The present invention inter alia pertains to a nmethod for generating or

sel ecting a eukaryotic host cell expressing a desired |level of a

pol ypeptide of interest, conprising: a) providing a plurality of eukaryotic
host cel | g2 eamRNABiORGL APRIRE LION @gmusﬂmumlﬁjmmindEmmﬂMm@wREhwantTpne

cassel g (Cati G gfﬁ r%d} Bl 2B ARG b bR T

encodi ng 't he o)
and a y pol ﬁ(gbﬁ%t%&tah %11%%\’*&%&[1@% pf the

of the first po ynuc 1 :
stop c odon (nmednatignah Aulilieation ®gleobul INEGgX4ns e ctlonal
vari ant theréMarclb?(ll@tWtQ?Jv@ﬂﬂ)ng the qukqryotic r@?@?@ g%@rﬁ

expression of the polypeptide of interest such that at |east a portion of

t he pol(ggelp&ﬂngﬁna%atann&s‘s&ﬁéaonl s expressed as g fiusi . PRIRYPSPEHASk GRNBY ipgl Ng
t he i mmunagbo b (0ostonans resxsaneocamghor  or aa famnct, icanad, cx U, antpe hiemeo bo.

Where'WFﬁQ£QnL%EPQHmQQ&MR$n%'de I's being diB Hﬁy@@E§nﬂtﬁ%SEUH7éEeG@ﬂﬂ@éHd
host ce c) sel ect |ng at Q@ﬁ@n@@@m@“kary ﬁ%%% k @%§§g< ﬁﬁpﬁﬁ
presenc b ;he fusi on polypeptldg; § & SukLhace.
)O[ételaatlonal Hg Date: E, NA
Al 'so prov U Cel dSust SO0k Shos)g T e&@mzt G)M@b)@(}dﬁﬁ Py ﬁﬁdoh&t e, 6¢,8g0US
nucl ei ¢ g0|ds and nethods for produglng a p %@é t SLABM.BT 1 Y SY. 85 MCﬂiWETﬁost
cells. ) Filing Language G, US,UZ, VC, LIAZ
(26) Publication Language: English  (84) Designated States (unless otherwise indicated, for every
(30) Priority Data: kind of regional protection available): ARIPO (BW, GH,
08163161.6 28 August 2008 (28.03.2008) EP GM, KE, LS, MW, MZ, NA, SD, SL, 82, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,
(71) Applicant (for all designated States except US): NO- TM), European (AT, BE, BG, CH, CY, CZ, DE, DK, EE,
VARTIS AG [CH/CH]; Lichtstrasse 35, CH-4056 Basel ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
(CH). MC, MK, MT, NL, NO, PL, PT, RO, SE, SI, SK, SM,

(72) Inventor; and TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW,

(75) Inventor/Applicant (for US only): JOSTOCK, Thomas ML, MR, NE, SN, TD, TG).
[DE/DE]; Georg-Wickram-Str. 12, 79395 Neuenburg am Published:
Rhein (DE).

(74) Agents: ROTH, Carla et al.; Kénig Szynka Tilmann von
Renesse, Lohengrinstrasse 11, 40459 Diisseldorf (DE).

—  with international search report (Art. 21(3))
—  with sequence listing part of description (Rule 5.2(a))

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,

(54) Title: CELL SURFACE DISPLAY OF POLYPEPTIDE ISOFORMS BY STOP CODON READTHROUGH

(57) Abstract: The present invention inter alia pertains to a method for generating or selecting a eukaryotic host cell expressing a
desired level of a polypeptide of interest, comprising: a) providing a plurality of eukaryotic host cells comprising a heterologous
nucleic acid comprising at least one cassette (Cas-POI) comprising at least a first polynucleotide (Pn-POI) encoding the polypep-
tide of interest, at least one stop codon down-stream of the first polynucleotide, and a second polynucleotide downstream of the
stop codon encoding an immunoglobulin transmembrane anchor or a functional variant thereof; b) cultivating the eukaryotic host
cells to allow expression of the polypeptide of interest such that at least a portion of the polypeptide of interest is expressed as a
fusion polypeptide comprising the immunoglobulin transmembrane anchor or a functional variant thereof, wherein said fusion
O polypeptide is being displayed on the surface of said host cell; ¢) selecting at least one eukaryotic host cell based upon the pres-

ence or amount of the fusion polypeptide displayed on the cell surface. Also provided are host cells, comprising respectively de-
signed heterologous nucleic acids and methods for producing a polypeptide using respective host cells.
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