt Rt

3.96 0.25 0.25 0.40 0.06 0.25 0.24 0.01 0.01 0.02 0.02

0 +0.113 *0.034 0023 *0039 £0022 £0.018 0021 *0.003 * 0004 * 0006 * 0.005

1 3.7 0.25 0.21 0.44 0.07 0.23 0.23 0.01 0.01 0.02 0.02
+0.262 0024 *0.028 £0.134 £0.017 *0.021 *£0.021 *0.003 = 0.003 *0.006 + 0.006

10 3.90 0.25 0.24 0.41 0.08 0.25 0.25 0.01 0.01 0.02 0.02
+ 0317 0015 =0.046 *0.031 £0.026 *0.025 + 0022 0002 *0.002 *0.005 * 0.004

100 3.98 0.24 0.23 0.40 0.08 0.26 0.26 0.01 0.01 0.02 0.02
+0314 *+0.013 0020 £0.039 *0.045 *0.021 *0.021 & 0.004 *+0.003 = 0006 =+ 0.005

1000 3.99 0.23 0.23 0.42 0.07 0.24 0.23 0.01 0.01 0.02 0.03

+0163 *£0.019 £0.027 =0.126 £0.009 = 0020 £0.011 *+0.003 = 0003 *0.005 * 0.008

Table VIII - Relative organ weight of dams (F0) treated with DWP401 during premating to lactating period (Delivery

group) (Unit: %)
(ug]/)k(;jgay) Liver Heart Spleen Lung Thymus o Kidney Rt Iidrenal g.ar;:t

0 4.57 0.35 0.19 0.56 0.06 0.33 0.33 0.1 0.01
£ 0415 0042 F£0022 0141 =*0.038 003 £0022 0002 =*0.002
1 4.73 0.40 0.20 0.66 0.07 0.34 0.34 0.01 0.01
+0249 *£0.069* 003 F0223 0034 £0014 0018 0003 =L 0.006
10 428 0.35 0.20 0.53 0.07 0.34 0.35 0.01 0.01
+ 0.525 +£0.038 *0037 0079 +£0.033 * 0.052 * 0.035 +£0.004 £0.004
100 4.53 0.34 0.22 0.54 0.06 0.35 0.36 0.01 0.01
+0353 *0039 £0047 0103 T0034 £0039 0032 0004 *0.004
1000 481 0.34 0.20 0.53 0.10 0.33 0.33 0.01 0.01

+048 *£0058 *0.031 =£0.143 +009 £0028 0027 0004 £0.004
*Statistically different from control group (P<0.05)

dol BLHA sk, B ol UAFE T OlRF FIGKENE Agavn mAE $e
sk BAle] A7) % 2V, A%, 0%, 3%, % AT g s PRSI 4 Ui ofdg B
g, i gl R e AES 23 dix g ¥ FAE S FsEEs AES e 2
7 vl FAERL feldol USAtk(Table VID). P ] ughkeRol e AAEAZ AT 7 27
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Table IX — Physical development of F1 rats obtained from dams treated with DWP401 during premating to lactating period

(Unit: Nimber of pups)

Dose Ear detachment Incisor eruption Eye opening dTestis Vagina
escend- .

(ekg/day) M F Total M F Total M F Total ~ jpg  OPening
0 80/80  66/66 146/146 3939  40/40 7979 3839  40/40 7879 3939  37/40
(100) (100) (100) (100) (100) (100) 97 (100) 99) (100) (93)

1 64/66  74/83* 138/147* 43/43 4848  91/91 3842  42/43  69/85 41/41 40/41
CH) (89) 949 (100) (100) 100) (90) (98) (94) (100) (98)

10 64/69*  77/81 141/150*% 46/46  48/48  94/94  4T/AT  4T/AT  94/94 45/45 43/46
93) (95) 94) (100) (100) (100) (100) (100) (100) (100 (93)

100 65/65  60/60 125/125 32/32  32/32  64/64 31/32 32/32  63/64  32/32 30/32
(100) (100) (100) (100) (100) (100) 97 (100) (98) (100) 94)

1000 56/56  60/60 116/116 34/3¢  39/39  73/73  34/34  38/39  72/73 33/33 34/34
(100) (100) (100 (100) (100) (100) (100) 97 99 (100) (100)

( ): % of pups
*Statistically different from control group (P<0.05)

Table X - Reflex test of F1 rats obtained from dams treated with DWP401 during premating to lactating period

(Unit: Number of pups)

Dose (ug/kg/day) 0 1 10 100 1000
Below 5.0 sec/Over 5.0 sec
C . Maie 39/2 41/2 38/7 40/1 30/3
Surface righting reflex g1 40/6 38/6 40/6 40/6 34/3
Total 79/8 79/8 78/13 80/7 64/6
Below 15.0 sec/Over 15.0 sec
. . Male 39/0 43/0 38/0 36/2 3071
Negative geotaxis Female 40/0 42/0 40/0 36/1 3472
Total 79/0 85/0 78/0 72/3 64/3
Positive/Negative
Acoustic reflex Male 10/0 11/0 10/0 9/0 10/0
Female 10/0 11/0 10/0 9/0 10/0
Total 20/0 22/0 20/0 18/0 20/0
Positive/Negative
. Male 10/0 11/0 10/0 9/0 10/0
lris reflex Female 10/0 11/0 10/0 9/0 10/0
Total 20/0 22/0 20/0 18/0 20/0

& Wsrt #EER] Yt(Table VII).

EiXiel 41X Lo olRl 8k - AARSol At A
oz o/ BARE, ANY, BasH, A
Toll ek A8 s Axh= Table IX¥ 2.

oIZNNA A= TR, 100 pgkgeld Foldt
9 A7lE 100% &S BJAS 1 pgkg, 10
ugkgFolT M7= oF 94% oFAWRS-S HYQT o]
BAHCE foldo] gldrh AF 5UFNE 34
5 B AL BE NS Bt dAgE
A} dEls 2ETAA 100%S) FHES B ¢
AN A Ao WFoITolM 94% HIES BY

2ol
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Table XI - Effect of DWP401 on the locomotor activity of F1 rats obtained from dams treated with DWP401 during premating

to lactating period

Dose (ug/kg/day) 0 1 10 100 1000

No. of animals 10 11 10 9 10
. . 485471 4106.95 2805.36 5368.93 5054.71
Male ~ Distance traveled (nch)  , goo70c 400074 + 102038+ 192958+ 212675
Resting time (560 452.20 539.00 650.80 399,67 451.40
g + 215.82 ~ 264.72 + 21007 + 141.84 + 14359

No. of animals 10 11 10 9 10
. . 5553.57 450,14 4047.32 5707.12 435530
Female Distance traveled (nch) 4 ogegq  +o0p994  +217095  + 157182 = 208205
Resting time (56 400.90 468.64 537.90 755.67 480.10
g + 22110 + 17817 +19666 -+ 1260.98 + 189.14

Table XII — Water filled simlple t-maze test of F1 rats obtained from dams treated with DWP401 during premating to lactating

period (Unit: sec)
Dose (pg/kg/day) 0 1 10 100 1000

No. of rats 10 11 10 9 10
Richt 25.10 26.01 29.08 18.19 18.56
g + 30.130 + 14.835 * 17.026 + 9.906 + 11.439
Male Memo 21.75 28.06 17.19 23.08 21.53
y + 11.470 + 20.783 + 10.652 + 11.769 + 12.265
Reverse 20.85 26.45 1817 16.45 14.84
+ 11.538 + 12,574 + 13214 + 43531 + 10.823

No. of rats 10 11 10 9 10
Right 20.85 14.05 15.64 12.68 14.12
g + 16.821 + 8025 + 7505 + 4558 + 7.996
Female Memo 16.13 12.06 30.53 16.44 13.69
Ty + 8.190 + 3914 + 36.815 + 8269 + 6.261
Reverse 19.65 27.46 14.33 10.61 15.46
+10.135 + 15.290 + 9.139 + 3.604 + 15.492

- APLEEE AR F olFAE H FmzAES A
Alete] ZHAG7EA Y] T2AIZRE EHE] 7 &
G 2 Fekrel Qo] dixvd nlud o §9)
3t AJolE o)A YUrHTable XI, Table XIN). &
STIEAIFANN Hu g Ak WS A
fJetars BF oItk (Table XI). 45393k
AR, a8 9 A7AEE Fshs ARME S8
& Wl 7 Fokrel o} iy vind w foJst
Zlo)E HolA] okkrh(Table XIV, Table XV).
HliXo| MASH OlXlE Y& - 4%, THSZ
AL A= Table XVIF 2t} 12 2 23}o] #3
AT waleS 100%0]10.0H, WElE FREHA
£ T R FHsol v B YL <
A skt walzt EklE F1 e oAl 209
ol #7% A7 10 ugkeFold 1= 2 1000 pgkg

nx

(]

ind}

¢

Table XIII — Hot plate test of F1 rats obtained from dams
treated with DWP401 during premating to
lactating period (Unit: Number of pups)

Dose

(ug/kg/day) 1 10 100 1000
Male 100 110 100 9/0 10/0
Female 100 110 1000 90 9/1
Total 2000 2260 200 180 191

Dhelow 30 sec/over 30 sec

FoAT 1971 Hidaloz SRIEQT Al sAIE T
% F1 47522 1079 ol avARe o <
2ol o3t JARA, wlkg L YAl vlx|= FgF
< ARHA it 94l 20 Ehs1e] F1 24
2710l thal A2 7ALe} YRS AEsIgin). 2t
2710 sl AL d9 HugHRoT F1 &
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Table XIV — Passive avoidance test of F1 male rats obtained from dams treated with DWP401 during premating to lactating

period

Dose (ug/kg/day) 0 1 10 100 1000
No. of animals 8 11 10 9 10
Average (sec)
from start 1478 £3892 1377 + 4858 1383 £5955 1432 £ 5806 106.9 T 65.16
from light 3880 = 14.71 3701 = 1822 41.66 = 21.82 30.18 = 16.77 36.40 * 21.68
from sound 11.84 £ 6.56 10.83 £ 6.64 15.54 = 7.39 8.72 = 5.87 14.39 £ 6.78
from shock 4.82 = 446 2.53 £ 1.82 4.90 + 3.08 2.30 = 3.05 524 £ 271
No. of performance per ten trials
Pre-stimulation transfer 48 £ 24 3725 34*23 4726 20 %22
Avoidances 16+ 16 1.7 £1.2 1.0 £1.0 22124 09 £12
Escapes 16 =09 14 £ 0.8 2007 1.0 £ 09 1.7 *+1.1
No. transfers 14+ 24 2.8 =27 33*+32 18 £ 27 41 = 34
Late transfers 0.6 =09 04 0.7 0.2 £04 03 = 0.7 03 £ 05

Table XV - Passive avoidance test of F1 female rats obtained from dams treated with DWP401 during premating to
lactating period

Dose (ug/kg/day) 1 10 100 1000
No. of animals 11 10 9 9
Average (sec)
from start 128.6 *+ 57.87 140.8 £ 40.33 164.3 £ 45.32 156.3 £ 50.80 120.0 £ 57.59
from light 35.87 *+ 20.23 37.34 *+ 16.56 41.71 + 18.56 44,88 £ 23.12 31.63 = 12.26
from sound 1244 £ 819 11.31 £6.31 13.32 £ 7.69 15.26 = 8.11 12.51 £ 5.92
from shock 3.53 £ 3.22 3.22 £ 3.05 3.15 +2.28 359 +2.24 5.05 £ 3,51
No. of performance per ten trials
Pre-stimulation transfer 3521 39=*26 4126 36 24 33136
Avoidances 1112 1910 1.7t 14 16 £ 1.1 1.1+14
Escapes 16 £1.1 1.4 0.7 19t 1.1 20* 13 14 £ 0.7
No. transfers 3.0 26 26 24 1315 24124 3.7*38
Late transfers 08+12 02 =04 0.7 = 0.8 03 £05 04 05

Table XVI — Effect of DWP401 on the fertility of F1 rats obtained from dams treated with DWP401 during premating to
lactating period

D Male Female
ose
( day) Copulation index Fertility index No. of Copulation index Pregnant index
ug/kg/day. No. of mated %) %) mated %) %)
10 10/10 (100) 10/10 (100) 10 10/10 (100) 10/10 (100)
1 11 11/11 (100) 11/11 (100) 11 11/11 (100) 11/11 (100)
10 10 10/10 (100) 10/10 (100) 10 10/10 (100) 9/10 (90)
100 9 9/9 (100) 9/9 (100) 9 9/9 (100) 89 (89)
1000 10 10/10 (100) 10/10 (100) 10 10/10 (100) 10/10 (100)

A 159 95 S5 sl wgo] Qe Al
mass(3X2 cm*E) o]fjols Bolizo] BAEx|
WSkt F1 2522 AP/ A, e, 3
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Table XVII - Reproductive performance of F1 dams obtained from dams treated with DWP401 during premating to

lactating period

Dose  No of No. of cor- _No. of  Implanta- Resorption No. of live Preg- . Weight of
(ug/kg/dy) dams pora lutea 1m;t)i1§;1ta- txor(l%r )a te Eally Late Total fetus nanz;)‘ate M ratio “getng
09 Lyl ssae BT 18 phm %1 GG s
DR - A B L L R
09 LS Ll 0 0 2 W Lt 95 g o
W8 LR a0 MO 4 0 4 xisp %3 (g o
o0 8 LY ajie M0 8 0 6 sifg W4 U5 sgg

Table XVIII — Relative organ weight of F1 female rats obtained from dams treated with DWP401 during premating to

lactating period

Dose ) Kidney Adrenal gland Ovary
(ug/kg/day) Liver Heart Spleen Lung Thymus - T - I - >

0 3.54 0.25 0.19 0.42 0.09 0.24 0.24 0.01 0.01 0.02 0.02
+0319 +0.023 *0.030 0048 =0.036 = 0.030 *0.023 =0.002 *0.003 *0.005 = 0.005
1 3.47 0.27 0.18 0.44 0.08 0.23 0.23 0.01 0.01 0.02 0.02
+ 0282 +0.024 *0.030 £0034 =0023 +0.012 *0.015 *0002 £ 0.003 * 0.005 = 0.008
10 3.47 0.26 0.19 0.42 0.09 0.24 0.24 0.01 0.01 0.02 0.02
+ 0282 % 0.020 * 0056 = 0.045 *£0.036 *0.021 * 0029 £ 0.003 £ 0.003 * 0.007 = 0.006
00 3.37 0.24 0.17 0.40 0.09 0.23 0.23 0.01 0.01 0.02 0.02
+0.308 +0037 +0035 *0062 +£0.036 =0.022 *£0.019 *0.002 *0.004 *0.006 * 0.006
1000 3.58 0.26 0.18 0.42 0.08 0.23 0.23 0.23 0.01 0.02 0.02
+0.415 = 0.038 = 0.040 £ 0.051 *0.023 = 0.030 *=0.024 *0.024 £ 0.003 % 0.004 = 0.004

Table XIX - Relative organ weight of F1 male rats obtained from dams treated with DWP401 during premating to lactating

period
Dose . Kidney Adrenal gland Testis
Liver Heart Spleen  Lun; Thymus
(ugkg/day) P g oW Lt R Lt R Lt
0 3.36 0.35 0.17 0.46 0.08 0.31 0.30 0.004  0.005 0.34 0.34
+027 *0.034 £0.023 £0.106 = 0032+ 0035 *0.035 *0.0006=*0.0017 * 0.036 = 0.036
1 3.83 0.31 017 0.43 0.08 0.33 034 0.005 0.005 0.33 0.32
+0.19* #0039 *0.011 = 0.065 * 0.030 % 0.032 % 0.033* = 0.0020 = 0.0019 =+ 0.024 = 0.028
10 3.69 0.31 0.17 0.45 0.08 0.34 0.34 0.005 0.005 0.33 0.34
+0.351* = 0.040 * 0.012 = 0.073 = 0.021 = 0.033* * 0.026* = 0.0021 = 0.0022 + 0.029 = 0.025
100 3.48 0.30 0.16 0.48 0.08 0.33 0.32 0.01 0.01 0.34 0.34
+ 032 +0.034 *0.013 *0.113 £ 0.020% 0.029 *0.019 =+ 0.0015 £ 0.0017 * 0.032 T 0.021
1000 3.73 0.32 0.17 0.45 0.01 0.33 0.33 0.006 0.006 0.32 0.31
+0.29% +0040 £ 0.015 =+0.97 £0.050 = 0.028 *+ 0.027* £ 0.0025 + 0.0026 * 0.022 =* 0.018

*Statistically different from control group (P<0.05)

REYR) AZe R Frks AR novt of
Zzo) vis AL dolch F1 94 4258 54
Al 3% 7k A719) AdeiFAlE Table XVIIF} A
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A golate] WA kth 9lal 2084 F1=Z
AZ F7A50] oS st Aok dixtellA
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