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

(19) World Intellectual Property Organization | [I

International Bureau ) IO O T 0O R OO

(10) International Publication Number

WO 2007/002007 A3

(43) International Publication Date
4 January 2007 (04.01.2007)

(51) International Patent Classification: Drive, Saratoga, CA 95070 (US). YOUNG, James

CI2N 9/00 (2006.01) [US/US]; 9905 River View Court, Potomac, MD 20854

. L (US). MO, Chengjun [CN/US]; 102 Lyell Street, Los

(21) International Application Number: Altos, CA 94022 (US). HAZARI, Nisha [US/US]; 297 N.
PCT/US2006/023866

Bernardo Avenue, Mountain View, CA 94043 (US).

(22) International Filing Date: 20 June 2006 (20.06.2006) (74) Agent: KREPPEL, Lisa, MEDIMMUNE VACCINES,
INC., One Medlmmune Way, Gaithersburg, MD 20878

(25) Filing Language: English (US).

(26) Publication Language: English (81) Designated States (unless otherwise indicated, for every

kind of national protection available): AE, AG, AL, AM,

(30) Priority Data: AT, AU, AZ,BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
60/692,978 21 June 2005 (21.06.2005) US CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
60/692,965 21 June 2005 (21.06.2005) US GB, GD, GE, GH, GM, HN, HR, HU, ID, 1L, IN, IS, JP,
60/699,556 15 July 2005 (15.07.2005) US KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT,
60/699,555 15 July 2005 (15.07.2005) US LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA,
60/702,006 22 July 2005 (22.07.2005) US NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS, RU, SC,
60/793,522 19 April 2006 (19.04.2006) US SD, SE, SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ,
60/793,525 19 April 2006 (19.04.2006) US UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

(71) Applicant (for all designated States except US): MED- (84) Designated States (unless otherwise indicated, for every
IMMUNE VA CCINES, INC. [US/US]; One MedImmune kind of regional protection available): ARIPO (BW, GH,
Way, Gaithersburg, MD 20878 (US). GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,

7ZW), Burasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),

(72) Inventors; and European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,

(75) Inventors/Applicants (for US only): DUKE, Gregory FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL, PL, PT,
[US/US]; 715 Upland Road, Redwood City, CA 94062 RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA,
(US). KEMBLE, George [US/US]; 19585 Via Grande GN, GQ, GW, ML, MR, NE, SN, TD, TG).

[Continued on next page]

(54) Title: METHODS AND COMPOSITIONS FOR EXPRESSING A HETEROLOGOUS PROTEASE

MDCK_GP2Trypsinogen

PRUmI MIDGKGP2TATIMDV-A PEUm) MDCKGP2T-17/ca AINC

7 7
6 8
5 5] —&—No Trypsi;;1
4 4 —o— Trypsin 1.0
3 3 —=— Trypsin o,1_i
2 2 )
1 - - { 1 - - > d

o] 1 2 3 4 5 0 1 2 3 4 5

Time {day) Time (day)
MDCKGP2T-18/MDV-A PEU/MI MDCKGP2T-18/ca A/NC
PFW/mI
7 7
j

6 4 B 4
1 N 5 | [—a—no Trypsin
49 4 —O— Trypsin 1.0
3 4 3 —eo——Trypsin 0.1
2 2
1 - . - . 1

o 1 2 3 4 5 0 1 2 3 4 5

Time (day) Time (day)

0-7/002007 A3 |0 V0 00O O RO

& (57) Abstract: The present invention provides methods and compositions for expressing a protease or pro-protease in cells that
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viruses, in such cells. The invention also provides methods for increasing the titer of influenza viruses grown in cells that express
such a heterologous protease or pro-protease. Additionally, the invention provides a protease from Streptomyces griseus useful in
the methods and compositions.
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