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AQUEOQOUS GELLING COMPOSITIONS OF SOLUBLE ACTIVE PHARMACEUTICAL PEPTIDES

PROVIDING MODIFIED RELEASE

The present invention relates to an aqueous pharmaceutical composition comprising one
or more water-soluble or water-dispersible gelling agents and a peptide as the active
substance, in particular a peptide as melanocortin receptor ligand.

Melanocortins are a family of regulatory peptides which are formed by post-translational
processing of pro-hormone pro-opiomelanocortin. Melanocortins have been found in a
wide variety of normal human tissues including the brain, adrenal, skin, testis, spleen,
kidney, ovary, lung, thyroid, liver, colon, small intestine and pancreas. Melanocortin
peptides have been shown to exhibit a wide variety of physiological activities including the
control of behavior and memory, affecting neurotrophic and antipyretic properties, as well
as affecting the modulation of the immune system, the control of the cardiovascular
system, analgesia, thermoregulation and the release of other neurohumoral agents
including prolactin, luteinizing hormone and biogenic amines. Five melanocortin receptors
(MC-R) have been characterized to date: melanocyte-specific receptor (MC1-R),
corticoadrenal-specific ACTH receptor (MC2-R), melacortin-3 (MC3-R), melanocortin-4
(MC4-R) and melanocortin-5 receptor (MC5-R). There has been great interest in
melanocortin (MC-R) receptors as targets for the design of novel therapeutics to treat
disorders of body weight such as obesity and cachexia. Both genetic and pharmacological
evidence points toward central MC4-R receptors as the principal target. The current
progress with receptor-selective agonists and antagonists evidences the therapeutic
potential of melanocortin receptor activation, particularly MC4-R. Due to this therapeutic
potential, there is a need of new formulations for this type of compounds, in particular a
need of injection formulations. |

Parenteral injection of a soluble active pharmaceutical ingredient in saline classically leads
to a high value of the drug plasma peak concentration (Cnax) and an initial high variation
rate of the plasmatic drug concentration that results in a short time (Tna) t0 reach the
maximal concentration Cpax, i.€. the burst effect. These two features of the
pharmacokinetic (PK) profile can induce side effects, which may jeopardize the
development and use of the drug.

There is thus a real need to develop a pharmaceutical composition that modifies the PK
profile reducing Cnax and increasing Tmax aiMing to give a smooth immediate release, to
reduce side effects and to increase the tolerance of the treatment.

The Applicant has now discovered that the introduction of certain gelling agents into a
particular pharmaceutical composition can satisfy the abovementioned objectives.
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In particular, it has discovered that by introducing at least one water-soluble or water-
dispersible gelling agent into a pharmaceutical composition that comprises a particular
peptide, a pharmaceutical composition with a reduced C,ax can be obtained.

The injection of such a composition is quick and simple, does not cause any pain and
does not require any particular know-how.

Furthermore, the injection of this composition makes it possible to obtain satisfactory
physical properties, in particular in terms of solubility and filterability.

In a particularly advantageous manner, the Applicant has also found that the composition
according to the invention ensures a peptide chemical stability.

In addition, the treatment using such a composition permits to modify the in vitro peptide
release.

Finally, the composition according to the present invention allows a sustained-release of
the active ingredient over at least 2 hours.

One subject of the present invention is thus an agueous pharmaceutical composition
comprising a peptide as the active substance and one or more water-soluble or water-
dispersible gelling agents.

Other features, aspects, subjects and advantages of the present invention will emerge
more clearly on reading the description and the examples which follow.

In the text herein below, unless otherwise indicated, the limits of a range of values are
included in that range, especially in the expression "ranging from".

In the text herein below, the term "at feast one" is equivalent to "one or more".

Unless otherwise indicated, the following definitions are set forth to illustrate and define
the meaning and scope of the various terms used to describe the invention herein.

The term "peptide” is understood to mean a peptide containing up to 50 amino acids
and/or with a molecular weight up to about 6,000 Da (6,000 + 200 Da).

The term "water-soluble" gelling agent is understood to mean that the gelling agent used
in the composition according to the present invention is soluble in water. Preferably, the
gelling agent has solubility in water measured at 25° C higher than 10 mg/mL, and
preferably higher than 30 mg/mL.

The term "water-dispersible" gelling agent is understood to mean that the gelling agent
used in the composition according to the present invention is miscible or can be dispersed
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in water at a concentration measured at 25° C higher than 10 mg/mL, and preferably
higher than 30 mg/mL.

The term "gelling agent" defines a compound that can be solubilized, dispersed or mixed
with the pharmaceutical composition to modify its rheological behaviour, more particularly
its viscosity, and can lead to a higher viscosity composition or the formation of a hydrogel.
The term "gelling agent” means a gelling agent or a mixture of gelling agents.

The active ingredient of the pharmaceutical composition of the present invention is a
peptide.

Preferably, the peptide is selected from a ligand of one or more of the melanocortin
receptors (MC-R). The melanocortin receptor may be selected from melanocyte-specific
receptor (MC1-R), corticoadrenal-specific ACTH receptor (MC2-R), melacortin-3 (MC3-R),
melanocortin-4 (MC4-R) and melanocortin-5 receptor (MC5-R).

The active ingredient of the drug of the composition of the present invention may be
selected from those described in the PCT applications WO 2007/008704 or
WO 2008/147556.

In a preferred embodiment, the peptide is a ligand of melanocortin MC4 receptor.
In a preferred embodiment, the peptide is a compound of formula (1):
(R?R%)-A'-c (A%-A%-A*AS-AS-AT-A%A%-AT-R' (1)

wherein:

A'is Acc, HN-(CH2)m-C(O), L- or D-amino acid or deleted;

AZis Cys, D-Cys, hCys, D-hCys, Pen, D-Pen, Asp or Glu;

Alis Gly, Ala, p-Ala, Gaba, Aib, D-amino acid or deleted;

A is His, 2-Pal, 3-Pal, 4-Pal, Taz, 2-Thi, 3-Thi or (X" X2X3X* X°)Phe;

A’ is D-Phe, D-1-Nal, D-2-Nal, D-Trp, D-Bal, D-(X'X*X%X*X%Phe, L-Phe or
D-(Et)Tyr;

A%is Arg, hArg, Dab, Dap, Lys, Orn or HN-CH((CHa)-N(R*R%))-C(O);
A’is Trp, 1-Nal, 2-Nal, Bal, Bip, D-Trp, D-1-Nal, D-2-Nal, D-Bal or D-Bip;

A%is Gly, D-Ala, Acc, Ala, B-Ala, Gaba, Apn, Ahx, Aha, HN-(CH,)s-C(O) or deleted;
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A%is Cys, D-Cys, hCys, D-hCys, Pen, D-Pen, Dab, Dap, Orn or Lys;
A'%is Acc, HN-(CH,)-C(O), L- or D-amino acid or deleted:
R'is -OH or -NHy;

R® and R’ is, independently for each occurrence, H, (Ci-Cao)alkyl, (Cy-Cao)heteroalkyl,
(Ci-Cao)acyl, (Co-Cgo)alkenyl,  (Co-Cyo)alkynyl,  aryl(Ci-Cag)alkyl,  aryl(C4-Cso)acyl,
substituted  (C;-Cgo)alkyl, substituted (C;-Cgo)heteroalkyl, substituted (C;-Csp)acyl,
substituted (C,-Cap)alkenyl, substituted (C,-Cao)alkyny!, substituted aryl(C,-Cgg)alkyl or
substituted aryl(C-Cgp)acyl;

R*and R® is, independently for each occurrence, H, (C-Cuo)alkyl, (C-Cuo)heteroalkyl,
(Ci-Cao)acyl, (Cao-Cao)alkenyl, (Co-Cao)alkynyl, aryl(C{-Cyo)alkyl,  aryl(C4-Cao)acyl,
substituted (Ci-Cao)alkyl, substituted (C;-Cyo)heteroalkyl, substituted (C4-Cyo)acyl,
substituted (C,-Cag)alkenyl, substituted (C,-Cao)alkynyi, substituted aryl(C,-Cao)alkyl,
substituted aryl(C4-Cao)acyl, (C1-Cao)alkylsulfonyl or -C(NH)-NH;;

m is, independently for each occurrence, 1,2, 3,4, 5,6 or 7;

n is, independently for each occurrence, 1, 2, 3, 4 or 5;

s is, independently for each occurrence, 1, 2,3,4,5,6 or 7;
tis, independently for each occurrence, 1, 2, 3, 4,5, 6 or 7; and

X', X%, X%, X*, and X® each is, independently for each occurrence, H, F, Cl, Br, |,
(C4-Cro)alkyl, substituted (Ci-Cio)alkyl, (Co-Cio)alkenyl, substituted (Co-Cio)alkenyl,
(C2-Cyo)alkynyl, substituted (C»-Cio)alkynyl, aryl, substituted aryl, OH, NH,, NO,, or CN;

provided that:

(N when R* is (C1-Cuo)acyl, aryl(Cy-Cyo)acyl, substituted (C;-Cyp)acyl, substituted
aryl(Cy-Cyo)acyl, (Cy-Cyuo)alkylsulfonyl or -C(NH)-NH,, then R° is H, (C1-Cao)alkyl,
(Ci-Cao)heteroalkyl, (Co-Cayp)alkenyl, (C-Cyo)alkynyl, aryl(C;-Cyo)alkyl, substituted
(Cy-Cuo)alkyl, substituted (C;-Cao)heteroalkyl, substituted (Co-Cuo)alkenyl, substituted
(C2-Cuo)alkynyl or substituted aryl(C4-Cuo)alkyl:

(1) when R® is (Ci-Cyoacyl, aryl(Ci-Cso)acyl, substituted (Ci-Cso)acyl or
substituted aryl(C1-Cao)acyl, then R is H, (C;-Cgo)alkyl, (C1-Cao)heteroalkyl, (C»-Cao)alkenyl,
(Co-Cgo)alkynyl, aryl(Cy-Cao)alkyl, substituted (C-Cgo)alkyl, substituted (C,-Cso)heteroalkyl,
substituted (C,-Cyo)alkenyl, substituted (Cp- Cgo)alkynyl or substituted aryl(C,-Cso)alkyl;

(I1) either A% or A® or both must be present in said compound;
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(IV)  when A? is Cys, D-Cys, hCys, D-hCys, Pen or D-Pen, then A is Cys, D-Cys,
hCys, D-hCys, Pen or D-Pen;

(V)  when A%is Asp or Glu, then A® is Dab, Dap, Orn or Lys;
(V) when A%is Ala or Gly, then A' is not Nie; and
5 (VIl)  when A" is deleted, then R? and R® cannot both be H;

or a pharmaceutically acceptable salt thereof. In a preferred embodiment, the peptide is a
compound of formula (I) wherein A' is Arg, D-Arg, hArg or D-hArg; or a pharmaceutically
acceptable salt thereof.

Preferably, the active substance of the drug composition of the present invention is the
10 peptide of formula:

Ac-Arg-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, (peptide 1)

HNYNHZ

NH HN
o] (E:H3 0 0
P ﬁdkg/ﬁ(ﬁ\)ky[/\nﬁ . ﬁ‘\)LNHZ
0 :\s o j 0 / S o
9 o
H2N/J§NH peptide 1

or a pharmaceutically acceptable salt thereof.

In a preferred embodiment, the peptide is a compound of formula (11):

R5
R, X

N R* O

0ANS0

\X1-A1-A2-A3-A4—N

\

R2

Rs3

15 (I
wherein the hydantoin moiety is formed from fusing the amino group of X' ie.,

wherein:

X is selected from the group consisting of -CHy-S-S-CH,-, -G(CH3),-S-S-CH,-, -CHo-
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S-8-C(CHs),  -C(CHg)2"S-S-C(CHa)er, ~ —(CH2)2-S-S-CHp-,  -CHp-S-8-(CHy)or,
-(CHz)2-S-8-(CHz)z-, -C(CH3)2-S-8-(CHa)z-, ~(CH2)2-S-S-C(CHa)z, -(CHz)i-C(O)-NR®-(CHy),-
and -(CHz)-NR’-C(O)-(CHa):;

R' and R? each is, independently for each occurrence thereof, H, (C1-Cio)alkyl or
substituted (C-Cyo)alkyl;

R%is -OH or -NH,;

R* and R® each is, independently for each occurrence thereof, H, (C;-Cyo)alkyl or
substituted (C,-Cp)alkyl;

X' is Re R7
)\”/
O

A' is His, 2-Pal, 3-Pal, 4-Pal, Taz, 2-Thi, 3-Thi, (X', X2, X, X*, X*)Phe or deleted;
A?is D-Bal, D-1-Nal, D-2-Nal, D-Phe or D-(X', X2, X%, X*, X®)Phe;

A%is Arg, hArg, Dab, Dap, Lys or Om;

A*is Bal, 1-Nal, 2-Nal, (X', X2, X%, X*, X®)Phe or Trp;

R® and R’ each is, independently for each occurrence thereof, H, (C;-Cio)alkyl,
(C+-Cyo)heteroalkyl, aryl(C4-Csg)alkyl, substituted (C4-Cyp)alkyl, substituted
(Ci-Cio)heteroalkyl or substituted aryl(C-Cs)alkyl or R® and R’ may be joined together
form a cyclic moiety;

R®is H, (C1-Cio)alkyl or substituted (C1-Cio)alkyl;
r is, independently for each occurrence thereof, 1, 2, 3, 4 or 5; and
tis, independently for each occurrence thereof, 1 or 2; or

a pharmaceutically acceptable salt thereof.

Preferably, the active substance of the drug composition of the present invention is the
peptide of formula:

Hydantoin(Arg-Gly))-cyclo(Cys-Glu-His-D-Phe-Arg-Trp-Cys)-NH. (peptide 2)
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7
NH2 Chiral

HNA\N Oy

Q0

(o} o} o} H O (0}
XKN/\[]/N\:-)LN N\E)LN/\]/N\:)LN N\E)J\NH2
N—< o i O ._. ©O c /
o) 53 r]\'] \N k S
=~/ N

I-N)\NHZ

peptide 2
or a pharmaceutically acceptable salt thereof.

The nomenclature used to define the peptides is that typically used in the art wherein the
amino group at the N-terminus appears to the left and the carboxyl group at the
C-terminus appears to the right. Where the amino acid has isomeric forms, it is the L form
of the amino acid that is represented unless otherwise explicitly indicated. Unless defined
otherwise, all technical and scientific terms used herein have the same meaning as
commonly understood by one of ordinary skill in the art to which this invention belongs.
Also, all publications, patent applications, patents and other references mentioned herein
are incorporated by reference. The meaning of the different symbol used above is as
follows:

Abu: a-aminobutyric acid; Ac: acyl group; Acc: 1-amino-1-cyclo(Cs-Cg)alkyl carboxylic acid;
A3c: 1-amino-1-cyclopropanecarboxylic acid; A4c: 1-amino-1-cyclobutanecarboxylic acid;
A5c: 1-amino-1-cyclopentanecarboxylic acid; A6c: 1-amino-1-cyclohexanecarboxylic acid;
Aha: 7-aminoheptanoic acid; Ahx: 6-aminohexanoic acid; Aib: a-aminoisobutyric acid; Ala
or A: alanine; B-Ala: B-alanine; Apn: 5-aminopentancic acid (HN-(CH2),-C(O); Arg or R:
arginine; hArg: homoarginine; Asn or N: asparagine; Asp or D: aspartic acid; Bal:
3-benzothienylalanine; Bip: 4,4’-biphenylalanine, represented by the structure:

Bpa: 4-benzoylphenylalanine; 4-Br-Phe: 4-bromo-phenylalanine; Cha:
B-cyclohexylalanine; hCha: homo-cyclohexylalanine; Chg: cyclohexylglycine; Cys or C:
cysteine; hCys: homocysteine; Dab: 2,4-diaminobutyric acid; Dap: 2,3-diaminopropionic
acid; Dip: B,3-diphenylalanine; Doc: 8-amino-3,6-dioxaoctanoic acid with the structure of:

H O
/rll\/\o/\/o\/'\

2-Fua: B-(2-furyl)-alanine; Gaba: 4-aminobutyric acid; Gin or Q: glutamine; Glu or E:
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glutamic acid; Gly or G: glycine; His or H: histidine; 3-Hyp: trans-3-hydroxy-L-proline, i.e.,
(28, 38)-3-hydroxypyrrolidine-2-carboxylic acid; 4-Hyp: 4-hydroxyproline, i.e., (2S, 4R)-
4-hydroxypyrrolidine-2-carboxylic acid; lle or I: isoleucine; Leu or L: leucine; hLeu:
homoleucine; Lys or K: lysine; Met or M: methionine; p-hMet: B-homomethionine; 1-Nal:
B-(1-naphthyl)alanine; 2-Nal: B-(2-naphthyl)alanine; Nip: nipecotic acid; Nie: norleucine;
Oic: octahydroindole-2-carboxylic acid; Orn: ornithine; 2-Pal: B-(2-pyridiyl)alanine; 3-Pal:
B-(3-pyridiyl)alanine; 4-Pal: p-(4-pyridiyl)alanine; Pen: penicillamine; Phe or F:
phenylalanine; hPhe: homophenylalanine; Pro or P: proline; hPro: homoproline.

Ser or S: serine; Tle: tert-Leucine; Taz: B-(4-thiazolyl)alanine; 2-Thi: B-(2-thienyl)alanine;
3-Thi: B-(3-thienyl)alanine; Thr or T: threonine; Trp or W: tryptophan; Tyr or Y: tyrosine;
D-(Et)Tyr has a structure of:

d

H O ; Val or V: valine.

The following are definitions of terms used in this specification. The initial definition
provided for a group or term herein applies to that group or term throughout the present
specification, individually or as part of another group, unless otherwise indicated. Unless
defined otherwise, all technical and scientific terms used herein have the same meaning
as commonly understood by one of ordinary skill in the art to which this invention belongs.

The term "alkyl" refers to straight or branched chain hydrocarbon groups having 1 to
12 carbon atoms, preferably 1 to 8 carbon atoms. Lower alkyl groups, that is, alkyl groups
of 1 to 4 carbon atoms, are most preferred. When a subscript is used with reference to an
alkyl or other group, the subscript refers to the number of carbon atoms that the group
may contain. The term "substituted alky!" refers to an alky! group as defined above having
one, two or three substituents selected from the group consisting of halo, amino, cyano,
keto (=0), -OR,, -SR., -NRiRy, -(C=0)R,, -COzR, -C(=O)NR.R, -NR.C(=O)R,,
-NR.COzR;, -OC(=0)R,, -OC(=0O)NR Ry, -NR.C(=0)NR,R,, NR.SO,R4, SO,R4, SO3Rg,
cycloalkyl, aryl, heteroaryl, or heterocycle, wherein the groups Ra, Rs, and R, are selected
from hydrogen, (C;-Ce)alkyl, aryl, heteroaryl, heterocycle, cycloalkyl, or (C,-Ce)alkyl
substituted with halogen, hydroxy, methoxy, nitro, amino, cyano, -(C=0)H, -CO,H,
-(C=0)alkyl, -CO.alkyl, -NH(alkyl), -NH(cycloalky!), -N(alkyl);, carboxy, acyl, -C(=O)H,
-C(=O)phenyl, -COz-alkyl, cycloalkyl, -(C=0O)NH,, -(C=0O)NH(alkyl), -(C=0)NH(cycloalky!),
-(C=O)N(alkky)z, -C(=0)-(CHg)1.2NHz, -C(=0)-(CHz)12NH(alkyl), -C(=0)-(CHz):.2N(alkyl),,
-NH-CH,-carboxy, -NH-CH,-COz-alkyl, phenyl, benzyl, phenylethyl, or phenyloxy. The
group Ry may be selected from the same groups as R,, R, and R, but is not hydrogen.
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Alternatively, the groups R, and R, may together form a heterocyclo or heteroaryl ring. It
should be understood that when a substituted alkyl group is substituted with an aryl,
cycloalkyl, heteroaryl, or heterocyclo, such rings are as defined below and thus may have
one to three substituents as set forth below in the definitions for these terms. When the
term "alkyl" is used as a suffix following another specifically named group, e.g., arylalkyl or
heteroarylalkyl, the term defines, with more specificity, at least one of the substituents that
the substituted alky! will contain. For example, arylalkyl refers to an aryl bonded through
an alkyl, or in other words, a substituted alkyl group having from 1 to 12 carbon atoms and
at least one substituent that is aryl (e.g., benzyl or biphenyl). "Lower arylalky!" refers to
substituted alkyl groups having 1 to 4 carbon atoms and at least one aryl substituent.

The term "alkenyl" refers to straight or branched chain hydrocarbon groups having 2 to
12 carbon atoms and at least one double bond. Alkenyl groups of 2 to 6 carbon atoms and
having one double bond are most preferred.

The term "alkynyl" refers to straight or branched chain hydrocarbon groups having 2 to
12 carbon atoms and at least one triple bond. Alkynyl groups of 2 to 6 carbon atoms and
having one triple bond are most preferred. A substituted alkenyt or alkyny! will contain one,
two, or three substituents as defined above for alkyl groups.

The term "alkylene" refers to bivalent straight or branched chain hydrocarbon groups
having 1 to 12 carbon atoms, preferably 1 to 8 carbon atoms, e.g., {-CHz-},,, wherein n is 1
to 12, preferably 1 to 8. Lower alkylene groups, that is, alkylene groups of 1 to 4 carbon
atoms, are most preferred. The terms "alkenylene" and "alkynylene" refer to bivalent
radicals of alkenyl and alkynyl groups, respectively, as defined above. Substituted alkylene,
alkenylene, and alkynylene groups may have substituents as defined above for substituted
alkyl groups.

The term "alkoxy" refers to the group OR. wherein R, is alkyl, substituted alkyl, alkenyl,
substituted alkenyl, alkynyl, substituted alkynyl, heterocycle, or cycloalkyl. Thus, an alkoxy
includes such groups as methoxy, ethoxy, cyclopropyloxy, pyrrolidinyloxy, and so forth.
The term "aryloxy" refers to the groups O(aryl) or O(heteroaryl), wherein aryl and
heteroaryl are as defined below.

The term "alkyithio" refers to an alkyl or substituted alkyl group as defined above bonded
through one or more sulfur (-S-) atoms, e.g., -S (alkyl) or -S (alkyl-R,).

The term "alkylamino” refers to an alkyl or substituted alkyl group as defined above
bonded through one or more nitrogen (-NRs) groups, wherein Ry is hydrogen, alkyl,
substituted alkyl, or cycloalkyl. The term "acyl" refers to an alkyl or substituted alkyl group
as defined above bonded through one or more carbonyl {-C(=0)-} groups. When the term
acyl is used in conjunction with another group, as in acylamino, this refers to the carbonyl
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group {-C(=0)} linked to the second named group. Thus, acylamino refers to -C(=O)NHj,
substituted acylamino refers to the group -C(=0O)NRR, and acylary! refers to -C(=O)(aryl).

The term "aminoacyl" refers to the group -NR:C(=0)Ry, wherein Ry is hydrogen, alkyl, or
substituted alkyl, and R is as defined above for alkylaminc groups.

The term "halo” or "halogen" refers to chloro, bromo, fluoro and iodo. Unless otherwise
indicated, any haloalkyl, haloalkoxy or haloalkylthio group contains one or more halo
atoms which halo atoms may be the same or different.

The term "carboxy"” when used alone refers to the group CO,H. Carboxyalkyl refers to the
group COzR, wherein R is alkyl or substituted alkyl.

The term "sulphonyl" refers to a sulphoxide group (i.e., -S(O);2-) linked to an organic
radical including an alkyl, alkenyl, alkynyl, substituted alkyl, substituted alkenyl, or
substituted alkynyl group, as defined above. The organic radical to which the sulphoxide
group is attached may be monovalent (e.g., -SO,-alkyl), or bivalent (e.g., -SO,-alkylene,
etc.).

The term "cycloalkyl" refers to substituted and unsubstituted monocyclic or bicyclic
hydrocarbon groups of 3 to 9 carbon atoms which are, respectively, fully saturated or
partially unsaturated, including a fused aryl ring, for example, an indan. A cycloalkyl group
may be substituted by one or more (such as one to three) substituents selected from alkyl,
substituted alkyl, aminoalkyl, halogen, cyano, nitro, trifluoromethyl, hydroxy, alkoxy,
alkylamino, sulphonyl, -SOz(aryl), -CO.H, -COs-alkyl, -C(=0O)H, keto, -C(=0)-(CHa)1.2NH,,
-C(=0)-(CHgz)1.2NH(alkyl), -C(=0)-(CH,)1oN(alkyl),, acyl, aryl, heterocycle, heteroaryl, or
another cycloalkyl ring of 3 to 7 carbon atoms. The term "cycloalkylene" refers to a
cycloalkyl forming a link or spacer between two other groups, i.e., a cycloalkylene is a
cycloalky! that is bonded to at least two other groups. The term cycloalkyl includes
saturated or partially unsaturated carbocyclic rings having a carbon-carbon bridge of three
to four carbon atoms or having a benzene ring joined thereto. When the cycloalkyl group is
substituted with a further ring, said further ring may have one to two substituents selected
from Ry wherein Ry is lower alkyl, hydroxy, lower alkoxy, amino, halogen, cyano,
trifluoromethyl, trifluoromethoxy, nitro, and lower alkyl substituted with one to two hydroxy,
lower alkoxy, amino, halogen, cyano, trifluoromethyl, trifluoromethoxy, and/or nitro.

The term "aryl" refers to substituted and unsubstituted phenyl, 1-naphthyl and 2-naphthyl,
with phenyl being preferred. The aryl may have zero, one, two or three substituents
selected from the group consisting of alkyl, substituted alkyl, alkoxy, alkylthio, halo,
hydroxy, nitro, cyano, amino, trifluoromethyl, trifluoromethoxy, sulphonyl, -SO(aryl), -
NH(alkyl), -NH(cycloalkyl), -N(alkyl}s, carboxy, acyl, -G(=0)H, -CG(=0)phenyl, -CO,-alkyl,
cycloalkyl, -(C=O)NH,, -(C=0)NH(alkyl), -(C=O)NH(cycloalkyl), -(C=0O)N(alkyl),, -NH-CH-
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carboxy, -NH-CH,-COs-alkyl, -C(=0)-(CH,);2NH,, -C(=0)-(CHy)i.2NH(alkyl), -C(=0)-
(CH2)12N(alkyl)s, phenyl, benzyl, phenylethyl, phenyloxy, phenylthio, heterocyclo,
heteroaryl, or a (Cs-C;)cycloalkyl ring. The term "arylene" refers to an aryl as defined
above forming a link or spacer between two other groups, i.e., an arylene is an aryl that is
bonded to at least two other groups. When the aryl group is substituted with a further ring,
said further ring may have one to two substituents selected from Ry, wherein Ry is defined
as above.

The term "heterocyclo” or "heterocycle" refers to substituted and unsubstituted non-
aromatic 3- to 7-membered monocyclic groups, 7- to 11-membered bicyclic groups, and
10- to 15-membered tricyclic groups which have at least one heteroatom (O, S or N) in at
least one of the rings. Each ring of the heterocyclo group containing a heteroatom can
contain one or two oxygen or sulfur atoms and/or from one to four nitrogen atoms provided
that the total number of heteroatoms in each ring is four or less, and further provided that
the ring contains at least one carbon atom. The fused rings completing the bicyclic and
tricyclic groups may contain only carbon atoms and may be saturated, partially saturated,
or unsaturated. The nitrogen and sulfur atoms may optionally be oxidized and the nitrogen
atoms may optionally be quatemized. The heterocyclo group may be attached at any
available nitrogen or carbon atom. The heterocyclo ring may contain one, two or three
substituents selected from the group consisting of halo, amino, cyano, alkyl, substituted
alkyl, triftuoromethyl, trifluoromethoxy, sulphonyl, -SOx(aryl), -NH(alkyl), -NH(cycloalkyl),
-N(alkyl),, alkoxy, alkylthio, hydroxy, nitro, phenyl, benzyl, phenylethyl, phenyloxy,
phenylthio, carboxy, -CO,-alkyl, cycloalkyl, -C(=O)H, acyl, -(C=0)NH,, -(C=0)NH(alkyl),
-(C=0O)NH(cycloalkyl),-(C=0O)N(alkyl);, -NH-CHgz-carboxy, -NH-CHx-COg-alkyl, -C(=0)-
(CH2)1.2NH,, -C(=0)-(CH,).2NH(alkyl), -C(=0)-(CHz),oN(alkyl),, heterocyclo, heteroaryl, a
(Cs-Cs)cycloalkyl ring, keto, =N-OH, =N-O-lower alkyl, or a five or six-membered ketal, i.e.,
1,3-dioxolane or 1,3-dioxane. When the heterocyclo group is substituted with a further ring,
said further ring may have one to two substituents selected from Ry, wherein Ry is defined
as above. Exemplary monocyclic groups include azetidinyl, pyrrolidinyl, oxetanyl,
imidazolinyl, oxazolidinyl, isoxazolinyl, thiazolidinyl, isothiazolidinyl, tetrahydrofuranyl,
piperidinyl, piperazinyl, 2-oxopiperazinyl, 2-oxopiperidinyl, 2-oxopyrrolodinyl,
2-oxo0azepinyl, azepinyl, 4-piperidonyl, tetrahydropyranyl, morpholinyl, thiamorpholinyl,
thiamorpholinyl suifoxide, thiamorpholinyl sulfone, 1,3-dioxolane and tetrahydro-
1,1-dioxothienyl and the like. Exemplary bicyclic heterocyclo groups include quinuclidinyl.

The term "heteroaryl” refers to substituted and unsubstituted aromatic 5- or 6-membered
monocyclic groups, 9- or 10-membered bicyclic groups, and 11- to 14-membered tricyclic
groups which have at least one heteroatom (O, S or N) in at least one of the rings. Each
ring of the heteroaryl group containing a heteroatom can contain one or two oxygen or
sulfur atoms and/or from one to four nitrogen atoms provided that the total number of
heteroatoms in each ring is four or less and each ring has at least one carbon atom. The
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fused rings completing the bicyclic and tricyclic groups may contain only carbon atoms and
may be saturated, partially saturated, or unsaturated. The nitrogen and sulfur atoms may
optionally be oxidized and the nitrogen atoms may optionally be quaternized. Heteroaryl
groups which are bicyclic or tricyclic must include at least one fully aromatic ring but the
other fused ring or rings may be aromatic or non-aromatic. The heteroaryl group may be
attached at any available nitrogen or carbon atom of any ring. The heteroaryl ring system
may contain one, two or three substituents selected from the group consisting of halo,
amino, cyano, alkyl, substituted alkyl, trifluoromethyl, trifluoromethoxy, sulphonyl,
-SOx(ary!), -NH(alkyl), -NH(cycloalkyl), -N(alkyl),, alkoxy, alkylthio, hydroxy, nitro, phenyl,
benzyl, phenylethyl, phenyloxy, phenylthio, carboxy, -COg-alkyl, cycloalkyl, -G(=O)H,
acyl, -(C=0O)NHp, -(C=O)NH(alkyl), -(C=O)NH(cycloalkyl), -(C=O)N(alkyl)s, -NH-CHy-
carboxy, -NH-CHy-COs-alkyl, -C(=0)-(CHz)1.o2NHp, -C(=0)-(CH,)ioNH(alkyl), -C(=0)-
(CH>)1.2N(alkyl),, heterocylco, heteroaryl, or a (Cs-C;)cycloalkyl ring. The heterocyclo ring
may have a sulfur heteroatom that is substituted with one or more oxygen (=O) atoms.
Exemplary monocyclic heteroaryl groups include pyrrolyl, pyrazolyl, pyrazolinyl, imidazolyl,
oxazolyl, isoxazolyl, thiazolyl, thiadiazolyl, isothiazolyl, furanyl, thienyl, oxadiazolyl, pyridyl,
pyrazinyl, pyrimidinyl, pyridazinyl, triazinyl and the like. Exemplary bicyclic heteroaryl
groups include indolyl, benzothiazolyl, benzodioxolyl, benzoxaxolyl, benzothienyl,
quinolinyl, tetrahydroisoquinolinyl, isoquinoliny!, benzimidazolyl, benzopyranyl, indolizinyl,
benzofuranyl, chromonyl, coumarinyl, benzopyranyl, cinnolinyl, quinoxalinyl, indazolyl,
pyrrolopyridyl, furopyridinyl, dihydroisoindolyl, tetrahydroquinolinyl and the like. Exemplary
tricyclic heteroaryl groups include carbazolyl, benzidolyl, phenanthroliinyl, acridinyl,
phenanthridinyl, xanthenyl and the like.

The peptide of the drug composition of the present invention may be in the form of a salt
or as a free base.

According to one preferred embodiment, the peptide is in a salt form.
Preferably, the pharmaceutically acceptable salt of the peptide is acetate or heptanoate.
More preferably, the pharmaceutically acceptable salt of the peptide is acetate.

In a preferred embodiment, the active substance of the composition of the present
invention is the peptide of formula Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, in a
salt form, preferably in an acetate or heptanoate salt. In a more preferred embodiment, the
peptide Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, is in an acetate salt.

Advantageously, the peptide or the salt thereof is present in a concentration ranging from
0.1 to 25 % by weight relative to the total weight of the composition. More preferably, the
peptide or the salt thereof is present in a concentration ranging from 0.1 to 10 % by weight,
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even more preferentially from 0.2 to 6 % by weight and even more preferentially still from
0.3 to 2 % by weight relative to the total weight of the composition.

According to the invention, the pharmaceutical composition comprises a water-soluble or
water-dispersible gelling agent.

For the purposes of the present invention, the term "gelling agent" means an agent which,
when introduced at a concentration between 0.5 and 40 % by weight in an aqueous
solution makes it possible to achieve a dynamic viscosity of at least 100 cPs and
preferably of at least 500 cPs, at 25°C and at a shear rate between 1 and 10 s™. This
viscosity may be measured using a viscometer, for example a controlled-stress viscometer
in cone-plate geometry, for instance a Haake R81 viscometer from Thermo Electron.

Mention may be made, as gelling agents, for example, of polyols such as glycerol and
propylene glycol, polyethers such as polyethylene glycols, cellulose derivatives such as
microcrystalline cellulose, sodium caboxymethy! cellulose, methyl cellulose, ethyi cellulose,
hydroxyethyl cellulose, hydroxypropyl cellulose and hydroxypropyl methylcellulose, mono-
or polysaccharides such as sodium hyalunorate, chitosan, starch and starch derivatives,
polyvinylpyrrolidone, gelatin, zinc acetate, and mixtures thereof.

The gelling agent contains one or more polyethers, one or more polyols and a mixture
thereof.

According to the present invention, the gelling agent is chosen from polyethers, polyols
and mixtures thereof.

More preferably, the gelling agent is chosen from polyethers and polyols.

Preferably, the gelling agent is present in a concentration ranging from 0.5 to 70 % by
weight relative to the total weight of the composition. More preferably, the gelling agent is
present in a concentration ranging from 10 to 50 % by weight, even more preferentially
from 15 to 40 % by weight and even more preferentially still from 20 to 40 % by weight
relative to the total weight of the composition.

In a preferred embodiment, the present invention relates to an aqueous pharmaceutical
composition comprising:

- a peptide as the active ingredient, and

- one or more water-soluble or water-dispersible gelling agents,
the peptide being selected from a ligand of one or more of melanocortin receptors (MC-R)
or a pharmaceutically acceptable salt thereof, and
the gelling agent being present in a concentration ranging from 10 to 50 % by weight
relative to the total weight of the composition.
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In another preferred embodiment, the present invention relates to an aqueous
pharmaceutical composition comprising:

- a peptide as the active ingredient, and

- one or more water-soluble or water-dispersible gelling agents,
the peptide being selected from a ligand of one or more of melanocortin receptors (MC4-R)
or a pharmaceutically acceptable salt thereof, and
the gelling agent being present in a concentration ranging from 10 to 50 % by weight
relative to the total weight of the composition.

In another preferred embodiment, the aqueous composition according to the present
invention comprises, as active ingredient, Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-
NH, or a pharmaceutically acceptable salt thereof in a concentration ranging from 0.1 to
10 % by weight relative to the total weight of the composition, and a gelling agent in a
concentration ranging from 10 to 50 % by weight relative to the total weight of the
composition.

In another preferred embodiment, the aqueous composition according to the present
invention comprises, as active ingredient, an acetate or a heptanoate salt of Ac-Arg-¢c(Cys-
D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, in a concentration ranging from 0.1 to 10 % by weight
relative to the total weight of the composition, and a gelling agent in a concentration
ranging from 10 to 50 % by weight relative to the total weight of the composition. In a most
preferred embodiment, the active ingredient is the acetate salt of Ac-Arg-c(Cys-D-Ala-His-
D-Phe-Arg-Trp-Cys)-NH,,

In a preferred embodiment, the gelling agent is a polyether or a mixture of polyethers.

Preferably, the gelling agent is a polyether present in a concentration ranging from 10 to
50 % by weight relative to the total weight of the composition. More preferably, the gelling
agent is a polyether and present in a concentration ranging from 15 to 40 % by weight
relative to the total weight of the composition. Even more preferentially, the gelling agent is
a polyether and present in a concentration ranging from 20 to 35 % by weight relative to
the total weight of the composition.

In a more preferred embodiment, the gelling agent is a polyether chosen from
polyethylene glycols. In another preferred embodiment, the gelling agent is the polyether
PEG 400.

In a particular embodiment, the gelling agent is the polyether PEG 400 and is present in a
concentration ranging from 15 to 40 % by weight relative to the total weight of the
composition. More preferably, the gelling agent is the polyether PEG 400 and is present in
a concentration ranging from 20 to 35 % by weight relative to the total weight of the
composition.
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In another preferred embodiment, the aqueous composition according to the present
invention comprises, as active ingredient, Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-
NH; or a pharmaceutically acceptable salt thereof in a concentration ranging from 0.1 to
10 % by weight relative to the total weight of the composition, and a polyethylene glycol as
gelling agent in a concentration ranging from 15 to 40 % by weight, and more preferably
from 20 to 35 % by weight relative to the total weight of the composition.

In another preferred embodiment, the aqueous composition according to the present
invention comprises, as active ingredient, an acetate or a heptanoate salt of Ac-Arg-c(Cys-
D-Ala-His-D-Phe-Arg-Trp-Cys)-NH; in a concentration of 0.1 to 10 % by weight relative to
the total weight of the composition, and a polyethylene glycol as gelling agent in a
concentration ranging from 15 to 40 % by weight, and more preferably from 20 to 35 % by
weight relative to the total weight of the composition. In a most preferred embodiment, the
active ingredient is the acetate salt of Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,,

In another preferred embodiment, the gelling agent is a polyol or a mixture of polyols.

Preferably, the gelling agent is a polyol present in a concentration ranging from 10 to 50 %
by weight relative to the total weight of the composition. More preferably, the gelling agent
is a polyol present in a concentration ranging from 15 to 40 % by weight relative to the
total weight of the composition. Even more preferentially, the gelling agent is a polyol and
present in a concentration ranging from 25 to 40 % by weight relative to the total weight of
the composition. ’

More particularly, the gelling agent is glycerol as polyol.

In a particular embodiment, the gelling agent is glycerol as polyol and is present in a
concentration ranging from 15 to 40 % by weight relative to the total weight of the
composition. More preferably, the gelling agent is glycerol as polyol and is present in a
concentration ranging from 25 to 40 % by weight relative to the total weight of the
composition.

In a more preferred embodiment, the aqueous composition according to the present
invention comprises, as active ingredient, Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-
NH, or a pharmaceutically acceptable salt thereof in a concentration ranging from 0.1 to
10 % by weight relative to the total weight of the composition, and glycercl as gelling agent
in a concentration ranging from 15 to 40 % by weight, and more preferably from 25 to
40 % by weight relative to the total weight of the composition.

In a more preferred embodiment, the composition according to the present invention
comprises, as active ingredient, an acetate or a heptanoate salt of Ac-Arg-c(Cys-D-Ala-
His-D-Phe-Arg-Trp-Cys)-NH, in a concentration ranging from 0.1 to 10 % by weight
relative to the total weight of the composition, and glycerol as gelling agent in a
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concentration ranging from 15 to 40 % by weight, and more preferably from 25 to 40 % by
weight relative to the total weight of the composition. In a most preferred embodiment, the
active ingredient is the acetate salit of Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,,

The composition according to the invention may also comprise one or more additives such
as surfactants. These additives include fatty acids and salts thereof, polyols, polyoxyethers,
poloxamers, polysorbates and polyoxyethylene fatty acid esters.

In a preferred embodiment, the composition according to the invention comprises only the
peptide as active substance and the water-soluble or water-dispersible gelling agent.

Preferably, the composition according to the invention comprises only the peptide of
formula  Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,  or a  pharmaceutically
acceptable salt thereof and one or more polyols as gelling agent.

More preferably, the composition according to the invention comprises only the peptide of
formula  Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,  or a  pharmaceutically
acceptable salt thereof and glycerol as gelling agent.

Even more preferably, the composition according to the invention comprises only the
peptide of formula Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, or a pharmaceutically
acceptable salt thereof in a concentration ranging from 0.1 to 10 % by weight relative to
the total weight of the composition and glycerol as gelling agent in a concentration ranging
from 15 to 40 % by weight relative to the total weight of the composition. Of course, water
(water of injectable grade) is present to complete the formulation to 100 % (w/w)
(9.s. 100 %).

In a more preferred embodiment, the aqueous composition according to the present
invention comprises, as active ingredient, Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-
NH, or a pharmaceutically acceptable salt thereof in a concentration ranging from 0.1 to
10 % by weight relative to the total weight of the composition, glycerol as gelling agent in a
concentration ranging from 25 to 40 % by weight relative to the total weight of the
composition, and water (WFI g.s. 100 %).

In a more preferred embodiment, the aqueous composition according to the present
invention comprises, as active ingredient, an acetate or a heptanoate salt of Ac-Arg-c(Cys-
D-Ala-His-D-Phe-Arg-Trp-Cys)-NH; in a concentration ranging from 0.1 to 10 % by weight
relative to the total weight of the composition, glycerol as gelling agent in a concentration
ranging from 25 to 40 % by weight relative to the total weight of the composition, and
water (WFI g.s. 100 %). In a most preferred embodiment, the active ingredient is the
acetate salt of Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH..
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More preferably still, the composition according to the invention comprises only the
peptide of formula Ac-Arg-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH; or a pharmaceutically
acceptable salt thereof in a concentration ranging from 0.3 to 2 % by weight relative to the
total weight of the composition and glycerol as gelling agent in a concentration ranging
from 25 t0 40 % by weight relative to the total weight of the composition. Of course, water
(water of injectable grade) is present to complete the formulation to 100 % (w/w)
(g-s. 100 %).

In another preferred embodiment, the composition according to the invention comprises
only the peptide of formula Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH; or a
pharmaceutically acceptable salt thereof and one or more polyethers as gelling agent.

Preferably, the composition according to the invention comprises only the peptide of
formula  Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, or a  pharmaceutically
acceptable salt thereof and one or more polyethylene glycols as gelling agent.

In another preferred embodiment, the composition according to the present invention
comprises, as active ingredient, Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, or a
pharmaceutically acceptable salt thereof in a concentration ranging from 0.1 to 10 % by
weight relative to the total weight of the composition, a polyethylene glycol as gelling agent
in a concentration ranging from 15 to 40 % by weight, and more preferably from 20 to
35 % by weight relative to the total weight of the composition, and water (WFI q.s. 100 %).

In another preferred embodiment, the composition according to the present invention
comprises, as active ingredient, an acetate or a heptanoate salt of Ac-Arg-¢(Cys-D-Ala-
His-D-Phe-Arg-Trp-Cys)-NH, in a concentration ranging from 0.1 to 10 % by weight
relative to the total weight of the composition, a polyethylene glycol as gelling agent in a
concentration ranging from 20 to 35 % by weight relative to the total weight of the
composition, and water (WFI g.s. 100 %). In a most preferred embodiment, the active
ingredient is the acetate salt of Ac-Arg-¢(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NHo.

More preferably, the composition according to the invention comprises only the peptide of
formula  Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH,  or a  pharmaceutically
acceptable salt thereof and PEG 400 as gelling agent.

Even more preferably, the composition according to the invention comprises only the
peptide of formula Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, or a pharmaceutically
acceptable salt thereof in a concentration ranging from 0.1 to 10 % by weight relative to
the total weight of the composition and PEG 400 as gelling agent in a concentration
ranging from 15 to 40 % by weight relative to the total weight of the composition. More
preferably still, the composition according to the invention comprises only the peptide of
formula  Ac-Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, or a  pharmaceutically
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acceptable salt thereof in a concentration ranging from 0.3 to 2 % by weight relative to the
total weight of the composition and PEG 400 as gelling agent in a concentration ranging
from 20 to 35 % by weight relative to the total weight of the composition. Of course, water
(water of injectable grade) is present to complete the formulation to 100 % (w/w)
(g.s. 100 %).

The composition of the present invention may be prepared by mixing the peptide, the
water-soluble or water-dispersible gelling agent(s) and the optional additives (if any) in
water.

The pharmaceutical composition according to the invention is administered by parenteral
route. In a preferred embodiment, the composition of the present invention is administered
by subcutaneous route, and preferably by a subcutaneous infusion.

The pharmaceutical composition according to the invention is easily administered by the
parenteral route through 27 Gauge (G) needle and more preferably through 29 G needle.

In a preferred embodiment, the composition according to the invention is formulated such
that the peptide is released within a subject in need thereof for an extended period of time.

The composition according to the invention may be useful for a parenteral administration
with a sustained-release of the peptide for at least 2 hours, 3 hours, 4 hours, 5 hours,
6 hours, 8 hours, 10 hours, 12 hours or 24 hours.

In a preferred embodiment, the composition according to the invention allows a sustained
release for at least 2 hours. In another preferred embodiment, the composition according
to the invention allows a sustained release for at least 3 hours. In another preferred
embodiment, the composition according to the invention allows a sustained release for at
least 6 hours. In a more preferred embodiment, the composition according to the invention
allows a sustained release for at least 8 hours. In another more preferred embodiment, the
composition of the present invention allows a sustained release for at least 10 hours and
more preferably 12 hours.

The pharmaceutical composition according to the invention is particularly useful to treat
disorders of body weight such as obesity and cachexia.

The following examples are presented to illustrate the above procedures and should not
be considered as limiting the scope of the invention.
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Experimental part

Example 1: Preparation process

Various compositions according to the present invention are prepared with peptide 1 as
active ingredient according to the following process:

The gelling agent is blended (when miscible) or dissolved (when soluble) in water for
injection under magnetic stirring at room temperature for 15 min at least. The peptide salt
is precisely weighed and dissolved in the previously prepared composition under magnetic
stirring until obtaining a clear solution. Examples of formulation compositions are reported
in Table 1:

Table 1
Content of Content of wE| ™
Composition # | Peptide 1 salt peptide 1 salt Gelling agent gelling agent content
1 acetate 0.4 % PEG 400 32 % g.s. 100 %
2 acetate 0.4 % PEG 400 22 % g.s. 100 %
3 acetate 0.4 % glycerol 38 % g.s. 100 %
4 heptanoate 0.4 % PEG 400 32 % g.s. 100 %

™ means Water For Injection.

The content of peptide salt is expressed in weight percentage of product relative to the
total weight of the composition. The content of gelling agent is expressed in weight
percentage of agent relative to the total weight of the composition.

The four formulations of Table 1 are used in the different tests described in examples 2, 4
and 5 below.

Example 2: Filterability testing

The filterability of compositions 1-4 was evaluated manually using a Millex GV PVDF (low
protein binding Durapore® PolyVinylidene DiFluoride) 0.22um filter equipped with a 1 mL
Terumo syringe.

All the formulations were shown to be filterable.
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The solubility of the peptide 1 salts in the gelling compositions of Table 1 was evaluated
using HPLC analysis after filtration. Specifications of Methods 1 and 2 used for this

evaluation are given in Table 2.

Table 2

HPLC Method 1

HPLC Method 2

Column " YMC-ODS-AM 250x4.6mm 5um | YMC-ODS-AM 150x4.6mm 3um
Temperature 30°C 40°C
A: HO + TFA (0.05 %)
A: NaH,PO, (50 mM, pH 2.5)
Mobile phase B: Acetonitrile + TFA (0.05 %)
B: Acetonitrile
C: Methanol + TFA (0.05 %)
Flow 1.0 mL/min 1.0 mL/min
UV detection 220 nm 220 nm
Retention time ~31.5 min ~ 24.6 min
Analysis duration 60 min 60 min
Standard (100 %) 0.6 mg/mL 0.6 mg/mL
Injected volume 10 uL 10 uL

Dilution solvent

Acetic acid 0.1 N

Acetic acid 0.1 N

Gradient

Time %A % B Curve
0 90 10 /
35 83 17 6
50 70 30 6
51 90 10 6
60 90 10 6

Time %A %B %C Curve

0 85 5 10 /
45 70 15 15 6
47 85 5 10 6

60 85 5 10 6

In all formulations, the peptide salts presented a solubility of at least 4 mg/mL. More
precisely, the peptide 1 acetate salt showed a solubility of 100 mg/mL at least, in 32 %
PEG 400 and in 38 % glycerol. The peptide 1 heptanoate salt showed a solubility of 28.1
mg/mL in 32 % PEG 400. This means that in all formulations of Table 1, the peptide salt is

10 entirely solubilized.
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Example 4: Injectability testing

The injectability of compositions 1-4 was evaluated using a traction/compression machine
which measures the injection strength during the simulated injection of the formulation
from a 1 mL syringe fitted with a needle.

The maximal tolerated strength is 15 N and the most suitable needle diameter for a daily
subcutaneous injection is not less than 27 Gauge.

All formulations have shown to be injectable through a 27 G needle.

Example 5: In vitro testing

An in vitro testing test was developed and used to evaluate the impact of the aqueous
formulations 1-4 on the peptide release profile. This test is based on the peptide diffusion
from the formulation through an agarose layer into phosphate buffer saline pH 7.4 kept at
37°C.

100 mg of agarose was dissolved at 80° C in 5 mL of water under magnetic stirring. After
the total agarose dissolution, the solution was cooled at 60° C.

200 pL of the formulation, which corresponds to 800 pg of peptide, were introduced in a
vial. The formulation was suspended with 300 uL of the warm agarose solution heated at
60° C. The blend was then mixed and cooled at room temperature for 10 min, resulting in
the first gel layer.

300 pl of 60° C warm agarose formulation-free was added on top of the first gel layer to
form a second layer. The second gel layer was then cooled at room temperature for
10 min.

The second agarose layer was topped with 3.4 mL of PBS buffer kept at 37° C, as a
release medium.

The vial was stoppered with a stirring rod and put in a horizontally rotating shaker in
200 rpm at 37°C.

500 uL of release medium was withdrawn for UV analysis in the upper part of the vial at
the following times after the start of the test: 15 min, 30 min, 1 h,3 h,5h,9h, 16 h, 24 h
and 30 h.

Aliquots withdrawn for analysis were replaced with equal volumes of fresh PBS buffer.
Each sampling was diluted at 2 in fresh PBS buffer before UV analysis.
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The peptide content was measured using the UV spectrophotometer (Perkin EImer®) at
280 nm. The peptide concentration was calculated at each time point, taking into account
each peptide quantity previously withdrawn.

The concentration of the peptide released in the medium was reported as a function of the
time.

The time when 50 % of the peptide is released from the formulation to the release medium
(Ts0%) Was evaluated graphically, and used to compare various formulations.

In vitro release profile of gelling formulations that significantly modify peptide release is
given in Figure 1.

In comparison to the reference in saline, formulations 1 and 3 demonstrate a very
significant peptide release slowing down. The Tsye, values are respectively equal to 17.7 h
and 19.9 h for formulations 1 and 3, versus the value for the reference in saline which is
7.8 h.

The release slowing down is also confirmed for formulations 2 and 4 with a Ts being
equal to 20.7 h for formulation 4 and equal to 16.2 h for formulation 2.

Example 6: Chemical stability

Formulations manufactured with PEG 400 or glycerol as gelling agent, were stored for
3 months at 40°C and 6 months at 5°C and 25°C.

A HPLC analysis was performed at various time points to evaluate the chemical stability of
these compounds, using HPLC Methods 1 and 2 described in Table 2.

The selected formulations were manufactured at the maximal tolerated excipient content
and

- either at the maximal estimated dose for human as follows:

+ 100 mg acetate salt of peptide 1 / mL of 30 % PEG 400 (formulation A),
+ 100 mg acetate salt of peptide 1 / mL of 32.5 % giycerol (formulation B),

- or at the maximal heptanoate solubility in 30 % PEG 400 as follows:
+ 28 mg heptanoate salt of peptide 1 / mL of 30 % PEG 400 (formulation C).

Supportive stability data of the above-mentioned formulations are respectively shown in
Tables 3, 4 and 5.
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Table 3 (formulation A)
TO | Temp. | TIM |A(%)| T2M | A(%)| T3M | A (%) | T6M | A (%)
Estimated ‘ 73.3 | -16.8| 676 | -23.3 :
Content | 88.1 | 256°C | 89.7 1.9 89.2 1.3 876 | -05
(mg/mL) 89.9 | 2.0
Sum of Total 21111638 ;
impurities 6.1 1.8
0,
(%) 51 | 08 | 48 | 05
Table 4 (formulation B)
TO [Temp.| TIM | A(%) | T2M | A(%) | T3M | A (%)
Estimated 40°C lal 70.7 | -20.1 | 65.6 | -25.9 : :
Content {88.5] 25°C | 89.7 1.4 88.9 0.4 87.0 -1.7
(mg/mL) 5°C 02 | 930 | 5.1
Sum of Total 40°C |
impurities | 4.2 | 25°C
(%) 5°C |

The increase of the total impurities is moderate after 6 months at.25° C and does not
5 exceed 5 %. After 6 months at 5° C, these formulations do not present any significant
increase of the total impurities level.

Table 5 (formulation C)

TO |Temp.| TIM | A (%) | TeM | A (%) | Tam
Estimated 40°C | 141 | 217
Content |27.5| 25°C 28.6
(mg/mL) 50C [y Pl P %WS@*\\%E 23.1
Sum of Total 40°C ! 238
impurities | 5.6 | 25°C 9.0
o)
(%) 5°C 70 | 14 | 85 | 29
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Formulation C also presents a moderate increase of the total impurities after 3 months at
25° G which does not exceed 5 %.

After 6 months at 5°C, this formulation presents a moderate increase of the total
impurities level; this increase of total impurities tends to be quite higher than the one
obtained for the previous formulations with acetate salt, but still remains lower than 5 %.

The selected formulations were then manufactured to evaluate the possibility to inject at
lower doses:

+ 10 mg acetate salt of peptide 1 / mL of 30 % PEG 400 (formulation D),
+ 7.5 mg heptanoate salt of peptide 1/ mL of 22.5 % PEG 400 (formulation E).

Supportive stability data of the above-mentioned formulations are respectively shown in
Tables 6 and 7:

Table 6 (formulation D)

TO |Temp.{ TIM |A(%) | T3M | A (%)

Estimated Content (00 40°C | 99 | -05 | 91 | -9.1

(mg/mL) 25°C 10.1 1.3

Sum of Total 40°C 4.7 2.3 6.9 4.5

impurities (%)

Table 7 (formulation E)

TO [Temp.| T3M | A (%)

Estimated Content 6.3 40°C| 55 | -128
(mg/mL) " losec| 63 | 05
Sum of total ., 40°C | 106 | 29
impurities (%) " losec| 71 | o6

After 3 months at 40°C, these formulations present a moderate increase of the total
impurities tending to 5 % and do not present any significant increase of the total impurities
level after 3 months at 25° C.

Example 7: In vivo testing

PK profiles of the formulations according to the invention were evaluated in rats. Eight rats
divided in two groups of four were used per formulation. Each animal received a
subcutaneous (SC) injection at a dose of 0.5 mg/kg, and then blood sampling was
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performed via a jugular catheter at different time points alternately on each group. Plasma
concentrations were determined by LC-MS analysis. PK parameters were calculated by a
WinNonLin analysis.

PK values were compared to the one obtained after the injection of the peptide in a saline
solution under the same conditions. PK profile is presented in Figure 2 (PK profiles in rats
- 450 nmole/kg, 0.5 mg/kg, SC).

PK parameters of the formulation 2 and saline reference are shown in Table 8.

Table 8
Reference | Formulation 2
Tmax (MiN) 30 60
Cuax (Ng/mMI) 346 164
T2 (min) 494 524
MRT (min) 74.5 102
AUC (min.ng/ml)| 29.6 20.1

Cmax: maximum plasma concentration of the drug appearing in the PK profile; AUC: Area
Under the Curve; MRT: Medium Residence Time; Tna: time corresponding to the Crax
value; T,: half-life.

These results confirm a significant decrease of Cpnax together with an increase of Tra by @
factor 2, for a concentration of 22 % of PEG 400. Formulation 2 appears to be efficient
enough to significantly reduce the C.,, and increase the T . in rats.

The PK profile and parameters of formulation 4 are presented in Figure 3 (PK profiles in
rats -450 nmole/kg, 0.5 mg/kg, SC) and Table 9 (PK parameters of the formulation 4 and
DMA/saline reference) respectively.

Table 9
Reference [Formulation 4
Tmax (MiN) 60 120
Crmax (Ng/ml) 362 163
T12(min) 186 189
MRT (min) 145 191
AUC (min.ng/ml)| 71.7 35.9

Similarly to formulation 2, formulation 4 presents a Cnmax decrease by more than a factor 2
and a T, increase by a factor 2.
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CLAIMS

1. Aqueous pharmaceutical composition comprising:

- a peptide as the active ingredient, and

- one or more water-soluble or water-dispersible gelling agents,
the peptide being selected from a ligand of one or more of melanocortin receptors (MC-R)
or a pharmaceutically acceptable salt thereof, and
the gelling agent being present in a concentration ranging from 10 to 50 % by weight
relative to the total weight of the composition.

2. Composition according to claim 1, wherein the peptide is a ligand of melanocortin MC4
receptor.

3. Composition according to any one of the preceding claims, wherein the peptide is Ac-
Arg-c(Cys-D-Ala-His-D-Phe-Arg-Trp-Cys)-NH, or a pharmaceutically acceptable salt
thereof.

4. Composition according to any one of the preceding claims, wherein the peptide is in a
salt form.

5. Composition according to any one of the preceding claims, wherein the
pharmaceutically acceptable salt of the peptide is acetate or heptanoate, and preferably
acetate.

6. Composition according to any one of the preceding claims, wherein the peptide or the
salt thereof is present in a concentration ranging from 0.1 to 25 % by weight, preferably
from 0.1 to 10 % by weight relative to the total weight of the composition.

7. Composition according to any one of the preceding claims, wherein the gelling agent is
chosen from polyethers and polyols.

8. Composition according to any one of the preceding claims, wherein the gelling agent is
present in a concentration ranging from 15 to 40 % by weight relative to the total weight of
the composition.

9. Composition according to claim 7, wherein the polyether is chosen from polyethylene
glycols and preferably is PEG 400.
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10. Composition according to claim 9, wherein the polyether is PEG 400 present in a
concentration ranging from 15 to 40 % by weight and preferably from 20 to 35 % by weight
relative to the total weight of the composition.

11. Composition according to claim 7, wherein the polyol is glycerol.

12. Composition according to claim 11, wherein the polyol is glycerol present in a
concentration ranging from 15 to 40 % by weight and preferably from 25 to 40 % by weight
relative to the total weight of the composition.

13. Composition according to any one of the preceding claims, wherein the peptide is
released within a subject in need thereof for an extended period of time.

14. Composition according to claim 7, wherein said release of said compound extends for
at least 2 hours, preferably for at least 6 hours, more preferably for at least 8 hours, even
more preferably for at least 10 hours, and better still for at least 12 hours.
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U REMNTLE MR YRR R AE &Y

[0001]  AKRERVE BOKMEZMA S, HA-E—Fhak £ Pk 75 oK n] 28 e s An
FIE TR, R Rt RE A B R E (melanocortin) SEARFERAKHIRK .

(0002]  RERZ SRR AR KA F R, HoBEHl i 5 BB R JE R B X &R (pro-hormone
pro—opiomelanocortin) MMk, BRAEACALFHIEF ANHRP RN, AFEMK. & .
Rk VRGBS IRE . JF. R T S NaiE. DERBEERERENE SM4
HIEN, AR EHAT AL A E FRR R, AR %08 R G0 R 5 5
ODIMERAEHB EERATHBRRECHLERN (FEALE(LEEZNEDE).
A5 RIECRIEAMBRREZE MCR) :EXHE -5 MHZE MCI-R . E &
R - M ACTH 248 (MC2-R) . BB i & -3 (MC3-R) « B i & —4 (MC4-R) FIE K -5
AR MC5-R) . X BRERE MC-R) SZARAE A T TH AT 14 B 70 fn AU ek S8 J5 A4
BrRUYATT R SEARP AR K D4R . B RN 2538 22 F 35 29 48 ] MR MCA-R ZAR/E N B B
Fro B4R - BRI EENFIFIFEBUAIA S a0 RIS T B R R AR TG LR IR T I 17, )
7& MC4-Ro BT IXFRITH 77, FF BB BIF B, B R 7 B 65

[0003] BB R My ST SR 7K o 14 ]V 1 V1 24 0 R o 2 B HE B B0UE BUE IO 254 [ e s ik
E (Cpy) MHIUEEZWRI MR ZIYIRE, J52 S BUER A (T,,) EBERAIKRE C,,, BI5E
BN Z5h% (PK) BZERXFRMISIEESEWER, KAl e LM KRS .
[0004]  [RIMLEASEFE EF K NARAGME Y, B R PK #i28 AIg/D € FFIn T, S7E
BRI EVRE, TR BIVE A DA SOSGInya 97 B 5244

[0005]  HRiE AIMAE TR I 45 LBt 51 NREE A &Y mT % 2 Lk B A%

[0006] AR, OIS 2 D —FKiE MUK AT 2 B0 B BT BN 2 4 2 AR I
HYAEY), "R RERD C.EMAED.

[0007]  BLSKLH AW B9S2 PR B B E, AL 5| BAMERIF AR T BT MEEER
Ko

[0008]  GAL, ZLAE PR E ST BT REIRS S NI B RO B M, 4 B R R VA B A ] e ik
J7TH o

[0009]  DA%pRIAE R, BiE AL R IUREE A & B 40 A VR 1R T BRR AL 22 R s 1
[0010]  ph4h, 18 SR E B MRIETT foifF ol BARSMR RN

(00111  HJE, RI\AKIRIE-SY) 0 EIE MR D FEE 2> 2 /NP 8B

[0012] PRIk, AR BH 59— AN £ RO K 2 A A, Ho & 1 & MR R B B R — b B
% PR IE M BK AT 2 BoHE B 5

[0013] A& AR EEHRHE. 77 AP E LR ) 32 LU #R A L 6 f5 15 5 i 4 .
[0014]  FETICH, BRIEFDIMEE, BNHEEREMRELEEZEEN, THREEERR
“Fe---TEHEE

[0015] ZETF XA, RiE“BD—M" EHT “— ML,

[0016]  BRARSISMEH, T FIH T FIE X AR H 7 AT #A A & 98 K& FoRB RS
XAITEHE
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[0017] AREBEMUR" HEBANBZHBEFTEZH0ONEAEBAN/ XY TFTEFZEY
6, 000Da (6, 0004-200Da) HIfk.

[0018]  AUE “IKIEE " BB B AF AR IR B A R B A A4 48 B BRI Rl 98 F 7K
o, RiEH, BB EBE 25 CHERN ST 10mg/mL fRiE R T 30meg/mL KK .
[0019]  ORIE “IK AT 0Bt ” RIS 3 3B AR N B R 18 ARk B 4H &40 = 48 FH B e Bt 57 R mT
TRIEHIEA] PABATE 25 CIEK ST 10mg/mL. L% & T 30mg/mL B E 98T K+ .

[0020]  RiE “REEF” € LT 5 4YAE B MR EE0R & PASZ iR 47 8 E 45
R FUH 5 5F AT AR B R B A A E I K SR R B . RAE “ IREEF)” B T8 kB
FEEEFNR A

[0021] 2K B 254 A4 RO TE T Ao N BK .

[0022] flizh, BKEE —MEZMEFERESZE MC-R) Mkik. BREREZAE
BREZRMAMR-FREZE MCI-R.'E LR EF - 45 M ACTH 246 (MC2-R) . B J¥ i
# -3(MC3-R) . Fi % -4 (MC4-R) FIEZRE -5 24k (MC5-R) .

[0023]  Z & BH B9 259 40 & W IS M B 4 AT ik B F PCT H9 % WO 2007/008704 3%, WO
2008/147556 H FTAR AL

[0024] FE—ANRIEERETT R T, OB R MC4 AR A .

[0025] FE—AMRESLET KT, AR (D (A EZS 82k .

[0026]  (R°R®)-A'-c (A*-AP-A*-AS-AS-A"-AB-A%) -A'-R' (D)

[0027] Hir .

[0028]  A"A Acc.HN-(CH,),-C(0) . L- 8 D- S EME S %k ,

[0029]  A*A Cys.D-Cys. hCys. D-hCys. Pen.D-Pen. Asp BX Glu ;

[0030] A®A Gly.Ala. B -Ala.Gaba.Aib,D- S IEREIH L .

[0031] A“A His.2-Pal.3-Pal.4-Pal.Taz.2-Thi.3-Thi B (X'.X*. X>. X*. X?) Phe :

[0032]  A°y D-Phe.D-1-Nal.D-2-Nal. D-Trp. D-Bal.D-(X'. X*. X>. X*, X*) Phe. L-Phe B{
D-(Et) Tyr ;

[0033]  A®Jy Arg.hArg.Dab. Dap. Lys. Orn B{ HN-CH((CH ,) .~N(R*R®) ) -C(0) ;

[0034] A"~ Trp.1-Nal.2-Nal.Bal.Bip.D-Trp.D-1-Nal.D-2-Nal.D-Bal 8¢ D-Bip ;
[0035]  A®Jy Gly.D-Ala.Acc,Ala. B -Ala.Gaba. Apn. Ahx. Aha,HN-(CH,) .~C(0) B{&kk ;
[0036] A%y Cys.D-Cys.hCys.D-hCys.Pen.D-Pen. Dab. Dap. Orn BX Lys ;

[0037] A9 Acc. HN-(CH,) .~C (0) « L- 5% D- E ek 2k

[0038] R'’y -OH B -NH,:

[0039]  R*F0 RPZEFIRHBUBT JSI#A Hy (C—Cy) KEE\ (C,—Cyp) FMiE. (C-Cy) BEE.
(C,=Cyp) JiEE. (C,Cyp) BRFE.TFHE (C,-Cyp) buE JFEE (C-Co) Wik BURHY (C,-Cyp) S
BURH) (C=Cyo) ZRBEEEEUINEY (C,—Cap) BEEEERARHY (C,-Cop) MEEHUARAT (C,-Cy) FREE.
BARHI G 2 (C,—Cyp) FBEBUIRARII A E (C,-Cy) BEE ;

[0040]  RFN R °ZEF RIS H (C,—Cy) KEEE. (C,-Cp) ZREEHE:. (C,-C,) BEE.
(C;=Cy) MiEE. (C,=Cyo) HEEFTH (C-Cyp) frFE FFEE (CC,o) BEEEHURH (C,—Cyo) k.
BUACHY (C=Cyp) FRJTEEVEUARHS (C,-Ch) BEE:EUARHI (C,—Cyo) M3 EUARKY (C,—C) HREE.
BRI (C—Cyo) HE2E IRARKIF B (C,-Cy) BEEE . (C,=Cyo) AR ALRHBEELEL ~C (NH) -NH,;

4




CON 104487049 A w B P 3/18 T

[0041] m FERH IR IRSIHE N 1.2.3.4.5.6 BL 7 ;

[0042] n 7ERRRHELAS FRSIH A 1.2.3.4 8L 5 ;

[0043] s AERRHINETMSIHAN 1.2.3.4.5.6 B 7

(0044] ¢ EERBIIR IR A 1.2.3.4.5.6 BL 7 ; H.

[0045] X' X2, X3, XU X STER IR LR & B ASL b HOFL CL.Br. I, (C,=Cy) Kt AR
) (C,—Cyo) HidE. (C,-Cyo) MZEEUARHT (C,-Cp) 2L, (C-Cp) JREEEURH (C,-Cyp) HeEE.
75 55 VEUACHY 75 2L | OH. NH,. NO, B CN ;

[0046]  HTIRKMFE :

[0047]1 (1) % RYA (C,-C,) BEEE.FH (C-C,) B . EUALH (C,-C,) BEEL. BUACHI T &
(C,~Cy) BREE. (C,-Cy) HrFETHBEELEE —C (NH) NI, BBA R°A H. (C,—Cyp) Hid. (C,—Cp)
Ledk . (C,-Cyo) M. (C,-Cyp) BREE.HEL (C-Cp) Kudk B (C,-Cp) Hedt EURA (C,-Cyp)
Fefe e BT (C,-Chp) MEEEEUARHT (C,-C) PREESARAI A (C,-Cy) it 5

[0048]  (I1) #4R*H (C,~Cy) BEEE.FHE (C,Cy) BEE.BURK (C-Cy) BREESLERAIF H
(C,=Cy) BEEERT, B4 R H. (C,—Cyo) KFE. (C,-Cyp) Z4fEE. (C,-Cyp) HHEE. (C,-Cy) BRI,
FiHk (C—Ca) Frdk HURAT (C-Cyp) SREEURH (C,—Chp) Zekidt AU (C,-Cyp) MR EX
B (C,—Cyp) PREBIARMI T (C,-C) 522 5

[0049]  (II1)ABR A BRI & LAEET IR &P ;

[0050]  (IV) ¥4 A>A Cys. D-Cys. hCys. D-hCys. Pen B D-Pen R, FE4 A N Cys. D-Cys.
hCys.D-hCys. Pen B% D-Pen ;

[0051] (V) ¥4 A*F Asp BX Glu B, 34 A P4 Dab. Dap. Orn B% Lys ;

[0052]  (VI) 4 A*g Ala BK Gly B, H84 A "R A Nle s LA K

[0053]  (VII) ¥4 A'hikmst, R4 R°H1 RSATBEIM Ho

[0054] FE—MEEEHEFTRF, AR (D hEWRHGE TSRS, Lh Al
Arg.D-Arg. hArg 8¢ D-hArg.

(00551  fiRakith, Ak B B 254 & WD ROTE TP B o T SRIEIBK

[0056] Ac-Arg-c(Cys—D-Ala-His-D-Phe-Arg-Trp—Cys)-NH, ( fif 1)

[0057] '

(o0s]  BRELZGH: AT BEALAI,
(o059 7E—MRHSEHES E o, MO (11) B AW ZE% LT it .
[0060]
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oé(r\k

X1-A1-A2-A3-Ad— N\
R

[0061]  H b Z, NBLIRE 48T A X R E A&, B,

[0062] Hd.

[0063] X i&H T4 :~CH,~S-S-CH,~.~C(CH,) ,~S~S~CH,~.~CH,~S-S~C (CH,) ,~.~C (CH,) ,~S-S~

C(CHy) ,~~ - (CH,) ,~S—S—CH,~,—CH,-S-S— (CH,) ,—+— (CH,) ,~S—S— (CH,) ,——C (CH,) ,~S-S— (CH,) ,~

+ = (CH,) ,~S~S-C(CH,) ,+ — (CH,) ,~C (0) -NR®- (CH,) ,— F11 - (CH,) ,~NR*-C (0) - (CH,) .-

[0064]  R'F0 R°7EHAGUCH BT 55 5 3T HA H (C-C,o) BEEEBREACHT (C-Cy) ki

[0065]1 R}y -OH &Y -NH ,;

[0066]  RYFI R °fEHAF R WIS & B IS8 He (C,—Cyo) SEEERBUREY (C,-Cyo) $REE
Ré R7

[0067]

[0068]  A'A His.2-Pal.3-Pal.4-Pal.Taz.2-Thi.3-Thi. (X', X% X*. X*. X®) Phe BHh 5% ;
[0069] A& D-Bal.D-1-Nal.D-2-Nal.D-Phe B D-(X . X*. X*. X*. X*) Phe ;

[0070]  A*~ Arg.hArg.Dab. Dap. Lys B Orn ;

[0071] A"}y Bal.1-Nal.2-Nal. (X', X, X*. X*. X°) Phe BE Trp ;

[0072]  R°FO0 R 7EH AR HILET & B M SrHoA H (C,—C) #8E. (C-C,) Zebedt. 354
(C,=Co) Fid: EUAH (C,—Cyp) Fidk EXRE (C,—C,) FleHaBURII & (C,—C,) ftmk R®
FRTAT DALE A1 — R RIIRER 4

[0073]  R*A H. (C,~Cy) KEEBIURE (C,~Cy) Hidt

[0074]  r FEHRRHIAS BT HE N 1.2.3.4 85 : B

[0075]  t 7EHAG R H IR SSI A 18R 2,

[0076]  fiLiztith, 7k B O 2944 -& B vE M I A R RAURK -

[0077] ZABEAR (Arg-Gly)) - ¥/ (Cys—Glu-His-D-Phe~Arg—Trp—Cys)-NH, ( ik 2)

[o078]
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Rk fk 2
[0079] BRI Zy% EFHEZAIEL
[0080] AT & PRI B ARSI +FF RS &, B N- Rigdhb &£ HRA LT,
C- Kb R EHIMEL L. YEEREE W, AR ROERRN LER, %
EDH R BRAERF = B WA AR ETA AR 2 RERR 5 R KA
JESUH A B AR 28 E A RS BRI S . B, AR EKBIETA A6 TR i,
BRAMEESHE MU HAATRHAAN . EXHAARGFSHE LT -
[0081]1 Abu:a - EFET B ;Ac : BE# ;Acc :1- & -1-FF (C,-C,) kR A3c :1- &
F -1- TARRE sAMde :1- 8 -1- T SRR ;A5 :1- B & -1- TIEARER A6c :1- &
H-1- R EERIR Aha . T- IR ;Ahx 6- EF R Aib: o« ~FEHERTHER :AlaBiA :H
HE ;B -Ala: B - NEMR ;Apn :5- EE ML (HN-(CH2) ,~C(0) ;Arg BY R A& &L ;hArg : &
FEEEL sAsn BUN  RABEIZ ;Asp B D « RAEER ;Bal :3- RIFEM AR ER :Bip :4, 4" - Bk
AEFER, HUTEHER -
[0082]

[0083] Bpa:4- KHBIE KEANEM :4-Br-Phe :4- | - EHEAM ;Cha:B-F O HRF
HBL shCha . &/ - A CEANER ;Che FFCHEHE R ;Cys 8k C AW :hCys :FFEME
s ;Dab :2,4- Z“E T ;Dap :2,3- —RAEFAE Dip: B, B- ZEETE L ;Doc :8- &
#-3,6- “E RFR, BFUTEH .

[0084]

‘/N'TI\/\@/\/O\/&\
[0085]  2-Fua : B -(2- Bk A 3 ) - [ & B2 ;Gaba :4~ 2 & T B% ;Gln B Q : &% & Bt i ;Glu
BE:AEMGly BLG . HEB His B H:.4H & BR ;3-Hyp: Jx -3- ¥ & -L- il & 8, A
(28, 35) —3- LML St —2- AR ;4-Hyp :4- BEIEER, BD (25, 4R) —4- FREME Iz -2- R
B Ille Bk I : R EEH Leu B L : =& B shleu : H =218 ;Lys BLK AL Met BUM : &
FR ;B -hMet : B- B FFREM ;1-Nal : B-(1- 253 ) PIEEL ;2-Nal : B-(2- ZEH) HAE
B2 sNip :WRHE F B :Nle : IEREEL ;0ic  \EMEIWE -2 H R ;0rn : SEER ;2-Pal : B-(2-1
WEH: ) NS :3-Pal : B-(3- MLiER: ) HEM ;4-Pal : B-(4- Mgkt ) HER Pen . FEH

7
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% ;Phe BR F : KA AL ;hPhe : F KA ;Pro B P HEE :hPro : FHE .

(0086] Ser BL S: % & R ;Tle: Ml - = & B ;Taz : B-(4- 1 M 3£ ) 7 & ¥ .2-Thi -
B-(2-MEmyE ) WEER ;3-Thi : B-(3- W& ) HEMK ;Thr 8 T :HEEL ;Trp W . B
B i Tyr BR Y :BREER :D- (Bt) Tyr EHUTEH -

[0087] , Val BR V L& R

H o

[oo88]  RAUNAUL A HEHARERE X BRIERIMEH, TN ARSCOE B S AR E R
WIS IR E SOE TR R AU B o s e A B —E BRSO M iZE AR ARIE. BRIES
BHES BMNA T ERNTEERIBZEREEASARPFTBIREBRE AN RER
T i 1) 2 SRR IS S

[0089]  RiE“LEE"ZFREG1E 12MRET . IUE 1 Z8 MR F R ERE ST R E K
b, A1 BANMRE FRIEE, REIER .. YR Tt e A A TR, Tirk
TRIZEA T S HMRE TR . RE“RRMER” ZEEF - N HIRE1BUEN I B
SCHTRE RS, Frid B B TAH R E2E FE VB (= 0).-0R,.-SR,.-NR.R,.—(C
= 0)R,» —CO,R,. -C( = O)NR,R,. -NR,C( = O0)R,. -NR,CO,R,~ -0C( = O)R,. -0C( = 0)
NR,Ry~ ~NR.C( = 0)NR,R,~ NR,SO,R, SO,R,. SO,R,FRLEHE 55 e 5 H B 455, HiP B A R,
RAAR JEEHE. (C,—-Cp) brdl 5E JT5H N I B R R AR R E
FH FIHE, - (C = 0)H. —COH, —(C = 0) %eH. -CO L. NH(fH )\ -NHO R gedk ) . -N( &
H),RE B, C(=0H, C(=0) K, -Co,- JmEE IR HE, -(C = 0)NH,, —(C =
O)NH(JfEH: ). —(C= ONH( I LE ). —(C = ON($t £ ), C(= 0)-(CHy), ,NH,, -C( =
0) - (CH,) | ,NH( %22 ) . -C( = 0) = (CH,) ,,N( %t 3& ), -NH-CH,~ J&#E . -NH-CH,~C0,~ ket 7§
BRE R CEBCREEETRMN (C,-C) k. EFRAIEHS R, .RM R MMFAMZEZ
EAAE. Ik, FF RA R, AT — R AR IR B AR I 230 . NEE MR, B B be s 4 55
B AGUAEE  Z0 5 BRI B AT, BRI I T ' L H AT B — N E = AME FHEX &R
EHE XA HEBREE . BARE SRR 75 S — MR dr 2 B R F 2 6 R R &, Bl
F AR BRI B, ZARE U R ERS R E AR EE S F N E D — AR
Bilan, 75 B ek R i@ e L 5 A 10 05 B, B A)E UL, UG E R A 1 2 12 MRIEFH
FEO—ANFEIRE (FIInEREBERE) . “MREF IR LB, KA
BH1EZANRBETFHNED—ADFEREAAR,

[0090] RiE“MEE" —R1BREF 2 2 2 MREFHEL— A XBMEHSCHERE. 258
6 MR+ HEA — XA 2RI IER.

[0091] RiEHE"RIBAEF 2ZE RIMBREFHNEL—AZRBNEHSHERE, 28
6 MR F B EA — N8RRI 2 B IUER . BUCHE R BUR IS 585 — N A g EA
b SO T B A SR ERAREE .

[0092] RIE“WitH” B8 EF 1 & 12 MRET L 1 B 8 MRE T I B
WRE, pltn (-CH-1, b n M1 2 12, ik | £ 8. MKW HRBERR, BN 1 E 4 MRET
8
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HIVEERE R A, R BRILIER . RECWHE” 1« WIRE” £ 5 AMEMPELN &
A, a0 b SO sE Yo BURHYTE e 0475 25 R0 7 e 36 17 LAELA fn b 3 -F BUAR i e 3 B s X
HIEACE .

[0093] ARIB“InEE"RIGEHE OR,, o RAKE B AL G S B A SRS 2
BRI PR IR B i e, R, St B R OB REE . 28 & AR A e g2
SEA. REFEE”REEAO(FHE) MO(HKFE), HpFEMEFENTE L.
[0094]  ARiE “frEMmEE” RfEEIT—MNHRE MW (-S-) RFREM WS E XHkEE
SR L, Bl -S (4% ) BR -S (ke -R,) -

[0095] ARiB“HEAL"RfEET — ML MR (NR-) EASE W BT e R ek
EARRIGedE, Hoh RS s BRI e R B b i . ABE“Bi A" Rl it — PN E B Mk
£ {(-C(=0)-} ERFREHW EXXE LB ARG E. Y55 —EALESFAR
EBE (WEBZEFET) N, XEEE5F aERNEREENRE (C(=0)). Hit, Bt
HEERTE -C(= ONH, BB EEE EfEE -C(= 0)NRR, HBi A FEEZ$ -C(=
0) (HE).

[0096]  ARiE “FEBE” ZIEEF -NRC( = O)R,, HF RAS . EEBECHISEE, H R,
b SO T AR R EE T E o

[0097]  ARiB“RA” B “HER” ZIEIR MM, BRAERDIMEH, TR kT X
REAEBHREEREESE MBI RET (AXREFTUAERSAR ) .
[0098]  RiE “FRE” HEIMF AN, B5EF COH, RELTE LT AR COR, H R Akt
FB I fe &t o

[0099] A& “HERLE" REESEVNEEREMWMNER (BI -S0) ), FAEVERA A
FE0 b SR E SRR R R B A e B B B B e . WEINE A S
HEBENE IR OB (Bl -S0,- k) (B (Biltn -S0,- AR ),

[0100]  ARiB“Flei” RISEUCARICH 3 & 9 N TR BIF B R 2, H 45K
SE4 VA R BCER 4 AR, B 5 AR & JF B3R, Bl eiii. HmEMH — LA (—
AMEZEAD) BEHUTRIRERR S BRI ERE SRR R VAR HE =H R
FBRHE BT TR A BB, S0, (F AL ) L —COH, —CO,~ ke, -C( = O)H.FR. -C(=
0) —(CH,) | ,NH,—C (= 0) = (CH,) , ,NH (5t ) .—C( = 0) - (CH,) | ;N (e ), B L . 55 2 . J4FF
RFEE 3 ETMREFR S —HIRER, RETUHER REBEERNEEERAZ EE
IR BB F R 5, P R A S 2 OB AR e R AR SN RE . RiEFE
HOEEF =N E AR F R - BAFsE S S5 5B 6 R 5F 5 RN (4 B 58 4 A A
HIBRIR . A BEEAE 5 — N IRERETS, Brid B — MR R A — AN EH AR E R B,
Ho RAMKR e R MR EE B[R A SR PR s P A A e, fikg
—PNERNBRE R REE EE KR FE CRFE SR FEEN / AR K
(75w

[0101]  RF“FHE” BIBECH KRBT IR EL  1- ZE M 2- 2558, Hp RERMNIER.
FEABFEN DA AEE THMBURE 2 BRI bt e S et
A KR AEEHE AR SR CRFPE CHPHEE HEBE. S0, (FH ). -NH( &
B -NHOER R ) L -NOed ), JRE BEE. C(= 0 H. C(=0) EHE. -C0,- k& 5%

9
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.- (C=0)NH,.-(C=0)NH (et ) .- (C= O)NH(FF %) .~ (C= O)N (et ) ,.—NH-CH,- &
# . -NH-CH,—CO,~ &t #:. -C( = 0)—(CHy) _,NH,, -C( = 0)—-(CH) ,,NH( & 3 ).-C( =
0) ~ (CHp) \ NCFedk ), L R E IR R R BB R EE 2 B H .5 (C-C) 3
e . RiE“WIHHE” 2 R7EMN A H TR Z BRI R Y 508 51 590 ST e X
FE MTFERSEPDWANHEEARGHFE BFEE D —DHRBUR, Frid 5 —4
A AE AN ERMEE RAVEURE, 2 R 0 EChriE L.

[0102]  RiE“HE” RIGERARRAMIES K 3- & 7- JRHER . .7- F 11- LI
HAM 10- £ 16- T=FEH, KEEDL—MNHFFEREEL—PEEF 0.STHN . &F
RETHRA RN EA T EF —MNRANESREFH / R—NEENRET, BTk %
HRERPREFHSBEATNANEIEMUT, BS —iiREZHFEZAETEEL—NRE
Fo TERCER AN =302 P AR B AT & Bk SR T B AT DR LT ) 5 43 v R0 B AN A
B EAER R Al ARG g E A IF B RRF Al Tk b e b . Z0 IR [ v] LASE (R 47T =] F
AR F L. #EAUEE N FHARENEE FERMBRE S8 82K
B e BRI GE R SRR SR P A BB . S0, () -NH( )  -NH( R4t
B NCERE ), e AR R AL R E R R R R AR EERE R
H.-CO,- e R . -C(= O)H. Bt .- (C = 0)NH,.—(C = O)NH( 4%t ) .~ (C = O)NH( FF
BEFE ) .~ (C = O)N(HEt ), ~NH-CH,— 325 . —NH-CH,~C0,- $2%£.—C( = 0) - (CH,) | ,NH,.~C( =
0) - (CH,) | ,NH( FEdE ) . -C( = 0) = (CH,) | ,N( K3 ), IR 5 EE . (C,-C)) FR I IR B =
N-OH. = N-O- iR Z e 2 . B L o ERS Je e, B, 1, 3- Z8URIARER 1, 3- kT, MR HEH
R — MBS, Bk 5 — N B — 2R AN EE RAVIURE, b R 0 B
o 7B VER BRI A48 A IR T 2L b RE e B8 S A FR T 2 | DR MR Iph 3 | W e | SR
e R 2 | TR I B | MR e e S | T PR M 2 L DR M LR MR R L 2- AR AL L 2- S KR IR
2~ SIS SR 2- B R A A 4 ORI R L | U A A R | R | B G
DPREE Bk P bk A P AL TR AG IREETRL L 1, 8- ZFURFA AU -1, 1- —F MR, B/
P2 /37 - A O Ao S a7 8 O

[0103] R “FR A E” 2 AUAREMR RIS & 5- 3K 6- LB IR £ 9- Bk 10~ TEXNER
EEM11- 2 14- T =K ER, HEZD MNP EREGEL—ARETF 0.SEN . &8
FETFHRFENETTEE —PEBMEERETH / ZH— M ZEEAEE T, fiR %0
REHFREFRLEANNRANUT, BEEREEEL—IMHEF. SERAF=ZIR
F AR AT A B R R F 8 B o] LU B8 A R BN WA . BN R T AT
AR E AL B BR F ARG 8. AN B =AM RFELTAEZE LN Es
AMERE NS N HEWEG AT LLAFIREGEES R . 55 5 7] AIEAT AT 3R BT 4]
AAMNARBERIEF EERE, RFEIPRRGETEF N FIER=EE FAMBCE .
R EE HAE R R E ZRPE. SR FERE BB . -S0,( FHE ) . -NH( 4%
B -NHOHRE ) -NOKEE ), i A A B A R R R E ER
S REME RE . CO,- S Ak -C(= O)H.BiE:. - (C = O)NH,. —(C = O)NH( 4%
) - (C=0)NH( gt ) .~ (C = O)N(FHk ), . ~NH-CH,~ B FE . ~NH-CH,~CO,- fiFE.—C( =
0) = (CHy) , ,NH,. ~C( = 0) = (CH,) ,,NH (%23 ) . -C( = 0) - (CH,) ,_,N( b5k ),  JeIR 4o 5 5 85l
(C-C) I . AT UAFHE—IHENE (= 0) BRFIRMTEET. ~EIHER

10
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ERIA RO HE A FE L B | b na | bt AR PR | R P L MRS | SRR IEPAREL WE L
S MR A B | PR MRy L VR MR pbpn R bR WEE L BABEEL SRR, SRGIMEN
SRR 258 75k ELAENG| R | % MR I BE O T AR PR M L TR SRR B | IR Ry B L AR
£ AR EWRE | F ek L R R B R R B P RCET A RO A AR F
TR R AR | v R mR L | NG| L | b R i B L I SRR S | — R0
B VIAPEMEE, ROIMER =2 75 2 A FEMR ML IR 05 R L | SERS IR | Ay g 2 | SEng
B BRI RS,

[0104] AR BIRIZHHA SRR AT LA R 2577 A i Bk

[o105]  MRF\—MUERIEET R, M2 R R,

[0106]  fRIEHE, BRAIZG % ERTEZ SN R EL B R ER £

[0107]  EE{LGkHh, BRE 2% LRl MR R

[0108] FE—MRIESLHEF RS, ARFAKAESYHIEEY R AR LR MG E 2B
PR EE A T 3R Ac-Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp—Cys) -NH,HI k. ZEEALIERI
AT R F, K Ac-Arg—c (Cys—D~Ala-His—D-Phe-Arg—Trp—Cys) -NH, § Z.B& £ .

(01091 AR, BN THEWHSES, KKK EHEE 0.1 £ 25 % EERIKER
o BERIE, N THEMNaES, R EUZERT 0.1 & 10%EE. EEF ikt
BREEIT0.2 2 6% HETEMIE 0.3 2 2% MIREF.

[0110]  #RABAK A, ZGWA S WA S KIE M BUK AT 4 BB &R o

[0111] ST ARKH B, RiE “KREN” BIEYLUZESIT 0.5 F 40% R ETKBR
5B AT SE7E 26°CFN 1 & 10sT BT PIIE T LI E /D> 100cPs. ik 24> 500¢Ps [{15)
ARG RGBT o 2R P T ARG B v R HE — AR LA B B2 45 2 RN B o Bl dnsk
Thermo Electron [} Haake RSI ¥ itilE .,

[0112]  YEARREEF, AT LASR KBl an e e BE an H AN TR —F . RBF 0 R 2 B A R A7
VIR BER RPETLERN PERAER . CEFER B LEAFER BAZFER
MFETH P R4 R BB S M B R BRI TR R A AT A R AR
BB B LB R IR A

[0113]  ERENEE —FE AR, —MEREMZ Tl L HEIRAY.

[0114]  RI\AKH, KEFEE R .2 TBEELEEY.

[0115]  FEALEHN, BeEETIE @ BB L T .

[0116]  RiGEH, REEFILAEST FHEYM S EEZEET 0.5 & 70% G EAIKEELE.
Bk, REFIUAAES FHAMEEERERIT 10 E50% HEFRGMZHESE T 15 F
40% ELEMEMRE R E ST 20 & 40 % 0 B IR EEAE.

1171  AHE—MMUESEET RS, RRAE ZOKEGWE &Y, Ha45

[0118] - YERVEME RS BB, A0

(01191 - —FhBRZ FlKIEMEEUK AT 458U B e 77,

[0120] PrRfkiEH —MEEZMEBERREZIE MC-R) MEIRSH 252 T2 5 &, A
(01211 FrRREFI LA FAAY 2 EEREE T 10 E 50% GE IR EFE.

[0122]  FE—RIEREETT R, XKW RKEZGAEY, HE5

[0123] - {ERVEMH AL A BIRE, FO

11
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[0124]) - —FhELZ FP/KIE HEBOK W] B BRI,

(0125])  FRidRkik E — P2 M EE R R ZE MC4-R) HEABE 252 ERTiE2 ALk, An

[0126]  FRARREFILAEN THAM S EERERIT 10 £ 50% BEIIREEAE.

[0127] 7855 —RiE R SCHE T R, RIE 2K B K M40 &0 68 1B AT R 2 i LAAE X
THEPLSEEZREET 0.1 & 10%TEEMWKER Ac-Arg—c (Cys-D-Ala-His-D-Phe-Arg
~Trp—Cys) NH,BLH Z5% Lol 82 [, MUAEX TH AV R EEHXKEEIT 10 £ 50% G

A P RSB

[0128]  7E 5 —RiE R SERE J7 22, MRAE 4R B B0 /K B 00 & 1B v ME R o> 1 BAAR X
THEMSEEZREET 0.1 & 10%EFEMKER Ac-Arg—c (Cys-D-Ala-His-D-Phe-Arg
~Trp—Cys) NI ZER ek BRIR &, FILIAEXT FAH A e EEIXE ST 10 £ 50%EHE K

FERIRIEEN . ERLIE R SEHE R, WAL A Ac-Arg—c (Cys-D-Ala-His-D-Phe-Arg-T
rp—Cys) -NH,H Z B8 £ .

[0129]  FE—DUESLHET £, REFIA KBS R BR &4 -

[0130]  fRikih, REEF W UAN THEGY S EEHRERIT 10 £ 50 %T0EMIRETFER
Bk, BEME, BREFIARRE UMY FTHAMEEEREET 10 E 0% EEKERS
. HBEEMER, REFARMEUAN THEYRESREET 20 £ 5% CEMIKE
HAE.

[0131]  FEHERERNEHET RSP, REFAEBRZ ZFHHRE. £3 —RIENSEET R
o, Bk R B B PEG 400,

[0132] FEHFRESLET P, ERFI N ERE PEG 400 B VAT TAHESY 2 EEHERT 15
Z 40%JE B RIIREFE. B, BB 0B PEG 400 HUMX TAHEMEEEZER
Tt 20 F 35% 6 Bl K EAEAE

[0133]  7E 5 — Rk B 77 R, MR8 249 R B /K V4S80 & 4 D 1t A 40 ) LAAE X
THEYSEEREST0.1 2 10% EFEBWER Ac-Arg—c (Cys—D-Ala-His-D-Phe-Arg-
Trp—Cys) -NH,ERH 2028 L nl 822 0 &, FfE AR LA FASM e EERER 1 15

EA% FEREHEEET 20 E 5% WHEAIKENRZ 1.

[0134] £ 55— ik M SLiti /7 22+, R4E 4R B 60 /K A B8 & 1098 MR o B9 LUAE X
THEMEDEZRER 0.1 & 10% 6B AR Z H) Ac-Arg-c (Cys-D-Ala-His-D-Phe-Ar
g-Trp—Cys) N ZBR EhBLBRER 35, E NI IR A LAY THEY S ERIKESI 15 2

40% EREIRE ST 20 Z 5% ERIFIRENRZ /., ERRIEMKER R4, HHE&
43R Ac-Arg—c (Cys-D-Ala-His-D-Phe-Arg-Trp—Cys) -NH, /] ZER £ .

[0135] 7ER—REMNEHEHRT, REFINE THER L TEIREY.

[0136]  fRisehh, BREEFI UMK FHAM L EELERIT 10 £ 50 %70 FH KK EFER
L. BEM, KEFAUMN THAYMEEEHRERIT 15 EAO0%ERENKETEN
Z B, HEFREM, REFAZ TEHUMAN THAY S EEREST 25 F 40%5H
FIR B TRAE

[0137]  BEARHIMLAE, BRI NAE N £ TTBE R i

[0138] FEHFESERE T RF, REFINEANZ TR HMEUAN THAMBEERXES
it 156 & 40% Y0 B R AR . Bk, REEFIAENZ cBEME WA UMY FASMEE
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BHEE 25 E 0% EHEBIRERELE.

[0139]  FEERIEM LM R, WIBA KA KMEESYEE1E iR LUEX T
HEVLESHKEST0.1E 10% EH MK E R Ac-Arg-c (Cys-D-Ala-His-D-Phe-Arg-Tr
p—Cys) -NH,ERFE 252 L RT3 (0 &, MV AR BRI AN THEM S EEREEIT 162
40% ERIERERIT 25 & 40 % 0 E KR E K H .

[0140] FEERILRIEHET R, RIERKAMNA GO SEATE RS B LEX THE
VSEBREEI0. 1 E 10% JEH KK E K Ac-Arg—c (Cys-D-Ala-His-D-Phe-Arg-Trp-Cy
) ~NH, K SR #h BURER &6, FIE AREH R LR THE S EERERBIT 15 £ 40% .8

PLEiEEE T 26 2 0% ERIREN HM. ERERIENLET R, JEHEMS N Ac-Arg-
c (Cys—D-Ala-His-D-Phe-Arg-Trp—Cys) -NH,K] ZEE £k,

[0141]  IRFEAKAKAEESWEREE —MELZ PR INFI R EVETER] . XA TS
RERTIR S o8 2 u ke RERE . VEis W il R L BUER AN R 207 e I BRI

[0142]  FE—AMRIESERETT L, IRIE A K B BTG W8 1E i M) o1 B4 BE AT 7K v
BUK A 4 B R EE ) .

[0143]  fRLEHL, RIEAK HHHEYMNAE K Ac-Arg-c (Cys-D-Ala-His-D-Phe-Arg-Trp
~Cys) -NH,I IR B 2522 b AT 852 09 AR AR B 0 — M E 2 Fh 2 J0 R

[0144]  BEfRLLHE, RIEA K P RIASWINE & K Ac-Arg—c (Cys—D-Ala-His-D-Phe-Arg-T
rp—Cys) “NH, I RR B 252 | A] 4852 B9 S AIE R Be e /) 60 H vl o

[o145] HEEFEEM, REARKANAEUNEEUMEN THEM S ESZZRERIT 0.1
2 10% Jo 19 B 13 Ac-Arg—c (Cys—D-Ala-His-D-Phe-Arg-Trp—Cys) —NH, [ Bk 8 H 24 2~
ARSI AVE SRR AR TAS Y B EERE ST 16 £ 0% HE R ERH
Mo JR, FAK (FEFFAK) FRTRHREHIE 100% (w/w) (EE& 100% ).

(0146]  FEREARIERISEMETT SR, MRAR A K BH 69K 1 20 &0 & AR v 1t i 3 B9 AAR Y T
HEYMSERBHEST 0.1 2 10% EHEKKER Ac-Arg—c (Cys—D-Ala-His-D-Phe-Arg-T
rp—Cys) -NH, B H #j2% bl a2 0k (B N EREFIR DA THAM S EEHERIT 25 8

40 % Ju FE MR B RO H T, AK (ESTRIKGE &R 100% ) .

[0147)  FEBERIEMLIET B, BIBA KA RKEE Y E/E GRS B LUAE T
HEMBLESHEST 0.1 & 10% JEEARER Ac-Arg—c (Cys-D-Ala-His-D-Phe-Arg-T
rp—Cys) -NH, 1) 2. BR EhER B BR #5, (B AR LIAEN T H M B EERE ST 25 2 40%

6 B KM R, FK (FESTKEERE 100% ) . FERACIRRISLE T B P, iEHEMR DN
Ac-Arg—c (Cys-D-Ala—His—D-Phe-Arg-Trp-Cys) -NH, ) Z.ER £ .

[0148]  {HEEfRIEHL, IRIBEARHNAGMNES UMEXN THAYSESZERIF 0.3 2
2% It B (4R B B9 2R Ac—Arg—c (Cys-D-Ala-His-D-Phe—Arg-Trp-Cys) ~NH, ) Ik B H: 25 %

AT M EAE A BRI LU THAYM R EERE ST 25 £ 0% ERERE K H
e IR, FFFEK (FESFFEAK) FARTEHES]E 100% (w/w) GEE 100% ).

[0149] 7ER—MEMEHEFTED, BEARKRKAKEEGYNAE K Ac-Arg-c (Cys-D-Ala-
His-D-Phe-Arg-Trp—Cys) -NH,HI FR B EL 24 2% b W 42 52 00 SR A0 1 I R 859 | — Fh Bl 2 P IR

Bk

[0150]  fifst, IMIFA K AL SWNEE K Ac-Arg-c (Cys-D-Ala-His-D-Phe-Arg-Trp

13
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-Cys) NHHIRREL L 2% ER 82 M S FE AR BRI — MR EMEZ .

[0151] R —RERNERTR D, REARANHEMEEIEABEERS K UETFA
AR EEHEEET 0.1 2 10% 78 B KR E M Ac-Arg—c (Cys-D-Ala-His-D-Phe-Arg-Tr
p—Cys) -NHER H 25 % F A2 & E RREFIM U THE ML EERERIT 15 2
40% ELEZEETT 20 £ b % WHEKKENR L ZE, FK (FEFAKEEZE 100% ).
[0152]  7ER— LR RISERE T R, iR4E 4 R B B & A8 1E AVE TR i LU T4
EYMEEEBREE 0.1 & 10%EEWKER Ac-Arg-c (Cys-D-Ala-His-D-Phe-Arg-Trp
-Cys) -NH,/) ZER 2R B BRBR 21, /B AR LAAEXS F A A M B EEHE R 20 £ 35% 10
BERRENRZ B, MUK (ESAKEESR 100% ). ARRIENERTRS, EHHS
A Ac-Arg—c (Cys-D-Ala-His—D-Phe-Arg-Trp-Cys) -NH, i ZE& 5 .

[0163]  EE{LiEH:, iR4E A K KA WA E R Ac-Arg—c (Cys-D-Ala—His-D-Phe-Arg-T
rp-Cys) -NH, A RR B H 255 bR 52 (0 SRRV A B PEG 400,

[0154] EZEFME, RI\EARKANAEMNOEUMEN THENCEERKESET 0.1 5
10 % VG 9 [ A X Ac-Arg—c (Cys-D-Ala-His-D-Phe~Arg-Trp-Cys) -NH, B kB HL 252 |
SRR, AVE BRI DA T s EEH EETT 15 £ 40 % 5 H K E#) PEG
400, IEOLE, REBARANEESDNES AN THEMEEEZRER 0.3 £ 2%
AR 5 B3 Ac—Arg—c (Cys—D-Ala-His-D-Phe-Arg—Trp-Cys) -NH, A A B Hi 252 b a2
B, AE AR EER P LA FASM S EERESIT 20 £ 35% 8 E R ER PEG 400.
IR, K (SR ) FISRZERECHIZE 100% (w/w) (&= 100% ) .

[0155] A& BRI LG RT @K AR — Fh a2 Pl K 88 M BRK AT 23 B304 i v 7 R AT 3k (1
ngw CnRAERE) EKPIRE RG] L.

[0156] R\AKHAMAMHEYEL ERINEREN . 7£—MUEEKET R+, R EH
B &It B i L I I R R S SR A

(01571 RIEAKAKEMHAESYIEDE BHINER . L H 27Cauge (6) &3k B EZL B
296 £k AE G HIEH .

[0158]  FE—AMULEskiET Z, RIEA RPN AHSYHE R FERETELNXTRIEAN
TR IR B 8] B o

[(0159]  R\AKHAMASHFHT BRI R, DMEREF LRI ZE A 2 /N 3 /MEF 4 /N
BF .5 /NEFL6 ZNET L8 /NS 10 /N L 12 /B EY, 24 /NET

[0160] FE—MRUEEET RS, BERARKANHAEYRTREBRERED 2 /M. EH—
WALRSERE T R+, RIEAKHNAEWRITRFEERED 3. 5 —REMEET
F, REARKANAEDRTRERRED 6 /It EEREM LS R, BIBEA LA
HKAEYRTFFRERNED 8 /M. ER—BMREMSEHE ARG, XRKAAEY VTR
BRIME D 10 /N, BRI 12 /N

[0161]  #R¥EA K I A -G YR AP T Y6 77 14 B 999 0 S0 AR PR AR ST Jo o

[0162] R4 T FUSEHEW LAV LR TR 7 3 B A R A IR A & BRI TE .

[0163] SCIGER4T
[0164]  SCEf] L HI& T2

[0165]  #R¥E FEILE HENBEER DRI | REIERIEAXHHEFAEY

14
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[0166] T EBER I THREFIBIR (YVRBF ) BUAM (H4TER) TiESH
KD 15min, STAKEAE IR &, FERE I TR KM T md R NAa P EBIHRE
BEER. RHEAEYHLE TR 1 PiRkiE .

(01671 % 1
[0168]
HeEmalik 18 K1 EREE KN |[RENSE [(EsAKYEE
1 ZEE (0.4% PEG 400 [32% EEZE 100%
2 ZEE [0.4% PEG 400 [22% EEZE 100%
3 ZEREE 10.4% H M 38% EEZ 100%
4 BREREL 10.4% PEG 400 [32% EEZE 100%

[01691 & HgvEEFIK.

[0170] BREEELYHEN THEMEEENEET HHRR . BRENE 2 LRI
THEYESEENEEH SRR,

[0171]  FELATSEREH) 2.4 F0 5 Frik B EHS8 AT AR 1 69 T Fh il 551

[0172]  s2jffsl 2 - m] e AR

[0173] fEFHECAA ImL Terumo VEHTASHI Millex GV PVDF( 1&%%5%@1)111*31301?@@%
WM ) 0. 22 um JERFINFNHEY 1-4 BIRT I

[0174] B RFFEHIFINATHER .

[0175]  =ZiEH 3 - YA AE LA

[0176]  FEdJE/5 A HPLC A #rRIPANR | MRREHA S PR | ShHVVEEE. R2 P4
AT XN B TE 1A 2 KBRS .

[0177] =2
[0178]
HPLC 73 1 HPLC Zik 2
=3 YMC-ODS-AM 250x4.6fnim 5jim | YMC-ODS-AM 150x4.610im 3pm
2R 30C | 20°C
A: H,0 +TFA (0.05 %)
s A: NaH,POq (50 mM, pH 2.5) |
A48 o B: Zh+TEA (0.05 %)
B: TH o
C: FE§+ TFA (0.05 %)
[0179]
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1.0mL/min 1.0mL/mii.
UV & 220 nm 220 nm:
PG At ie) ~31.5min ~24.6min
KVTFHE R 60min 60in
F5AE(100 %) 0.6mg/mL. 0.6mg/mL
ENAR 10pL, 10pL
AR _Z#0.IN Z8 0.1 N
BE %A %B  #& ‘ )
,, HE %A %B  %C #&
0 90 10 /
- B | | 0 85 5 10 7/
, 35 83 17 6
WA | 5 70 15 15 6
50 70 30 6
47 85 5 10 6
51 90 10 6 , ,
) ) , 60 85 5 10 6
60 90 10 6

(01801  FERTA I, AL 2ILZE D dmg/mL H’Jmﬁﬁ:r“*‘ SRS, IR 1 2R RRT 32%
ngmﬁF%/ﬁm¢m§mmmymm@%ﬁ Bk 1 FEERELBRTF 32% PEG 400 &1
i 28. 1mg/mL B RS i?af x 1WA SRS, R E B

[0181] = IR Rk

(0182] ffiH#AT] /Fﬂhﬂﬁ%ﬁ’*%l —4 BIRIVES M, EAE G| / BBV B £k 1
Ll ¥ 55F ZASULIAE N A1 500 60 30 1) ) =y 5

[0183] H AWM ZBE N 15N, B THEHETENME, RESHNELERLSDNT
27Gauge,

[0184] P A HIFIE SoRAI & 276 &3k VRS

[0185]  SCjfafsl 5 : k&bl

[0186]  FFRAKSMUNRIRES FH4 H TR A7) 1-4 X BCBE I 22 B s o 1% 36 =2
FT BRI Z BB e E 8 BRI REFAE 3T C BB SR S P E K pH 7. 4.

[0187]  FEREFI4R¥E THE 100mg BRARHELE 80 CIAMET dmL /K. 7E LRV HiE
T 60°CAH,

[0188] KX R.T 800 1 g BEAY 200 u L 7SI N/ H . KI5 300 1 L 7E 60°C N
BRGIEFBREE. AEEBRYESHAZEAH 10min, FFAEE —EKIZ

[0189] 4% 300 1L 60°CE RIXARHESIF ~ PR INABIE — B ZNTH LA RE ZE .,
SR B IR B AR E B A HD 10min,

[0190] 1§58 —ERAEWEE FIE AR B 3. AmL fREFTE 37°C K PBS iR B % -
[0191] g /NE AR EEEZEF FHTE 37°CE T 200rpm [N E e s RS 5,

16
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[0192]  FEFFUHIKIRSE B9 T 5B 8], 75/ RS B2 365 P EUH 500 1w L B BT UV &
¥t :15min.30min. 1h.3h.5h.9h. 16h.24h F1 30h.

[0193]  ERHA T 405 0 50 SRR A0 B 8% PBS R B #e. 78 UV el & &
o B fE PBS 2R 1/2.

[0194]  fEA UV 5366 T (Perkin Elmer®) 7£ 280nm M EL S &, UEARA Sih
SRR, B R RT A H B & Bk = .

[0195] T3 A B A5 6 B9 3 e 300 S e ) ) R B

[0196]  FHEIZRIEHT 50 %6 ik A 51157 o B B R AR TR A 1) (T ) » 37 HLFH T EL A& Fi 6
5l

[0197]  B&] 1 i th T 255 5030 JOA T T8 2 Tk o1 57 0 A S MRS T B 4%

[0198]  HE/KPHSEMLEL, IR 1A 3 R ZIETHE . XH-FHIF 1 3, Ty
E 5 31%TF 17. 7Th A1 19. oh, Wi T 2hok P HISEH{E R 7. 8h.

[0199]  HAB A1) 2 70 4 BUBEBURER , Ho P Toooe 5 T 20. Th (X4 F #1155 4) BT 16. 2h (X
Tl 2) .

[0200]  scitfl 6 AhEfasE i

[0201] KRR EEFTIE) PEG 400 BiH v il & F 577U 7E 40°C A7 3 H BAE 5°CHI 25°CHig
F6MNA,

[0202]  fHFIR 2 B8R B HPLC 5% 10 2, 78 A [E A 8] 25, 344T HPLC 43 # BAVEAAIX 2o b &
MBI R 1

[0203]  DAB KT 520K & 8 R0 AR & 61 % 3 sg dil77) -

[0204] - DAGHST ANBOS KA HAE, 0 -

[0205]  « 100mg ik | ZERZL /mL 30% PEG 400 ( 5 A) ,

[0206]  « 100mg Bk | ZERE: /mL 32. 5% HH (HIFIB),

[0207] - BYLAT 30% PEG 400 S [{R KB BR Eh VA MRS, T -

[0208]  « 28mg JIk 1 BEEGEL /mL 30% PEG 400 ( #7) C) »

[0209]  ERRHIFIE ST RFVERR B R 9 IR T3R8 3.4 0 5 .

[0210] 2R 3(HI5F A)

[0211]
T0 |3 A(%)
233
R = —
88.1 | 25°C |'89.7 -0.5
(mg/mL) :
20
16.8 :
4'3 1.8 :., O e L
0.8 4.8 0.5

17
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(02121 F 4(#H|7 B)

[0213]
TO |BA |TIM A%) |T2M |A(%) | TIM | A(%)
o | 656 |-259
- « 7.0 |-1.7
(mg/mL) e
. = 83 |-02
e s 236 |194
N ‘ 62 |20
(%) - DD
47 |05 |47 |05

[0214] T 25°Ce6 A ESZFRAENSEE M B A BT 5%. F5C64HGE, X457
REIE Z& FUK T AT B 38 .
[0215]  F 5 (Hl7) C)

[0216]
TO

EEsE T
(mg/mL)
B RBEA

- 5.6 7.3
(%) - —

5C 8.5 2.9

[0217]  fiFH C T 25°C 3
[0218] T 5°C 6 A~ H Ja, %7 2P BUK B IE FE I AN 5 5 4% 5 i Fh 38 e 1A T K
& T B B Rl s BT R B 3 in, AR FHE T 5%.

[0219] SRS 1% 2 B DAF M R B & TSt BT stk -

[0220]  « 10mg Bk 1 ZEREL /ml. 30% PEG 400 ( %51 D),

(02211 - 7.5mg Bk 1 BEEEEL /mL 22. 5% PEG 400 ( #U5) E) .

[0222] ERBIFIRFHEREESESHRTR6MT & .

[0223] & 6 (#I5)D)

[0224]

18
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TO [BE |TIM |A(%) |T3M | A(%)

o 400C |99 |05 |91 9.1
#HAF (mg/mLy | 10.0 | e

25C == = mecesl 100 1.3
o 40°C (47 |23 69 |45
BEREA (%) |24 e |

25 .C' m"-w" B 3‘0 0'6

[0225] % 7 (55 E)
[0226]

TO |BE |T3M | A%)

40°C |55 -12.8

BESEmgmL) |63 T
. 25C |63 0.5

40°C | 10.6 2.9

REEROD |77 ]

25C |71 0.6

[0227]  #£ 40°C 3 M H fa, X L il 55 2 D02 24 5 B &E B3 &\ T 5%, mfE 25°C 3 H
J& » R 2 I R UK R B2 3 i .

[0228]  sEZHEH 7 A& P IIHE

[0229]  7E KR PR IS A & B 4558 PK B2k . &SR0 6078 0 R — 44 s AL\
RKB. BRI 0. 5mg/kg FIFIBESZ KT (SO 1S, SRGTE AR 8 & 2 B I ik
ST BN A PAT IR BURE . 38T LO-MS S48 MR IR B . J83T WinNonLin 4471t
H PK &4

[0230] R4 PKAES5AEAH R 254 T ES T /KB P I BK G FR19 B PK ELAH EL 58 . PK Bh 2%
SWFE 2(KEPE PK B2k -450nmole/kg, 0. 5mg/kg, SC) #,

[0231] #5712 FiEhKSER PK SHURTHR 8 &,

[0232] #£8

[0233]

Sk |HIF 2

T (min) 30 60
Coox (ng/m1) 346 164
T, 2 (uin) 19.4 |52.4
MRT (min) 74.5 102

AUC(min. ng/ml) [29.6 [20.1
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[0234]  C,,\: T PK Hi 2R o HH AR AR OK 24 ML 30 WK BT S AUC - il 2R R TETAR SMRT « ) 3R i B9
] 3 Ty XT LT C o (ELEOIET 8] 5T e 32 HA

[0235] X Uegh BLESE 3T 22% PEG 400 KK EM 5, C B 5 HEFRAR A K T, 380 2 15
ER R, #1572 BR84St B 2 FRAK C, IR0 T oo

[0236]  #il51) 4 f PK B 2R F1 S 49 B 2IF W 3 (KR HI PK BiZ ~450nmole/kg, 0. bmg/
kg, SC) ANz 9 (#1574 A0 DMA/ /K S PK 41) .

[0237] =9
[0238]
2% %I 4

T, (min) 60 120
Coae (ng/ml) 362 163
T, (win) 186|189
MRT (min) 145 191
AUC (min. ng/ml) {71.7 [35.9

[0239] 55 2 260, 17 4 I C, PRI 2 45U T 3 2 45,

20



CN 104487049 A

w BB M E

1/2 ®

800: 1000 1200: 1400 1600: 1800

BHiE] (3-4F)

A1

T

+0.19my/mi

NaCl'0:9% {n=3)

400

300 N ' o | W2

PR

200

IRC-022493 (ng/mL)

100

180

i} 1] (5-40)

o 60 120

& 2

21



CN 104487049 A W O B M B

2/2 W

500 -

—o— DMAV 2 7K
G~ 14

o FKF ngimL

0 60. 120 180

240 300 30 420 480

0 4
B (4

& 3

22



Abstract
The present invention relates to an aqueous pharmaceutical composition
comprising a peptide as the active ingredient, and one or more

water-soluble or water-dispersible gelling agents.



