0 03/077852 A2

=

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date

(10) International Publication Number

WO 03/077852 A2

25 September 2003 (25.09.2003) PCT
(51) International Patent Classification”: A61K
(21) International Application Number: PCT/US03/07486

(22) International Filing Date: 12 March 2003 (12.03.2003)

(25) Filing Language: English  (74)

(26) Publication Language: English
31
(30) Priority Data:
60/363,764 12 March 2002 (12.03.2002) US
(71) Applicant (for all designated States except US): TIS-
SUEGENE, INC. [US/US]; 209 Perry Parkway, Suite 13,
Gaithersburg, MA 20877 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): SUN, Uk, Song
[US/KR]; Clinical Research Center, 7-206, 3Ga, Shinhe-
ung-Dong, Chung-Gu, Inchon, 400-711 (KR). YOUNG-
SUK, Yi [KR/US]; 209 Perry Parkway, Suite 13, Gaithers-
burg, MD 20877 (US). KWAN, Hee, Lee [KR/US]; 209,

34

Perry Parkway, Suite 13, Gaithersburg, MD 20877 (US).
MOON, Jong, Noh [KR/US]; 209, Perry Parkway, Suite
13, Gaithersburg, MD 20877 (US). DUG, Keun, Lee
[KR/US]; 209, Perry Parkway, Suite 13, Gaithersburg, MD
20877 (US).

Agent: JHK, Law; P.O. Box 1078, .a Canada, CA 91012-
1078 (US).

Designated States (national): AE, AG, AL, AM, AT, AU,
AZ,BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU,
CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH,
GM, HR, HU, ID, IL,, IN, IS, JP, KE, KG, KP, KR, KZ, LC,
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,
MX, MZ, NI, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SK,
SL, T], TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA,
M, 7ZW.

Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE,
ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO,

[Continued on next page]

(54) Title: CARTILAGE REGENERATION USING CHONDROCYTE AND TGF-f3

NIH3T3-TGF-B1
3 4 8 NIH3T3
ZnS0, -+ -+ -+ -+
(100 pM/24 h)
288 ~[ |
188 - ' TGF-f mRNA (Endogenous)
T TGF-} mRNA (Transgene)
288 =|.. ";':'j,._::
18s =| g_igﬂﬁgﬁrﬂuﬁn

2 3 45 6 7 8

(57) Abstract: The present application is directed to a method of treating osteoarthritis, which includes obtaining a member of
a transforming growth factor superfamily of proteins; obtaining a population of cultured connective tissue cells that may contain
vector encoding a gene, or a population of cultured connective tissue cells that do not contain any vector encoding a gene; and then
transferring the protein and the connective tissue cells into an arthritic joint space of a mammalian host, such that the activity of the
combination within the joint space results in regenerating connective tissue.
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