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Ala(A) Vai; Leu; lle Val

Arg (R) Lvs: Gln: Asn Lys

Asn (N) Gln; His; Asp, Lvs. Arg Gin

Asp (D) Glu: Asn Gilu

Cys (O) Ser; Ala Ser

Gin (Q) Asn. Glu Asn

Ghu (E) Asp, Gln Asp

Gly (G) Ala Ala

His (H) Asn: Gin; Lvs: Arg Arg

Tle (T) Leu; Val; Met; Ala; Phe; 204y Leu

Leu (L) 284 o He: Val; Met; Ala: Phe lle

Lyvs (K} Arg: Gln; Asn Arg

Met (M) Leu: Phe; e Leu

Phe (F) Trp: Leuw: Val: He; Ala; Tvr Tyr

Pro () Ala Ala

Ser (S} Thr Thr

Thr{T) Val; Ser Ser

Trp (W) Tyr; Phe Tvr

Tvr(Y) Trp: Phe: Thr: Ser Phe

Val (V) fle; Leu; Met; Phe; Ala; JLa4 o2 Leu
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=2

B RITEE: BT

(a) AMT-151 BHIES T (a) AMT-151 ERHE S8

DIVMTQSPDSLAVSLGERATINCKSSQSL
LYSSSQKNYLAWYQQKPGQSPKLLIYW

ASTRESGVPDRFSGSGSGTDFTLTISSLQA
EDVAVYYCQQYYSYPWTFGGGTKVEIK

QVQLVQSGSELKKPGASVKVSCKASGY
TFTSYWMNWVRQAPGQGLEWMGRIN
PYDSETHSNQKFKDRFVFSLDTSVSTAY
LQISSLKAEDTAVYYCARSGGYAWFAY
WGQGTLVTVSS

(b) FOLRI-Abl  E3HIEE23
DIVMSQSPSSLAVSVGEKVTMSCKSSQSL
LYSSSQKNYLAWYQQKPGQSPKLLIYW
ASTRESGVPDRFTGSGSGTDFTLTISSVKA
EDLAVYYCQQYYSYPWTFGGGTKLEIK

R %ES 24
QVQLQQPGAELVRPGASVKLSCKASGY
TFTSYWMNWVKQRPEQGLEWIGRINP
YDSETHSNQKFKDKAILTVDKSSTTAY
MQLSSLTSEDSAVYYCARSGGYAWFA
YWGQGTLVTVSA

(b) FOLRI1-Abl

(c)FOLRI-Ab4  EFIEE25
DIVLTQSPASLAVSLGQRATISCRASESVD
NYGISFMNWFQQKPGQPPKLLIYAASNQ
GSGVPARFSDSGSGTDFSLNIHPMEEDDT
AMYFCQQSKEVPYTFGGGTKLEIK

(¢) FOLR1-Ab4 BEHES 26
QIQLVQSGPELKKPGETVKISCKASIYT
FIDYSIQWVKQAPGKGLKWMGWINTE
TGEPTYADDFKGRFAFSLESSASTAFLQ
INNLKNEDTATYFCARMGYYGPKIMD
YWGQGTSVTVSS

(1) FOLR1-Abl4  EHIEE27
DIVLTQSPASLAVSLGQRATISCRASESVD
NYGISFMNWFQQKPGQPPKLLIYVASNQ
GSGVPARFSGSGSGTDFSLNINPMEEDDT
AMYFCQQSKEVPTFGGGTKLEIK

() FOLRI-Abl4  EHIEE28
EVLLQQSGPELVKPGASVKIPCKASGYT
FTDYNMDWVKQSHGKSLEWIGDINPN
NGGTIYNQKFKGKATLTVDKSSSTAYM
ELRSLTSEDTAVYYCARKPYYGPRYFD
VWGAGTTVTVSS
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BT A

BRI AL

(c) FOLR1-Ab20  EEHIES29
DIVLTQFPASLAVSLGQRATISCRASESVD
NYGISFMNWFQQKPGQPPKLLIYVASNQ
GSGVPARFSGSGFGTDFSLNTHPMEEDDT
AMYFCQQSKEVPTFGGGTKLEIK

(¢) FOLRI-Ab20  E5IES 28
EVLLQQSGPELVKPGASVKIPCKASGY
TFTDYNMDWVKQSHGKSLEWIGDINP
NNGGTTYNQKFKGKATLTVDKSSSTAY
MELRSLTSEDTAVYYCARKPYYGPRY
FDVWGAGTTVTVSS

(f) FOLR1-Ab23  E5I%E=30
DIVLTQFPAFLAVFLGQRATISCRASESVD
NYGISFMNWFQQKPGQPPKLLIYVASNQ
GSGVPARFSGSGFGTEFSLNIHPMEEDDS
AMYFCQQSKEVPTFGGGTKLEIK

(f) FOLRI-Ab23  E5I1&ES 28
EVLLQQSGPELVKPGASVKIPCKASGYT
FTDYNMDWVKQSHGKSLEWIGDINPN
NGGTIYNQKFKGKATLTVDKSSSTAYM
ELRSLTSEDTAVYYCARKPYYGPRYFD
VWGAGTTVTVSS

Oooooaoaono
*=3:

CDRs 1,28&U 3:

(a) AMT-151/FOLR1-Ab1:

AMT-151 (VH - CDR3)

AMT-151 (VL—CDR1)  E5I%ES1 QSLLYSSSQKNY
AMT-151 (VL —CDR2)  E5I&ES2 WAS

AMT-151 (VL—-CDR3) EHEE3 QQYYSYPWT
AMT-151 (VIT-CDR1) ®35IES4 GYTFTSYW
AMT-151 (VH—-CDR2) E5%SS5 INPYDSET

BE5ES6 ARSGGYAWFAY

(b) FOLR1-Ab4:

FOLRI-Ab4 (VL—CDR1)  E5%EE12 ESVDNYGISF
FOLRI-Ab4 (VL—CDR2)  EHHEES13 AAS
FOLR1-Ab4 (VL—CDR3)  ®3HI&EE14 QQSKEVPYT
FOLRI-Ab4 (VH—CDR1) ERHEES15 IYTFTDYS
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gooobod

CDRs 1,285&U 3:
FOLRI1-Ab4 (VH — CDR2) Ec5l&ES 16 INTETGEP
FOLR1-Ab4 (VH — CDR3) BEHNES 17 ARMGYYGPKIMDY
(¢) FOLRI1-Ab14/FOLR1-Ab20/FOLRI1-Ab23:
FOLRI1-Abl4 /FOLR1-Ab20/FOLR1-Ab23(VL — CDR1)
FOLR1-Abl14/FOLR1-Ab20/FOLRI-Ab23 (VL — CDR2)
FOLRI1-Ab14 /FOLRI-Ab20/FOLR1-Ab23 (VL — CDR3)
FOLR1-Ab14/FOLR1-Ab20/FOLR1-Ab23 (VH — CDR1)
FOLRI1-Ab14/FOLR1-Ab20/FOLR1-Ab23 (VH - CDR2)
FOLR1-Ab14/FOLR1-Ab20/FOLR1-Ab23 (VH - CDR3)

E25IES 12 ESVDNYGISF
E5IES I8 VAS

EFIES 19 QQSKEVPT
EC%1#&=S 20 GYTFTDYN
EE5I&ES 21 INPNNGGT
FE51&S22 ARKPYYGPRYFDV

RTVAAPSVFIFPPSDEQLKSGTASVVCLL
NNFYPREAKVQWKVDNALQSGNSQESV

TEQDSKDSTYSLSSTLTLSKADYEKHKVY

ACEVTHQGLSSPVTKSFNRGEC
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=4:

BT EESE: EHEHEE:

AMT-151 BEIESIO AMT-151 BRAESII

ASTKGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYIC
NVNIHKPSNTKVDKKVEPKSCDKTITCP
PCPAPELLGGPSVFLFPPKPKDTLMISRT
PEVTCVVVDVSHEDPEVKFNWYVDGV
EVHNAKTKPREEQYNSTYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVFSCSVMHEALIINITY TQKSLSLS
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/CN2023/092968
Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the firsi sheet)

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

a. forming part of the international application as filed.
h. D furnished subsequent to the international filing date for the purposes of international search (Rule 13fer.1{a)),

D accompanied by a statement to the effect that the sequence listing does not go heyond the disclosure in the international
application as filed.

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

3. Additional comments:
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Box No. I Ohservations where certain claims were found unsearchable (Continunation 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:

L Claims Nos.: 44,47,49-54,57-60
because they relate to subject matter not required to be searched by this Authority, namely:
Claims 44, 47, 49-54, 57-60 relate to a method of treating a FOLR 1-expressing cancer which do not meet
the criteria set out in PCT Rules 39.1(iv). The search has been carried out and based on the use of the ADC
of any one of Claims 1-40 for the manufacturing of a medicament for treating a FOLR1 -expressing cancer.

2. D Claims Nos.:
becanse 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. D Claims Nos.:
becanse they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).
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A, CLASSIFICATION OF SUBJECT MATTER
AG1K47/68(2017.01); A61K38/00(2006.01); COTK16/00(2006.01); AG1P3I5/00(2006.01)i

According to International Patent Classification (IPC) or to both national classification and [PC
B. FIELDS SEARCHED

Minimwmn documentation searched (classification system followed by classification symbols)

ABLK CO7TK A6LP

Diocumentation 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 nsed)

CNABS;,CNTXT.DWPLSTNext Caplus;STNext Registry;CNKI:SORRENTO THERAPEUTICS;LEVENA;FU Yanwen;
antibody drug conjugate; ADC;FOLR1;linker;structure search

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
PX WO 2022184082 Al (SORRENTO THERAPEUTICS.INC. et al.) 09 September 2022 64
(2022-09-09)
claim 88
PY WO 2022184082 Al (SORRENTO THERAPEUTICS.INC. et al.) 09 September 2022 1-63
(2022-09-09)
claims 1-98
X WO 2020016661 A2 (MULTITUDE INC.) 23 Janvary 2020 (2020-01-23) 1, 34, 39, 4149, 54-57
claims 21, 26, 31, Table 1, Table 2
Y WO 2020016661 A2 (MULTITUDE INC.} 23 Janvary 2020 (2020-01-23) 1-63
claims 21, 26, 31, Table 1, Table 2
X WO 2016123412 Al (SORRENTO THERAPEUTICS,INC.) (4 Angust 2016 (2016-08-04) 64
Table 1
Y W0 2016123412 Al (SORRENTO THERAPEUTICS,INC.)} 04 Angust 2016 (2016-08-04} 1-63
claims 1-5

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

¥  Special categories of cited documents: “1 later 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 the
to be of particular relevance principle or theory underlying the invention
“n" document cited by the applicant in the international application “X" document of particular relevance; the claimed invention cannot be
«g earlier application o patent but published on or after the international considered novel or cannot be considered to invalve en inventive step
filing date when the document is taken alone
“L*  document which may throw doubts on priority claimés) or which is *Y” document of particular relevance; the claimed invention cannot be
cited to establish the publication date of another citation or cther considered to involve an inventive step when the document is
special reason {as specified) combined with one or mere other such decuments, such combination
“Q" document referring to an oral disclosure, use, exhibidon or other being obvious to a person skilled in the art
means “&" document member of the same patent family
P document published pricr to the international filing date but later than
the priority date claimed
Date of the actnal completion of the international search Date of mailing of the international search report
16 August 2023 23 August 2023
Name and mailing address of the ISA/CN Authorized officer
CHINA NATIONAL INTELLECTUAL PROPERTY
ADMINISTRATION :
o . - o . 2se WU, TieShen
6, Xitucheng Rd., Jimen Bridge, Haidian District, Beijing ’ g
100088, China
Telephone No. (+86) 010-53961870
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(2018-07-12}
claims 12-19

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X WO 2018235024 Al (SORRENTO THERAPEUTICS,INC.) 27 December 2018 (2018-12-27) 64
page 16
Y W0 2016127081 Al (SORRENTO THERAPEUTICS INC.) 11 Angust 2016 (2016-08-11}) 1-63
claims 1-2
Y W0 2018127175 Al (ZHEITANG ZOVA BIOTHERAPEUTICS,INC.) 12 Tuly 2018 1-63
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