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Abstract—The acute toxicity of recombinant human epidermal growth factor, DWP-401 was evaluated in ICR
mice of both sexes. Six groups of mice were administered orally or subcutaneously with 0, 0.125, 0.25, 0.5,
1 and 2 mg/kg of DWP-401. Abnormal clinical signs related to the compound were not observed, and no
deaths occurred. Gross findings of necropsy revealed no evidence of specific toxicity related to DWP-401.
LDs; values for both male and female mice were evaluated to be over 2 mg/kg, which is approximately 2,000

fold of presumed clinical dose.
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Fig. 1. The amino acid sequence of EGF with placement
of disulfide bonds.
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Table 1. Mortality and LDg values in mice administered orally or subcutaneously with DWP-401°

Oral administration

Subcutaneous administration

Sex  Dose
0 1 2 - 12 13 14 Momality LDy 0 1 2 -~ 6 7 Mortality LDw
(mg/kg) days after administration (mg/ke) days after administration (mg/ke)
0 o5 0/5 0/5 - 05 0/5 0/5 0/5 o5 0/5 0/5 - 05 055 05
0125 0/5 0/5 0/5 - 0/5 0/5 0/5 0/5 0/5 0/5 0/5 - 0/5 0/5 05
Male 025 0/5 0/5 0/5 - 0/5 0/5 0/5 05  >20 055 0/5 05 - 05 05 05  >20
050 0/5 0/5 0/5 - 0/5 05 0/5 0/5 O/5 0/5 0/5 - 0/5 055 0f5
10 0/5 05 0/5 - 0/5 05 05 0/ 0/5 0/5 0/5 - 0/5 0/5 0/5
20 0/5 0/5 0/5 - 0/5 0/5 0/5 0/ 0/5°0/5 0/5 -~ 0/5 0/5 0/5
0 O/5 0/5 0/5 - 0/5 0/5 0/5 0/5 0/5 0/5 0/5 -~ 0/5 0/5 05
0125 0/5 0/5 0/5 - 0/5 0/5 0/5 0/5 05 0/5 05 - 05 0/5 0/5
Female 025 0/5 0/5 0/5 - 0/5 0/5 0/5 0/5 >20 0/5 0/5 0/5 - 0/5 0/5 0/5  >20
' 050 0/5 0/5 0/5 - 0/5 0/5 0/5 0/5 0/5 0/5 0/5 - 0/5 0/5 05
10 05 0/5 05 - 0/5 055 0/5 05 o5 0/5 0/5 - 0/5 0/5 0/5
20 0/5 0/5 0/5 - 0/5 05 05 0/5 o5 0/5 05 - O/5 0/5 0/

*Values are expressed as dead number/total number of animals.
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Table II. Clinical signs in mice administered orally or subcutaneously with DWP-401

Oral administration

Subcutaneous administration

Dose Clinical
Sex (mg/kg) sign hours days hours days
12 3 456 12 3 12°13 14 1 2 3 45 6 1 2 3 6 7
0 NAD? — — — — — — — — — . - - - - -
0.125 NAD — — — — — — — — — - - - - = = = = = = = = = - -
Male 0.25 NAD — = — — — — — — — - -—- = = = = = = = = = = - -
0.5 NAD — — — — — — — — — - - = = - = = = = = - = - =
1.0 NAD — — = — = = — = = - - - - = = = = = = = = - - -
20 NAD — - — — — — — — — - e e - -
O N AD ____________ —_ — e— = = = = = = = = — —
0.125 NAD - — — — — — — — — - - = - = = - = = = = = - -
Female 0.25 NAD — — — — — — — — — - - -- - = = = = = = = = - =
0.5 NAD — - — — — — — — — = e - =
1.0 NAD — — — — — — — — — - e - -
2.0 NAD @ — — — = = — — — — - - - = = = = = = = = = - =
3NAD, —: no abnormality detected.
Table 1l Changes of body weight in mice administered orally with DWP-401°
Dose Days after administration
Sex
(mg/kg) 0 1 4 7 11 14
0 284+12 324117 33.7£07 35.3+13 372+ 15 37.7£ 13
0.125 274+13 323t 14 341+12 34618 355+ 1.7 362t£ 15
Male 0.25 283+ 20 33.0x23 347133 352+ 27 363+ 26 37625
0.5 28629 33.0+26 352+ 26 359+ 25 36.6+ 2.9 37525
1.0 278+ 16 331t 17 344123 34.9+21 360+ 15 372121
2.0 280+ 12 322+12 335£056 342+ 08 358+ 0.3 362106
0 241+ 15 257120 254+20 260t 15 275+ 16 279+ 27
0.125 238+1.2 245+ 11 249114 255+ 08 26.0£ 1.0 26.8t12
Female 0.25 250+ 0.9 253116 257108 265+ 1.2 269+ 1.1 267+ 1.1
0.5 244*14 257+ 22 254109 264+ 1.0 276122 281+ 15
1.0 244+ 056 248106 25.3+08 254+ 1.7 262+ 1.0 275+19
20 238+ 08 2562+ 13 252+ 12 252+ 1.1 257+1.1 263+ 13

‘Values represent means® S.D. for 5 mice.
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Table IV. Changes of body weight in mice administered sub-

cutaneously with

DWP-401°

g Dose Days after administration
= (mgkg) 0 1 3 7
0 34.0£18 341+17 345124 333x16
0125 320+13 327x17 336+17 32316
Male 025 321+07 322110 328+08 32410
0.5 329105 333f17 33.7£09 342+11
1.0 322+ 15 322+17 328+22 321128
20 32.0x 11 32509 33.1t11 334%21
0 244104 250%£05 251+06 247102
0.125 259+0.7 255107 261%£08 254+09
Female 025 248+11 245£10 249+16 241+10
0.5 245+ 0.7 249+10 246%£19 242110
1.0 246109 25.1+07 259+06 250t09
2.0 248+13 246+11 253104 246+08

#Values represent means® S.D. for 5 mice.
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Table V. Gross findings of necropsy in mice administered orally or subcutaneously with DWP-4017

Sex Dose Oral administration Subcutaneous administration
(mg/kg) Observation Frequency Observation Frequency
0 N.GL® 5/5 N.G.1. 5/5
0.125 N.G.L. 5/5 N.G.IL. 5/5
Male 0.25 N.G.L. 5/5 N.G.L. 5/5
0.5 N.G.IL. 5/5 N.G.L. 5/5
1.0 N.G.L. 5/5 N.G.L. 5/5
20 N.GL. 5/5 N.G.L. 5/5
0 N.G.L. 5/5 N.G.L. 5/5
0.125 N.GL. b/ N.G.L. 5/5
Female 0.25 N.GL. 5/5 N.G.L. 5/5
0.5 N.GL. 5/5 N.G.L. 5/5
1.0 N.GL. 5/5 N.G.L. 5/b
20 N.G.L. 5/5 N.G.L. 5/5

“Values are expressed as apnimal numbers.
®N.G.L.: No Gross Lesion.
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