PCT/1B2021/000158

WO 2021/191677

1/22

3GRIA

%

rn 4G5

p R

o 45T

AN “HOANL

- A

AT

$18i31g

sazAroyduwiy

1 dangiy



PCT/1B2021/000158

WO 2021/191677

2/22

49008 -

o

G S S R

1w w K

s

9%

Drissirsssnsssisss

2

%
7
:
:

oo vy

e

7 an3ig



WO 2021/191677 PCT/1B2021/000158

3/22

Figure 3
E2-TLQ-TCR amino acid sequence
TCR B ghgm 1...314
TCR 8 suenad pepude se 1CE Loods
TCRS anngen—sveczfc sites 111, 126
TCR ¢ chain 347 . 366

TOR g sivnal peptide seguence 347 . 600

TCR o antigen-specific sites 438 . 471

FURIN cleavage site 315...318

SGSGLINKER (SEQIDNO: | 5 o™ )

233)

F2A LINKER 323 . 346

Muriniz min i 53.57.68.71. 74, 572 ... 575
1 ! TEPEVTOTPSHOVTOMGOEVILRCVPISNHLYFYWYROILGQO
6l KVEFLVSEFYNNEISEKSETFDDOFSVERPDGSNFTLKIRSTKLEDSAMYFCASRASVGVG
121 TGELFFGEGSRLTVLEDLKNVFPPEVAVFEPSKAE TAHTOKATLVCLATGFFPDHVELSW
181 WVNGKEVHSGVETDPQPLKEQPALNDSRYCLSSRLRVSATFWQNPRNHFRCQVQFYGLSE
241 NDEWTQDRAKPVTQIVSAEAWGRADCGITSASYHQGVLSATILYEILLGKATLYAVLVSA
301 LVLMAMVKRKDSRGRAEBSGSGAPVKQTLNFDLLKLAGDVESNPGP\ VY
361 4 QAQTVTQSQPEMSVQEAETVTLSCTYDTSESNYYLFWYKQPPSRQMILVIRQEAY
421 KOONATENRFESVNFOKAAKSFSLKISDSOLGDTAMYFCAFTYGGSOGNLIFGKGTKLSVK
4381 PNIQNPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDK@VLDMRSMDFKS
541 NSAVAWSNKSDEACANAFNNSIIPEDTFFPSSDVPCDVKLVEKSFETDTNLNFONLSVIG
601 FRILLLKVAGEFNLILMTLRILWSS (SEQ ID NO. 209)
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Figure 4
E5-NLD-TCR amino acid sequences
1. 312
LR Bs AR > Tl
TCR B antigen-specific sites
TCR ¢ chain
TR g signal neptide s
TCR a antigen-specifi
FURIN cleavage site
SGSG LINKER (SEQ ID NO:
233)
F2A LINKER
Murinized ami i
i i 192. 528
1 AGVSQSPRYKVTKRGODVALRCDPISGHVSLYWYRQALGO

6l GPEFLTYFNYEAQODKSGLPNDRFSAERPEGSISTLTIQRTEQRDSAMYRCASSPELAGP

121 OETOYFGPGTRLLVLEDLNKVFPPEVAVFEPSKAEIAHTOKATLVCLATGFFPDHVELSW

181 WVNGKEVHSGVETDPQPLKEQPALNDSRYCLSSRLRVSATFWQNPRNHFRCQVQFYGLSE

241 NDEWTQDRAKPVTOIVSAEAWGRADCGITSASYHOGVLSATILYRILLGKATLYAVLVSA

301 LVLMAMVKRKDFRAKRSGSGAPVKOTLNEFDLLKLAGDVESNPGPM

361 ¥

TAQKVTOAQTEISVVEKEDVTLDCVYETRDTTYYLEFWYKOQPPSGELVEFLIRRNSEFDE

421 ONEISGRYSWNFOKSTSSFNFTITASOVVDSAVYFCALSEGGGSQGNL IFGKGTKLSVKP

481 NIONPDPAVYOLRDSKSSDKSVCLETDFDSOTNVSOSKDSDVY ITDKGVILDMRSMDEKSN

541 SAVAWSNKSDFACANAFNNSIIPEDTFFPSSDVPCDVKLVEKSFETDTNLNFONLSVIGE

601 RILLLKVAGEFNLLMTLRLWSS (SEQ ID NO.210)
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Figure 5
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Figure 6
E6-AFR-TCR amino acid sequences
TCR B chain 1...311
TOR B signal peptide sequenss 1.2
TCR B antigen-specific sites 110 .. 125
TCR ¢, chain
le sequen
cific sites
233)
F2A TINKER 320 ... 343
7ﬂ[ inized . id 752 56,267, 270, 273,568 ... 571
eine bridge AN ges 191, 525
1 T \DIYOTPRYLVIGTGKKITLECSQOTMGHDKMYWYQODPGM

6l ELHLIHYSYGVNSTEKGDLSSESTVSRIRTEHFPLTLESARPSHTSOYL CASSGPGOGHN

121 QPOHFGDGTRLSILEDLNKVFPPEVAVEEPSKARTAHTORATILVCTLATGFFPDHVEL SWW

181 VNGKEVHSGVETDPQPLKEQPALNDSRYCLSSRLRVSAT FWQNPRNHFRCOVQFYGLSEN

241 DEWTQDRAKPVTOIVSAEAWGRADCGITSASYHOGVLSATILYEILLGKATLYAVLVSAL

AN

301 VIMAMVEKRKDFRAKRSGSGAPVKQTLNEFDLLKLAGDVESNPGPHM

361 SEMAQKVTOAQTEISVVEKEDVTILDCVYETRDTTYYLEFWYKQPPSGELVELIRRNSEFDEQ

421 NEISGRYSWNFQKSTSSENFTITASQVVDSAVYFCALGSSGTYKYTFGTGTRLKVLANIOQ

481 NPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDKEVLDMRSMDFKSNSAV

541 AWSNKSDFACANAFNNSIIPEDTFFPSSDVPCDVKLVEKSFETDTNLNFONLSVIGERIL

601 LLKVAGENLLMTLRLWSS (SEQ ID NO.211)
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Figure 7
E6-TIH-TCR amino acid sequences

TCRBchain 1...310
TOR 8 siznal pepude sequsngs o2l
TCR B antigen-specific sites 110 ... 124
TCR ¢ chain 343 .. 589
TOR asisnal nepiide sequsngs 343,360
TCR o antigen-specific sites 447 . 460
FURIN cleavage site 311_..314
233)
F2A LINKER 319 ... 342
Muriniz min i 151, 155= 266.269.272. 561 ... 564

eine bridge change 190. 518

61

121
181
241
301
361
421
481
541
601

PCT/1B2021/000158

FAQVTONPRYLITVTIGKKLTVTCSQONMNHE YMSWYRQDPGL

GLROIYYSMNVEVTDKGDVPEGYKVSRKEKRNFPLILESPSPNOTSLYFCASSPOGRINS

PLHFGNGTRLTVTEDLNKVFPPEVAVEFEPSKAETAHTOKATLVCLATGFFPDHVEL SWWV

NGKEVHSGV[®T DPQPLKEQPALNDSRYCLS SRLRVSAT FWONPRNHFRCOVQFYGLSEND

EWTQDRAKPVTOIVSAEAWGRADCGITSASYHOGVLSATILYEILLGKATLYAVLVSALV

LMAMVKRKDFRAKRSGSGAPVKQTLNFDLLKLAGDVESNPGPY

N
\

ONIDOQPTEMTATEGAIVOINCTYOTSGENGLEFWYQOHAGEAPTFLSYNVLDGLEEKGRES

SFLSRSKGYSYLLLKELOMKDSASYLCAVRDTGYGONFVFGPGTRLSVLPYIQNPDPAVY

QLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDKEVLDMRSMDFKSNSAVAWSNKSD

FACANAFNNSIIPEDTFEFPSSDVPCDVKLVEKSFETDTNLNFONLSVIGFRILLLKVAGE

NLLMTLRLWSS

(SEQ ID NO.212)
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Figure 8
E6-HDI-TCR amino acid sequences
TCR B chain 1,317
TOR B swnal peoude seguenge L2l
ICR B antigen-specific sites
TCR o chain

TOR gosienal peptde sequenge

TCR o antigen-specific sites

FURIN cleavage site

SGSG LINKER (SEQ ID NO:

233)

F2A LINKER 326 ... 349

Murinized amino acides 155, 159, 271. 274, 277, 568 ... 571

AGSGLGAVVSQHPSWVICKSGTSVKIECRSLDFOATTMEW

6l YROFPKOSLMLMATSNEGSKATYEQGVEKDKFLINHASLTLSTLTVTSAHPEDSSFYICS

121 AREGYRSYFGPGTRLTVLEDLKNVEFPPEVAVFEPSKAETAHTOKATLVCLATGFEFPDHVE

181 LSWWVNGKEVHSGVSTDPQPLKEQPALNDSRYCLSSRLRVSAT FWONPRNHFRCQVQOF YG

241 LSENDEWTODRAKPVTQIVSAEAWGRADCGITSASYHOGVLSATILYEILLGKATLYAVL

301 VSALVIMAMVKRKDSRGRAKRSGSGAPVKOTLNEFDLLKLAGDVE SNPGPH

361 RAKTTOPPSMDCAEGRAANLPCNHSTISGNEYVYWYRQIHSQGPOYTITHGLKNN

421 ETNEMASLIITEDRKSSTLILPHATLRDTAVYYCIVRDRSYGONFVEGPGTRLSVLPYIQ

481 NPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDKEVLDMRSMDFKSNSAV

541 AWSNKSDFACANAFNNSIIPEDTFFPSSDVPCDVKLVEKSFETDTNLNFONLSVIGEFRIL

601 LLKVAGENLLMTLRLWSS (SEQ ID NO.213)
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Figure 9
E6-KQR-TCR amino acid sequences

TCR [ chain 1. 318

TR 8 sienal peptide sequenge 1...21

ICR B antigen-specific sites 179 . 130

TCR g chain 351 .. 608

TOR gosienal pentide sequence 351 ... 371

TCR o antigen-specific sites 460 474

FURIN cleavage site 319 ..322

SGSGLINKER (SEQIDNO: | 1,0 o,

233)

F2A LINKER 327 ... 350

Murinized amino acides 137,141, 272 275 278 580 . S83
1 3 e AGSGLGAVVSQHPSWVICKSGTSVKIECRSLDFQATTMFW

6l YROFPKOSLMLMATSNEGCKATYEQGVEKDKFLINHASLTLSTLTVTSAHPEDSSFYICS

121 TAGETDTQYFGPGTRLTVLEDLKNVFPPEVAVFEPSKAETAHTQKATLVCLATGEFPDHV

181 ELSWWVNGKEVHSGVTDPOPLKEQPALNDSRYCLSSRLRVSAT FWQNPRNHFRCQVOFY

241 GLSENDEWTODRAKPVTQIVSAEAWGRADCGITSASYHOGVLSATILYREILLGKATLYAV

301 LVSATVIMAMVKRKDSRGRAKRSGSGAPVKOQTLNEDLLKLAGDVESNPGPMA

361 & FGESVGLHLPTLSVOEGDNSIINCAYSNSASDYFIWYKOESGKGPQFIIDI
421 RSNMDKRQGORVTVLLNKTVKHLSLOIAATQPGDSAVYFCAETLGLDOGGKLIFGOGTEL

481 SVKPNIQNPDSVKPNPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDK@YLD

541 MRSMDEFKSNSAVAWSNKSDFACANAFNNSIIPEDTFFPSSDVPCDVKLVEKSFETDTNLN

601 FONLSVIGFRILLLKVAGENLLMTLRLWSS (SEQ ID NO.214)
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Figure 10
E7-TPT-TCR amino acid sequences

TCR [ chain 1. 311

TR 8 sienal peptide sequenge 1...19

TCR g chain 344 614

TOR gsional peptidesecuenes 1344 . 360

FURIN cleavage site 312 ..315

SGSG LINKER (SEQ ID NO:

233)

F2A LINKER 320 ... 343

Muriniz mino aci 152, 156,267,270, 273, 564 .. 567

d CS IEEI

1 2 oA CAGPLDTAVSQTPKYLVTOMGNDKS IKCEQNLGHDTMYWYKQDSKK
61 FLKIMFSYNNKELIINETVPNRFSPKSPDKAHLNLHINSLELGDSAVYFCASSQGTGRGN
121 TEAFFGQGTRLTVVEDLNKVFPPEVAVFEPSKAETAHTQKATLVCLATGFYPDHVELSWW
181 VNGKEVHS GVEITDPQPLKEQPALNDSRYCLS SRLRVSAT FWONPRNHFRCOVOFYGLSEN
241 DEWTQDRAKPVTQIVSAEAWGRADCGITSASYHQGVLSATILYEILLGKATLYAVLVSAL
301 VILMAMVKRKDFRAKRSGSGAPVKQTLNFDLLKLAGDVE SNPGPME VELTT 3
361 LAKTTQPISMDSYEGQEVNITCSHNNIATNDYITWYQQFPSQGPRFIIQGYKTKVTNEVA
421 SLFIPADRKSSTLSLPRVSLSDTAVYYCLVGPYFGGGSYQLTFGKGTKLSVIPNIQNPDP
481 AVYQLRDSKSSDKSVCLFTDFDSOTNVSQSKDSDVY IT DK@VLDMRSMDFKSNSAVAWSN
541 KSDFACANAFNNSIIPEDTFFPSSDVPCDVKLVEKSFETDTNLNFONLSVIGFRILLLKY

601 AGENLLMTLRLWSS (SEQ ID NO.215)
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Figure 11
E5-SAF-TCR amino acid sequences

TCR [ chain 1...318

TR 8 sienal peptide sequenge 1...19

TCR o chain 351 ... 629

TCR gsional i : 351 ... 370

E_QRLN_c_lga\_@g@ _Sth 319 ..322

SGSG LINKER (SEQ ID NO:

233)

F2A 1LINKER 327 ... 350

Muriniz min i 157.161. 272 275 278 579 ... 582

d LS IM

1 VAT GAGVSOSPSNKVTEKGKDVELRCDPISGHTALYWYROSLGO
61 GLEFLIYFOGNSAPDKSGLPSDRFSAERTGGSVSTLTIORTQOEDSAVYLCASSLGOGAV
121 GTDTQYFGPGTRLTVLEDRKTLKNVEPPEVAVFEPSKAETAHTOKATLVCLATGEYPDHV
181 ELSWWYNGKEVHSGV@TDPOPLKEOPALNDSRYCLS SRLRVSAT FWONPRNHFRCOVOFY
241 GLSENDEWIQDRAKPVTOIVSAEAWGRADCGITSASYHOGVLSATILYEILLGKATLYAV
301 LVSALVLMAMVKRKDSRGRAKBSGSGAPVKQTLNFDLLKLAGDVESNPGP“““ VSLL
361 3 _NAQTVTQSQPEMSVQEAETVTLSCTYDTSENNYYLFWYKQPPSRQMILVIR
421 QEAYKQQNATENRFSVNFQKAAKSFSLKISDSQLGDTAMYFCAFMKPDGSGNTGKLIFGQ
481 GTTLOVKPNIQNPDPAVYOLRDSKSSDKSVCLFTDFDSOTNVSOSKDSDVY 1T DKEVLDM
541 RSMDFKSNSAVAWSNKSDFACANAFNNSIIPEDTFFPSSDVPCDVKLVEKSFETDTNLNFE

601 ONLSVIGFRILLLKVAGFNLLMTLRLWSS (SEQ ID NO.216)
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Figure 12 A
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Figure 16
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Figure 17

CaSki cell {HPV16+ve and HLAAYDZ:01 +ve)

i LA LG D LRSS SRR RGO

" ; NI SINAIRIN DI JURINEE SRR DRSS RNBIIGE SHBRRARE RN
s 2 e A o s A e S S SASe
b

Loah oK
e
4

1 colfs added”

R Yoo 0 3
LR

CaSki
PRy treated CaSki

£ICa5kis ETIQ-T calls (5:1)
LR Calidy EL-TLOAT cells {1001}
WP FNY treated Cadhls E2-TLGT callx (53]
gimv treated DaSki+ E2-TLQ-T calls {1011}

T celf slons



WO 2021/191677 PCT/1B2021/000158
21/22

Figure 17 cont.
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Figure 17 cont.
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