904 3

0%- 2

fsiat  a

IPOSi ;e

A nmethod for achieving site specific integration-of T
target site iPCGIramuali arverep mmlgl{tl;hg(m? JOUSRGABIEETIN nat i on Neggescr i bed.
This method provides for the reproducliife €&l ection of cell |ines wherein a

desi r e INTERNATHONAL APPRAGATION FUBLISHED ONRERSEHE PARENT COOPERATION ZREATE (R¢De

pr
Sui
prad
con

V(519 ibdrnatidHal PRt Ofdsdiidaridn BRI ker pliasm

o g

tei é 6’? ticulan
i ngkA B So7iO1aHI5e GotNB3B3seehect !
15/62, CO7K 19/00
L)

(o il
(43) RkREA Publicdiitn DA C 129 Bspteabis 19904 6los)
oning nethod are al so provided.

BO8licdtn R@iHe:CY 27 o 98/4164
| C I a

nes secrete manma

/

"

(21) International Application Number: PCT/US98/0393\5/

(22) International Filing Date:

(30) Priority Data:
08/819,866
09/023,715

9 March 1998 (09.03.98)

%

14 March 1997 (14.03.97) \/ Us
13 February 1998 (13.02.98)\/ Us

[US/US]); 11011 Torreyana Road, San Diego, CA 92121

(US).
OV .
(72) Inventors? tchell, E.; 4166 Combe Way, San Diego,
CA 92122 {USYg/BARNETT, Righatd, Spencef 306 Belmont

Court, San Marcos, CA 92069 QUS cLA! AN, Karen,
Retta/Apartment B6, 766 Sotth Nardo, Solana Beach, CA
92073 (US).

(74) Agents: GESS, E., Joseph et al.; Bums, Doane, Swecker &
Mathis L.L.P., P.O. Box 1404, Alexandria, VA 22313-1404
(US).

(71) Applicant:®IDEC PHARMACEUTICALS CORPORATION\/

((81)_ Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GE,
/ GH, GM, GW, HU, ID, IL, IS, JP, KE, KG, KP, KR, KZ

v

LC, LK, LR, LS, LT, LU, LV, MD, K, MN, MW,
MX, NO, NZ, PL, PT, RO, RU, SD, SB,Eg 81, SK, SL, TJ,
g 2 VN, YU, , ARIPO patent
MW, SD, SZ, UG, ZW), Eurasian patent
D, RU, TJ, TM), European patent

FR, GB, GR, IE, IT, LU,
(BF, BJ, CF, CG, CI, CM,

TD, TG).
Published /
With international search report,
Before the expiration of the time limit for amending the
claims and to be republished in the event of the receipt of
amendments.

2 PDe IPC: Q12N 15/%
oppl.  IPER 13[1098

]
3 Invs,

(57) Abstract

transcriptionally active site previously marked with a marker plasmid.

subject cloning method are also provided.

(54) Title: METHOD FOR INTEGRATING GENES AT SPECIFIC SITES IN MA
BINATION AND VECTORS FOR ACCOMPLISHING THE SAME

A method for achieving site specific integration of a desired DNA at a target site in a mammalian cell via homologous recombination
is described. This method provides for the reproducible selection of cell lines wherein a desired DNA is integrated at a predetermined

cell lines which secrete mammalian proteins at high levels, in particular immunoglobulins. Vectors and vector combinations for use in the

ALIAN CELLS VIA HOMOLOGOUS RECOM-

The method is particularly suitable for the production of mammalian




