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w* . *
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Vika = SEQ ID NO: 14
VCre = SEQ ID NO: 23

Fig. 16 continued



WO 2023/084099

28/30

PCT/EP2022/081868

Fig. 17



WO 2023/084099

RO
HU%

29/30

£e
R

RO PRI

150%
0%

54%

PCT/EP2022/081868

Fig. 18



WO 2023/084099

Cre
Vika
Dre

Cre
Vika
Dre

Cre
Vika
Dre

Cre
Vika
Dre

9]
L
[

o<
g o
[0y
w

Cre
Vika
Dre

30/30

————————————————— MENLLTVHQNL-PALPVDATSDEVR-KNLMDMFRDRQAFSEHRT
MTDLTPFPPLEHLEPDEFADLVREKAIKRDPOAGAHPAIQSAISHFQDEFVRRQGEWQPAT
————————————————— MSELIISGSSGGFLRNIGKEYQEAA-ENFMRFMNDQGAYAPNT

WKMLLSVCRSWAAWCKLNNREWFPAEPEDVRDYLLYLQARGLAVETIQQHLGQLNMLHERE
LORLRNAWNVEVRWCTHQGIPALPARHQDVERYLIER-RNELHRNTLEVHLWAIGKTHVI
LEDLRLVFESWARWCHARQLAWFPISPEMAREYFLQLHDADLASTTIDKHYAMLNMLLSEH

FERTDFDQVRSLMENSDRCQDIRN
FRESDLDRLTELWSATRSVTQQRD
PILRWDDLELLDVLLERSERLVDLEN

LA
LM
RA

L%IA}]IARIRVKIXISRTDGGIU%LIHIG

|
LEKNNLEQMKVGDIEFCQDGSALITIP
MBMSEISRIRVGDLDQT-GDTVTLHIS

ALSLGVTKL
WISPQVANQ
VLSRRTTAV

S

VERWISVSGVADDPNNYLFCRVREKNGVAAPS - -—---—— ATSQLSTRALEGIFEATHRLIY
VHAYLOLPNIDADPQCFLLOQRVERSGKALNPESHNTLNGHEPVSEKLISREVFERAWRALN
LNDWLDVSGLREEFDAVLFPPIHRSNKARI------—-— TTTPLTAPAMEKIFSDAWVLLN

321-324

NVNIVMNYIRNLDSET
SEKMVLRYGRHLHAHT
KPETLMRELRRGGVSV

G-AKDDSGQRYLAWSG AGVSIPEI
EGYSTLQV

KQVSMVETI

GAMVRLLEDGD* 34¢ SEQIDNO:1
SAMAQKRRQR*- 362 SEQIDNO: 14
GANSRLMDS*-- 343 SEQIDNO: 20

Fig. 19

PCT/EP2022/081868

160
178
182

W G
[REE

Wk



INTERNATIONAL SEARCH REPORT

International application No

WO 2023/084099 pcT/EPCT/EP2022/081868
A. CLASSIFICATION OF SUBJECT MATTER
INV. C12N9/22 C12N15/10
ADD.

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
C12N

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

EPO-Internal, BIOSIS, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X Lansing Felix ET AL: "Correction of a 1-24
Factor VIII genomic inversion with
designer-recombinases",

bioRxiv,

2 November 2020 (2020-11-02), XP055916921,
DOI: 10.1101/2020.11.02.328013

Retrieved from the Internet:
URL:https://www.biorxiv.org/content/10.110
1/2020.11.02.328013v1. full.pdf

[retrieved on 2022-05-02]

the whole document

X EP 3 831 939 Al (UNIV DRESDEN TECH [DE]) 1-24
9 June 2021 (2021-06-09)

paragraph [0084] - paragraph [0183];
examples 1-9

-/—

|__K| Further documents are listed in the continuation of Box C. |I| See patent family annex.

* Special categories of cited documents : . . .
"T" later document published after the international filing date or priority
date and not in conflict with the application but cited to understand

"A" document defining the general state of the art which is not considered the principle or theory underlying the invention

to be of particular relevance

"E" earlier application or patent but published on or after the international "X* document of particular relevance;; the claimed invention cannot be
fiing date considered novel or cannot be considered to involve an inventive
"L" document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other "Y" document of particular relevance;; the claimed invention cannot be
special reason (as specified) considered to involve an inventive step when the document is
"O" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art
"P" document published prior to the international filing date but later than
the priority date claimed "&" document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
8 February 2023 07/03/2023
Name and mailing address of the ISA/ Authorized officer

European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040, .
Fax: (+31-70) 340-3016 Westphal-Daniel, K

Form PCT/ISA/210 (second sheet) (April 2005)

page 1 of 3



INTERNATIONAL SEARCH REPORT

WO 2023/084099

International application No

pcT/EPCT/EP2022/081868

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category”

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

US 10 017 832 B2 (UNIV WASHINGTON [US])

10 July 2018 (2018-07-10)

cited in the application

paragraph [0007] - paragraph [0133]
LANSING FELIX ET AL: "Wie
Designer—Rekombinasen Erbkrankheiten
heilen kénnten",

BIOSPEKTRUM,

vol. 27, no. 2, 23 March 2021 (2021-03-23)
, pages 139-141, XP037390226,

ISSN: 0947-0867, DOI:
10.1007/S12268-021-1549-9

the whole document

KARPINSKI JANET ET AL:
"Designer—-Rekombinasen fiir pradzisesGenome
Editing",

BIOSPEKTRUM, SPEKTRUM AKADEMISCHER VERLAG,
DE,

vol. 23, no. 2, 29 March 2017 (2017-03-29)
, pages 151-154, XP036199778,

ISSN: 0947-0867, DOI:
10.1007/812268-017-0780-X

[retrieved on 2017-03-29]

the whole document

WO 2018/229226 Al (UNIV DRESDEN TECH [DE])
20 December 2018 (2018-12-20)

cited in the application

page 3, line 13 - page 65, line 9
GRETCHEN MEINKE ET AL: "Cre Recombinase
and Other Tyrosine Recombinases",

CHEMICAL REVIEWS,

vol. 116, no. 20, 10 May 2016 (2016-05-10)
, pages 12785-12820, XP055620771,

us

ISSN: 0009-2665, DOI:
10.1021/acs.chemrev. 6b00077

cited in the application

the whole document

-/

4-7,13,
17-21

Form PCT/ISA/210 (continuation of second sheet) (April 2005)

page 2 of 3




INTERNATIONAL SEARCH REPORT

WO 2023/084099

International application No

pcT/EPCT/EP2022/081868

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category”

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

T

HOERSTEN JENNA ET AL: "Pairing of single
mutations yields obligate Cre-type
site-specific recombinases",

NUCLEIC ACIDS RESEARCH

7

vol. 50, no. 2

25 January 2022 (2022-01-25), pages
1174-1186, XP055916912,

GB

ISSN: 0305-1048, DOI: 10.1093/nar/gkabl240
Retrieved from the Internet:
URL:https://watermark.silverchair.com/gkab
1240 .pdf?token=AQECAHi208BE490can9kkhW_Erc
y7Dm3ZL_9C£3qfKAc485ysgAAAtUwggLRBgkghkiG9
wOBBwagggLCMIICvgIBADCCArcGCSQGSIb3DQEHATA
eBglghkgBZOMEAS4wEQOM4kZE2QKKJS10HV4yAgEQQ
IICiPk—xky3WniIDSrlK4Pq918GEy59jeVGEEHX_F9
kb7Qr9-44csYFVC1TqUK1OPSYEn—-h3Kg8gdtx_yaeo
4DtwQ1JQi__

the whole document

1-24

Form PCT/ISA/210 (continuation of second sheet) (April 2005)

page 3 of 3




