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Phenylalaninc
( x i ) SEQUENCE DESCRIPTION: SEQ ID NO: 116:
X2a Gln Trp Ala Val Gly His Lecu Lecu
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What is claimed is:

1. A peptide derivative consisting of:

a biologically active peptide moiety having a free amino
group, and at least one substituent attached to said
peptide moiety, wherein said substituent is selected
from the group consisting of Compounds I, II, and 11,
wherein Compound 1 is:

wherein:

Ry is O, S, or NR;, wherein R, is H or (C,-Cy) alkyl;

each R, and R,, independently, is H, (CH,),,OR,, or
CH(OR,)CH,0Rg, wherein Ry is H or (C,-C,) acyl,
and each R, and Ry, independently, is H, (C,-C,) acyl,
or C(Ry)(R,), wherein each Ry and R,,, indepen-
dently, is H or C,-Cq alkyl;

or R, and R, in combination are =CHCH,OR,,, R, is
H or (C,-C;) acyl, and m is an integer between 1 and
5, inclusive; and

one of R; and R, is (CH,),R,, or (CH,),CH(OH)R,,,
wherein R, is CO, CH, or SO,, and n is an integer
between 1 and 5, inclusive;

and the other of R; and R, is H, (C,-C () hydroxyalkyl,
or (C,-C;) acyl; and

Compound II is:

Riz—0 —|CH1
R14—0—CH2—(lj—'(CHz)m—RIG"R17_(CH2)n_R18
Rj5—~0—CH;

wherein:
each R;3, Ry,, and R, independently, is H or (C,-C,,)
acyl;
R,4 is NH or absent;
R, is CO, O, or absent;
R,z is CO, CH,, SO,, or absent;
m is an integer between 1 and 5, inclusive;
n is an integer between 1 and 5, inclusive; and
Compound I is:

(CHZ m
Rig—R20—Ra1—~Ry2 —Rz3—Ras—(CHy)p—Rys—(CHa);— Ry
(CHz),

wherein:

Ry, is H, NH,, an aromatic functional group, OH, (C,-C
s) hydroxyalkyl, H(R,;)(R,s), SO;H, or absent;
wherein each R,, and R,;, independently, is H or
(C,-Cy) alkyl;

R, is O or absent;
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R,; is (C;-Cg) alkyl or absent;

R,,is N, O, C, or CH;

R,; is (C,-Cg) alkyl or absent;

R,.is N, CH, or C;

R,s is NH, O, or absent;

R, is SO,, CO, or CH,;

m is an integer between 0 and 5, inclusive;

n is an integer between 0 and 5, inclusive;

p is an integer between 0 and 5, inclusive; and

q is an integer between 0 and 5, inclusive;

wherein said peptide moiety is attached to said substituent

atR,,, Ry, or Ry by a CO—N, CH,—N, or SO,—N
bond between said substituent and said free amino
group.

2. The peptide derivative of claim 1, wherein said sub-
stituent is Compound L.

3. The peptide derivative of claim 1, wherein said sub-
stituent is Compound II.

4. The peptide derivative of claim 1, wherein said sub-
stituent is Compound IIIL.

5. The peptide derivative of claim 2, wherein R, is O, R,
is CH(OH)CH,OH, R, is H, and one of R, and R, is
(CH,),R;, and the other of R; and R, is H or (C;-Cy)
hydroxyalkyl.

6. The peptide derivative of claim 3, wherein R,3, R,,,
and R, are H, R, is NH, Ry, is CO or absent, and m is O.

7. The peptide derivative of claim 3, wherein R, R,,,
and R;s are H, R, is absent, R, is absent, and m is O.

8. The peptide derivative of claim 4, wherein R,, is
(C,-Cy) alkyl, Ry, is N, C, or CH, R,, is C, and each of m
and n is an integer between 2 and 5, inclusive.

9. The peptide derivative of claim 4, wherein R,; is
absent, R,, is N or CH, R,, is N, O, or C, and each of m and
n is an integer between 2 and 5, inclusive.

10. The peptide derivative of claim 9, wherein R,, is N,
R,, is O, and each of R,g, R,q, and R,, is absent.

11. The peptide derivative of claim 9, wherein each of R,,
and R,, is N. .

12. The peptide derivative of claim 11, wherein each of
Ry and R, is absent.

13. The peptide derivative of claim 12, wherein R, is
OH, R,, is (C;-Cy) alkyl, and p is 0.

14. The peptide derivative of claim 5, wherein said
peptide moiety is selected from the group consisting of:
somatostatin, bombesin, calcitonin, calcitonin gene related
peptide, amylin, parathyroid hormone, gastrin releasing pep-
tide, melanocyte stimulating hormone, adrenocorticotrophic
hormone, parathyroid related peptide, luteinizing hormone-
releasing hormone, growth hormone releasing factor, growth
hormone releasing peptide, cholecystokinin, glucagon,
bradykinin, glucagon-like peptide, gastrin enkephalin, neu-
romedins, endothelin, substance P, neuropeptide Y, peptide
YY, vasoactive intestinal peptide, guanylin, pituitary ade-
nylate cyclase activating polypeptide, beta-cell tropin,
adrenomedullin, and a derivative, a fragment, or an analog
thereof.

15. The peptide derivative of claim 14, wherein said
peptide moiety is somatostatin or a derivative, a fragment, or
an analog thereof.



