A process.is provided for the preparation of a highly pure album n solution
t he process conprising subjecting albumin (preferably expr egm
secreted by transformed yeast) to a series of chromatograpghib®
Preferably, tHB(Jlocess cowpruppem

exchanggN i
IRY;

posi t

L
b e

gg{gggQNwmumﬁbwivehnno N
h t oqr
s R AR L8 e

]

and

D)

O DTE
) &
N

chr orj
negat
ani or

4

exchange chr omat ography. A proc

S aterantionel Rapntelaesifigeitny? :USi Ng i} Mojail) fnfeationd PbRAMLE Nothta@ ! ONi CYWAE 004772
i veComgDiBygoat i on exchange chr qne géa hy

and negative or positive ng

Infepsiatiopal Publication Diteic | A ADBUSL3P00 (0508108

in ar
codi
Al so
conpr
seque
r ecor

| bum n solution is al sQ disclaos
Uil eliiet Moty 1 BRI
@i25latex@Riokhl Filfag Bat@ OC €8 Jankafy200p (30.01100)i
ising culturing a fungal cell expr
Reeriodli B2 N the cell has a reducs
bi nare @XPr es selanay 19997300199  GB

(71) Applicant (for all designated States except US): DELTA
BIOTECHNOLOGY LIMITED [GB/GB]; Castle Court, 59
Castle Boulevard, Nottingham NG7 1FD (GB).

(72) Inventors; and

(75) Inventors/Applicants (for US only): VAN URK, Hendrik
[NL/GB]; Delta Biotechnology Limited, Castle Court, 59
Castle Boulevard, Nottingham NG7 1FD (GB). MEAD,
David, John {GB/GB]; Delta Biotechnology Limited, Castle
Court, 59 Castle Boulevard, Nottingham NG7 1FD (GB).
MORTON, Philip, Harvey [GB/GB); Delta Biotechnology
Limited, Castle Court, 59 Castle Boulevard, Nottingham
NG7 1FD (GB). CARTWRIGHT, Andrew, John [GB/GB};
Delta Biotechnology' Limited, Castle Court, 59 Castle
Boulevard, Nottingham NG7 IFD (GB). CAMERON,
Jason [GB/GB]; Delta Biotechnology Limited, Castle
Court, 59 Castle Boulevard, Nottingham NG7 1FD (GB).
BALLANCE, David, James [GB/US]; Aventis Behring,
1020 First Avenue, P.O. Box 61501, King of Prussia, PA

T ass . TR -
- e o i
ng r &c500R Markwet (D) BEREZENKO, Stbphen [GBIIBE

d capas,i kojinc IGE/GR] NO:RY BRkdhidIdgyOLimited) ¢
Castle Court, 59 Castle Boulevard, Nottingham NG7 1FD
(GB). SLEEP, Darrell [GB/GB};, Delta Biotechnolog;
Limited, Castle Court, 59 Castle Boulevard, Nottingham
NG? IFD (GB). VERON, Jean-Luc, Bemard [FR/GB];
Delta Biotechnology Limited, Castle Court, 59 Castle
Boulevard, Nottingham NG7 1FD (GB).

(74) Agent: BASSETT, Richard, S.; Bric Potter Clarkson, Park
View House, 58 The Ropewalk, Nottingham NGt 5DD
(GB). '

(81) Designated States: AE, AL, AM, AT, AU, AZ, BA,
BR, BY, CA, CH, CN, CR, CU, CZ, DE, DK,
ES, F1, GB, GD, GE, GH, GM, HR, HU, ID, IL,
KE, KG, KP, KR, KZ,LC, LK, LR, LS, LT, LV,
MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO,
8D, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG,
US, UZ, VN, YU, ZA, ZW, ARIPO patent (GH, GM, KE,
LS, MW, SD, SL, SZ, TZ, UG, ZW), Eurasian patent (AM,
AZ, BY, KG, KZ, MD, RU, T], TM), European patent (AT,
BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU,
MG, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CI, CM,
GA, GN, GW, ML, MR, NE, SN, TD, TG).

w
w
w
8

£

75
5B

2

E

=
O.
=
e

Published
Without international search report and to be republished

upon receipt of that report.

(54) Title: PROCESS
(57) Abstract

A process is provided for the preparation of a highly pure albumin solution the process comprising subjecting albumin (preferably
expressed and secreted by transformed yeast) to a series of chromatographic steps. Preferably, the process comprises the steps of positive
mode cation exchange chromatography, positive mode anion exchange chromatography, positive mode affinity chromatography, negative
mode affinity chromatography (preferably vsing immobilised aminophenylboronic acid), negative mode cation exchange chromatography,
and negative or positive mode anion exchange chromatography. A process for reducing the level of nickel in an albumin solution is
also disclosed, as is a recombinant albumin coding sequence comprising two or more in—frame translation stop codons. Also disclosed
is a process for producing recombinant albumin, the process comprising cultwring a fungal cell expressing a recombinant albumin coding
sequence, wherein the cell has a reduced capacity of mannosylation of the recombinantly-expressed albumin.
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