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[l

SEQID
NO:

o $
(TRAV38-
01*#01F); DNA
a2 l]

(831bp)

ATGACACGAGTTAGCTTGCTGTGGGCAGTCGTGGTCTCCA
CCTGTCTTGAATCCGGCATGGCCCAGACAGTCACTCAGTC
TCAACCAGAGATGTCTGTGCAGGAGGCAGAGACTGTGACC
CTGAGTTGCACATATGACACCAGTGAGAATAATTATTATT
TGTTCTGGTACAAGCAGCCTCCCAGCAGGCAGATGATTCT
CGTTATTCGCCAAGAAGCTTATAAGCAACAGAATGCAACG
GAGAATCGTTTCTCTGTGAACTTCCAGAAAGCAGCCAAAT
CCTTCAGTCTCAAGATCTCAGACTCACAGCTGGGGGACAC
TGCGATGTATTTCTGTGCTTCCCACTCTGGGGCTGGGAGTT
ACCAACTCACTTTCGGGAAGGGGACCAAACTCTCGGTCAT
ACCAAATATCCAGAACCCTGACCCTGCCGTGTACCAGCTG
AGAGACTCTAAATCCAGTGACAAGTCTGTCTGCCTATTCA
CCGATTTTGATTCTCAAACAAATGTGTCACAAAGTAAGGA
TTCTGATGTGTATATCACAGACAAAACTGTGCTAGACATG
AGGTCTATGGACTTCAAGAGCAACAGTGCTGTGGCCTGGA
GCAACAAATCTGACTTTGCATGTGCAAACGCCTTCAACAA
CAGCATTATTCCAGAAGACACCTTCTTCCCCAGCCCAGAA
AGTTCCTGTGATGTCAAGCTGGTCGAGAAAAGCTTTGAAA
CAGATACGAACCTAAACTTTCAAAACCTGTCAGTGATTGG
GTTCCGAATCCTCCTCCTGAAAGTGGCCGGGTTTAATCTGC
TCATGACGCTGCGGCTGTGGTCCAGCTAA
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ATGGGCACCAGCCTCCTCTGCTGGATGGCCCTGTGTCTCCT
GGGGGCAGATCACGCAGATACTGGAGTCTCCCAGGACCCC
AGACACAAGATCACAAAGAGGGGACAGAATGTAACTTTC
AGGTGTGATCCAATTTCTGAACACAACCGCCTTTATTGGT
ACCGACAGACCCTGGGGCAGGGCCCAGAGTTTCTGACTTA
CTTCCAGAATGAAGCTCAACTAGAAAAATCAAGGCTGCTC
AGTGATCGGTTCTCTGCAGAGAGGCCTAAGGGATCTTTCT
CCACCTTGGAGATCCAGCGCACAGAGCAGGGGGACTCGG
CCATGTATCTCTGTGCCAGCAGCCCGACAGGGGGTTTCTA
CGAGCAGTACTTCGGGCCGGGCACCAGGCTCACGGTCACA

fTﬁVl GAGGACCTGAAAAACGTGTTCCCACCCGAGGTCGCTGTGT

9*03F): DNA TTGAGCCATCAGAAGCAGAGATCTCCCACACCCAAAAGGC )

ﬁE 7l ’ CACACTGGTGTGCCTGGCCACAGGCTTCTTCCCTGACCAC

(933bp) GTGGAGCTGAGCTGGTGGGTGAATGGGAAGGAGGTGCAC

- AGTGGGGTCAGCACGGACCCGCAGCCCCTCAAGGAGCAG

CCCGCCCTCAATGACTCCAGATACTGCCTGAGCAGCCGCC
TGAGGGTCTCGGCCACCTTCTGGCAGAACCCCCGCAACCA
CTTCCGCTGTCAAGTCCAGTTCTACGGGCTCTCGGAGAAT
GACGAGTGGACCCAGGATAGGGCCAAACCCGTCACCCAG
ATCGTCAGCGCCGAGGCCTGGGGTAGAGCAGACTGTGGCT
TTACCTCGGTGTCCTACCAGCAAGGGGTCCTGTCTGCCAC
CATCCTCTATGAGATCCTGCTAGGGAAGGCCACCCTGTAT
GCTGTGCTGGTCAGCGCCCTTGTGTTGATGGCCATGGTCA
AGAGAAAGGATTTCTAA
MTRVSLLWAVVVSTCLESGMAQTVTQSQPEMSVQEAETVT

o 8 LSCTYDTSENNYYLFWYKQPPSRQMILVIRQEAYKQQNATE

(TRAV3S- NRFSVNFQKAAKSFSLKISDSQLGDTAMYFCASHSGAGSYQL

01*01F); TFGKGTKLSVIPNIQNPDPAVYQLRDSKSSDKSVCLFTDEDSQ 3

H U7 E | TNVSQSKDSDVYITDKTVLDMRSMDFKSNSAVAWSNKSDFA

B3 CANAFNNSIIPEDTFFPSPESSCDVKLVEKSFETDTNLNFQNLS

- VIGFRILLLKVAGENLLMTLRLWSS

(02

(TRAV3S- AQTVTQSQPEMSVQEAETVTLSCTYDTSENNY YLEWYKQPP

01*01F); SRQMILVIRQEAYKQQNATENRFSVNFQKAAKSFSLKISDSQ 4

B ZSFRIER LGDTAMYFCASHSGAGSYQLTFGKGTKLSVIP

“/‘,7*"1 MTRVSLLWAVVVSTCLESGM 35

RIS F R

o 85

(TRAV38- )

OL01E); TSENNYY 6

CDRI1

o 8

(TRAV38-

0101, QEAYKQQN 7

CDR2

o 81

(TRAV38-

0101F); ASHSGAGSYQLT 8

CDR3
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MGTSLLCWMALCLLGADHADTGVSQDPRHKITKRGQNVTF
RCDPISEHNRLYWYRQTLGQGPEFLTYFQNEAQLEKSRLLSD

B & RFSAERPKGSFSTLEIQRTEQGDSAMYLCASSPTGGFYEQYFG

(TRBV7- PGTRLTVTEDLKNVFPPEVAVFEPSEAEISHTQKATLVCLATG 9

9*03F); FFPDHVELSWW VNGKEVHSGVSTDPQPLKEQPALNDSRYCL

2 X78E | SSRLRVSATFWQNPRNHFRCQVQFYGLSENDEWTQDRAKPV

B 51 TQIVSAEAWGRADCGFTSVSYQQGVLSATILYEILLGKATLY
AVLVSALVLMAMVKRKDF

B #H

(TRBV7- DTGVSQDPRHKITKRGQNVTFRCDPISEHNRLYW YRQTLGQ

9*03F); GPEFLTYFQNEAQLEKSRLLSDRFSAERPKGSFSTLEIQRTEQ 10

A 25 I, GDSAMYLCASSPTGGFYEQYFGPGTRLTVT

VT FNRTF Rl MGTSLLCWMALCLLGADHA 11

RE::

(TRBV7- SEHNR 12

9*03F); CDR1

B #H

(TRBV7- FQNEAQ 13

9*03F); CDR2

B &

(TRBV7- ASSPTGGFYEQY 14

9*03F); CDR3

goodaoan

UoooogTCR-aD OO OOoooooo:

APERTRAFEREY | (K2 RUyBI A vy 7 L—A

EEREOFELD A L)

s e R e Homsap TRAV38- | a7 = |RF—# =100.00% (276/276
VEREFB L ORI g EF 1%01 F 1375 nt)
TEETE L OR TRET Tl ik 15577 At =96.97% (64/66 no)
FR-IMGTE. CDR-IMGTE. B Lt CASHSGAGSYQLTF (SEQ
AN A [26.17.34.11] [7.8.12] ID NO:24)
oo0oooao

Oo0OO0O0O0OD0OTCR-bODODODODODDOODODO:
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EROE LY .

A PERTRBERERESY | (KIEa FUrBX M7 L—4

BEELL)
e e R e Homsap TRBV7- | 2 =27 = |[E— = 100.00% (276/276
VEEFB L O 8 E T 0%03 F 1375 nt)
TREFR X O RETF I;fé?sgp IRBI.: ;;’ 7= | R—t = 95.74% (45/47 nt)
IMGT/B:& iz X D&+ Homsap e ,
B L O IRET TRBDI*0LF | DEEREARLUCH S

AEES

FR-IMGT&. CDR-IMGTR. B IO}

[26.17.38.10] [5.6.12]

CASSPTGGFYEQYF (SEQ
ID NO:25)
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INTERNATIONAL SEARCH REPORT International application No.,

PCTIUS 22/78597

A.  CLASSIFICATION OF SUBJECT MATTER
IPC - INV. AB1K 35M7, AB1K 38/16 (2023.01)

ADD, A61P 35/00, COTH 21/04 (2023.01)
CPC - INV. ABTK 35/17, A61K 38/00

ADD_A61K 35/00, CO7K 14/7051
According to International Patent Classification (IPC) or to both national elassification and IPC

B.  FIELDS SEARCHED

Minimum decumentation searched (classification system foliowed by classification symbols)
See Search History document !

Documentation searched other than minimum doctmentation to the extent that such documents are included in the fields searched
See Search History document '

Electronic data base consulted during the international search (name of data base and, where practicable, scarch 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,

A WO 2019/133853 A1 (GRITSTONE ONCOLOGY, INC.) 04 July 2019 {04.07.2019) para [0049]; | 1-4
Table 15, p. 181; 8EQ |D NO: 263

A US 2018/0127438 A1 (ADAPTIMMUNE, LTD.) 02 Mey 2018 (02.05.2019) claim 1; para [0011]; [1-4
[0c1g] )
AP WO 2021/236548 A1 (BOARD OF REGENTS, THE UNIVERSITY OF TEXAS SYSTEM)25 |14

November 2021 {25.11.2021) full document

D Further documents are listed in the continuation of Box C. D See patent family annex.
*  Special eategories of cited documents: “T later document published after the international filing date o:f}riority
“A* dogument defining the geneval state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention
“D" decument cited by the applicant in the itternational application “x* doou?;entduf paiticu[ur rcl%vemoc; I‘tihe (c:llainjled {nvemion ea‘nnm be
“pn i icati i i i considered novel or cannot be considered to involve an inventive step
E E?irnggi :?Ellcanm or patent but published on or after the international Sohen the dostment 8 (her, Al

“L* document which may throw doubts on pricrity claim(g) or which “Y™ document of particular relevance; the claimed invention cannat
is cited to estahlish blication date of another citation or ather be considered to involve an inventive step when the document is
special reason (as spccitf:i) combined with one or more other such documents, such ¢ombination

being obvious 1o a person skilled in the art

“0” d referming to an oral disclosure, use, exhibition or other means
“P” document published prior to the international filing date bt later than  “&”  document member of the same patent famity
the priority date claimed
Date of the actual completion of the international search Date of mailing of the international search report
17 February 2023 ' MAR 08 2023
Name and mailing address of the ISA/US Authorized officer
Mail Stop PCT, Atin; |SA/US, Commissioner for Patents Kari Rodriquez
P.O. Bax 1450, Alexandria, Virginia 22313-1450
Facsimile No. 571-273-8300 Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/ISAR210 (second sheet) (July 2022)
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INTERNATIONAL SEARCH REPQRT [nternational application Nao.

PCT/US 22/78587

Box Noe. I Nucleotide and/or amina acid sequence(s) (Confinuation of item L.c of the first sheet)

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

a forming part of the internaticnal application as fi led.

b, l___] furnished subsequent to the international fi ling date for the purposcs of international search (Rule 13ter.1(a)),

D accompanied by a statement te the effect that the sequence listing does not go beyond the disclosure in the
international application as filed,

2. D With regard to any nucleotide and/or amino acid sequence diselosed in the international application, this report has been
established to the extent that a meaningful search could be carricd out without a WIPO Standard ST.26 compliant sequence
listing.

3. Additional comments;

Form PCT/ISA/210 (continuation of first sheet (1)) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.

PCTAIS 22178597

BoxNo.II  Observations where certain claims were found unsearchabile (Continuation of item 2 of first sheet)

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

1. El Claims Nos.: .
because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.: !

because they relate to parts of the international 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.: 5-13, 18-26, 32-100
because they are dependent elaims and are not drafted in sccordance with the second and third sentences of Rule 6.4(a).

BoxNo. Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this interational application, as follows:
This application contains the following inventions or groups of inventions which are not so linked as to form a single general invantive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additlonal search faes must be paid,

--continued on extra sheet--

1. D As all required additional search fees wers timely peid by the applicant, this international search report covers all searchable
claims,

2 |:| As all searchable claitns could be searched without effort justifying additional fees, this Authority did net invite payment of
additional fees.

3. I:l As only some of the required additional search fees were timely paid by the applicant, this intematicnal search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, |Z| Na required additional search fees were timely paid by the applicant. Consequently, this intetnational search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:
1-4, Imited to (TCR-a} polypeptide with CDR3 SEQ ID NOG: 8

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

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

I:l No protest accompanied the payment of additional search fees,

Form PCT/ISA/210 {continuation of first sheet (2)) (July 2022)
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INTERNATIONAL SEARCH REPORT Internationai application Na.,

PCT/US 22/78597

~—continued fram Box |1l Unlty of invention is lacking—

Group I+, cialms 14, 14-17, 27-31, directed to a polypeptide/protein comprising or consisting of a T-cell Receptor alpha (TCR-a)
polypeptide or a TCR beta (TCR-b) polypeptide, or an engineered TCR comprising a TCR-a polypeptide and a TCR-b polypaptide, The
TCR palypeptide or TCR will be searched to the extent that the palypeplide/protein encompasses a TCR-a polypeptide comprising
variable ragion CDR3 sequence SEQ ID NO: 8. Tha first named invantion was determined based on this being the first listad TCR-a
polypeptide/protein and first listed COR3 saquenca (claims 1 and 27). This first named invention has been selected based on the
guldance set forth In section 10.54 of the PCT International Search and Preliminary Examination Guldelines. It is bellaved that cfaims 1-
4 encompass this first named invention, and thus these claims will be searched without fee to the extent that the TCR
poiypeptide/protein is a TCR-a polypeptide comprising variable region CDRS sequence SEQ ID NO: 8. Addltional TCR
polypeptide/protein(s) and comesponding COR3 saquence(s) will be searched upen the paymant of additional fees. Appllcants must
specify the claims that encompass any additionally elected TCR polypeptide/protain(s) and corresponding CDR3 sequence(s),
Applicants must further indicate, If applicable, the clalms which encompass the first named invention, if different than what was indlcated
above for this group. Fallure to clearly ilentify how any paid additonal invention fees are to be applied to the "+" group(s} wlll result in
only tha first claimed Invention to be searched, An exemplary elsction would be the TCR-b polypeptide comprising varable region
CDR3 sequence SEQ ID NQ; 14, {ciaims 14-17),

The Inventions fisted as Group I+ do not relate to a single special technfcal featurs under PCT Rule 13.1 because, under PCT Rule 13.2,
they lack the same or corresponding spacial technical feaiureg for the following reasons:

Spacial technlcal features

The inventions of Group I+ each Include the special technical feature of a different TCR polypeptide/pratein, and/or unique
corresponding CDR3 sequenca(s), and i considered a distinct tachnical feature,

GCommeon technical features

No technlcal features are shared batween the TCR peptide amine acld sequences of Group 4+ and accordingly these groups lack unity a
priof,

Additionally, even If the inventions listed as Group |+ were consldered to share the tachnlcal features of including: a polypeptids
comprising an antigen binding variable region comprising a CDR3; or an engineerad TCR comprising a TCR-a polypeptide and a TCR-b
palypeptide, whereln the TCR-a and TCR-b polypeptides comprise 8 CORS, thess shared technical features are previously disclosed by
the prlor art, as further discussed below.

The feature shared by the inventions listed as Group 4 ara disclosed by US 2019/0127436 A1 to Adaptimmune, Lid. (herelnafter
"Adaptimmuna®).

Adaptimmune teaches an engineered TCR comprising & TCR-a polypeptide and a TCR-b polypeplide, wherein the TCR-a and TCR-b
polypeptides each comprise a variable reglon comprising a COR3 (clalm 1 "A T cell receptor (TCR)...the TCR comprises a TCR alpha
chain varlable domaln and a TCR beta chaln variable domain"; para [0019] "Each varlable region comprises three CDRs
{Complementarity Datermining Reglons) embedded in a framewark sequence, one belng the hypervarlabls region named CDR3").

As the technical features were known in the art at the time of the invention, they cannot be considerad speclal technical features that
would otherwise unify the groups.

Therefore, Group I+ inventions lack unity under PCT Rula 13 because they do not share the same or corresponding special technical
feature,

“*Continuation of item 4 above: dlalms 5-13, 18-26, 32-100 are held unaearchabla besause they are dependent clalms and are not
draftad In accordance with the second and third sentences of Ruls 6.4(a).

Form PCT/ISA/210 (extra sheet) (July 2022)
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