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#1 : TRABGBFEREHLTA7-0IC

JP 2021-515598 A 2021.6.24

EREZN7Zcr RNA :

+7
D crRNA PAM | B ¥ hEE &—% v N
br = o 4
(%)
TRACL1-
TCTCTCAGCTGGTACACGGC | AGG TRAC1 chrld4: 22547526 - 22547545 94
4894
TRACZ2-
CTCGACCAGCTTGACATCAC | AGG TRAC2 chrld: 22549647 - 22549666 | 98
4598
TRAC3-
GATTAAACCCGGCCACTTTC | AGG TRAC3 chrld: 22550612 - 22550631 98
2998

goooooao
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ogogoano

22 : FREhAL Z2H—F o KB, b —Fas hkd7d—-ForboizesTERET
R
crRNA F IR - b PAM |3 A~ w¥F |Z%V | ¥ ) LiiE

~

v

chrli YBoQT0730
TCCCTCAGCTGGTACRAGEA | 766 | 3,17,20 | %o

186070753

chr¥: 83244396 -
TCTGETCAACTGETACATGEC | AAG 4.8,17 L

B324441%8

chrlb5: 100865579
TCTCATAGCTGGTACATGEC | GGG o T P o

100865602

TRAC1 - 4894

chrl: 247923608
TTTLTCAGCTGL TACATGGA | GHG 2. kT 20 21

247923631

chrle: B713603
GCACTCAGUTOETACCIGEC | AAG 1,3,16 L

8713626

chrdi: 130310607
TCACTCAGUTGGTACATGGE | CAG 3;17:20 L
13C¢310630

TCTCCCAGLTGEGACACGET | GAG | 5,13,20 | &L

TCRATCAGCTGETGLACGEC | TGG 3,4,14 2L

236824561

chrl2: 49641344
TCTCACAGLTGATATACGEC | TGG 5,12,15 L

chrl0: 102422239
CTCCACCACCTTGALCTCALC | CGG 4,9,16 Hh

CTCAACCAGAATGACATCAC | CAG | 4,10,11 (&L

TRACZ2 - 4598

chr4: 838585943
CTAGACCAGCTTGACCTCCC | TAG 374619 L

£9585966

ehrh: B2123725
CTAGACCAGCTTGGIARATAC | AGG 3,14, 17 2L

82123748

chr5: 1281012867
GAATAAAACCGECCACTITG | 666G | 3,8,20 L

TRAC3 - 2998

chr2: 145719958
GATTRTACCTEECCACATTC | AAG 610,17 e
145719981

ooooOoboboO0oooooooobbbooooooooboboboooooooboao
ocoopO0O0oOO0O0ODOOOOOOODODOODOODODODODOODODODDOO
ooobObobooooooocoobboooooooobbbooooooboao
ooooOobOooooooooobboooooooooboboboooooooboan
ooooODoOoOoO0oooooooobObboooooooobOboboooooooao

O0Ooo0oooaoo
O 0Oo0Oo0ooao
O0Ooo0oooaoo
O 0Oo0Oo0oo0oaoo
O0Ooo0oooao
O 0Oo0oo0ooao
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#£3 : TRBEMLRFEANEHILTHDICBRSh/T-c rRNA

ooooobobooooooooobbbooooooooobbobobooooooboooDbOoo
ooocooobooboooooooooobobbobooooooooobobobobooooooooobooao
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
oooooboobooooooooobbbooooooooboDbboboooooooobooDb oo
ooooooao

gooocooao

gooao

D crRNA PAM | E6 fii & + 7
_5[...-
Fou b
zar
(%)

TRBC- | ACACTGGTGTGCCTGGC | AGG | TRBC1 | chr7: 142801121 142801140 45

44345 | CAC TRBC2 [ chr7 KI270803vl alt: 814747

814766

TRBC- | AGGGCGGGCTGCTCCTT | GGG | TRECL | chr7: 142791879 142791898 47

45447 | GAG TRBC2 | chr7: 142801226 142801245

a

TRBC- | CTGCCTGAGCAGCCGCC | GGG | TRBC1 | chr7: 142791914 142791933 16

45246 | TGA TREC2 | chr7: 142801261 142801280

TRBC- | GCGGGGGTTCTGCCAGA | TGG | TRBC1L | chr7: 142791946 142791965 47

45447 | AGG TREBC2 | chr7: 142801293 142801312

b
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(80)

JP 2021-515598 A 2021

#z4:FRHENBFTE—F v b, FUE—F v eFT7E—F v bDOI AT v FERETRT

crRNA FFR N 5 b PAM (3w w7 (ziv |8RBFE

chr14: 105601630-
ACTCTGGGCTGCCTGGCCAC | GGG 3,89 Hn

105601653

chr20: 62963310-
ACTCTGTTGTGCCTGGACAC | CGG 3.717 B

62963333

chr14:98950719-
TCACAGGTGAGCCTGGCCAC | AGG 1,510 4

98950742

chr12: 108839394-
GCACGGGTGGGCCTGGCCAC | TGG 1,5,10 2L

108839417

TRBC-44345 chr16:3010877-

GCAGGGGTGTGCCTGGCCAC | TGG 1,4,5 L

3010900

chr6: 37655368-
ATCCTGCTGTGCCTGGCCAC | AGG 23,7 L

37655391

chrX: 138046658-
TCTCTGGTGTGCCTGGCCAA | GAG 1,3,20 L

138046681

chr16: 2438272-
ACACATGTGGGCCTGGCCAC | GGG 56,10 7L

2438295
AGCCTGGTGTGTCTGGCCAC | TGG 23,12 2L chr2: 162055950-

162055973

chr2: 239228091-
CCTCTGGTGTGCCTGGCCCC | AGG 1,3,19 Y

239228114

chrl: 101657244-
CCACTTGTGTGCATGGCCAC | TAG 1,6,13 L

101657267

chrl: 230924183-
ATAATGGTGTGCCTGGCAAC | TAG 2,418 2L

230924206

chrl: 155926881-
ACACTGGCCTGCCTGGGCAC | TAG 89,17 L

155926904

chr8: 143598506-
AGCGCGGGCTCCTCCTTGAC | GGG 311,20 H

143598529

chr3: 45030894-
AGGGCCTGCTGCTCCTTCAG | CAG 6,7,18 Hy

45030917
AGGGCTGACAGCTCCTTGAG | TGG 6,8,10 L chr20: 683139-683162

chr20: 63440195-
GGGGTGGGCTGCTCCTGGAG | CAG 1517 L

63440218

chr17:50124057-
AGAGCGGCCTGCTCCTCGAG | GGG 3.B17 L

50124080

Oo00oooao

.6.

24

10

20

30

40

50



(81) JP 2021-515598 A 2021
goooooano

chr12: 3189255-
GGGGTGGGCTGCACCTTGAG | GGG 1,513 e,

3189278

chr5: 176733401-
AAGGCAGGCTCCTCCTTGAG | AGG 2,611 2L

TRBC-45447a 176733424

chr10: 100783415-
AGGAAGGGCTGCTCTTTGAG | GAG 45,15 2L

100783438

chrl: 226617392-
AGGCTGGGCTGCTCTTTGAG | CAG 4,515 L

226617415

chr15: 74624787-
AGTGCCGGCTGCTCCTGGAG | TGG 3,6,17 L

74624810

chr7:99165433-
AGGGTGGGGTGCTCCTCGAG | GGG 59,17 L

99165456

chr12:92396203-
TGGGCTGGCTGCACCTTGAG | TAG 1,6,13 L

92396226

chr5:179287136-
TGGGCGGGCTGTTCCTTGGG | GAG 1,12,19 2L

179287159

chr5; 177525051-
CTTCCTGAGCAGCCGTCTGC | AGG 3,16,20 &Hh v

TRBC-45246 177525074

CTGCCTGAGCAGCTGCCACA | AGG 141819 |# v chr21: 42085445-

42085468

chr6: 24719514-
CAGCGTTAGCAGCCGCCTGA | GGG 25,7 L

24719537

chr8: 58226030-
CACCCAGAGCAGCCGCCTGA | CAG 2,3,6 L

58226053

chr1: 41873106-
CTGCCTGGGAAGCCGCCTGC | CAG 8,10,20 L

41873129

chrl5: 89663036-
CTGCCTCCTCAGCCGCCTGA | GGG 7,89 7L

89663059
CTGTCTGACCAGCCGCCTGC | CGG 49,20 il chr1:9401937-9401960

chr17: 36923765-
CAGCCTGAGCTGCCGCCTGC | GGG 2,11,20 Bl

36923788
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(82) JP 2021-515598 A 2021
goooooano
chr8: 127075998-
CAACCTGAGCAGCCTCCTGA | GAG 2,3,15 & L
127076021
chr20: 63598726~
CTCCCTGATCAGCCGCATGA | GGG 39,17 % L
63598749
chrl: 204685196-
CGGCCGGAGCAGCCGCCTCA | GGG 26,19 2L
204685219
chrX: 58268037-
CTGCCTCAACATCCGCCTGA | AAG 79,12 L
58268060
chri7:52505137-
GTTGGGATTCTGCCAGAAGG | CAG 237 L
52505160
GAGGGGGGCCTGCCAGAAGG | AGG 2,89 2L chr8: 1547518-1547541
chri6: 1946717-
GCGGAAGATCTGCCAGAAGG | GGG 56,8 T
1946740
chr9: 135224974-
GGTGGGGTTCTGCCAGGAGG | AGG 2,317 L
135224997
chri1: 62414927-
GCGGGGGATGTGCCAGGAGG | AGG 8,10,17 2L
TRBC-44547b 62414950
chr5: 133192714-
GAGGGGATTCTGCCAGCAGG | CGG 201 Tl
133192737
chr6: 13415078-
GAGGGGGTCCTGCCAGCAGG | GAG 2917 L
13415101
chrB: 23039425-
GAGGGTGTTCTGCCAGCAGG | CAG 26,17 T
23039448
chril: 60938213-
GCAGGGGTTCAGCCAGGAGG | CAG 31117 2 L
60938236
chri8: 13654430-
GAGGGGGTTCAGACAGAAGG | CAG 2,11,13 L
13654453
chr3: 18516713-
GCAGGGGTTCTCCCAGTAGG | CAG 31217 4 8
18516736
chri7: 68030673-
GTGGGGGTTCTGCCAGCAGC | TGG 2,17,20 2 L
68030696
gooo0O0oao
I o A o A A e o R M A A I C R IR WA
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INTERNATIONAL SEARCH REPORT International application No,

PCTAIS2019/021315

Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

L. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international search was
carried out on the basis of a sequence listing:

a E] forming part of the intemational application as filed;

[] inthe form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13er. 1(a} for the purposes of internationa search
only in the form of an Annex C/ST.25 text file.

c. furnished subsequent to the international filing date for the purposes of international search only:
q ]
%] inthe form of an Annex C/ST.25 text file (Rule 13er. 1(a)).
D on paper or in the form of an image file {Rule 13ter.1(b} and Administrative Instructions, Section 713).

2. )I{ In addition, 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 1o that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet (1) (January 2015)
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INTERNATIONAL SEARCH REPORT International application No.

PCT/IUS2018/021315

Box No. 1] Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Anticle 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required 10 be searched by this Authority, namely;

2. I:] Claims Nos.:
because they relate to parts of the intemational application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. Claims Nos.; 31-107

because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. II1 Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multipte inventions in this international application, as follows:

L D As all required additional search fees were timely paid by the applicant, this intemational search report covers all searchable
claims,

2 D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

. D As only some of the required additional search fees were timely paid by the applicant, this internationat search report covers
only those claims for which faes were paid, specifically claims Nos.:

L

4. D No required additional search fees were timely paid by the applicant. Consequently, this infernational search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protwest and, where applicable, the
payment of a protest fee,

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fiee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees,

Form PCT/ISA/2 10 (continuation of first sheet (2)) (fanuary 2¢15)
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INTERNATIONAL SEARCH REPORT Intemnational application No.
PCTS20194021315

A.  CLASSIFICATION OF SUBJECT MATTER
IPC(8) - AB1K 35/12; AG1K 35M7; AB1K 35/26; AB1K 39/00; AB1P 31/00; AB1P 31112 (2019.01)

CPC-  AB1K 35/17; AB1K 39/0011; AB1K 2035/124; AG1K 2039/5156; AG1K 2039/585; AG1P 31/0D;
AB1P 31/12; AG1P 35/00; AG1P 37/00; AB1P 37/06; COTK 14/7051; CO7K 168/2833; COTK
2319/00; C12N 5/0636; C12N 5/0638; C12N 2501/515; C12N 2510/02; C12N 2511/00 (2019.05}

According to Interational Patemt Classification (IPC) er to both national classification and [PC
B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbals)
See Search Higtory documant

Documentation searched other than minimum documentatich ta the extent that such documents are included in the fields searched
USPG - 424/03.71; 424/93.21; 435/325; 436/375; 435/372.3; 506/23 (keyword delimited}

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

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

Y US 2017/0166622 A1 {TCR2 THERAPEUTICS ING.) 15 June 2017 {15.06.2017) entire 1-30
document

Y US 2016/0120907 A1 (THE TRUSTEES OF DARTMOUTH COLLEGE) 05 May 2016 1-30
{05.05.2018) entira documant

Y = | NIMMERJAHN et al. "FeyRIV: a Novel FcR with Distinct I9G Subclass Specificity,” Immunity, 01 |4
July 2005 {01.07.2005), Vdl. 23, No. 1, Pgs. 41-51. entira document

Y US 2017/0355768 A1 (XENCOR, ING.) 14 December 2017 (14.12.2017) entire docurnent 5

P.X WO 2018/119258 A1 (TCR2 THERAPEUTICS INC. et al} 28 June 2018 (28.06.2018) entire 1-30
document

P. X WO 2018/098365 A2 (TCR2 THERAPEUTICS INC.) 31 May 2018 (31.05.2018) entire 1-30
docurnent

A = BRUHNS et al, "Specificity and Affinity of Hurman Fc Receptars and Their Polymarphic Variants {1-30

for Human IgG Subclasses,” Blood, 16 April 2009 (16.04.2008), Vol. 113, No. 15, Pgs.
3716-3725. entire document

A | D'ALOIA ot al. "T Lymphocytes Engineered fo Express a CD16-Chimeric Antigen Receptor 1-30
Rediract T-cell immune Responses Against Immunaglobulin G—Opsonized Target Calls,”
Cytotherapy, 01 February 2016 (01.02.2016), Vol. 18, No. 2, Pgs. 278-290. entire document

Further documents are listed in the continuation of Box C. D See patent family annex,

*  Special categories of cited dacuments; “T"  Iater document published after the international filing date or pricrity

“A” document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
w0 be of panicular relevance the principle or theory underlying the invention

“E™ earlier application or patent but published on or after the intemational  “X= document of particular retevance; the claimed invention cannot be
filing 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 (o establish the publication date of another citation or other ay g . . . . .
ial reaso locument of particular relevance; the claimed invention canmot be
special n(als specified} . L considered to involve an inventive step when the document is
“0” document referring to an oral disclosure, use, exhibition or other combined with ane or more other such documents, such combination
means being obvious to a persen skilled in the art
“P*  document published prior 1o the internationat filing date but later than = g :
the priority date claimed 4™ document member of the same patent family

Date of the actual completion of the international search Date of mailing of the international search report
14 May 2019 .' 3 J U N 20

Mame and mailing address of the 1SA/US Authorized officer

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents Blaine R. Copenheaver

P.C. Box 1450, Alexandria, VA 22313-14560 PCT Halpesk 571.272-4300

Facsimile No. 571-273-8300 PET GBP: 5T1-272-7774

Form PCT/SA/210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT international application No.
PCTIUS20184021315

C (Continuation).  DOCUMENTS CONSIDERED TO BE RELEVANT

Calegory* Citation of document, with indication, where appropriate, of the relevant passages Relevant to ¢laim No.
B pprop passag

A = | PCIROT et al. "Multiplex Genome-Edited T-cell Manulaciuring Platform for "Off-the-Sheif 1-30
Adoptive T-call Immunctherapies,” Cancer Research, 16 July 2015 (16.07.2015), Vol. 75, No.
18, Pgs. 3853-3864. antire document

A = | VANSEGGELEN et al. *T Cells Enginearad With Chimeric Antigen Receptors Targeting 1-30
NKG20 Ligands Display Lethal Toxlcity in Mice,” Molacular Therapy, 21 July 2015
(21.07.2015), Vol. 23, No. 10, Pgs. 1600-1610. entire document

A US 2006/0062780 A1 (ZOCHER et al} 23 March 2006 {23.03.2006) entire document 1-30

Form PCT/SAS210 (continvation of second sheet) (January 2015)
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