WHAT IS CLAIMED IS:

1. A formable composition comprising from 25% to 40% by weight of demineralized bone
matrix, from 6% to 15% by weight of a hyaluronic acid salt, and from 40% to 72% by

weight of a biologically compatible liquid.
2. The composition of claim I further comprising a rheology modifier.

3. The composition of claim 1 wherein the hyaluronic acid salt has an average molecular

weight of at least 500,000 Daltons.

4. The composition of claim 1 further characterized in that; when subject to the Instron
Syringe Extrusion Force (ISEF) test, the cbmposition exhibits an extrusion force of from

12.0 Newtons to 30.0 Newtons.
5. The composition of claim 1 further comprising a pharmaceutically active ingredient.

6. The composition of claim 5 wherein the pharmaceutically active ingredient is bone
morphogenic protein, tissue growth factors, insulin growth factors, antioxidants,

antibiotics, or combinations of growth factors.

7. The composition of claim 5 wherein the pharmaceutically active ingredient is selected
from BMP-2, BMP-4, BMP-6, BMP-7, TGF-B, IGF-1, ascorbate, pyruvate, BHT,
gentamycin, vancomycin, the combination of TGF-B and BMP-2, and the combination of
TGF-B and IGF-1.

8. The composition of claim 5 wherein the pharmaceutically active ingredient is conjugated

with the hyaluronic acid salt.

9. Use of a composition comprising from 25% to 40% by weight of demineralized bone

matrix, from 6% to 15% by weight of a hyaluronic acid salt, and from 40% to 72% by
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10.

1.

12.

13.

14.

15.

16.

17.

18.

weight of a biologically compatible liquid in the manufacture of a medicament for

repairing cartilage in a subject.

A dry blend composition comprising from 60% to 92% by weight of demineralized
bone matrix, from 6-15% by weight of a hyaluronic acid salt, and from 3 % to 10% by

weight of a biologically compatible liquid.

The composition of claim 10 wherein the hyaluronic acid salt has an average molecular

weight of at least 200,000 Daltons.
The composition of claim 10 comprising a mixture of at least two hyaluronic acid salts.

The composition of claim 10 further comprising a pharmaceutically active ingredient.

The composition of claim 13 wherein the pharmaceutically active ingredient is bone
morphogenic protein, tissue growth factors, insulin growth factors, antioxidants,

antibiotics, or combinations of growth factors.

The composition of claim 13 wherein the pharmaceutically active ingredient is selected
from BMP-2, BMP-4, BMP-6, BMP-7, TGF-B, IGF-1, ascorbate, pyruvate, BHT,
gentamycin, vancomycin, the combination of TGF- B and BMP-2, and the combination of

TGF-p and IGF-1.

The composition of claim 13 wherein the pharmaceutically active ingredient s

conjugated with the hyaluronic acid salt.
A plag comprising from 25% to 88% by weight of demineralized bone matrix and from
6-15% by weight of a hyaluronic acid salt and from 3% to 20% by weight of a

biologically compatible liquid.

The plug of claim 17 wherein the powders further comprise a plasticizer.
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19.

20.

21.

22.

23.

24,

25,

26.

27.

The plug of claim 17 wherein the hyaluronic acid salt has an average molecular weight of

at least 200,000 Daltons.
The plug of claim 17 comprising a mixture of at least two hyaluronic acid salts.

The plug of claim 17 wherein the powders further comprise a pharmaceutically active

ingredient.

The plug of claim 21 wherein the pharmaceutically active ingredient is bone
morphogenic protein, tissue growth factors, insulin growth factors, antioxidants,

antibiotics, or combinations of growth factors.

The plug of claim 21 wherein the pharmaceutically active ingredient is selected from
BMP-2, BMP-4, BMP-6, BMP-7, TGF-f, IGF-1, ascorbate, pyruvate, BHT, gentamycin,
vancomycin, the combination of TGF-§ and BMP-2, and the combination of TGF-f and
IGE-1.

The plug of claim 21 wherein the pharmaceutically active ingredient is conjugated with

the hyaluronic acid salt.

The plug of claim 17 characterized in that the plug exhibits an unconfined Compression

Stress of at least 1.55 MPa.

A method of forming a plug comprising a} providing powders of demineralized bone
matrix and a hyaluronic acid salt, b) mixing the powders, ¢} adding a liquid component to
form a putty like material, d) placing the putty in a mold, and e) drying the shaped putty

to form a plug.

The method of claim 26 wherein the plug is further conditioned to achieve a moisture

content of 3-20% by weight.
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28. The method of claim 27 wherein the moisture content is from 5% to 10% by weight.

29. The method of claim 26 wherein the powders further comprise a pharmacetically active

ingredient.

30. The method of claim 29 wherein the pharmaceutically active ingredient is bone

morphogenic protein.
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WHAT IS CLAIMED IS:

L. A formable composition comprising from about 25% to about 40% by
weight of demineralized bone matrix, from about 3.5% to about 25% by weightofa
hyaluronic acid salt, and from about 40% to about 72% by weight of a biologically / ‘
compatible liquid. |

2. The composition of claim I wherein the hyaluronic acid salt # {a sodium

salt, potassium salt, or calcium salt of hyaluronic acid.

Yy
4
3 The composition of claim 1 wherein the biologically compatible liquid is
f?"

PRS, water, saline, or LRS, /f‘?

4. The composition of claim 1 wherein the gigiogicaliy compatible liquid is
PES. /

/

&

5 The composition of claim 1 further comprising a rheology modifier.

6. The composition of claim 8 wherein the theology modifier is glycerol or
carboxymethyl cellulose. f}
/
7
7. The compositio%«fgf claim 1 comprising from about 25% to about 35% by

weight of demineralized bogefmatrix.

A

8. The ;?)x\posiﬁon of claim 1 comprising from about 6% to about 15 % by
i

weight of the hyag}} onic acid salt.
/
9. ,«’/ The composition of claim 1 comprising from about 6% to about 9% by

weight of the hyaluronic acid salt.
¢
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10.  The composition of claim 1 wherein the hyaluronic acid salt has an

average molecular weight of at least about 500,000 Daltons. / '

11, The composition of claim 1 comprising a mixture of at least two /

hyaluronic acid salts. y

12, The composition of claim 11 comprising a mixture of two hyaluronic acid

salts, comprising a hyaluronic acid salt of a first average molecular weight and a

hyaluronic acid salt of a second average moiecular weight.

13.  The composition of claim 12 wherein the hyalurqﬂi; acid salt of the first

average molecular weight is about 0.05-1.0 million Dalton_s./’f

s

14, The composition of claim 12 wherein the hyaluronic acid salt of the

sccond average molecular weight is about 1.0-3.0 _;rﬁ/llion Daltons.

A
&

15.  The composition of claim 12.4vherein the average molecular weight ratio
of the hyaluronic acid salt of the first axzef%ge molecular weight to the hyaluronic acid salt

of the second average molecular We%ghft ranges from 1:5 to 5:1.
7
/
16.  The composition of claim 12 wherein the average molecular weight

difference between the hy{glﬁronic acid salt of the first average molecular weight and the

hyaluronic acid salt of }h’é second average molecular weight is at least about 0.5 million
/
7

/

P

¢

Daltons.

17. / The composition of claim 1 further characterized in that, when subject to
the Tnstrop’ Syringe Extrusion Force (ISEF) test, the composition exhibits an extrusion

fotce /of from about 12.0 Newtons to about 30.0 Newtons.
/

__ 18, The composition of claim 17 wherein the extrusion force is from about
18.0 Newtons to about 26.0 Newtons.
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19 Fhe-composition-of-claim—1-7-wherein-the-extrusion-force-ismeasure

3 mL syringe with a diameter of 8.6 mm and 15 gauge 1-1/1 needle.

20.  The composition of claim 1 further comprising a pharmaceutically active
ingredient.
21.  The composition of claim 20 wherein the pharmageutically active

ingredient is bone morphogenic protein, tissue growth factors, insyfin growth factors,

antioxidants, antibiotics, or combinations of growth factors.

22. The composition of claim 20 wherein the

ingredient is selected from BMP-2, BMP-4, BMP-6, BMDA7, TGF-B, IGF-1, ascorbate,

pharmaceutically active

pyruvate, BHT, gentamycin, vancomyecin, the combinatign of TGF-f and BMP-2, and the
combination of TGF-p and 1GF-1. '

23.  The composition of claim 20/ wherein the pharmaceutically active
ingredient is conjugated with the hyaluronic _v. salt.

24.  Use of demineralized a’ matrix and a hyaluronic acid salt in the
manufacture of a composition for repg ing cartilage in a subject, wherein the composition
is to be administered at a site of a défect in cartilaginous tissue.

25. The use of clgim 24 wherein the hyaluronic acid salt is a sodium salt,
potassium salt, or calcium g 1t of hyaluronic acid.

26. The uge of claim 24 wherein the composition further comprises a
biologically compat ble liquid.

/The use of claim 26 wherein the biologically compatible liguid is PBS,
:, or LRS.

27.

water, salin
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The-use-of claim-26-wherein-the-biotogiealty-compatible-tquid-

29, The use of claim 26 wherein the biologically compatiblé liguid ig/water.

30.  The use of claim 24 wherein the composition further comprises a rheology
modifier,

31.  The use of claim 30 wherein the rheology mg@difier is glycerol or

carboxymethyl cellulose.

32.  The use of claim 24 wherein the compositién is a formable composition,

comprising from about 25% to about 40% by weight of démineralized bone matrix.

33,  The use of claim 32 wherein the composition comprises at least from about

3.5% to about 25% by weight of the hyaluronic agid salt.

34,  The use of claim 32 wherein/the composition comprises from about 6% to

about 15% by weight of the hyaluronic a d salt.

35.  The use of claim 32 wherein the composition comprises from about 6% to

about 9% by weight of the hyalurgnic acid salt.

36.  The use of {im 32 wherein the composition comprises from about 40%

to about 72% by weight of'a biologically compatible liquid.




sy il R G- 5 €O F-claim-24-wherein-the-composition-is-a-dry-blend-eompeosttion; —s

comprising from about 60% to about 92% by weight of demineralized bone matrix.

38. The use of claim 37 wherein the composition comprises at least fronyabout
3.5% to about 38% by weight of the hyaluronic acid salt.
39.  The use of claim 37 wherein the composition comprises frgfm about 3% to

about 10% by weight of a biologically compatible liquid.

40.  The use of claim 24 wherein the composition is a/plug, comprising from

about 25% to about 88% by weight of demineralized bone matij

41.  The use of claim 40 wherein the compositigh comprises at least from about

3.5% to about 38% by weight of the hyaluronic acid sat.

42.  The use of claim 40 wherein the cgmposition further comprises from about

3% to about 20% by weight of a biologically cgmpatible liquid.

43.  The use of claim 40 whergin the composition further comprises from about
5% to about 10% by weight of a biologically compatible liquid.
44,  The use of claim/24 wherein the composition comprises a mixture of at

least two hyaluronic acid salty’

45, The use ¢f claim 44 wherein the composition comprises a mixture of two
hyaluronic acid salts, comprising a hyaluronic acid salt of a first average molecular

weight and a hyalyronic acid salt of a second average molecular weight.

46. The use of claim 45 wherein the hyaluronic acid salt of the first average

weight is about 0.05-1.0 million Daltons.




47 The-use-of claim-45-wherein-the-hyaluronic-acid-salt-of the second-average

molecular weight is about 1.0-5.0 million Daltons.

48.  The use of claim 45 wherein the average molecular weight ragio of the
hyaluronic acid salt of the first average molecular weight to the hyaluronic acid salt of the

second average molecular weight ranges from 1 :5 to 5:1.

49, The use of claim 45 wherein the average moleculay weight difference
between the hyaluronic acid salt of the first average molecular weig it and the hyaluronic

acid salt of the second average molecular weight is at least about §.5 million Daltons.

'50.  The use of claim 24 wherein the compgsition further comprises a =
pharmaceutically active ingredient. |
51.  The use of claim 50 wherein the pharmaceutically active ingredient is bone
morphogenic protein, tissue growth factors, Ansulin growth factors, antioxidants,

antibiotics, or combinations of growth factors.

52. The use of claim 50 wherkin the pharmaceutically active ingredient is
selected from BMP-2, BMP-4, BMP-6, BMP-7, TGF-B, IGF-1, ascorbate, pyruvate,
BHT, gentamycin, vancomycin, combination of TGF-f and BMP-2, and the

combination of TGF-f and IGF-1. /

53. The use of 50 wherein the pharmaceutically active ingredient is

conjugated with the hyaluric acid salt.

- 54, A metlfod of preparing a formable composition comprising from about
25% to about 40%/by weight of demineralized bone matrix, from about 3.5% to about

25% by weight of a hyaluronic acid salt, and from about 40% to about 72% by weight of
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a biolegically compatible liquid, the method comprising mixing solid components,

followed by the addition of a liquid component. /
/

55.  The method of claim 34 wherein the solid components comprises the /

demineralized bone matrix and the hyaluronic acid salt. rd
£ff’f
56, The method of claim 54 wherein the hyaluronic acid saltis a sodium salt,
. . . g
potassium salt, or calcium salt of hyaluronic acid. i
e

i
y

57.  The method of claim 54 wherein the liquid componegf"'?s a biologically
compatible Hgquid. 9

#
Fi

58.  Themethod of claim 57 wherein the biologgcéi.iy compatible liquid is
&
PRS, water, saline, or LRS, Vi

£
4
ra

/
59, The method of claim 57 wherein t}efbiologicaﬂy compatible liquid 18

water. /

i
¢

&

60.  The method of claim 54 yyfferein the liquid component is added before the
intended use, 7
7

61.  The method of q}ﬁim 54 wherein the composition further comprises a

: /
theology modifier.

7

62, The mg;fﬂod of claim 61 wherein the rheology modifier is glycerol or
carboxymethyl cel}ﬁfose.
/

&

5
63. «f The method of claim 54 wherein the hyaluronic acid salt has an average

moleculartweight of at least about 200,000 Daltons,

&
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64.  The method of claim 54 wherein the composition comprises a mixture of
at least two hyaluronic acid salts. /l
65.  The method of claim 64 wherein the composition comprises a mixture of
two hyaluronic acid salts, comprising a hyaluronic acid salt of a first average molecular

weight and & hyaluronic acid salt of a second average molecular weight.

66.  The method of claim 65 wherein the hyaluronic acid salt ofthe first
average molecular weight is about 0.05-1.0 million Daltons. /
67.  The method of claim 65 wherein the hyaluronic acid sait of the second

average molecular weight is about 1.0-5.0 million Daltons.

68.  The method of claim 65 wherein the avqr/a/g;e molecular weight ratio of the
y
hyaluronic acid salt of the first average molecular weight to the hyaluronic acid salt of the

second average molecular weight range from 1:5 10 5:1.

69.  The method of claim 65 wl}p ein the average molecular weight difference

between the hyaluronic acid salt of the §%§t average molecular weight and the hyaluronic
£

acid salt of the second average mole};ﬁiar weight is at least about 0.5 million Daltons.

70.  The method of olaim 54 wherein the composition further comprises a
pharmaceutically active inglédicnt.

/

7. The n}g:»thod of claim 70 wherein the pharmaceutically active ingredient 1s

bone morphogeniq;ﬁrotein, tissue growth factors, insulin growth factors, antioxidants,
/
antibiotics, or combinations of growth factors.
,«“;

720 The method of claim 70 wherein the pharmaceutically active ingredient is

selec‘g@c’f from BMP-2, BMP-4, BMP-6, BMP-7, TGF-B, IGF-1, ascorbate, pyruvate,
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BHT, gentamycin, vancomycin, the combination of TGF-§ and BMP-2, and the
combination of TGF-§ and IGF-1.

73, Themethod of claim 70 wherein the pharmaceutically active ingrediet is
conjugated with the hyaluronic acid salt. /
/
74. The method of claim 70 wherein the pharmaceutically activgﬁﬁgrediem is

mixed with the demineralized bone matrix and the hyaluronic acid salt. , '
I

Ed
K
y

Foo L
75.  The method of claim 70 wherein the pharmaceutic;gjfiy active ingredient is

mixed with the liquid component. s

76. A dry blend composition comprising fro%om 60% to about 92% by
weight of demineralized bone matrix, from about 3.5% to about 38% by weight of a
hyaluronic acid salt, and from about 3% to about 1 f(}“ﬁa by weight of a biologically
compatible liquid. /’f

7

/

77.  The composition of claim 76 wherein the hyaluronic acid salt is a sodium

salt, potassium salt, or caicium salt of {;g?aluronic acid.
/
/
78.  The composition })’f claim 76 wherein the hyaluronic acid salt has an

average molecular weight of @tﬁeast about 200,000 Daitons.

79.  The compésition of claim 76 comprising a mixture of at least two

hyaluroinc acid S&its_;;f
80.  The composition of claim 76 comprising a mixture of two hyaluronic acid
/
salts, a hyaluronic acid salt of a first average molecular weight and a hyaluronic acid salt

I .
of a secorld average molecular weight,
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81, The composition of claim 80 wherein the hyaluronic acid salt of the first

average molecular weight is about 0.05-1.0 million Daltons. /

82.  The composition of claim 80 wherein the hyaluronic acid salt of the ,,f

second average molecular weight is about 1.0-5.0 million Daltons. /
&
7

i

83.  The composition of claim 76 further comprising a pharmaceutig,.&%y active
7

ingredient,
8 /

/

7

&4.  The composition of claim 83 wherein the phamaceut{@gily active
ingredient is bone morphogenic protein, tissue growth factors, mf}ﬂﬁl growth factors,
antioxidants, antibiotics, or combinations of growth factors. jf

7

85.  The composition of claim 83 wherein thegfiémnaceu’sicaﬂy active
Ingredient is selected from BMP-2, BMP-4, BMP-6, BMP—7, TGF-B, IGE-1, ascorbate,
pyruvate, BHT, gentamycin, vancomycin, the con}}a'gzation of TGF-p and BMP-2, and the
combination of TGF-p and IGF-1. /

86.  The composition of ciaimjg?; wherein the pharmaceutically active
ingredient is conjugated with the hyafl{yf;(;nic acid salt.

/
s

87.  Aplug comprisi__g;g?from about 25% to about 88% by weight of
demineralized bone matrix agﬁﬁ?from about 3.5% to about 38% by weight of a hyaluronic
acid salt and from about 3/_»/?:{’50 about 20% by weight of a biologically compatible liquid.

7

88,  The piug of claim 87 wherein the biologically compatible liquid is at about
5-10% by weight!

89, The plug of claim 87 wherein the biologically compatible liquid is water.

£ i
/

7

£ . .
< 90.  The plug of claim §7 wherein the powders further comprise a plasticizer.
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91.  The plug of claim 90 wherein the plasticizer is glycerol or PEG. /

/
92, The plug of claim 87 wherein the hyaluronic acid salt is 2 sodiu?/?glt,

potassium salt, or calcium salt of hyaluronic acid salt. rd
J
93.  The plug of claim 87 comprising at least about 6% by wfgi*ght of the
hyaluronic acid salt. fj
jf

94.  The plug of claim 87 comprising from about 6‘3?/"10 about 24% by weight
of the hyaluronic acid salt. f

ffy
95.  The plig of claim 87 comprising fromff@gout 6% to about 18% by weight
of the hyaluronic acid salt. /’i

ef/

96.  The plug of claim 87 wherein ;l{é hyaluronic acid salt has an average

molecular weight of at least about 200,00%15&1&113.

rd
/
97.  The plug of claim 87 gomprising a mixture of at least two hyaluronic acid
Ve
salts. ﬂg
/7
[jj

98.  The plug of cleum 97 comprising a mixture of two hyaluronic acid salts,
comprising a hyaluromc acxd salt of a first average molecular weight and a hyaluronic

acid salt of a second averagr. molecular weight.
,f

‘};?
99. 'l;h‘/é plug of claim 98 wherein the hyaluronic acid salt of the first average
molecular W'gight is about 0.05-1.0 million Daltons.
/?
1‘00 The plug of claim 98 wherein the hyaluronic acid salt of the second

average molecular weight 1s about 1.0-5.0 million Daltons.

&
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101, The plug of claim 98 wherein the average molecular weight ratio of the
hyaluronic acid salt of the first average molecular weight to the hyaluronic acid salt of ¢ fe

second average molecular weight ranges from 1:5 to 5:1.

102.  The plug of claim 98 wherein the average molecular weight différence
between the hyaluronic acid salt of the first average molecular weight and tb”g hyaluronic
acid salt of the second average molecular weight is at ieast about 0.5 mﬂ!fgﬁ Daltons.
/

103, The plug of claim 87 wherein the powders further cop ’fprise a
pharmaceutically active ingredient. //n

104, The plug of claim 103 wherein the phmmacg«éicaﬁy active ingredient is
bone morphogenic protein, tissue growth factors, insuiiy ;“oufth factors, antioxidants,
antibiotics, or combinations of growth factors. /

105.  The plug of claim 103 wherein t féfphannaceuticaily active ingredient 18
selected from BMP-2, BMP-4, BMP-6, BMP Z;TGF-B, IGF-1, ascorbate, pyruvate,
BHT, gentamycin, vancomycin, the com?i’é;on of TGF-f and BMP-2, and the

combination of TGF-f and IGF-1. ~ /

&

Fs
4

£
rd

106. The plug of claiin/1%3 wherein the pharmaccutically active ingredient is

conjugated with the iayalm‘()/i acid salt.

107.  The piug,/bf claim 87 characterized in that the plug exhibits an unconfined
Compression Stress fp-fz at least about 1.55 MPa.
108. ,,Affmethod of forming a plug comprising
a) p};(f;iding powders of demineralized bone matrix and a hyaluronic acid salt,
?_,)”?nixing the powders,
| /gc) adding a liquid component to form a putty like material,
/ d) placing the putty in a mold, and

},‘/
/ 39
,
Jf
/

[#s)
G
v
o
—
—
=
&
o
e
w

HEET (RULE 267



W20 1161 PCT/OS2610/028086 "%

e) drying the shaped putty to form a plug,

109.  The method of claim 108 wherein the hyaluronic acid salt is a sodium

potagsium salt, or calcium salt of hyaluronic acid salt.

110.  The method of claim 108 wherein the plug comprises less thar?ﬁgoui 20%

by weight of a biologically compatible liquid. j

111.  The method of claim 110 wherein the plug comprises}éi;s than about 10%
S

by weight of & biologically compatible liquid. /
/

4

112, The method of claim 110 wherein the biolog;éilly compatible liquid is
7

water.
_fg

Vi

113, The method of claim 108 wherein tﬁh d ;powdc_rs further comprnise a

Vi

plasticizer.
4

/

114, The method of claim 113 ﬁerein the plasticizer is glyceroi or PEG.

i

d
F

115, The method of clain};{()iﬁ wherein the plug comprises at least about 6% by
&

weight of the hyaluronic acid salt”

116. The metho_g{si’"éf claim 108 wherein the plug comprises from about 6% fo

about 24% by weight ofthc hyahyronic acid salt.

7
7
117.  Thé method of claim 108 wherein the plug comprises from about 6% to
about 18% by sveight of the hyaluronic acid salt.

118 The method of claim 108 wherein the hyaluronic acid salt has an average

mo]g,@{lar weight of at teast about 200,000 Daltons.

/ 40
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119.  The method of claim 108 wherein the plug comprises a mixture of at least

two hyaluromic acid salts.

120. The method of claim 119 wherein the composition comprises a mix?l of
two hyaluronic acid salts, comprising a hyaluronic acid salt of a first average molécular
weight and a hyaluronic acid salt of a second average molecular weight. /

e

121.  The method of claim 120 wherein the hyaluronic aci(i?mﬁ of the first

average molecular weight is about 0.05-1.0 million Daltons, 7
fff
122.  The method of claim 120 wherein the hyalurondc acid salt of the second

average molecular weight is about 1.0-5.0 mullion Daltons

123, The method of claim 120 wherein the/average molecular weight ratio of
the hyaluronic acid salt of the first average moleﬂg“iiar weight to the hyaluronic acid salt of

the second average molecular weight ranges {) dm 1:5 to 5:1.

124.  The method of claim 12}) ‘wherein the average moiecular weight difference
between the hyaluronic acid salt of }er first average molecular weight and the hyaluronic

. 4 C g
acid salt of the second average melecular weight is at feast about 0.5 million Daltons.
y

7
7
125, The method.of claim 108 wherein the powders further comprise a

pharmaceutically activq{,i?i:igred.ient.

126. Thgﬁ:ﬁethod of claim 125 wherein the pharmaceutically active ingredient
is bone morph%gnic protein, fissue growth factors, insulin growth factors, antioxidants,
antibiotics, or combinations of growth factors.

]27 The method of claim 125 wherein the pharmaceutically active ingredient
is sefocted from BMP-2, BMP-4, BMP-6, BMP-7, TGF-B, IGE-1, ascorbate, pyruvate,

&

F;
&
&
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BHT, gentamycin, vancomycin, the combination of TGF-$ and BMP-2, and the
combination of TGF-8 and IGF-1.

128, The method of claim 125 wherein the pharmaceutically active ingredié .
is conjugated with the hyaluronic acid salt. /

y
7
129.  The method of claim 108 wherein the drying is lyophﬂizingyé{r drying, or

oven or vacuum drying.

130.  The method of claim 108 wherein the plug is further'conditioned to

achieve a moisture content of about 3-20% by weight. /
7

131.  The method of claim 130 wherein the moi;;tﬁre content is from about 5%
to about 10% by weight. j./f
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