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Abstract —The recombinant human epidermal growth factor(DWP 401) was investigated on the
pharmacological actions. DWP 401 had no effects on the hexobarbital-induced sleeping time,
locomotor activity. rotarod test, body temperature, analgesic action and anticonvulsant action in
mice. It also had no influences on the isolated tracheal muscle and ileum of guinea-pig, isolated
uterus and fundus strip of rats. Slight hypotensive action with effect on respiration was revealed at
a dose of 8 g/kg i.v. of DWP 401 in rabbits. DWP 401 exhibited a weak inhibitory action of glucose tol-
erance in normal rats, significantly lowered the blood glucose contents in adrenalectomized rats at
a concentration of 160 g/kg, and produced a significant inhibitory effect on leucocyte migration in
CMC-pouch of rats at a concentration of 32 g/rat. Furthermore, DWP 401 showed a significant de-
crease on gastric juice volume and acidity. However, DWP 401 had no intestinal propulsion rate

and influence on urine excretion.
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Table I — Effect of DWP 401 on several pharmacological profiles

Dose
Activity Method Drug (mg/kg. sc) Response”’
1. CNS activity (1) Hexobarbital-Na DWP 401 0.08 -
sieeping time test 0.16 -
Chlorpromazine 2 +
(2) Rotarod test DWP 401 0.08 -
0.16 -
Chlorpromazine 2
(3) Rectal temperature DWP 401 0.08 -
0.16 -
Caffeine 10
2. Hypothermic (1)Rectal temperature DWP 401 0.08 -
0.16 -
Aminopyrine 70 +
3. Analgesic (1) Writhing test DWP 401 0.08 -
0.16 -
Aminopyrine 70
4. Antiepileptic (1) Strychnine mortality test DWP 401 0.08 -
0.16 -
Diallylbarbiturate 60
(2) Pentylenetetrazole DWP 401 0.08 -
induced convulsion test 0.16 -
Diallylbarbiturate 40
5. Diuretic (1) Urine excretion test DWP 401 0.08 -
0.16 -

A

The significant difference at a level of p<0.05 is represented as positive result.
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Fig. 1 — Effect of DWP 401 blood and respiration in rabbit.
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AZF|9| intestinal propulsion0{|2] Y&} Table I1— Effect of DWP 401 on intestinal propulsion
2 ZAahi= Table [Tl $A1319 0 24 80 ug/kg 5 1 mice
AT A= 8.3%, 160 ug'kg Sl 16.7%<) Dose  No. of Proulsion Increase
. . ol mreo 511 6.0l % (mg/kg ) animals (%) (%)
intestinal propulsion®} 57+H&S WER] O 72 F Saline N 5 448442 _
Q1 Afol&= otk DWP 401  0.08 6 48.5+4.3 8.3
0.16 6 52.3+5.2 16.7
1 of= All data represent the mean =+ S.E.M.
[=][e] = S
SIAUEHI0) OIX|= S Signiﬁcantly different from the saline group
Zol| o3 4X13F Bk HFE gelol et A  p(0.01)
J J __l ase
W-—- m
Oxy DWP 4l DWP 40l DWP @} Oxy
510" U/ml 8107 vg/ml 16:10°° 16.10"  6<10” 6410‘

Fig. 2 — Effect of DWP 401 on estrogenized rat uterus.

A A I B

5-HT DWP 401 DWP ’Ol DWP 40! Ach
5"10' Um0 gm0 bg/ind 160" 164107 10" 5-10‘ mo‘

Fig. 3— Effect of DWP 401 on the rat fundus.

—J W '——'—“ —-J
His DWP 401 DWP 401 DWP 401 1
110" g/ml 810" yg/m lex10" 16+10" x-.xo* 1.10 ¢

Fig. 4 — Effect of DWP 401 on the guinea—pig ileum.

His DWP 4«1 pwp
t v o1 DWP 41 W
610™ g/mi 810" ug/m 16:10? 1610 5-1:7' g‘l'o‘

Fig. 5§ —Effect of DWP 401 on the guinea-pig trachea.

Table II1 — Effect of DWP 401 on the gastric secretion during 4 hrs in pylorus-ligated rats

Dose Volume Acidity Total acid output
Treatment (mg/kg, sc) (ml) (Eq/ml) w(Eg/4 hrs)
Saline - 44106 177.9+10.3 802.9+139.4
DWP 401 0.05 1.8+0.3" 101.7£12.8*" 193.6+ 49.7*

0.15 1.5+0.4" 97.9+11.5* 167.0x= 51.2*
Cimetidine 50 2.3+0.3* 118.1+14.9* 278.6+ 53.8*

All data represent the mean=S.E. M.
Significantly different from the saline group (* @ p{0.01. ** @ p<0.001)

J. Pharm. Soc. Korea
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Table IV — Effect of DWP 401 on leucocyte migration in CMC-pouch of rats

Leucocyte emigration

Treatment Dose No. of Exucdate " Total
(mg/rat, sc) animals vol. (m] : 3 Inhibition otal no.
& ) No./mm (%) (1x10)
Saline - 8 48+0.2 37930.842513.8 - 18.2+1.6
DWP 401 0.016 8 52+0.3 36722.0+£2512.8 3.2 19.3+1.7
0.032 8 55+0.2 31320.0£1165.1* 174 17.3%+1.1
Aspirin 30 8 5.0+0.2 23969.8+2713.1** 36.8 11.9+1.1*
Aii data. represent the mean + S.1&.M.
Significantly different from the saline group (*: p{0.05. **: p<0.01)
Table V— Effect of DWP 401 on blood glucose level of adrenalectomized rats
Dose No. of Serum glucose (mg/dl, M =+ SE))
Treatment (s)  animals 20 40 60 120 240 min
Saline - 6 104.5+2.2 105.3+ 3.7 1145+ 7.1  104.5+35 114.9+5.8
DWP 401 160 pg/kg 6 85.4+1.7**  89.3x11.1 72.7+12.1*  65.1+9.8* 100.31+6.7
Insulin 2.51U/ke 6 69.745.4% 742+ 53™  14.1% 49  69.4x3.6*  91.2+4.4™

Adrenalectomy was performed by lumbodorsal approach under ether anesthesia. After operation, the rats
received 0.9% NaCl as drinking fluid for days. The glucose levels were measured on the 5th day.
Significantly different from the saline group (* : p<0.05, **: p<0.01)

Table VI— Effect of DWP 401 on glucose tolerance in fasted rats

. Dose No. of Serum glucose (mg/di. M + S.E)

reatment (sc) animals 30 60 120 180 min
Saline - 6 116.6t1.9 120.6+2.9 87.5+3.5 117.5+26
DWP 401 160 ng/kg 6 109.4+3.1 117.9+3.5 86.8+4.8 106.9+3.3*
Insulin 51U/kg 6 33.9%+2.0" 46.1+2.6™ 45.3+2.6*" 76.2+2.4**
Significantly different from the saline group (*: p{0.05. **: p<0.01)

e AA sk g B A4 50 D 150 pg/kg] Fo4]
saline Fol T3} v sl &uf )ofe] Hujs 9 A e
7t FAAUA AN 4A7F Te] AR H|HE
A A=A, g ReEQ cimetidine
50 mg/kg FATA AT flAR0F 9 RS FolA
oR NaNAOH I AEE

NAE mmiE WL 7 2.4 x 107024 36.8%<
o4 2AdE A S-S YERAT

RAINE BFo| S 0lx|= &

ol fA Tzt FAIHE EF e d)el v)A= &3
B A4 150 pg/kg® F g Z%3 47E Table Vol EASHATEH T &
oAAldrte @xs] o AAA-ES vehiAal 50 g2 2F 100 mg/dl o] ¢e) FeolRlal. insulin 2.5

ng/kge] FOINMTHE SkITh 2 221E Table 1 [U/kg T18FARROI A & o T0 mg/d] Aol S E2A
o skt Yol Hslel felgels AsE Vel 2A

160 pg/kg FATANME o) d3le AskE et
WET 75 200 CHst I8

B Aubi= Table [Voll A3 ufet el & A 16 BT e AN
ug/ratE +Ye Aol salinevrs FYIIRE 3ol ¥ 500 mg/kg

S BATAEte e
2SS "ol insulin® &£ A2} AARIA1Y
8- Table VIoll #4161t} &, insulin 5 [U/kg 9

o] W3 o vlwsle] xpolE e & ATt 1
Ay 32 pg/rats FUPE W= mm'e WA 5oF

17479 FI49 AA&E et dEA )
W St fol S Q4 E Wk ol 2 Bolx Y

=3 ?‘Hﬂ,. ) zokE-¢) aspirin 30 mg/rats T3
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in vivo A8-E 8IS Wl FFAA AN E A =
£o] gli= Aoz Yepth & 44 803 160 ng/kge
Aol 9aALE S Wl hexobarbital i - Al
o) Aoy} o] giglon] e o] HA Fole
AH AN A9} rotarod A@A o <dsko] g%, A
FHo) 25 =AML 5] FA%E HEE
WA ¢ YA B A2l o] §ldaL, AAF
Ale] AT writhing 339 94 e dAE o
EhR] opsilon® MFAE-S AT = Uk
Strychnine®lt} pentylenetetrazole® §-2A171 A&
% AAElR] opalgitt. of AAe] &gyl et A
Holl QA A FEo A A8-& LERR] o5l
o} -4 estrogen* A Apgctol| A9 ol o)k =&
&o| ZA 16%10° ug/kgdl A7} o} G o}
ElNA] ofuslaiar, = 8139 fundus HH, guinea-
pig 317 H 7] whste] oFFd 282 vk of
Y3sl¥ar, acetylcholine, 5-hydroxytryptamine %
histamineo] tigte] d&2H8o] PSS & & UUTH
B# 9] intestinal propulsion A&l EGFe Fo
&F°] propulsion®] 71 A#& HeERRI o} o4
UE F7HE oLk o] HAl 50 pg/kgs HE A%
370l FHapFAprlell HlAEHF E ARH)FS cime-
tidine Bt} 10008 o]} gt AalzHgo] 9138 &
& AAtk. Gregory™ EGF 10 pg/kge Ao A}
Alof] $JolEn] 2 of sty B 13k vl Qi) EGFE &
719] A& 0.1 pg/mly EL2 EiA9
Na'A&+5 50% ol’¢ dAgctn soia™ EGFE

Fo] Aol FARAol = PAIARI Na™ 9 K9] wjido]

Z7HH o] olmAgo] glrkm sfg oy’ B Ay =78}
N E ol aHgol} Na” ? K9] widErHe vehy
A o3t #F el FAE AEd A HAsE
o] J¥ow 3 AxdanE viAS el 2
AA T2 F7shAe-g vehd AR o] Ay
insulin ¢ #H&9] shtz Azt olejg AR A4
2RO Ao NE vehdn} P 8 o] HAE W
5ol Astaw) o] AAHACT

olie) A¥AME Hol DWP 4012 160 ng/kge
o] Hat &llX FE F3% A et
it 2hgo] A 1A EA) opstaii, 11F 2 43
Axhgo] glom, 7)ol HFUFAA] Axpde] At
stapgo] Ao, HE e Aol gl
©1, acetylcholine, histamine @ 5-hydroxytry-
ptamine®] 434812 gATE vk, 1 Fuje) 7}
2o W 534 Ao AL, o|=FE2 AR

T A2, insulin F2HE-FE Wgsol AAHUTT.
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