wo 2022/038369 A1 |00 0 K0 0 0O

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

A

=

(19) World Intellectual Property
Organization
International Bureau
(43) International Publication Date
24 February 2022 (24.02.2022)

(10) International Publication Number

WO 2022/038369 A1

WIPO I PCT

(51) International Patent Classification:
CI2N 15/86 (2006.01)

(21) International Application Number:
PCT/GB2021/052162

(22) International Filing Date:
20 August 2021 (20.08.2021)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
2013057.1 21 August 2020 (21.08.2020) GB

(71) Applicants: OXFORD GENETICS LIMITED [GB/GB];
Medawar Centre, Robert Robinson Avenue, Oxford Ox-
fordshire OX4 4HG (GB). OXFORD UNIVERSITY IN-
NOVATION LIMITED [GB/GB]; Buxton Court, 3 West
Way, Oxford OX2 0JB (GB).

(72) Inventors: CAWOOD, Ryan; c/o Oxford Genetics Limit-
ed, Medawar Centre, Robert Robinson Avenue, Oxford Ox-
fordshire OX4 4HG (GB). SU, Weiheng; c/o Oxford Ge-
netics Limited, Medawar Centre, Robert Robinson Avenue,
Oxford Oxfordshire OX4 4HG (GB).

Agent: DEHNS, St Bride's House, 10 Salisbury Square,
London EC4Y 8JD (GB).

(74)

(81) Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CZ,DE, DJ, DK, DM, DO,
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN,
HR, HU, ID, IL, IN, IR, IS, IT, JO, JP, KE, KG, KH, KN,
KP, KR, KW,KZ, LA, LC,LK, LR, LS, LU, LY, MA, MD,
ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO,
NZ, OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW,
SA, SC, SD, SE, SG, SK, SL, ST, SV, SY, TH, TJ, TM, TN,
TR, TT, TZ, UA, UG, US,UZ, VC, VN, WS, ZA, ZM, ZW.

(54) Title: METHOD OF MAKING RECOMBINANT AAVS

Figure 1
1011
10104 ;ﬂ 2
- 10°%
5 -
O 108
~ F
2 ]
1074 .
i [ ]
p L
1064 . '.]
105 T T T T T T T T T \I T
K
TERA-RepCap2 + - - + - + - ¥
MOI25 AAV2 AAVS AAVB AAVY
50GC/cell

(57) Abstract: The present invention relates to a process for producing recombinant adeno-associated virus (AAV) particles, described
herein as trans-pseudotyping. The process involves the production of recombinant AAV particles in first host cells and then in second
host cells, wherein first and second AAV cap genes are expressed in the first and second host cells, respectively, thus producing first
and second recombinant AAV particles which are encapsidated by first and second AAV capsid polypeptides. The first and second
recombinant AAV particles have different cell tropisms, preferably towards production cell lines (for high efficiency production of
AAVs) and for cells associated with a therapeutic indication (for treatment of such an indication), respectively.
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