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Table 10. Plasma concentrations divided by dose in rats after oral co-dosing of EGF(A)
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derivatives

Example no | Cmax/dose (kg/l)} | Cmax/dose for ref. Example 3 (kg/l
Example 31 |[0.108 +0.086 [ 0.053+0.050

Example 81 |0.024+0.005 | 0.079 +0.013

Example 91 |[0.116+0.032 | 0.083 + 0.023

Example 95 | 0.106 + 0.029 0.087 £ 0.023

Example 128 | 0.130 £ 0.013 0.087 £ 0.019

Example 133 | 0.071 £ 0.017 | 0.057 + 0.015

Example 143 | 0.151 + 0.038 | 0.096 + 0.029

Example 144 | 0.100 + 0.025 0.057 + 0.015

E. Exemplary sequences

Forming part of the disclosure is an electronic copy of a sequence listing. The
contents of the sequence listing are summarized and presented as a sequence table in Table

11 below.

Table 11. Sequence table

1
40
PRT

Artificial Sequence
Synthetic Sequence

1

Asn Asp Leu Lys Ile Gly Tyr Glu Cys Leu Cys Pro Asp Gly Phe Gln

5

20

25

Leu val Ala GIn Arg Arg Cys Glu

35

2
40
PRT

Artificial Sequence
Synthetic Sequence

1

5

40

30

Gly Thr Asn Glu Cys Leu Asp Asn Asn ggy Gly Cys Ser His val Cys

15

Gly Thr Asn Glu Cys Leu Ala Asn Leu Gly Gly Cys Ser His Ile Cys
10

15

WTTTdeTeN TaeaV o, T@® VT "W s Ve



Arg Lys Leu Lys Ile
20

Gly

Leu val Ala GIn Arg Arg

35

3

40

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys
5

Arg Asp Leu Lys TIle
20

Leu val §1a Gln Arg
5

4
41

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu Val Ala Gln Arg
35

5

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu Val Ala Gln Arg
35

6

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys
1 5

Arg Asp Leu Glu Ile
20

Leu

Gly

Arg

Leu
Gly

Arg

Leu
Gly

Arg

Leu

Gly

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp
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Glu Cys Leu Cys Pro Asp Gly Phe GIn

Glu
40

ASn

Glu

Glu
40

Asn

Glu

Glu
40

Pro

Glu

Glu
40

AsSn

25

30

Leu ggy Gly Cys Ser His val Cys

Cys
25

Leu
Cys
25

LyS

Leu

Cys
25

Leu

15

Leu Cys Pro Asp ggy Phe Gln

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Asp ggy Phe Gln

Gly Gly Cys Ser His Ile Cys
10 15

Leu Cys Pro Asp ggy Phe Gln

Gly Gly Cys Ser His val Cys
10 15

Tyr Glu Cys Leu Cys Pro Asp Gly Phe Gln

25

30



Leu val %’Ia Gln Arg Arg
5

/

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu val Ala GIln Arg Arg
35

8

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu Val Ala Gln Arg Lys
35

9

41

PRT

Artificial Sequence

Synthetic Sequence

Asn Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Asp Ile Gly

20

Leu val Ala GIn Arg Arg
35

10

41

PRT . . »

Artificial Sequence

Synthetic Sequence

Asn Thr Asn Glu Cys Leu
1 5

Arg Asp Leu égp Ile Gly

Leu val §1a Gln Arg Arg
5

Cys

LyS

Tyr

Cys

ASp

Tyr

Cys

ASD

Tyr

Cys

ASp

Tyr

Cys
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Glu
40

ASn

Glu

Glu
40

ASn

Glu

Glu
40

ASN

Glu

Glu
40

ASn

Glu

Glu
40

199

Leu Gly Gly Cys Ser His val Cys

Cys
25

Leu

Cys
25

10 15

Leu Cys Pro Asp ggy Phe Gln

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Asp ggy Phe Gln

Gly Gly Cys Ser His Ile Cys
10 15

Leu Cys Pro Asp ggy Phe GlIn

Leu ggy Gly Cys Ser His val Cys

Cys
25

LysS

15

Leu Cys Pro Asp ggy Phe GIn



11

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

12

40

PRT

Artificial Sequence
Synthetic Sequence

Lys Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala Gin Arg
35

13

41

PRT

Artificial Sequence

Synthetic Sequence

Lys Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala Gln Arg
35

14

40

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu gys

Arg Asp Leu Glu Ile
20

Leu Val §1a Lys His
5

15
41

Leu ASp

Gly Tyr

Arg Cys

Leu AsSp

Gly Tyr

Arg Cys

Leu Asp

Gly Tyr

Arg Cys

Leu Asp

Gly Tyr

Arg Cys

=l AR T TR WA RSV RY AT RN TA LY AT MR G B TR R
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ASn

Glu

ASn

Glu

Glu
40

AsSn

Glu

Glu
40

ASn

Glu

Glu
40

200

Leu Egy Gly Cys Ser His val Cys

Cys
25

15

Leu Cys Pro Asp ggy Phe Gln

Leu ggy Gly Cys Ser His val Cys

Cys
25

15

Leu Cys Pro Asp ggy Phe Gln

Leu Gly Gly Cys Ser His val Cys

Cys
25

LysS

10 15

Leu Cys Pro Asp ggy Phe GIn

Leu Gly Gly Cys Ser His val Cys

10 15

Leu Cys Pro Asp ggy Phe Gln

AR R AL i i SRR L A Gt i M LA e i S b Ee e A lie Pl B o b S Db A e et

N R R e A AR VTR R 2 AR TN AT N A NOATARN =R AN VNIV EET AT



PRT
Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

ASp

1 5

Arg Asp Leu ggu Ile Gly Tyr
Leu val g;a Gln Arg Arg Cys
16

41

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu val Ala GIn Arg Lys

35

17

41

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu val Ala GIn Arg Arg

35

18
41

PRT. o
Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Egs Ile Gly

Leu val Ala Gln Arg Arg

35

19

41

PRT

Artificial Sequence

ASp

TYyr

ASp

Tyr

Cys

ASp

Tyr

Cys
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AsSh

Glu

ASD

Glu

Glu
40

ASN

Glu

Glu
40

ASn

Glu

Glu
40

Leu Gly Gly Cys Ser His val Cys

Cys
25

LyS

Leu
Cys
25

Lys

Leu

Cys
25

Leu

S

A

YS

201

10

Leu Cys Pro Asp Gly Phe GlIn

Gly Gly Cys Ser His val Cys

10

Leu Cys Pro Asp Gly Phe Gln

Gly Gly Cys Ser His val Cys

10

Leu Cys Pro Lys Gly Phe Gln

Gly Gly Cys Ser His val Cys

10

Leu Cys Pro Asp Gly Phe Gln

30

30

30

30

15

15

15

15



Synthetic Sequence

Gly Thr Asn Glu Cys Leu Asp

Cys

1 5
Arg Asp Leu Glu Ile Gly Tyr
20
Leu val Ala GIn Arg Arg
35
20
40
PRT

Artificial Sequence
Synthetic Sequence

g1y Thr Asp Glu Cys Leu
5

Arg Asp Leu ggu Ile Gly

Leu val gﬂa Gln Arg Arg
5

21

40

PRT

Artificial Sequence
Synthetic Sequence

g1y Thr Asn Glu Cys Leu
5

Arg Asp Leu ggu Ile Gly

Leu Va14§1a GIn Arg Arg
5

22
40

PRT
Artificial Sequence

Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu val Ala GIln Arg Arg
35

23

40

PRT

Artificial Sequence
Synthetic Sequence

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

- Ak st (Gaain ol Lol il pd s s R e N N T N e N T T 2% P TV A Od O T T s e P BN (T W w8 s s A SN AN TR I AN IV VS WA T T N ea W WWT 000
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Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Glu Gly Phe Gln

25 30
Glu Lys
40
Asn Leu Gly Gly Cys Ser His val Cys

10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Lys Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Lys
25 30

Glu
40

S T e L I N PR o e A M T R A M S e LA T TN A Y R e

AR TN VAR AN RTINS AR AN TRAR T, T



Gly Thr Asn Glu Cys

1 5

Arg Asp Leu GIn Ile

20

Leu val Ala GIn Arg
35

24

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

25

40

PRT

Artificial Sequence
Synthetic Sequence

Lys Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

26

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

27

40

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys
5

Leu Asp

Gly Tyr

Arg Cys

Leu ASp

Gly Tyr

Arg Cys

Leu ASp

Gly Tyr

Arg Cys

Leu ASp

Gly Tyr

Arg Cys

Leu Asp
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Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Glu Gly Phe Gln
25 30
Lys
40

Asnh Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Glu Gly Phe GIn
25 30
Glu
40

H1s Leu Gly Gly Cys Ser His Ile Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu
40

Lys Leu Gly Gly Cys Ser His val Cys
10 15



Arg Asp Leu Glu Ile Gly Tyr

20

Leu val Ala GIn Arg Arg Cys

35

28

40

PRT

Artificial Sequence
Synthetic Sequence

Lys Lys Asn Glu Cys
1 5

Arg Asp Leu Glu Ile
20

Leu val §1a Gln Arg
5

29

40

PRT

Artificial Sequence
Synthetic Sequence

Lys Thr Asn Glu Cys

1 5

Arg Asp Leu Lys Ile

20

Leu val Ala Gln Arg
35

30

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Lys Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

31

40

PRT

Artificial Sequence
Synthetic Sequence

§1y Thr Asn Glu Cys
5

Arg Asp Leu Glu Ile
20

Leu Asp

Gly Tyr

Arg Cys

Leu ASp
Gly Tyr

Arg Cys

Leu AsSp
Gly Tyr

Arg Cys

Leu Asp

Gly Tyr
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Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Lys Cys Pro Asp Gly Phe Gln
25 30

TR AT ReNSAETS Q3T TN W TR TTEAN NS Y .



Leu vVal Ala Gln Arg Arg
35

32

41

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Lys Gly

20

Leu val Ala GIn Arg Arg
35

33

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu Lys Ala Gln Arg Arg
35

34

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Lys val Ala GIn Arg Arg
35

35

40

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys Leu
5

Arg Asp Leu g1u Ile Gly
0

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

T e e e s R N N R A T o S A S T I N o T T N AT I ot s LY LS P iy O A T o e RS 3 2o N A0 Ty D Wl rA Vg oAy S ey
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Glu
40

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe GlIn
25 30
Glu Lys

40

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Lys Gln
25 30

W

L U

- SR LUREEE LA N SR SN



Leu val g}a GIn Arg Arg Cys
36
40
PRT

Artificial Sequence
Synthetic Sequence

§1y Thr Asn Glu Cys Leu
5

ASp

Arg Asp Leu ggu Ile Gly

Leu Val §1a Gln Arg Arg
5

Tyr

Cys

37

40

PRT

Artificial Sequence
Synthetic Sequence

g1y Thr Asn Glu Cys Leu Asp
5
Arg Asp Leu Glu Ile Gly Tyr
20
Leu val Ala GIn Arg Arg Cys
35

38

40

PRT

Artificial Sequence
Synthetic Sequence

§1y Thr Asn Glu Cys Leu
5

ASp

Arg Asp Leu Glu Ile Gly Tyr
20

Leu val §1a GIn Lys Arg Cys
5

39

40

PRT

Artificial Sequence

Synthetic Sequence

§1y Thr Asn Glu Cys Leu Asp
5

Arg Asp Leu g1u Lys Gly Tyr
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Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Lys Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Lys Asp Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30



Leu Val Ala Gln Arg Arg

35

40

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala Lys Arg
35

41

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

42

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

43

41

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys
5

Arg Asp Leu Arg Ile
20

Leu val §1a Gln Arg
5

Leu

Gly

Arg

Leu

Gly

Arg

Leu

Gly

Arg

Leu

Gly

Arg

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Cys

ASp

Tyr

Cys

e A e B R R e, N B R T i A N e A T T L Y TR R TT GA Ry B M AE T R RS o R BV ST AR N = oI At d L s Bl o J PS03 v = s
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Glu
40

Asn Leu Gly Gly Cys Ser His Vval Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Lys Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

H1s Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu Lys

40



44

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

45

40

PRT

Artificial Sequence

Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Lys Glu Ile

20

Leu val Ala Gln Arg
35

46

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala Gln Arg
35

47

41

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys
5

Ser Asp Leu Arg Ile
20

Leu Asp
Tyr

Arg

Leu Asp

Gly Tyr

Arg Cys

Leu Asp

Gly Tyr

Arg Cys

Leu ASp

Gly Tyr

Leu val Ala Gln Arg Arg Cys

35
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Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His Lys Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu Lys
40



48

41

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Ser Asp Leu Glu Ile

20

Leu val Ala Gln Arg
35

49

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys
1 5

Leu Glu Ile
20

Ser Asp

Leu val §1a Gln Arg
5

50

40

PRT

Artificial Sequence
Synthetic Sequence

?sn Thr Asn Glu Cys
5

Leu Glu Ile
20

Leu Val Ala GIn Arg
35

Ser AsSp

51

40

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys
5

Leu

Gly

Arg

Leu

Gly

Arg

Leu

Gly

Arg

ASp

Tyr

ASp

Tyr

Cys

ASp

Tyr

Cys

Leu Asp

Arg Asp Leu Glu Ile Gly Tyr

20

Leu val Ala Gln Arg Arg Cys

35

52
40
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Asn Leu Gly Gly Cys Ser His val Cys

Glu

Glu
40

ASn

Glu

Glu
40

ASn

Glu

Glu
40

ASnh

Glu

Glu
40

Cys
25

LyS

Leu

Cys
25

Leu

Cys
25

10 15

Leu Cys Pro Asp ggy Phe Gln

Gly Gly Cys Ser Tyr val Cys
10 15

Leu Cys Pro Asp ggy Phe Gln

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Asp Gly Phe Gln
30

Leu Gly Gly Cys Ser Lys val Cys

Cys
25

10 15

Leu Cys Pro Asp ggy Phe Gln
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PRT u » L
Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

53

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

54

40

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys
5

Arg Asp Leu Glu Ile
20

Leu val Ala GIn Arg
35

55
41

PRT o
Artificial Sequence
Synthetic Sequence

Asn Thr Asn Glu Cys

1 5

Arg Asp Leu Arg Ile

20

Leu val Ala GIn Arg
35

56

40

PRT

Artificial Seguence

Leu AsSp

Gly Tyr

Arg Cys

Leu Asp

Gly Tyr

Arg Cys

Leu AsSp

Gly Tyr

Arg

Leu Asp
Gly Tyr

Arg Cys

b e L A e A T e R R T e e N R = RN E A A N T AR TN 3 [ W P iy R S TN I Y o3 L™,
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Asn Leu Gly Gly Cys Lys His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu
40

Asn Leu Gly Lys Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Lys Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

His Leu Gly Gly Cys Ser His Vval Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu Lys

40

PN TR PSRN T NS e AT BRI AR R Sl Tl WA AN 4
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Synthetic Sequence

Gly Thr Asn Glu Cys Leu
1 5
Arg Asp Leu Glu Ile Gly
20
Leu val Ala Gln Arg Arg
35
57
40
PRT
Artificial Sequence
Synthetic Sequence
Gly Thr Asn Glu Cys Lys
1 5
Arg Asp Leu Glu Ile Gly
20
Leu val Ala GIn Arg Arg
35
58
41
PRT
Artificial Sequence
Synthetic Sequence
an Thr Asn Glu Cys Leu
5
Arg Asp Leu Arg Ile Gly
20
Leu Val Ala Gln Arg Arg
35
59
40
PRT
Artificial Sequence
Synthetic Sequence
Gly Thr Asn Glu Cys Leu
1 5
Asn Asp Leu Lys Ile Gly
20
Leu val Ala GIn Arg Arg
35
60
40
PRT

Artificial Sequence
Synthetic Sequence

ASD

Tyr

Cys

ASDP

Tyr

Cys

ASp

TYyr

Cys

ASp

Tyr

Cys
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Asn LysS ggy Gly Cys Ser His Vval Cys

15

Glu Cys Leu Cys Pro Asp Gly Phe Gln

Glu
40

25

30

Asn Leu Gly Gly Cys Ser His val Cys

10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln

Glu
40

ASnh

Glu

Glu
40

AsSn

Glu

25

Leu

Cys
25

Lys

Leu

Cys

30

Gly Gly Cys Ser His val Cys
10 15
Leu Cys Pro Asp §8y Phe Gln

Gly Gly Cys Ser His Ile Cys
10 15

Leu Cys Pro Asp ggy Phe Gln



Gly Thr Asn Glu Cys

1 5

Asn Asp Leu Glu Ile

20

Leu Val Ala GIn Arg
35

61

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Asn Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

62

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Lys Ile

20

Leu val Ala Gln Arg
35

63

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Lys Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala GIn Arg
35

64

40

PRT

Artificial Sequence
Synthetic Sequence

§1y Lys Asn Glu Cys
5

Leu
Gly

Arg

Leu

Gly

Arg

Leu

Gly

Arg

LeU
Gly

Arg

Leu

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Cys

ASp

CA 03010756 2018-07-06

212

Asn Leu Gly Gly Cys Ser Tyr val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

LysS
40

Asn Leu Gly Gly Cys Ser His Ile Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

LYyS
40

His Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15
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Arg Asp Leu Glu Ile Gly Tyr Glu Cys Leu Cys Pro Asp Gly Phe Gln

20
Leu val Ala Gln Arg Arg
35
05
41
PRT

Artificial Sequence
Synthetic Sequence

Lys Gly Thr Asn Glu Cys

1 5
Cys Arg Asp Leu Glu Ile
20

Gln Leu val Ala Gln Arg
35

66

39

PRT

Artificial Sequence
Synthetic Sequence

Gly Asn Glu Cys Leu Asp

1 5

Asp Leu Glu Ile Gly Tyr

20

val Ala Lys Arg Arg Cys
35

67

41

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu vVal Ala Gln Arg Arg
35

68

41

PRT

Artificial Sequence
Synthetic Sequence

g1y Thr Asn Glu Cys Leu
5

Cys

Leu

Gly

Arg

ASn

Glu

Glu

ASp

Tyr

Cys

ASD

Glu
40

ASD

Tyr

Leu

ASn

Glu

Glu
40

ASn

Arg Asp Leu Glu Ile Gly Tyr Glu

20

25

ASnh

Glu
25

Glu

30

Leu Gly Gly Cys Ser His val
10 15

Cys Leu Cys Pro ggp Gly Phe

Gly Gly Cys Ser His val Cys Arg

Leu
25

Leu

Cys
25

10 15

Cys Pro Asp Gly Phe GIn Leu
30

Gly Gly Cys Ser Asp val Cys
10 15

Leu Cys Pro Asp ggy Phe Gly

Gly Gly Cys Ser Asp val Cys
10 15

Leu Cys Pro Asp ggy Phe Gln



Leu vVal Ala GIn Arg Arg
35

69

41

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Lys Gly

20

Leu vVal Ala GIn Arg Arg
35

70

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Lys Gly

20

Leu val Ala Lys Arg Arg
35

/1

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Lys Gly

20

Leu val Ala Gln Arg Arg
35

72

41

PRT

Artificial Sequence
Synthetic Sequence

E1y Thr Asn Glu Cys Leu
5

Arg Asp Leu Glu Ile Gly
20

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr
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Glu

His

Glu

Glu
40

AsSn

Glu

Glu
40

ASn

LysS

Leu

Cys
25

Leu

Cys

lLeu

214

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Asp §8y Phe Gln

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Asp §1y Phe Gln
0

Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp §8y Phe Lys

Glu
40

ASh

25

Leu

Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp ggy Phe Lys

25
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Leu Val Ala GIn Arg Arg

35
73
40
PRT
Artificial Sequence
Synthetic Sequence
Gly Thr Asn Glu Cys
1 5
Arg Asp Leu Glu Lys
20
Leu vVal Ala GIn Arg
35
/4
40
PRT
Artificial Sequence
Synthetic Sequence
Thr Asn Glu Cys Leu
1 5
Asp Leu Glu Lys Gly
20
val Ala GIn Arg Arg
35
75
41
PRT

Artificial Sequence
Synthetic Sequence

?1a Gly Thr Asn Glu
5

Cys Arg Asp Leu Glu
20

Gln Leu val Ala GlIn
35

76

39

PRT

Artificial Sequence
Synthetic Sequence

Ihr Asn Glu Cys Leu
5

Asp Leu Glu Lys Gly
20

val Ala (§1n Arg Arg
5

Leu

Gly

Arg

ASp

Tyr

Cys

Cys

LyS

Arg

ASp

Tyr

Cys

Cys

ASp

Tyr

H1s

Glu

Glu

Leu

Gly

Arg

ASn

Glu

Glu
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Glu Lys
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Lys Gly Phe Gln
25 30

Glu
40

Leu Gly Gly Cys Ser His val Cys Arg
10 15

Cys Leu Cys Pro Asp Gly Phe GIn Leu
25 30

LyS
40

Asn Leu Gly Gly Cys Ser His val
10 15

ASp

Tyr Glu Cys Leu Cys Pro ggp Gly Phe

25

Glu

Leu Gly ggy Cys Ser His vVal Cys Arg

15

Leu Cys Pro Asp Gly Phe GIn Leu
25 30



77

40

PRT

Artificial Sequence

Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Lys Gly

20

Leu Val Ala Gln Arg Arg
35

/8

41

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu Val Ala Lys Arg Arg
35

79

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Lys Ile Gly

20

Leu val Ala GIn Arg Arg
35

80

40

PRT

Artificial Sequence

ASp

Tyr

Cys

AsSp

Tyr

Cys

Ala

Tyr

Cys

-----
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ASN

Glu

AsSn

Glu

Glu
40

ASn

Glu

Glu
40

216

Leu Gly Gly Cys Ser His val Cys

Cys
25

10 15

Leu Cys Pro Asp ggy Phe Gln

Leu Gly Gly Cys Ser His val Cys

Cys
25

LysS

10 15

Leu Cys Pro Asp ggy Phe GIn

Leu ggy Gly Cys Ser His Ile Cys

Cys
25

15

Leu Cys Pro Asp ggy Phe Gln

GTNECLDNLG GCSHVCRKLK IGYECLCPDG FQLVAQRRCE

Gly Thr Asn Glu Cys Leu Asp Asn Leu §8y Gly Cys Ser His val Cys

1 5

15

Arg Lys Leu 5%5 Ile Gly Tyr Glu Cys Leu Cys Pro Asp Gly Phe Gln

Leu val Ala GIn Arg Arg Cys Glu

35

81
40

40

25

30



PRT o
Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Asn Asp Leu Lys Ile Gly

20

Leu val Ala GIn Arg Arg
35

82

41

PRT

Artificial Sequence

Synthetic Sequence

Gly Thr Asn Glu Cys Leu

1 5

Arg Asp Leu Glu Ile Gly

20

Leu val Ala GIn Arg Arg
35

83

39

PRT

Artificial Sequence
Synthetic Sequence

?sn Glu Cys Leu Asp His
5

Leu Glu Lys ggy Tyr Glu

Ala Gln %rg Arg Cys Glu
5

84
41

PRT L
Artificial Sequence
Synthetic Sequence

ASD

Tyr

Cys

ASp

Tyr

Cys

Leu

Cys

LyS

Gly Thr Asn Glu Cys Leu Asp

1 5
Lys Asp Leu Glu Ile Gly
20

Leu val Ala Gln Arg Arg
35

85

41

PRT

Artificial Sequence

Tyr

Cys
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Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gin
25 30
Glu
40

His Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe GlIn

25 30
Glu Lys
40
Gly Gly Cys Ser His val Cys Arg Asp

10 15

Leu Cys Pro Asp Gly Phe Gln Leu val
25 30

Asn Leu Gly Gly Cys Ser His val Cys

10 15
Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30
Glu Lys
40



Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Asn Asp Leu Glu Ile

20

Leu val Ala Gln Arg
35

86

41

PRT

Artificial Sequence

Synthetic Sequence

§1y Thr Asn Glu gys

Arg Asp Leu Glu Ile
20

Leu val §1a Gln Arg
5

87

41

PRT

Artificial Sequence
Synthetic Sequence

§1y Trp Asn Glu Cys
5

Arg Asp Leu Glu Ile
20

Leu vVal Ala Gln Arg
35

88
40

PRT
Artificial Sequence

Synthetic Sequence

Gly Thr Asn Glu Cys
1 5

Lys Asp Leu Glu Ile
20

Leu val §1a Lys Arg
5

89

40

PRT

Artificial Sequence
Synthetic Sequence

Leu
Gly

Arg

Leu

Arg

Leu

Gly

Arg

ASp

Tyr

ASp

Tyr

Cys

ASp

Tyr

Cys

Leu AsSp

Gly Tyr

Arg Cys
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ASn

Glu

Glu
40

H1s

Glu

Glu
40

ASnh

Glu

Glu
40

ASn

Leu
Cys
25

Lys

Leu

Cys
25

Leu
Cys
25

Lys

Leu

Glu Cys

Glu
40

25

218

Gly Gly Cys Ser Tyr val Cys
10 15

Leu Cys Pro Asp Gly Phe Lys

Gly Gly Cys Ser His Vval Cys
10 15

Leu Cys Pro Asp ggy Phe Gln

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Asp §8y Phe GlIn

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Asp ggy Phe GlIn



Gly Thr Asn Glu Cys

1 5

Lys Asp Leu Glu Lys

20

Leu Val Ala Gln Arg
35

90

40

PRT

Artificial Sequence
Synthetic Sequence

Thr Asn Glu Cys Leu

1 5

Asp Leu Glu Ile Gly

20

val Ala GIn Arg Arg
35

91

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu val Ala Lys Arg
35

92

42

PRT

Artificial Sequence
Synthetic Sequence

Ala Gly Thr Asn Glu

1 5

Cys Arg Asp Leu Glu

20

GIn Leu val Ala Gln
35

93

41

PRT

Artificial Sequence
Synthetic Sequence

Leu
Gly

Arg

ASp

Tyr

Cys

Leu

Gly

Arg

Cys
Ile

Arg

ASD

Cys

ASn

Glu

Glu

ASp

Tyr

Cys

Leu

Gly

Arg

Gly Thr Asn Glu Cys Leu Asp

1 5
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Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu
40

Leu Gly Gly Cys Ser His val Cys Arg
10 15

Cys Leu Cys Pro Asp Gly Phe GIln Leu
25 30

Lys

40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Lys
25 30

Glu

40

Asp Asn Leu Gly Gly Cys Ser His val

10 15

Tyr Glu Cys Leu Cys Pro Asp Gly Phe
25 30

Cys Glu Lys

40

Asn Leu Gly Gly Cys Ser Tyr val Cys
10 15
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Arg Asp Leu Glu Lys
20

Leu val §1a Gln Arg
5

94

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Lys Asp Leu Glu Ile

20

Leu Val Ala GIn Arg
35

95

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Ile

20

Leu Val Ala GIn Arg
35

96

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5
Arg Asp Leu Glu Lys
20

Leu Val Ala GIn Arg
35

97

40

PRT

Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys
5

Arg Asp Leu Glu Lys
20

Gly

Arg

Leu

Gly

Arg

LLeu

Gly

Arg

Leu
Gly

Arg

Leu

Gly

Tyr

Cys

ASD

Tyr

Cys

ASp

Tyr

Cys

ASDp

Cys

ASp

Tyr
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Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

Glu Lys

40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

LysS

40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Lys Gly Phe Gln
25 30

LyS
40

His Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln
25 30

LYS
40

Asn Leu Gly Gly Cys Ser His val Cys
10 15

Glu Cys Leu Cys Pro Glu Gly Phe Gln
25 30

AT By DAy TR T ey T e

s ok TP R CLNPINE LI LU A L



Leu val Ala Gln Arg Arg

35

98

41

PRT

Artificial Seqguence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Lys

20

Leu val Ala GIn Arg
35

99

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Glu Lys

20

Leu Val Ala GIn Arg
35

100

40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys

1 5

Arg Asp Leu Lys LysS

20

Leu val Ala GIn Arg
35

101

40

PRT

Artificial Sequence

Synthetic Sequence

§1y Thr Asn Glu Cys
5

Arg Asp Leu Lys Ile
20

Leu val g]a Gln Arg
5

Leu
Gly

Al'g

Leu

Lys

Arg

Leu

Gly

Arg

Leu

LYS

Arg

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys

ASp

Tyr

Cys
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Lys
40

ASn

Glu

Glu
40

ASn

Glu

Glu
40

l.eu
Cys
25

LyS

Leu

Cys
25

221

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Glu ggy Phe GlIn

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Asp ggy Phe Gln

Asn Leu Gly Gly Cys Ser His val Cys

10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln

Glu
40

25

30

Asn Leu Gly Gly Cys Ser His val Cys

10 15

Glu Cys Leu Cys Pro Asp Gly Phe Gln

Glu
40

25

30



102

40

PRT

Artificial Sequence
Synthetic Sequence

%1y Thr Asn Glu Cys
5

Arg Asp Lys Glu Lys
20

Leu val g'la GIn Arg
5

103

41

PRT

Artificial Sequence
Synthetic Sequence

§1y Thr Asn Glu Cys
5

Arg Asp Leu Glu Lys
20

Leu val é]a Gln Arg
5

104
41
PRT
Artificial Sequence
Synthetic Sequence

g]y Thr Asn Glu Cys
5

Arg Asp Leu Glu Ile
20

Leu ASp

Gly Tyr

Arg

Leu

Gly

Arg

Leu

Gly

Leu val Ala Lys Arg Arg

35

105
41
PRT

Artificial Sequence
Synthetic Sequence

g1y Thr Asn Glu Cys
5

Arg Asp Leu Glu Ile
20

Leu Va1§1a Gln Arg
5

106

Leu
Gly

Arg

Cys

ASp
Tyr

Cys

ASp
Tyr

Cys

ASD
Tyr

Cys
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Asn Leu ggy Gly Cys Ser His val Cys

15

Glu Cys Leu Cys Pro Asp Gly Phe Gln

Glu
40

His

Glu

Glu
40

ASn

Glu

Glu
40

AsSn

Glu

Glu
40

25

Leu

Cys

LysS

lL.eu

Cys
25

LysS

Leu

Cys
25

LyS

30

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Glu ggy Phe Gln

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Glu ggy Phe GlIn

Gly Gly Cys Ser His val Cys
10 15

Leu Cys Pro Glu ggy Phe Lys
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40

PRT

Artificial Sequence
Synthetic Sequence

Gly Thr Asn Glu Cys Leu Asp Asn Leu Gly Gly Cys Ser His val Cys
1 5 10 15

Lys Asp Leu ggu Ile Gly Tyr Glu gys Leu Cys Pro Asp ggy Phe Lys
5

Leu val Ala Gln Arg Arg Cys Glu
35 40

While certain features of the invention have been illustrated and described herein,
many modifications, substitutions, changes, and equivalents will now occur to those of
ordinary skill in the art. It is, therefore, to be understood that the appended claims are
iIntended to cover all such modifications and changes as fall within the true spirit of the

iInvention.
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CLAIMS

1. An EGF(A) derivative comprising an EGF(A) peptide analogue of the EGF(A) domain of
LDL-R defined by SEQ ID NO 1, comprising 301Leu and a substituent comprising at least
5 one fatty acid group.

2. The EGF(A) derivative according to claim 1, wherein said substituent comprises a
carboxylic acid, a sulphonic acid , a tetrazole moiety, a methylsultonylcarbamoylamino
molety or a 3-hydroxy-isoxazole moiety and 8-20 consecutive —CH,- groups.

10

3. The EGF(A) derivative according to claim 1, wherein said substituent has Formula I:
Z1-2o-L3-L4-L5-Lg-Z7-Zs-Zo-Z1o- [I] wherein
Z4 1s selected from:

Chem. 1: HOOC-(CH,),-CO-*,
15 Chem. 2: tetrazolyl-(CH,),-CO-*,
Chem. 3: HOOC-(CgH4)-O-(CH,),-CO-*,
Chem. 4: HOS(O),-(CH,),-CO-*,
Chem. 5: MeS(O),NH(CO)N-(CH,),-CO-* and
Chem. 6: 3-HO-Isoxazole-(CH>),-CO-*
20 wherein
n is an integer in the range of 8-20,
m IS an integer in the range of 8-11,
the -COOH group in Chem. 3 can be attached to position 2, 3 or 4 on the phenyl
ring, the symbol * indicates the attachment point to the nitrogen in Z, or, it Z, IS a
25 bond, to the nitrogen on the neighbouring Z element;
Z, 1S selected from
Chem. 7: *-NH-SO»-(CH,);-CO-*,
Chem. 8: *-NH-CH,-(CgH40)-CO-* and
a bond,
30 Z3 1S selected from:
vGlu, Glu and a bond;
Zi, Zs, Zg, 27, Zg, Zg are selected, independently of each other, from:
Glu, yGlu, Gly, Ser, Ala, Thr, Ado, Aeep, Aeeep, TtdSuc and a bond;
Z40 1S selected from:
35 Chem. 14: *-NH-CH,-(CgH,4)-CH>-* and a bond.
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4. The EGF(A) derivative according to any of the previous claims, wherein the EGF(A)

HOOC-(CH,)15-CO-gGlu-2xADO-
HOOC-(CH5)15-CO-NH-CH>-(CgH10)-CO-gGlu-2xADO-
HOOC-(CH,)16-CO-gGlu-2xADO-
HOOC-(CH2)16-CO-QG|U-2XADO-NH-CHQ-(C6H4)-CH2-
HOOC-(CH,)16-CO-gGlu-
HOOC-(CH,)16-CO-NH-CH,~(CeH10)-CO-gGlu-2xADO-
HOOC-(CHa)14-CO-gGlu-2xADO-
HOOC-(CH,)4-CO-gGlu-
HOOC-(CH,)1,-CO-gGlu-2xADO-
HOOC-(CH,)1,-CO-gGlu-2xADO-
4-HOOC-(CeHy)-O-(CH,)10-CO-gGlu-2xADO-
4-HOOC-(C6H4)-O-(CH2)10-CO-gGlu-3xADO-
4-HOOC-(CgH,)-O-(CH,)10-CO-gGlu-
4-HOOC-(C6H4)-O- CH2)10-CO-2XQG|U-
4-HOOC-(CgH,)-0O-(CH,)10-CO-gGlu-3xGly-
4-HOOC-(CgH,)-O-(CH,)10-CO-2xgGlu-2xADO-
4-HOOC-(CeHy)-O-(CH,)10-CO-gGlu-TtdSuc-
4-HOOC-(CeHy)-O-(CH,)o-CO-
4-HOOC-(CeHy)-O-(CH,)10-CO-gGlu-4xADO-
4-HOOC-(CeH,)-O-
4-HOOC-(CgH,)-O-(CH,)e-CO-gGlu-2xADO-
3-HOOC-(CgH4)-O-(CH>)o-CO-gGlu-2xADO-
3-HO-Isoxazole-(CH-)1,-CO-gGlu-2xADO-

N N N NN N N N

HOS(0)2-(CH2)15-CO-gGlu-2xADO-NH-CH,~(CeH,)-CH.

HOS(O)2~(CH2)15-CO-gGlu-2xADO-

derivative comprises one or two substituent(s) selected from the group consisting of:

CH2)1 o-CO-N H-CHQ-(CeH 1 o)-CO-QGlU-ZXADO-

Tetrazolyl-(CH;)15-CO-NH-SO2-(CH5)3-CO-ADO-ADO-NH-CH»-(CeH4)-CHo.

Tetrazolyl-(CH,)1,-CO-gGlu-2xADO-
Tetrazolyl-(CH,)15-CO-gGlu-2xADO- and
MeS(O).NH(CO)NH-(CH-),-CO-gGlu-2xADO-.

5. The EGF(A) derivative according to any of the previous claims, wherein the EGF(A)

C.

peptide analogue comprises the wild-type residue 310Asp.

peptide analogue comprises one, two, three, four or all five of the following (wild type)
amino acid residue(s): 295Asn, 296Glu, 298Leu, 302Gly and 310Asp.

The EGF(A) derivative according to any of the previous claims, wherein the EGF(A)
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The EGF(A) derivative according to any of the previous claims, wherein the EGF(A)

peptide analogue comprises the wild-type residue 295Asn.

The EGF(A) derivative according to any of the previous claims wherein at least one

substituent 1s attached to a Lys residue in the EGF(A) peptide analogue selected from the

group consisting of: 292Lys, 293Lys, 294Lys, 296Lys, 299Lys, 300Lys, 303Lys, 305Lys,
300Lys, 309Lys, 311Lys, 312Lys, 313Lys, 314Lys, 315Lys, 316Lys, 318Lys, 320Lys,
321Lys, 322Lys, 323Lys, 324Lys, 325Lys, 326Lys, 327Lys, 328Lys, 329Lys, 330Lys,
332Lys and 333Lys.

The EGF(A) derivative according to claim 1, wherein the EGF(A) derivative 1s selected
from the group of EGF(A) derivatives consisting of: Example compounds 1-44, 46-47,
51-55, 57, 60-64, 66-69, 71-102 and 106-159.

An EGF(A) peptide analogue of the EGF(A) domain of LDL-R defined by SEQ ID NO 1,
wherein the EGF(A) peptide analogue comprises 301Leu, 310Asp and an amino acid

substitution of 312Lys.

An EGF(A) peptide analogue of the EGF(A) domain defined by SEQ ID NO 1, wherein
the EGF(A) peptide analogue comprises 301Leu and 310Asp and wherein the peptide

does not have a substitution of 299Asp to Glu, Val or His.

The EGF(A) peptide analogue according to claim 10 or 11, wherein the EGF(A) peptide
analogue comprises Cys residues 297Cys, 304Cys, 308Cys, 317Cys, 319Cys and
331Cys.

The EGF(A) peptide analogue according any of the previous claims 10 - 12, further
comprising one, two, three, four or all five of the following (wild type) amino acid
residue(s): 295Asn, 296Glu, 298Leu, 302Gly and 310Asp.

The EGF(A) peptide analogue according any of the previous claims 10- 12, EGF(A)
further comprising at least one Lys substitution selected from the group consisting of:
292Lys, 293Lys, 294Lys, 296Lys, 299Lys, 300Lys, 303Lys, 305Lys, 306Lys, 309Lys,
311Lys, 313Lys, 314Lys, 315Lys, 316Lys, 318Lys, 320Lys, 321Lys, 322Lys, 323Lys,
324Lys, 325Lys, 326Lys, 327Lys, 328Lys, 329Lys, 330Lys, 332Lys and 333Lys.
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15. The EGF(A) peptide analogue according to any of the previous claims 10- 12, wherein
said peptide sequence Is selected from the group consisting of: SEQ ID NO.: 2-47 and
49-106.
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Bl vehicle
xampl
xampl
xampl
xampl

2 10 nmol/kg
2 30 nmol/kg
2 100 nmol/kg

B 0, 2 300 nmol/kg
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