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GGGAATTTCCGGGGACTITCCGGGAATT
TCCGGGGACTTTCCGGGAATTTCCAGAG
CATATTAAGGTGACGCGTGTGGCCTCGA
ACACCGAGCGACCCTGCAGCGACCCGC
TTAAAAGCGGCCGCC

JP 2021-514187 A 2021.6.10
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SEQ ID
NO. 5

G2

2xIFN-y

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGC
AGTAGGTTTTTCGCATATTAAGGTGACG
CGTGTGGCCTCGAACACCGAGCGACCCT
GCAGCGACCCGCTTAAAAGGCGCGCC

SEQ ID
NO. 6

G4

4XTFN-y

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGC
AGTAGGTACAGCCTTCCGGGAAAGGGT
GGGCAAGTTTCCGGGAAAGCAGTAGGT
ACAGCCTTCCGGGAAAGGGTGGGCAAG
TTTCCGGGAAAGCAGTAGGTTTTTCGCA
TATTAAGGTGACGCGTGTGGCCTCGAAC
ACCGAGCGACCCTGCAGCGACCCGCTT
AAAAGGCGCGCC

SEQ ID
NO.7
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G6

6xIFN-y

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGC
AGTAGGTACAGCCTTCCGGGAAAGGGT
GGGCAAGTTTCCGGGAAAGCAGTAGGT
ACAGCCTTCCGGGAAAGGGTGGGCAAG
TTTCCGGGAAAGCAGTAGGTACAGCCTIT
CCGGGAAAGGGTGGGCAAGTTTCCGGG
AAAGCAGTAGGTACAGCCTTCCGGGAA
AGGGTGGGCAAGTTTCCGGGAAAGCAG
TAGGTTTTTCGCATATTAAGGTGACGCG
TGTGGCCTCGAACACCGAGCGACCCTGC
AGCGACCCGCTTAAAAGGCGCGCC

SEQ ID
NO. 8

GIK1

IxIFNwy  +
1xNF-«B

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAACCCGGGAATTTCCGGGGACTTTCC
GGGAATTTCCGGGGACTTTCCGGGAATT
TCCAGAGCATATTAAGGTGACGCGTGTG
GCCTCGAACACCGAGCGACCCTGCAGC
GACCCGCTTAAAAGCGGCCGCC

SEQ ID
NO.9

G1KO0.6

IxIFNwy +
60% NF-«B

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAACCCGGGAATTITCCGGGGACTTTCC
GGGAATTTCCAGAGCATATTAAGGTGA
CGCGTGTGGCCTCGAACACCGAGCGAC
CCTGCAGCGACCCGCTTAAAAGCGGCC
GCC

SEQ ID
NO. 10

G2K2

2xIFN-y +
2xNF-«B

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGA
GCAGGGAATTTCCGGGGACTTTCCGGG
AATTTCCGGGGACTTTCCGGGAATTTCC
AGAGCAGGGAATTTCCGGGGACTTTCC
GGGAATTTCCGGGGACTTTCCGGGAATT
TCCAGAGCATATTAAGGTGACGCGTGTG

SEQ ID
NO. 11
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GCCTCGAACACCGAGCGACCCTGCAGC
GACCCGCTTAAAAGGCGCGCC

G3K3

3xIFN-y +
3xNF-«B

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGC
AGTAGGTACAGCCTTCCGGGAAAGGGT
GGGCAAGTTTCCGGGAAAGAGCAGGGA
ATTTCCGGGGACTTTCCGGGAATTTCCG
GGGACTTTCCGGGAATTTCCAGAGCAG
GGAATTTCCGGGGACTTTCCGGGAATTT
CCGGGGACTTTCCGGGAATTTCCAGAGC
AGGGAATTTCCGGGGACTTTCCGGGAAT
TTCCGGGGACTTTCCGGGAATTTCCAGA
GCATATTAAGGTGACGCGTGTGGCCTCG
AACACCGAGCGACCCTGCAGCGACCCG
CTTAAAAGGCGCGCC

SEQ ID
NO. 12

G3H2K

3xIFN-y  +
2xhypoxia+
2xNF-«B

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGC
AGTAGGTACAGCCTTCCGGGAAAGGGT
GGGCAAGTTTCCGGGAAAGCAGTAGGT
ACAGCCGACCTTGAGTACGTGCGTCTCT
GCACGTATGAGAGCAGACCTTGAGTAC
GTGCGTCTCTGCACGTATGAGAGCAGG
GAATTTCCGGGGACTTTCCGGGAATTTC
CGGGGACTTTCCGGGAATTTCCAGAGCA
GGGAATTTCCGGGGACTTTCCGGGAATT
TCCGGGGACTTTCCGGGAATTTCCAGAG
CAGGGAATTTCCGGGGACTTTCCGGGA
ATTTCCGGGGACTTTCCGGGAATTTCCA
GAGCATATTAAGGTGACGCGTGTGGCCT
CGAACACCGAGCGACCCTGCAGCGACC
CGCTTAAAAGGCGCGCC

SEQ 1D
NO. 13
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G3K3H

3xIFN-y +
3xNF-«xB +
2xhypoxia

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGC
AGTAGGTACAGCCTTCCGGGAAAGGGT
GGGCAAGTTTCCGGGAAAGAGCAGGGA
ATTTCCGGGGACTTTCCGGGAATTTCCG
GGGACTTTCCGGGAATTTCCAGAGCAG
GGAATTTCCGGGGACTTTCCGGGAATTT
CCGGGGACTTTCCGGGAATTTCCAGAGC
AGGGAATTTCCGGGGACTTTCCGGGAAT
TTCCGGGGACTTTCCGGGAATTTCCAGA
GCAGACCTTGAGTACGTGCGTCTCTGCA
CGTATGAGAGCAGACCTTGAGTACGTG
CGTCTCTGCACGTATGAGAGCATATTAA
GGTGACGCGTGTGGCCTCGAACACCGA
GCGACCCTGCAGCGACCCGCTTAAAAG
GCGCGCC

SEQ ID
NO. 14

G2H2K

2xIFN-y +
2xhypoxia+
2XNF-«B

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGC
AGTAGGTACAGCCGACCTTGAGTACGT
GCGTCTCTGCACGTATGAGAGCAGACCT
TGAGTACGTGCGTCTCTGCACGTATGAG
AGCAGGGAATTTCCGGGGACTTTCCGG
GAATTTCCGGGGACTTTCCGGGAATTTIC
CAGAGCAGGGAATTTCCGGGGACTTTCC
GGGAATTTCCGGGGACTTITCCGGGAATT
TCCAGAGCATATTAAGGTGACGCGTGTG
GCCTCGAACACCGAGCGACCCTGCAGC
GACCCGCTTAAAAGGCGCGCC

SEQ ID
NO. 15

G2K2H

2xIFN-y +
2xNF-«kB +
2xhypoxia

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCTTCCGGG
AAAGGGTGGGCAAGTTTCCGGGAAAGA

SEQ ID
NO. 16
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GCAGGGAATTTCCGGGGACTTTCCGGG
AATTTCCGGGGACTTTCCGGGAATITCC
AGAGCAGGGAATTTCCGGGGACTTTCC
GGGAATTTCCGGGGACTTTCCGGGAATT
TCCAGAGCAGACCTTGAGTACGTGCGTC
TCTGCACGTATGAGAGCAGACCTTGAGT
ACGTGCGTCTCTGCACGTATGAGAGCAT
ATTAAGGTGACGCGTGTGGCCTCGAAC
ACCGAGCGACCCTGCAGCGACCCGCTT
AAAAGGCGCGCC

H2G2K

2xhypoxia +
2xIFN-y  +
2xNF-kB

GACCTTGAGTACGTGCGTCTICTGCACGT
ATGAGAGCAGACCTTGAGTACGTGCGT
CTCTGCACGTATGAGAGCATTCCGGGAA
AGGGTGGGCAAGTTTCCGGGAAAGCAG
TAGGTACAGCCITCCGGGAAAGGGTGG
GCAAGTTTCCGGGAAAGAGCAGGGAAT
TTCCGGGGACTTTCCGGGAATTTCCGGG
GACTTTCCGGGAATTTCCAGAGCAGGG
AATTTCCGGGGACTTTCCGGGAATTTCC
GGGGACTTTCCGGGAATTTCCAGAGCAT
ATTAAGGTGACGCGTGTGGCCTCGAAC
ACCGAGCGACCCTGCAGCGACCCGCTT
AAAAGGCGCGCC

SEQ ID
NO. 17

GIH2K

1xIFN-y +
2xhypoxia +
1xNF-xB

TTCCGGGAAAGGGTGGGCAAGTTTCCG
GGAAAGCAGTAGGTACAGCCGACCTTG
AGTACGTGCGTCTCTGCACGTATGAGAG
CAGACCTTGAGTACGTGCGTCTCTGCAC
GTATGAGAGCAGGGAATTTCCGGGGAC
TTTCCGGGAATTTCCGGGGACTTTCCGG
GAATTTCCAGAGCATATTAAGGTGACGC
GTGTGGCCTCGAACACCGAGCGACCCT
GCAGCGACCCGCTTAAAAGGCGCGCC

SEQ ID
NO. 18
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GIJIH | IxIFN= + | TTCCGGGAAAGGGTGGGCAAGTTTCCG | SEQ ID
1 GGAACCCGACCTTGAGTACGTGCGTCTC | NO. 19
1xIL-
XL-6+ | o CACGTATGTACAGCGCTTCCTGACAG
Ixhypoxia | TOACGCGAGCCGAGAGCATATTAAGGT
GACGCGTGTGGCCTCGAACACCGAGCG
ACCCTGCAGCGACCCGCTTAAAAGCGG
CCGCC
GIKO.6 | IXIFN-, _+ | TTCCGGGAAAGGGTGGGCAAGTTICCG | SEQ ID
n 60% NE-kB | GGAACCCGGGAATTTCCGGGGACTTTCC | NO. 20
+1xIL-6 | GGGAATTTCCTACAGCGCTTCCTGACAG
TGACGCGAGCCGAGAGCATATTAAGGT
GACGCGTGTGGCCTCGAACACCGAGCG
ACCCTGCAGCGACCCGCTTAAAAGCGG
CCoeC
GIKO0.6 | IXIFN-y + | TTCCGGGAAAGGGTGGGCAAGTTTCCG | SEQ ID
H1 60% NF-xB | GGAACCCGGGAATTTCCGGGGACTTTCC | NO. 21
+ Ixhypoxia | GGGAATTTCCTACAGACCTTGAGTACGT
GCGTCTCTGCACGTATGAGAGCATATTA
AGGTGACGCGTGTGGCCTCGAACACCG
AGCGACCCTGCAGCGACCCGCTTAAAA
GCGECCGCC
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goooan
gogoobooooooboad
goooano

ogdag

TACAGGGACAGCAGAGATCCAGTTTGGACT
TAGTTCTAGAACTTCCCGGAAATAGGGTGGGCAAGTATTTCCG
GGAAATTCTAGAGGGAGTTCCCGGGGACTITCCGGGGATTTTC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

23

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCCCGGAAGTAGGGTGGGCAAGTACTTCCC
GGAAGTTCTAGAGGAAATTTTCGGGGACTTTCCGGGGGTTCTC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

24

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCCCGGAAGTAGGGTGGGCAAGTACTTCCG
GGAAATTCTAGAGGGAGTTCTCGGGGACTTTCCGGGAATTTTC
TCTAGATATTAAGGTGACGCOTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

25

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCCCGGAAGTAGGGTGGGCAAGTATTTCCC
GGAAGTTCTAGAGGAAGTTCTCGGGGACTTTCCGGAGATTCTC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACCTCATCAAGGAGTTCATGC

26

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCCGGGAAATAGGGTGGGCAAGTACTTCCG
GGAAATTCTAGAGGGGATTTCCGGGGACTTTCCGGAGGTTCTC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
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(35) JP 2021-514187 A 2021.6.10

CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

27

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCCGGGAAATAGGGTGGGCAAGTACTTCCG
GGAAGTTCTAGAGGAGGTTITCCGGGGACTTTCCGGAGGTTTCC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

28

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCCGGGAAGTAGGGTGGGCAAGTATTTCCC

GGAAGTTCTAGAGGGGGTTTTCGGGGACTTTCCGGAGGTTTCC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA

CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT

GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

29

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCCGGGAAGTAGCGTGGGCAAGTATTTCCG
GGAAATTCTAGAGGGAGTTCTCCGGGGACTTTCCGGGGATTTIC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

30

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAATTTCCCGGAAATAGGGTGGGCAAGTACTTCCG
GGAAATTCTAGAGGGGGTTTCCGGGGACTTITCCGGGGGTTTTC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

31

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAATTTCCCGGAAATAGGGTGGGCAAGTATTTCCC
GGAAATTCTAGAGGGGGTTTTCGGGGACTTTCCGGGAATTTTC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC
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32

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAATTTCCCGGAAATAGGGTGGGCAAGTATTTCCG
GGAAATTCTAGAGGAGGTTCTCGGOGGACTTTICCGGGAGTTTIC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

33

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAATTTCCCGGAAATAGGGTGGGCAAGTATTTCCG
GGAAATTCTAGAGGAGGTTITCGGGGACTTTCCCGGGAGTTTCC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

34

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC |

TAGTTCTAGAATTTCCCGGAAATAGGGTGGGCAAGTATTTCCG
GGAAGTTCTAGAGGAAGTTTTCGGGGACTTTCCGGGAATTITC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

35

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC

TAGTTCTAGAATTTCCGGGAAATAGGGTGGGCAAGTATTTCCC

GGAAGTTCTAGAGGAGATTCTCGGGGACTTTCCGGGGGTTCTC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA

CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT

GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

36

TACAGGGACAGCAGAGATCCAGTITGGACTAGCCCGGTCGCAC
TAGTTCTAGAATTTCCGGGAAGTAGGGTGCGGCAAGTACTTCCG
GGAAATTCTAGAGGGGGTTTCCGGGGACTITCCGGAGATTCTC
TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCAT
GGCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

37

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAATTTCCGGGAAATAGGGTGGGCAAGTATTTCCC
GGAAGTTCTAGAGGGGGTTITCGCGGACTITCCGGAAATTTTC
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TCTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGA
CCCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCCCATG
GCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

38

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCCCGGAAATAGGGTGGGCAAGTATTTCCC
GGAAGTTCTAGAGGAGGTTTTCGGGGACTTICCGGGATTCCCT
CTAGATATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGAC
CCTGCAGCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCATG
GCCTCCTCCGAGGACGTCATCAAGGAGTTCATGC

39

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGTTCCGGGAAGTGCGTGGGCAATATTTCCCGGAAG
TTTAGAGGAAGTTTTCGGGGACTTCCGGAAATTCCCTCTAGAT

ATTAAGGTGACGCGTGTGGCCTCGAACACCGAGCGACCCTGCA
GCGACCCGCTTAAAAGCGGCCGCCATGGGCCGCCATGGCCTCC

TCCGAGGACGTCATCAAGGAGTTCATGC

40

TACAGGGACAGCAGAGATCCAGTTTGGACTAGCCCGGTCGCAC
TAGTTCTAGAACTTCTCGGAAATAGGGTGGGCAAGTACTGTGG

CCTCGAACACCGAGCGACCCTGCAGCGACCCGCTITAAAAGCGG
CCGCCATGGGCCGCCATGGCCTCCTCCGAGGACGTCATCAAGG

AGTTCATGCAGACCAAGTCTCTGCTACC
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Intemational application No.

INTERNATIONAL SEARCH REPORT PCT/IL2019/050182

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the firat sheel)

1. With regard te any nucleotide and/or amino acid sequence disclosed in the international applieation, the international search was
carried out on the basis of a sequence listing:

a forming part of the intemationzl application as filed:
in the form of an Annex C/ST .26 text file.

D on paper or in the form of an image file.

b. fumished together with the international application under PCT Rule 13%r.1({a} for the purpeses of internaticnal search
only in the form of an Annex G/ST.25 text file.

G. D fumished subsequent to the intsrnational filing date for the purposes of intemational search enly:

D in the fonm of an Annex G/ST 25 text file (Rule 13fer.1{a)).
D on paper or in the form of an imags file (Rule 13#er.1(b) and Administrative Inetructions, Section 713}.

2. D |h ackdition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or deea not go keyond the application as filed, ae appropriate, wers fumished.

3. Additional commants:

Form PCTASA210 {continuation of first sheet [13) (January 2015)
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Intarnetional application No.

INTERNATIONAL SEARCH REPORT PCT/1L2019/050182

BoxNo.ll  Chservations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intemn ational search repert has not been established in respact of cartain claims under Article 17(2)(a) for the following reasons:

1. |:I Claime Noz.:

because they relate to subject matter not required to be searched by thls Authorlty, namely:

2. |:| Claime Nos.:
becauge they relate to parts of the international application that do not comply with the preseribad recuirements to such
an extent that no meaningful International search ¢an be carred out, specifically:

3. I:l Claims Nos.:
because they are dependent oialms and are not drafted In accordance with the second and third sentences of Rule 6.4{a).

Box Neo.lll Chservatlons where unlty of Invention Is lacking (Continuation of item 3 of first sheet)

This Imematicnal S8earching Autherity found multiple inventions in this internaticnal application, as follows:

see additional sheet

1. As all required additional asarch fees were timely paid by Ihe applicant, this international aearch repott covera all acarchable
olaims.

2. D As all searshable olaims sculd be searched without sffort justifying an additional feas, this Authority did not invite payment of
additional fees.

3. As only same of the required additional search fess wars timaly paid by tha applicant, this intemational ssarch report covera
only those claima for which fees were paid, apecifically claims Nes.:

4, m No required additional search fees were timely paid by the applicant. Gonsequently, thia international search repott ia
restricted to the invention first mentionad in the claime; it ie covered by claims Nos.:

1, 3, 8, 14-21(al1l partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
paymertt of a protest fee.

The additional search faee were accompanied by the applicant's protest bt the applicable protest
fee was not paid within the time Iimit speciied in the nvitation.

DNO pratest accompanied the payment of additionel search lees.

Form PCTASA/210 (continuation of firet eheet (2)) (April 2006}
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INTERNATIONAL SEARCH REPORT

JP 2021-514187 A 2021.6.10

International application No

PCT/IL2019/050182
A CLASSIFICATION OF SUBJECT MATTER
INV. C12N15/85 C12N15/86 C12N15/867 A61K35/17 AB1K48/00
ADD.

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

A61K CI2N

Minimum cocumsntation searchaed (classification aystam followed by classification symbaole)

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Electronic data base

EPO-Internal, WPI Data

Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™

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

Relevant to claim No.

X JAVAN B. & SHAHBAZI M.:

cancer gene therapy.",
ECANCER,

XPO02791514,
the whole document

"Hypoxia-inducible tumour-specific
promoters as a dual-targeting
transcriptional regulation system for

vol. 11, 751, 6 July 2017 (2017-07-06),

1,8

_/__

Further documents are listed in the oontinuation of Box G.

D See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" eatlier application or patent but publishad on or after the intarnational
filing date

"L* doaument whioh may throw doubts on priority olaimi(s) or which is
cited to blish the publication date of anather citation ar other

special reason [as ap‘eci‘lied)
"O" gooument referring to an oral disclosure, use, exhibition or other

'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand
the prinoiple or theory underlying the invention

"X" document of particular relevance; the claimed invention cannot ba
oonzidered novel or cannct be considered to involve an inventive
step when the document is taken akine

Y* dosument of particu lar relevance; the claimed imvention cannot be
considarad to invelve an inventive atep when the decument ia
oombined with one or more cther such doouments, suoh oombination

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

Means baing obvious to a parsan skillad in the art
"P* document published prior to the intemational filing date but later than
the priority date claimed '&" dooument member of the same patent family
Date of the actual completicn of the int tional search Date of mailing of the intemational search repart
21 May 2019 02/08/2019
Name and mailing addreas of the [SA/ Autharized officer

Galli, Ivo

Form PCTASA210 (second eheet] {(April 2005)

page 1 of 2
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INTERNATIONAL SEARCH REPORT

International application No

PCT/IL2019/050182
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Gitation of dooument, with indication, where appropriate, of the rel it p g Relevant {o claim No.
X DOTTI G. ET AL.: "Design and development 1,3,
of therapies using chimeric antigen 14-21

receptor-expressing T cells",
IMMUNOL. REV.,

vol. 257, no. 1,

13 December 2013 (2013-12-13), pages
107-126, XP002791515,

the whole document

page 121, right-hand column

page 121, right-hand column

Form PCTASA/210 {continuation of aecond aheat) (April 2005)

page 2 of 2
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International Application No. PCT/ 102019/ 050182

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This Internaticnal Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1, 3, 8, 14-21{all partially)

A vector for the expression of a gene of interest,
preferably a CAR, wherein the gene of interest is under the
control of a promoter that comprises a TME (tumour
microenvironment responsive element).

- The same, therein the CAR is directed against a TAA.
- The same, wherein the vector is a plasmid, a
lentivirus, an adenoviral vector or a retrovirus vector.
- The same, wherein the promoter comprises two or more
TMEs.

- Corresponding recombinat immune effector cells, and
medical uses therecf, in particular to cure a cancer.

2. claims: 9-13(completely); 14-21(partially)

A vector for the expression of a gene of interest,
preferably a CAR, wherein the gene of interest is under the
control of a promoter inducible by a transactivator (such as
rtTA3), and the transactivator is under the control of a
promoter that comprises a TME.

- The same, therein the CAR is directed against a TAA.

- The same, wherein the vector is a plasmid, a lentivirus,
an adenoviral vector or a retrovirus vector.

- The same, wherein the promoter for the transactivator
comprises two or more TMEs.

- Corresponding recombinat immune effector cells, and
medical uses therecf, in particular to cure a cancer.

3-21. claims: 2, 4-7(completely); 1, 3, 8, 14-21(partially)

Same as (1) or (2) but wherein the TME is chosen from:
3) IFN gamma
4) TNF alpha

5) NFkB
6) another hypoxia element
7) H5P70
8) IL6

9) TGF-beta
18) IL1

11) 1L8

12} ILll
13} 1IL12
14) IL15
15) 1IL18
16) IL17
17) 1121
18) IL35
19) GM-CSF

20) HGF
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International Application No. PCT/ 102019/ 050182

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

21) AhR
and their corresponding sequences 1-41 (which have not all
been defined in the application).

22. claims: 22-29

A method of selecting TMEs specific to a given tumour in a
given patient, for use in constructing a personalised vector
for treating that tumor in that patient.
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