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27 0.20 100 132.93 24 

28 0.32 103 >10000 20 

29 0.38 103 >10000 16 

30 0.19 114 123.00 33 

31 0.10 92 258.02 25 

32 0.29 98 150.43 21 

33 0.10 103 159.76 32 

34 0.11 93 40.21 34 

35 0.21 111 122.05 43 

36 0.17 108 95.56 53 

37 0.30 102 100.61 46 

38 0.26 111 150.12 48 

39 0.31 111 328.73 72 

40 0.12 106 140.67 50 

41 0.22 108 114.44 42 

     

42 (dDAVP) 0.20 100 6.5 58 

43 ([Val4]dDAVP) 0.05 89 24.13 98 

44 (AVP) 0.04 95 4.3 100 

 

Table 4: Key to Amino Acid Nomenclature. 

Amino 

Acid 
Position Claim Nomenclature 

Cpa 2 R2=Cl 

Fpa 2 R2=F 

Phe(4-Me) 2 R2= -CH3 

Phe(4-Et) 2 R2= -CH2-CH3 
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Amino 

Acid 
Position Claim Nomenclature 

Thi 3 

Ar =  

Fpa 3 

Ar =  

Val 4 R8 = -CH3 

Abu 4 R8 = -H 

Hyp 7 
Z =  

Thz 7 Z = S 

Agm 8 R3 = H and R4 = –C(=NH)-NH2 

Examples 

General Synthesis 

[0033] Amino acid derivatives were purchased from commercial providers (Aapptec, EMD 

Millipore and Peptides International).  Resins were purchased from commercial suppliers 

(PCAS BioMatrix Inc. and EMD Millipore).  All additional reagents, chemicals and solvents 

were purchased from Sigma-Aldrich and VWR.  

[0034] The compounds described herein were synthesized by standard methods in solid 

phase peptide chemistry utilising Fmoc methodology.  The peptides were assembled either 

manually, automatically using a Tribute Peptide Synthesizer (Protein Technologies Inc., 

Tucson, Arizona) or by combination of manual and automatic syntheses.  

[0035] Preparative HPLC was performed on a Waters Prep LC System using a PrepPack 

cartridge Delta-Pack C18, 300Å, 15 µm, 47 x 300 mm at a flow rate of 100 mL/min and/or 

on a Phenomenex Luna C18 column, 100Å, 5 µm, 30 x 100 mm at a flow rate of 40 mL/min.  

Analytical reverse phase HPLC was performed on an Agilent Technologies 1200rr Series 

liquid chromatograph using an Agilent Zorbax C18 column, 1.8 µm, 4.6 x 110 mm at a flow 
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CLAIMS 

1. A compound of formula I: 

, or a pharmaceutically acceptable 

salt thereof,�wherein: 

R
2
 is H, C1-C4 alkyl, halogen, –OH or –O–C1-C4 alkyl; 

R
3
 is H or –CH2-OH or –C(O)-NR

5
R

6
; 

R
4
 is H or –C(=NH)-NH2; 

R
5
 and R

6
 are independently H, C1-C6 alkyl, -CH2-cyclopropyl, -cyclopropyl, or arylalkyl, 

with the proviso that R
5
 and R

6
 are not both H; 

X and Y are independently –CH2– or –S– with the proviso that if X is –CH2–, Y is not  

–CH2–; 

Z is -CHR
7
- or S and R

7
 is H or C1-C4 alkyl, halogen, –OH or –O–C1-C4 alkyl;  

 R
8
 is H or -CH3; 

Ar is heteroaryl or phenyl optionally substituted with one C1-C4 alkyl, halogen, –OH or –O–

C1-C4 alkyl. 
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2. The compound of claim 1 wherein R
5
 and R

6
 are independently H, C1-C6 alkyl or 

arylalkyl. 

3.  The compound of claim 1 wherein only one of X and Y is –S–. 

4. The compound of claim 1 wherein X is –CH2–. 

5. The compound of claim 1 wherein X and Y are both –S–. 

6. The compound according to any one of claims 1-5 wherein Ar is thiophene. 

7. The compound according to any one of claims 1-6 wherein R
8
 is -CH3. 

8. The compound according to any one of claims 1-7 wherein R
3
 is –C(O)-NR

5
R

6
. 

9. The compound according to any one of claims 1-8 wherein R
5
 is H and R

6
 is C1-C4

alkyl. 

10. The compound according to any one of claims 1-8 wherein both of R
5
 and R

6
 is  

–CH2CH3. 

11. The compound according to any one of claims 1-10 wherein R
2
 is a halogen. 

12. The compound of claim 11 wherein R
2
 is –Cl. 

13. The compound of claim 11 wherein R
2
 is –F. 

14. The compound of claim 1 which is:   compound 5 

;  
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compound 10 

;  

compound 13 

;  
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compound 14 

;  

compound 21 

; or  
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compound 33 

.   

15. The compound of claim 1 which is compound 5: 

.    

16. The compound of claim 1 which is compound 10: 
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.   

17. The compound of claim 1 which is compound 13: 

.   

18. The compound of claim 1 which is compound 14: 
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.   

19. The compound of claim 1 which is compound 21: 

.   

20. The compound of claim 1 which is compound 33: 
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.   

21. A pharmaceutical composition comprising a compound according to any of claims 1-

20 for use in the treatment of diabetes insipidus, primary nocturnal enuresis, or nocturia. 

22. Use of a compound according to any of claims 1-20 in the manufacture of a 

medicament for the treatment of diabetes insipidus, primary nocturnal enuresis, or nocturia.  ��


