20047031383 A1 I !0 Y 0 e

The present
processes for

invention relates to ubiquitous/universa
establishing cells capable of stable

hi gh yield expression of a reconbi nant gene with hunan
(17 INEB Y TIENAL APRL A ATEONP URLIRH EDQINDER rHD PAGINT CPOBERAIII@N TREATY (PCT)

uni versal precursor
(19) World Intellectual Property

Organization
International Burcau

(43) International Publication Date
15 April 2004 (15.04.2004)

cells avail abl e for

(10) International Publication Number

WO 2004/031383 Al

(51) International Patent Classification’: C12N 15/09,
15/11, 15/85, 15/90, 5/10, C12P 21/00
(21) International Application Number:
PCT/EP2003/011027

(22) International Filing Date: 6 October 2003 (06.10.2003)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:

02022194.1 4 October 2002 (04.10.2002) EP

(71) Applicant (for all designated States except US): PROBIO-
GEN AG [DE/DE]; Goethestr. 54, 13086 Berlin (DE).

(72) Inventors; and

(75) Inventors/Applicants (for US only): SANDIG, Volker
[DE/DE]; c¢/o PROBIOGEN AG, Goethestr. 54, 13086
Berlin (DE). WINKLER, Karsten [DE/DE]; c/o PRO-
BIOGEN AG, Goethestr. 54, 13086 Berlin (DE). MARX,
Uwe [DE/DE]; c/o PROBIOGEN AG, Goethestr. 54,

(74)

(81)

(34)

13086 Berlin (DE). WERMELINGER, Tobias [CH/CH];
Hochsule Widenswil, P.O. Box 335, CH-8820 Widenswil
(CH).

Agents: HELBING, Jorg et al.; Patentanwilte, Von
Kreisler Selting Werner, Postfach 10 22 41, 50462 Kdln
(DE).

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, EG, ES, FI, GB, GD, GE,
GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR,
K7, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK,
MN, MW, MX, MZ, NI, NO, NZ, OM, PG, PH, PL, PT,
RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, TN, TR,
TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW.

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,
SE, SI, SK, TR), OAPI patent (BF, BJ, CF, CG, CI, CM,
GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG).

[Continued on next page]

(54) Title: HIGH YIELD HETEROLOGOUS EXPRESSION CELL LINES FOR EXPRESSION OF GENE PRODUCTS WITH

HUMAN GLYCOSYLATION PATTERN

V gene
promoter
leader

Starting cell

DJ

Ig M (H chain) gene
Vv

>< CE pro-

Vector 1
.VH prom®* moter

hobFc

frt
F5

frt

functionalized cell

blas
or
hyg

=0 =IO E

ATG deleted
neo »

Vector 2

producer cell

pr.AT(;<

é or Xrarg(gtf Fg);)ene
=10

reconstituted neo
o :

o

O (57) Abstract: The present invention relates to ubiquitous/universal processes for establishing cells capable of stable high yield
expression of a recombinant gene with human glycosylation pattern, and for establishing stable universal precursor cells available
for insertion of arbitrary target genes. The invention further relates to the cells obtainable by said processes.



insertion of arbitrary target genes. The invention
further relates to the cells obtainable by said
processes.
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