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RESUHERZ2EAR)ARTF R, ChbOBEERUINGORE

{87) Abstract: The present mvention provides a super antibody enzyme that comprises an antibody having a high an-
fi-cancer ¢ffect and imparted with a high enzymatic activity. The present invention relates to a polvpeptide in which
hypervariable regions are derived from an anti-HER2 antibody light-chain, such as those mentioned in (1a) below. (fa)
A polypeptide comprising an amino acid sequence that includes a CDR1I region comprising the amino acid sequence
represented by SEQ ID NQO: 1, a CDR2 region comprising the amino acid sequence represented by SEQ ID NO:2 and a
CDR3 region comprising the amino acid sequence represented by SEQ TD NQ:3, and has a 70th aspartic acid residug in
a variable region in accordance with the Kabal numbering scheme, wherein 95th and 96th proline residues in a variable
region in accordance with the Kabat numbering scheme are deleted ar are substituted by amino acid residues other than
proline residues,

(57 BH AR, BVWRPANREET A RAKEVEEESA2ES Lz A —N—RKBRE1RET
%, AFRRE, BIEREESUTO (1a) REQRHER 2 HABHAXORYRTF FILET 2.
(1a) BABES 1 TRIhE7I /JBEFHDSALZCOR 14EE, BRIUBS2TRINRDTI/BEY
AHHRBCDR2%E, RURNESINOMRBCDRIFEHEFL, Hh A\ FNYETHEEZDT O
BEHOTZANSE L BERL, DoaAy B THZEBOOLEFIRVIGERDO IO VEEN
RELTWANE TR Y BENAOTI /BREETHLI 7 I /BEIHNSRZRYRTFE,
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B o &

FKBOAR -
HER2MEMZAT 2 RABHARDORYRTF R, AR URTF
FESUHER2EARY RTF R, ChoOREERT NS ORAR

T ¥
[0001] K&, HER 29BERZETSHHER 2KBEHHRDRY RT

FR, BIRRIATFRESGUCHERZ2HEARIRTF R, ThoDEEHR

RUINLEEETIDNARBRRILET S,

B
0002] Hafkid, EH (H:Heavy chain) RUEE (LsH:Lig

ht chain) POBRINTWS, EERUBHEE. TEHEE (VR

:Variable Region) RUEEH#E (CR:Constan

t Region) OBRINTHY, TEMEER. #IXLHEE (CDR

:Complimentarity Determining Regio

n) EELTWS,

[0003] %, BR&ENELOWG. L. HAESRESTEEEOTVWS, Hil

BRIE, MEOBWSTFREECBREECEHEROLD, BR LFT

X BRAIXFLV R, Z<OAETHASMEINTVWS, KIZ, BX¥y

FAORHEMLE L, POBREEICL > TEND TN T 2EBMARE

LEZHKRBRI. BFROLBWEBNAERNARIE LD ZEARIFEIND

o RiCk MIDIABRIK, AFICRS LEREOBERADPLRVWETEIH

570, BERAORESHLYIE, ERLE NMIOHABR| RIS

EEFHEATWVS,

(0004] REFELE. ChI T, AFEERICELTEAOHRET>TETWS (

BIAE BErxm1 ~4F28) ,

[0005] HMUBRZEERELTERLERTILOICE. RoWEHZET M

FBRERELTEEARTHIIEHANEETHD, LrLAKE, 2LO
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MARRE. BREENFT2THY. £k, BEFERARMZ RV TH
BAXIGHBEARRRICL > TAIHICER LGS, BRAREET. O
v MEOENKZIVWEVLD BELH B,

ZFIT, ARPELIZ, LYBVEREEZETINAEHELI SR E
BREMETINKBELRE L. HABRHEOT I /BEIPO, H/y ~
BTAREEOI5FEO /DY VEEERANEBRIEZ I &ITLY,
UEBEME=OHEAREOUREE (D1./527 /H93) &KL
. BREEA LY BWIARE (R——FiAEER) FELhB S ERE
L (45530aR6) o
FEATHR MR
¥FRTF SCER

[0006] #Er<akl : HAERE2006-197 930544
REfrEke  ERABEE2011 /10251 7 S6ME
RREr ks : ERARE2013 7133253 5HME
BErEnd  ERRARSE2015,/70257 86 ESBE
e G : BRAME2021 7015237 S8EE
FHOME
FEAMEARLLD LT HHEE

[0007] AHPORER. BVHIFAVREETIRAICEVBREHEESLE
ZA—IR—HGBRERRTIIELHD,
REEBRTDLHDOFE

[0008] T, ABHBEOHER 2EBECERT /A KK L TEBRLANA
VREBTHIMHER Z2MBBHEICHEREIEZECIE IR LS
., HZRBEHEICIIAERT A OEEHDS 27 a /HIIHAFELAWES
. AEBEEO9SEFEBO /O VEEARKRIETHEREEONER TS
BRUWEEZ LN,

& AN, KEREN, RHERZ2HABHOTERENL956FB 9
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6EBOT/OVUVERESERICREASIELE IS, FRICRLT, HBE
D4 EEWVEREMAETAHHER 2HABEEEORYRTFRHES
N2 &, IHILEZRYRTFREAVIRIE, HER2OBEMICIMA T
. MARREEEREEEE, #AKEEEEGEE ST RUPIIEED S ER
IND—LLEOEMEETIHUVWHER 2ENERENMELNZ 2R
U, AREBHZ5R L,

[0009] Fhbb, AFEBEE, RO [1] ~ [13] 2RETZ30TH,
[1] BaEEgALUTO (1a) ~ (1c) PoALELIYBRINGR
YARTFRTHD. HHER 2HEBHERDR YR TF R,

(la) BEHBEST1TRINBTI/BENHILLLCDR1EE. ENE
B2THRINDTI/BEIH,LRDCOR2%EE, RUENESIHNLR
5CDR3IMEEABL., ANy bPHETHEREDO 7 0BFEBOT7RA/NFFY
BAEBL, 2Oy MOETHEBEHO9 5BERCIERDOSOY Y
BEARKLTWARZ IO VERENOT7 I /VBBERTHL T I/ BES
NHRBRYRTF N,

(1b) BIUES 1 TRINDTI/BEMCSVWTIELLEZREDT X
JENER, ANELCERELETI /BENNSHRSCDR 118, &
NEB2TAINDT7I/BEIICHSVTIELLGEEO T I VBN ER
CAMEBUSRBRELET I /BEND 52 CDOR 2%, RURENES
3NS5 BCORIMEEEL, BNy NPERTHERZD 7 OFEOT R
NRSEVBEBL, p2h Ay NYETAZREOI S BZERVO6EFD
TPIJBBEARELTWARR IO VEBEADTI JBBETHETI
JBEHNSRBRYRTFRN;

(1c) RIUBST1TRINZT7I/BEMNEIONULDOE—E2ET 2
TX/BEMNNSGHCOR 1S, BUES2TRINDT I /REIE
Q0%BLULOE—MEETLTI /BENDHLALSHCDR2%5EE, KUEH
EE3INLLBCORI\HEEL, ANy bEBETHEBEHOT7 0EFD
PANSFVBEBL. HA2HNy hABTITEBEEOI6FEERVI6H
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BO7I /BEESRRALTVWARE IO VEEAOTIJBEETHD
TI/BREUNSGRBZRYRTFR

(2] AIZEEAFLUTO (2a) ~ (2¢) HHRZEELYERINERY
RTIFRTHE, MHER 2HARHEEROR Y RTF K,

(2a) BAUBSATRIND VI /HENHISWBRIRTF R

(2b) BABSATRINZTI/VBENCSVWTIELLEEEOT S
JEBBAEHR, MELCEREL. Ay bRBETIEBEED 7 0FBO7
ANSEVBEE L, BOANY NSETIZEHO 9 5EERV9 6 %R
D7 I /BEEARELTVWRNGETO) VEREAOTI /BEETHZLT
2 /BENNSRBZIRYURTFR;

(2¢) BIEFTA4TRINDTI/BENEO0%UALOE—tE%E L.
ANy NABTHEBEEDO 7 0BEDOT AN X VEBERL, hDANY b
SETAREHDISBEKVICEBOT I /VBERENRKLTVWENE
7OV CBREADTI/BRETHIT I /BENNLRIRYIRTFR

[3] XL KEFEST 2TRINGMHER 2HAEHTEREE ST,

[1] X [2] BRORIVATFR,

(4] [1] RHEOMHE R 2HAEBHEBTERER CEHES 1 2 TR
NBMHER 2IHHEHTEEE, ik [2] SHOHHER 2IRARHET
ZHRBRCENES 1 2TRINSMHER 2HAEHTERES, Y oh
—TEEIhTVWD [3] CEHEORYRTF K,

[5] E5ICF cENERINL [4] BHORYRTFR,

[6] [1] ZHOMHER 2HFFEIEEL L BRI NI BEEREIR
VEHBES 1 2TRINZEFTLEEEERFIN2EHCH 15818 ; Xid

[2] SEHEOMHE R 2HATERE S FEHINIBHERBERCEIE
S12TCRS N2 EHTERLEER/RIN2EHECH 14551 ;
BYANT 4 FIFEEENLTEELTVWS [3] BHORIYRTFR,

[7] [6] BHORURTFROCH 1 48EHICEHCH 2 RU'EHECH3
HERINERYRTFR,
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[8] BREMABT2XNIEBREMNE L LAHE R 2R FBEERD
RYRTF ROREFETH> T,

BEaREEA. (1a) BAES1TRINST7IVEBREINMSRECD
R 158, BAIES2TRINDTI /B H 545 CDR 26, kU
BABSINORBCDRIEEELZH. ANy MOHETHERGDT7 0OF
BOTARSFXFUBEETZRIURTFN; (1b) BIWES1TRIND
PI/BENCSVTIAELCEBEOT I /VBABE, IMEL JRRE
LETI/BEIHNSARSZCDR1ESE, RBIEFS2TRINSGTI/BE
FUIBWT T HLCBBEOT I /BAER, MNELCBRELLETI Y
BEFNSMBCDR2EE. RURBIESIASRSLCDRIBEHLEH
AN NBETAEEEO T OBBOTANSEVBEBET AR RTF
R Xk (1¢) BABS1 TRINDTI JBEESE 9 O%L EDE—4
#ETHT7 I/ BEIH,NSRDCOR1EE, BNES2TRINDTFI/
Bl 9 0% EOR—4%2ET27 3 /MENH,5%45C DR 214,
RUOMHNESINLAREZCORIBEEEH. ANy NOETHEERD 7
OBHODTANSFVBAERTZRIRTFRTH-T, ANy MGETH
BEEHOISEERVICEBOTI /BEEN. 70U VEETHETR
JEERANSRZMHER 2HAFHEHAROR Y RTFREI—-FT 3R
ROLFF ROV, IR 7/OY VEEFNRERIBERT 3 LDICEEL
T, RIECHEREAN, ANy MPBETHEEED O FERVIBEEDT
JBREN, RRLTVWDIRETOUVEREUAOTI VBEETHDT
I/BEHINSRIRYRTFRTHBRHE R 2HERERFORY T
FREDA-RTERYXILAF REBLIUETRE,
FEYETIREOHBFHER 2REBHEEI-RTARYIILFF %
EURBANI S —EAVT, MBAREHEARRRICEL > T, BREY
5ETHRHER 2HABEEHBEORIRTF P HRIBIRHETR S,
20, BEHE
[9] BREMEZETIXEEREES D L LARHER 2IAEHBRD

n

~
)
-~
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RYRTFROBERETH-> T,

AN, (2a) BUESL4TRINS 7 I/ BREINSLRBZRIAR
7FR; (2b) BUBS4TRINAFI/BMENCSVTIEL EH
Bo7I /BAER, AMELRREL, H/8y NYBTITEREEOT 0
BEEOFPANSFVBEZETD 7 I /BEINHISWBIRYRTF R Xig (
2c) BEABSATRINGTI /BENEIORULEOR—EEL, A
Ny NYETHEREEO T OBEOTPRNSKY VBEETZRYURTFRT
HoT, hAy NGBETHEEEHOISELGIRVICEHOT I /JBEEN
. TOVYVRETHITI /BRSNS HIRYRTFRTHEIHHER?2
NEBEARORYRTFREDI—-RTHRYITLAF RICDWT, FiE
70U VEENMRARIGBRT 2L IICHEL T, MRTEEEL. Ay
NYETHLTEEBO IS HERUVICEHOT I JBEEAN. RELTWVWS
X 70y VEEUAOT IV BERETHEH T I /BEINLRERY RS
FRTHIMHER 2HABEHRRORYRTF REI-RTERY R/
FF REBIWETRE,

RINMETEAOFFAHER 2HGFBHEA I~ RT3 RYXILFF %
SUREANIY-EAVT, MEARGERARERCL > T, BREHE
2ETHMHER 2HBABERRORRTF FERRIBEIRIRIRE L,
A0, BEFZ
(101818 [1] XiE [2] BEOHHER 2HABHBFEORY RSF
R, YBZBEEEORIRTFRESCHER2BEARYRTFR, RUY
FREBEORJRTFRESUHER 2EARURTF RO &
YERDENSBRINZEDEEET 5. FAREER,

(1118 (1] XF [2] BEOHHER 2HFBHEBFORY RTF
R, SZBEHEORYARTF RESLHHER 2K, RULEEHEEX
DRYRTF RESGHER 2HARY RTF ROBEEMIRE & U AR ZHL
LEBRINWOIRDEZET 5, D ABERREEERENN.

[12] gig8 [1] XiZ [2] SBWMORHE R 2HGEBERRORY RTF
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R, BZBHAXKORUYRTFREECHER2BARIARTF R, RUH
TEEREORYRTFREZUHER 2EARUNRTF NOMEEMNF &
YRDENLBERININDD., PAKRREEDLOOER,

[13] PADBERICAWSAOHO, Alcd [1] X3 [2] BHOHHER
2TBEMHEROR URTF R, HEEHAXORYRTF FESZCHER
2RARYRTF N, RULHBBHBRORUARTF FESCHRHER 24
ORI & YR58 H5BRIN D NN

[14]fuad [1] X [2] ZHOMHER 2RABEBROR RTF
N, HEBHEBHKORYARTFREELHER2BERYRTF R, kU
SREREOR)RTFREEUCHER 2ESR YA TF ROBSEEN A &
YRDEDNOBRINIMDERS T E2BHMET D NPADBERTE
FEHDORR

[0010] AZRBOMHER2HABEBERORNIRTFRFE HERZ2RTF RFIC
W BENOBBRIEEETL &N, BFHHER 2IAEEBX
DRYRTF R, BERERRORIRTF FEBUCHER2FARIRT
F R, RUSBBEROR YR TFRESOHER2BERYRTF RO
WREMETR LY LB LBRINBNSIE. HER2OBEMICMA T,
PGS EY. BARFHERESEMRCPREE L 5BRS
N3—LLLOFEEEBETHHER2ZBRNETINAKRERRELE LTHERTH
%o
I 1E D R 7 B B

[0011] (M bS XY XY TREEERTFOP 95 P 9 6 ORERFZRTY,
[BAINS AV XY TBHEHOSDS-PAGEDHERERT,

[H2BIR RV X TREPISAPICADSDS~-PAGEDER%ER
R

[BM2C]s c Fv b S RYXTTREALBIEPOSAPIBAE Y B —,
BLUCEHTEEBAFALLRYRTFROSDS-PAGEDHERER
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7o

[R5 RYXTTEE, FSAVITTEHEPILAPIBARUsCF
VESAVAITEEPOSAPIGAD N TV U BEELFTHBA Y
g-pNARE (R—pNA) IHT 208 EEORNELERT,
[B4]FRET—-HER2-1 (a) RUFRET~-HER2~-2 (b) RS
F ROESHREEZRY,
[@5]FRET-Her2peptide—1 (579—600) OYIMEM
EXTDRBMOBELERT,

(6] hSAYXTTEE (Tmb—L) . PSRAYZXTTHEEHPISAPO
6A (Tmb—L—-—PAA), scFVvISRYATTEE (Tmb-sc
Fv)., scFv SRYZTTTREMEPISAPIOBA (Tmb—scFv
) RUNSAYZXIT (Trastuzumab) FRET-HER2ARY
FR=TIEHT 32 REHORBNELERT,

[H7]1 bRV X 7REOFTEERDOT I /BRI TR,
[B8]FRET—-Her2peptire—2 (Loop2+Loop3) D
UIRrERT & T DD BYOBELERT,
[91FSAYRATTEE (Tmb—L) . FSAVYXYTHEEPISAPO
6A (Tmb—L—-PAA), scFVvISRYRATT7RE (Tmb-sc¢
Fv)., scFVvISRYXTTHEPISAPIGA (Tmb—scFyv
) RUMNSZYZXY T (Trastuzumab) FRET-HER2~AY
FR=-21C/T 2 HREEORIINELERT,

[BI0]hS 2V X TBEPIOLEAPIBAEscFv NSAYIT T8
POSAPY9BADLIineweaver—Burk plotlcddEin
EEEREHELABRERT,
[HNMI#ARYRTFROT7 I /BENERT.

[12] b5 AV X TEE () RIS AVATTEEPISAPI6
A (B ONGKEBEREYI2L—YavORRERT,

[R13]e PELEMREMB T —4 74182 S RYXTT (HH, Tra
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sutuzumab), FSRAVIXTTEHEPISAPIGA (HP, L
PIBA), scFVvISAYXTTRHEPISAPIBA (BF, Sc—
FvPOBA) RUMGHER 2HGHEE (BF, Lchain) OHESES
HEBROBRERT.
[R14]E FLEMBEMBT -4 741IC8§3 S AYZATT (KR, Tra
sutuzumab), FNSAYRAITTEEPISAPIGA (MP, L—
POBA) ., scFvhZAVAYTEEHPISAPIGA (HF, Sc—
FvPO5A) RUMHER 2HARE (B, Lchain) OHREE
HEHROBRERT BI37),
[F15]1hS5AYRXY T, #@scFv (FS5AYXTYT~scFv, RUP
ro95&Pro96aRRIBLEIMIAVYRATT—scFv—PPA)
&%, MROAEESROENMEEZTT.
R RET 57 DHRE

[0012] ZFEARCABEBHEZICEVT, ThES#H 3 fE/07Y OB
(Light chain) 287, iABHOBREL28WEE LTI
 FRVRRER AW, HHEBYHERTHE I EMFELL £ MEERIE
TOAHRTHB ENLYFELL,

[0013] &7/, AEERCAEHAHSICEVT, [HAABRER] &1, PAMEES
FRITSE, XGBELZIHE U CIIEET2EHA2ET2RAEERT 2

[0014] HRYRTFREBRTZT7I/BEEOIBOVIHNDTI /BN,
ORYRTF ROBEIIKEICERICHET I L ERBRICHEINE
BT EIE, UEABICBVWTRENTHD, IHIL. NAMICHEIEZEW
TRL, RADSVNROEILBWT, HFI VN JEOBEN IR LEE
CEEITLWEEFHNERET AL E-BATHE, 86, AERHS
KHEWT, FEDT I /BEFXPD 1 RIZEROT 2 /BAEEE. i
ALCRREXIED R, BEIEZEWD,

[0015] ANw bk (Kabat) gEICLS7 I /BENOESHFE, HIZIE

i
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TAROTE /BENEKabat OFSHLV2FL (Kabat numb
ering system) {lft\W ab¥YsisY7h7x27 (URL ;
http:/www, abysis, org.)., #3WdDiscov
ery Studio (Accelrys Software, San D
iego, CA, USA) 2BRVWTENMT2I&TIIRIIENTE D,
[0016] AHBHADHHER 2HAEBEARROR Y RTF RO—f8kIE. HIEHE
AUTD (1a) ~ (1c) PoAZBLYBRINIRIRTFITHS
. MHER 2HARBEBRORIRTF RTH S,
(ta) BAUBES 1 TRINDTI/HEENHISLZCDR 15EE, BENE
B2TRINDT I /BENNILALLCDR25E. RORNESINGA
2CDR3MELZAL., Iy b PBETHEBRBD 7 OBBEOT RIS
BERL., »2ANy bETHEBEO9 5FB/RUT9I6EFEHDOTOY Y
BEAMRKLTWARR 7O VEENOT I VBRETHD 73/ BES
BHRBRYRTF R
(1b) BAES1TRINDTI/BENISWTTELLRBEOT X
JEEAEH. MMELCRRELAETE /BESH NS4 SCDR 1EE, &
WES2TRINDT I /BEIICSVTIELSRBEDT 3 /B ER
AMELSRRELET I /BRI SGBCDR2%EE,. RUBINES
IHbmBCDR3IEHEBL., h/Sy Mo TAZLHEHD7 OBBOF R
NSFVBREBL, DoARY hpETIERENOEFERVICERD
TI/BEESRELTCWAIRRBTOUVEEAOTI /VBEETHDI TR
JBEEHID LRBRNYRTF R
(1c) BAUES1TRINDT I /BERIEIORULOR—4EEETS
7I/BENNSHEBCDOR 1S, BEAUES2TRINDGT I /BENE
90%ULOR—4%2ETH7 I/ EESHNL74H5CDR2MEE, KU
HES3DLMLBCDORIMEHEEL, ANy hPETHRBEEHO 7 0FEBD
FPANSHEVBEERL, B2ANY bMETHEBLEOO SHEBRT O 6F
HO7I /BRESMRELTVRREBTOUVEEADTI JBEETHD
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T /BREAUNSRBRYRTFR,

[0017] BEOFZESEE (VLES) & 32087%4%8E (CDR:CDR 1,
CDR2, CDR3) &, 320CDREMYBEL4 D7 L—bLT—74EHE
(FR) n"5A2H, LEEOBETIE., CORIMBEDRNEZLEDOTH
%o

(1a) ORYRTF R, BEHNES1 CRINDTI/BENISLD
CDR 1%, BIUBB2TRINZTI/ HBEN,H45CDR2EE,
RUOENESIHLLBCDRIBEHEAF L. Hh Ay METHEBEHED 7
OBEDTRASHUBAAL., pohNy NETHEBEEOISHERE
96FBO /O YRESMRELTWRXETOY VEEADT I /BEE
THDITI/BERINLCRBIRIRTFRTHD, TIT, 70 EREL
ROTZ/BREELTRE, BIZIE YTy, Py, ERAFTU, 7
ANSEVE, TNIIVE, )Y by, FRISSFY, TLF
U TIZU NSy Ny AYaAY v A4V Y. AFAZY
 VATAVEREFOND, RTE B YXETAFZURAFELL,
REH, YFISHEERUVIGEROTON VG, RELTVWRONLYFE
LW,

[0018] (1h) ORYKRTF R, g2 CDREEN, BHIES1 TRIND
TR/BEIICSVTTIE L BBEDOT I /VEIER, ANELCIERE
LATI /BESHNSAZCDOR 1R, BIBES2TRINGTI/BE
FILBWTTELBEECT I /BFER, IMELIBRELETR
BENNGLZCDR2MHEE. RURNESIHASQECORIEREEBL
Oy NHETURESD T OBBOFTANSFUBEEL, oAy
NETHEBEOICHFEHEICBREDOT I /BRAENRELTWE X
TOUVEREADTI /BRETHZTI/BEMNDLARZRYRTFRT
Hd, T, TOUVEENAOTI JBBEELTE, BIAE VYV

TFIWFZY, ERFIY PTANRNSFUE, TSIV, )2, ML
A TANRSEY TLHIY, TSy, JUSy, RNYy 4vyD0
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Ay, AV, AFFZy YAFAVENB LS, BTH, Y

XRET7NFZUPFELY, T, BBISHFERVCIGERHO DY Y
. RRLTWBODEYIFFL W,

BEAHES1, 2, RE3THRINZ7I/BENCEVTIELCREE
Q72 /BAER, MMELRRELEAELTE, 1 XREF2BOF S
BEABHR, MNELCERELEBESEFFELL, 1EOT I /BB,
AMELCRERRELEBENEYFELYL, 22T, —RBEICEZYESD 7
I/BOBRE LT, B2l 73zy /vy Nyv/q vy
 PRINSEUBTNVEIUE, MFzZv Y TS ST)Y
Y. TIZvShNeA B S TANSF Y PS8y b
Y/ TNy, FOYY /T2 INT IV, Py 700y, Uy
VSTPNEZY PARNSGF VB TANSEY, Q4241042 Y
CRAYYSNY Y TSIV TN ZI U, PRARSE VRS T v
EREFON B,

[0019] (1e) ORUYRTF I, Bt C D REEN, BHUES1 TRIND
TI/BENES 0% LEOE—-EEET LTI /BENNSLBCDR1
B, BENES2TRINDGTI /BRSO 0%BULORE—452EYTE7
/BENNSABCOR 29, RUBINESIALLBCDRIFEE
BL, ANy hYETITEEO 7 0BEO 7P RANRSEVRERL, HDh
SNy NYHETHZEEEO9 S BEEICHEHD7I /JBEENMREKLTWD
RiF7OU VvEEAOTI /BRETHITI VBRI LLIRYRTF
RTH2, 22T, 70V UvEENAOTI VBEES LTI, BIXE Y
VU, PIEZV, ERFIY, FRASEUE TLEIVEE U,
MoAZY PANSFEY, JWIIY, P20 T2 RYY A
YRSy, QA Yy, AFF v, YRTAVERNETFLNS, BTH,
LY URETILFZUAFE LY, £k, 4% 95HHRUVI6HEFO /O
Yk, RELTVWARONEYIFE LW,

FAHES 1. 2, RE3TTSNE7I/BENEIO%L LOR—#%
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BTaHE LT, 95%ULOR—MEETZESMFELL. 97 %L
LOR-M2ET2BE0EYTELL. 98%LULOBA-EAET 5EE
MISGICHFFELL, 99%ULOR—MEETAHENLY I LICFR LW

[0020] EEPI /BREIICET S, AR7I /BRESNCEANBE I, TR
DEIICLTRDDIENTES, &7, BETI/VBEIRUONKTI
BENETSA VAV NTD, J2T, &7 I /BENCIE, BEFE—%EL
BAERDZEICF vy TE2EHTELN, BWT. BEETI /BEIRT
WRPI /BEAICEVT. —BLETI/BOBESEHL, FoRCLE
BoT. BIAE—HERODIENTED,

(00211  TEIE—E (%) | = [-BLE7I/BOR] / [N& T3 /B
DT /BOBE] X100

[0022] ®@iEd (1a). (1b) RU (1c¢c) ORYRTFRDH>B, (1a) @
RURTF RALYFE LV,

ISICFELW (1Ta) ORIVRTFRIE, BHES1 TRINZT I/
BEHNo705CDR 1188, BEAFS 2 TRINDT I/ BENNLLD
CDR2%#EHE., RUBHESSNHLMHCORIBHEESH. h\y bOE
THREHOT OBEDTANS K VBERTZRIRTFFTHS,

[0023) KREIDIHE R 2IHGBEHRROR Y X TF RORO—RERRIE, TTEE
HALTD (2a) ~ (2¢) H5RZIBLIYBRINBZRYRTIFRTH
5, MHER 2HGHABHBARDORYATFRTH 5,

(2a) RIUBEA4TREINDTI /BENHNISHBZRYRTFR;

(2b) MABSATRINDTI/BEINCSVTIELLEEEOT R
JEAER, MELCEREL, ANy MYETERBEED 7 OFBOT
ANSFVBERL, o8y FYRTIERED O SBEBRVO 6 &E
DT I /BEESRELTVWARETOY VEEAOTI /BBRETHDIT
T VBREANSRBRYRTF R,

(2¢) BHBEA4TREINDTI/BEENEIOUULEORA—HE%2E L.
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Hely NYBETAZEFEO 7 OBBOTANSEVEEAFL, DoAY b
ARTALEEHOISEERVIGEBOT I /BEESRELTWEXIG
700 VEEROTI/BEETHIT I /BENISBRERIRTFR
[0024] COREBKRTIE, AHEBPIUHER 2HAFBHEROR) RTF FOTERES
2% (CODRRU I L—LD—-05EL) WEREORNEZELHDTH S,
(2a), (2b) RV (2¢) ORTFRICHIFBEIR M, RE; 7
I/ BEIOB—E ; RUTIVBEENMARELTVWARIETO) Y UAD
TI/BERECERICOVWTHE, BiEd (Ta), (1b) R (1c) OR
TFROBEERABRTSH S,
[0025] &/, §igd (2a). (2b) R (2¢c) ORYRTFRrDIB, (2
a) ODRYRTFRPLYFFELY, IHICFELL (2a) ORYRTF
Riz, BEHEE6 TRINDZTI/BEMNISRIRYRTF RTH S,
[0026] ARPHHER 2AFBERXORYARTFRE FIEEOLORTI /B
ENEEDEDTHZIEND, BAOEEETEET 2 EATESD,
WETRCGRIFIBEETA RO 2ERICLYEET IO FE LWL,
[0027] AHKBAORO—EHIZ, BRIUEETINEBREMIELLERHE
R2MABREAXORIRTF ROBBEFETH > T,
BAEERY, (1a) BIBES1 TRYNZTI/BEINSHRBCD
R 148, BEHNBES2TRINBFI/BEIHNSLSBCDR2WEE, R
BEHNEBSINSMBCORIFEHESUCRYRTFR; (1b) BIUEST
TRINDTI/BENICSVWTIELSERECT I /BB, TS
LCIERELETI /BREINSASZCDR1%8EE, BEIES2TRINS
T2/BEMNIBVTIELLBREOT I /EHIESR, MMELRRE
LETI/BESDHBSCDR2%8EE, RUENESINLALZCDR3
BEEEORYRTFR ;XL (1c) BHUES 1 TCRINZT I/ BES
E9O0%UEDE—MABETA7 I /BESNHNH2SCDR 148, EIE
S2TRINBT R /BMENEIOBULOE—HE2ET S 7 I /BEHN
5#35CDR24EE. RUKIESIHNASLLIZCDODRIBEHASORY AT
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FRTH>T. ANy hGETAHZLEHOI SFBERVTPOCHEHDFI /B
BEN, TR VEETHETI/BEINLBRERYRTFFTHEHH
ER2VMABEAI-RTZRYXILAFRCOVWT, BIEZ 70U VBE
BRENFEBRTSLOICHEL T, AIRRTRREL. Ay bR TEHE
BHEOISELGRUOIECEFEHDO VI /HEEN., RELTWRRIETOY Y
BRELAOTI /BBRRTHZTI /BENH,SRZMHER 2HFSHER
KORYRTFREA-RTIZRYRILAF REFIARETRE,
RN ETERORFHER 2HREREAI-RTIRYIILAF NE
SURRANI I —ERVT, HBAXEGHBEARRRICE > T, BRE%
AETHRHER 2HABEBFEORIRTF REeHRIEIREIRE.
ZE80. HERETHD,

Fio. ARPOHO—ERKIEG, BREEEZETOIXREBREEIBLLE
MHERZMAFEBHEBRORYRTF ROEEFETH> T,
AEEES. (2a) BEHUEE4TRINZTI/VBENNSRIZRIRT
FR; (2b) BAES4TRINZTI/BEMNICEVTIEL CREE
DF 2 /BAER, MMELEREL, ANy NpETRZERDT 0F
BOTARNSTVBAETHTI /BMEFNGAZRYRTF R X3 (2
c) BABES4THREINETI/BEFNEI0RULOBA-4EZEL, AN
v NMYBRTHERREO 7 OBBOFTANSG X VBEETA2RIRTFRTH
ST ANy MYBETAEREOISFERVIOETOT I /BEEN,
TOUVEETHITI / BENLISRDIRYRTFRTHIRHER 23
FEREREORIRTFREI-RTEZRYIILFFRICOVT, 71T
O VEBEAREREB®RT L IICKEL T, WRTEEEN, HAy b
NETAERIDISBERUVICEEDOT I /ERENS, RRLTWDIX
70U REDAOT I /BERTHLIT I /BEINLRZIRRTF
FTCHBHHER 2IHBEFBXORYRTF REI-RTIZRYX I LT
FREGHIREILRELE,
RIEHEIRBOMAHER 2HABHEHEZ - NT2RY XL FNE
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SUCRBEARI Y- EAVT, MBEINEHBEARERICL> T, BREY
AETHRHER 2HEABEAEORYRTF RERRITIHRFETRE,
2EL, BERETHD,

[0028] TAEILRTIK, ALEREN. HA\y bYETTEEHADISBERVI6
EEOPI /BEENS. 70V URETHE T I /BENNS2BE1ERY
RTIFRCHBFBABHEI-FTBZRYIILFF RICOVT, Mg /o
Y UBREARENGBRT 2L DICHELT, AEEEA Ay MYET
AJEBEHOISHFEERVICEREDOT I /BREREN RELTWVWERXE TN
UUBRELADT I /BEETHITI /BENINLRDIRYRTFRTH
DMAEBEEI—FTE2R)XILVIFREES,

ATRETHIET, BREMEABIRVRASBEICBREEEHET2
v BV BWEELDARIBVWRGABHOBREE A EIEZ DT
%%, $hhb, ALREK BEFELXEIAVRGRBEICEREE L[
5¢3h8%] X [MESHEOBREEE2EALIEZFEI LW EHT
X5,

IIT, MABHOBSEIMAB LI T X, WEHORESHOBE
EHICHT 5, WEROMABHEOBRBEN/HZE10%. 20%, 30
%, 40%, 50%. 60%. 70%. 80%, 90%, 100%, 200
%, 300%LULALTEIEE2ERT S,

[0029] @iV U BRENMREREBHRTZELDCHETZHEE LTEL, BR
RiTAERLTRYRTF REBRTITIV/BEEDI S, AEEHOT
I /BERHITONNY MHBETISEERVO6EBHICEET 2O V5%
EARBUEBEIBZHETARIZENTES, flAE 2NMOREERE
AFBIRAE, RYRTFREI-RTHRYIILAFRORBORE.
BREIBBZIENTES, T, RIRTFREI-RFTERYRILAF
NOEBEOEBAICHIET 2T 54 v — % L TREREGRNIBEREER
TEETDIIENTED,

[0030] HEBEIRTE, XEIREOHFAREEI-FT2I2RYRILFIFIEE



WO 2025/005224 17 PCT/IP2024/023474

CHEBANRIH-2EVT, HBRXGBEARRRZOLXRMSBE TL
HOERRBICLYREBEARRIGS, /- KAERIREE, fEERETL
RO LT, BRTB2ERBOHER 2ABELEETAHHER 23
ABRERROR)RTFREZUHER2EERUYRTF N, NEXFEBO
HER2DMEMEETHHHER 2HABREERORYRTF FEZE0H
ER2BEEMEORESHKE L THEERIN S,

[0031] MPZAERREEVIGE, ARPIAIVFBEZI-FT2ZRY RS
LAF RERBZRIRANT 4 —ICHAMAAAER, RHOFEICLY RRA
BEATEFICEAL, B (BE&RK) RTHRINTELRIRYRTF
REBETIEWVWIFZEREABERTDIENTES, HBRARERRIS
—i, TZAIRTH>THERLLTHLL BERLENRYIILAF R %E
BATHIENTERIELL,

[0032] COLIKBELHAERRIRXILAFREEATZHEE, RRANI Y~
ik, AERYRILAFRERBTBLIICEINTHETZ /O0E—5—
EMAAATHBENFE LV, BRANKEEINERIRTF REHE
BHEHHFE. BOWERBE, RURTFROBEICL>TERLN, 970
MNAZILL > THENBHCENORYRTF FERET L O FTRETH
o

[0033] MEMRARR (FEMEREY AJEESHR) 2RVSHE. FEBICHKLM
FBEAEI—RIDIRYUIX VLA FRE, YRY—LPt —RNAZDS
NROBEOHR - ERICBRBHSEECERICHML, BHLBETS v F
AR=KFEIEINEY, BRINERIRTFREBETLZENFFL
W

[0034] EMEIESY vARAIEANRE LT, JLFESHEREAVWDIR, 740 F
FRRORHEREAVS R, KBRS 3 0HHREAVS R, RUENO
BRI T R TS A D LHBONIMERIMEEEZRVIRDIEIT LN
b, —RMICIE. EMAMRREETOBRICEEMEROR, Thbs,
OLXFESHABERE AV REY X RRF IS EERAVIROVT
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NHODBRINE A, BRINZBETOHEX (BREYERED) .
BREOY VIRVBEOFRENAZEL T, LEAHRENMOERIWNESL
Vo TRHOEHRELTE, B2OmERO*y MAWLLRES,

[0035] ad, BrOv« LARKEGFENR. TOBRERIC, Mak, Ty
FEEOHBNENES T2 BHLECERGERCITHLRERTEEO0S
WO T, ERELCERIGEERENTERT 2O IKMBRERS (FIX
i, 270V —LE) NENIhIZLENDH D, BRORERLELTONTS
2 M SR LN MERS BRI, BERERS % RS L8RS /8
VEERKRE LTHBLEZDTI/0Y —LARORMAREEINAVD
T, FELW,

[0036] AEIMHEERTHEEINDGZE, THEAENS ! & HEERICFET?
FREEL YR ZHENEGE (TAbL, MEE, JVIE 2 b3V RYT
. BRG, RELEOHMBRENSR) FENINhD, FIC. MRERTT
WOEREY RO BOBRBEMICEELEEZRALTEY. By v /1\)
BRUODBY A BEORBIBHARMBERY TH 5,

[0037] /. AEBICHZMEBRBEHEOR Y RTF RIE, LA HEE XA
KERT2MEXGHEENORY BT EETES, FZE AAEXEAY)
JX7LAFRERVWT, AERILRZAKBEERRICRRT 24X
HRAERETS I ENTES,

[0038] O, AFEBMICHEDIMEBEEXRORYRTFRE, bFARTE &
1L TED, LFEABOFRIBILREINT, RUATF RELEART D
BICHWLNBVWThORETIT>TH LU,

[0039] RIEEIRBIRTELNAARBOREKEEHEORYRTF R, LMD
HAOBEFEEBVWTRBE T ENTEX 2N, BFXRTHOE 1O
BRIRE RNIE RUCB20BRIEINLARDIBHEALEEZRAVDILY
T D,

[0040] AKLTROHNZEARBOMHER 2HEABREBEORYRTF RIE, &
RREFICRT & I, HERMORGKEHED 4 fEWHER 2 HRREREY
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25753, £z, ARBEORHER 2HEBEERORYRTF R, HFH8
BHEORYRTFRESGHER 2EARYARTF R, RUHSBHEEE
DORYRTFRESHLHER 2BER Y RTF OB & YA 280
LERINZMAIF. HER 2HBFEMICNA T, MAREFLEREEEY
. RAREEBEEEERCPIEEI DBRIN 2L LOESEEZET
PHERZ2AEBNETENARBREL L CERTHS,

5, AFRBOMHER 2HABHBERORY RTF ROBRELOER
BFO—RE LT, YBRABEOIKREEDIVE1 -9V 32l -3
VERIoREEZH, HEROBE=VEFREORE (D1,/S27a,/H93
) Kby, S26/R24,/D70HHER 2MKSIEICE L/ T HAECEE
THDEBhhiz, BECEBRICHEINDG I LEBRTZ2H0TERVY
. AEBADFHE R 2H\AEMEMEORIRTFRIZ. S26 /R24./D
TO00MB=VHEEOBEICLY, BVBREHERRETILHEIND

[0041] AREBORIO—EKIE, AFAOHHER 2HABHEBERORIRTF K
, UEBHERRORIRTF REGDHER2EARIRTF N, RULH
BERRORYRTFREELHER 2GR Y RTF ROMBEMSRA LY
BREIBEDOBRINSIEDEEBETS. PABRRETHD,

Flo. ARBORO—REEKIE, ARFOMHER 2HABREBREORY A
TF R, HEBHAFKORIRTIFRESUHER2ESRYRTIF R K
VHBBERAEORYRTF RESUHER 2EASR Y RTF RO#AELN
FLYLRBENOBRINIESEEET S, PARRAERERMTHD

Fro, REPOR ORI, REROFNHER 2HEBHAROR YA
TFR, UPEEEROKYRTF REBCHER2BARIRTF R, R
VHZBEAEORYASRTF FEESUHER 2EASR Y RTF RO
F&URZBEDOBRINIMDD, PARBREREEDOOFERTH 3,

. AFBORO—EHKIE. FPADHBREICEVWDOHD, ARBORH
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ERZ2IABEARORY ATSF L, UBBREERORYRTFRESOH
ERZEARIRTFF, RULEBEHARORYRTFREELHER?2
BARYRTF FOWEREEN A LY R2BN5BRINZRH TH S,

Fh. DIOREBO—ERE, FAEBORHER 2AEBHERORY A
TFR, UBEHBRORIRTFRZEOHER2HERYRTF RN R
VYBBHEARORYRTF RESTHER 2BARY RTF RO MEE
FEULIEDNOBRINIBDERET DL ERHET S, BPADERE
HETHD,

[0042] FIEAABERREICBLOLNZEMNRSIE. AEBOHHE R 2HFEHEH
KORYRTF R, UEBEERFORYRTF RESUHER 2EBARYR
TFR, RUHEEBHEBROR)RTFREEUCHER2HERYRTFF
DOBEMERT A &Y RZED 5 BRI N D 1 BULTH D,

ARFORHE R 2HABEREOR )R TF RE LTI, 3158 (1 a)

(1b) RO (1c) HBIENZRYRTFR gizg (2a) . (2D
) RO (2¢) DHBENZRYRTF R, IhHORYRTF RRUEE
DEFEER - SUCBHEL AN’ BT LN B,

[0043] FIEBEASUHERZEARIATFNE, EREEXIEF cERES
CRAETH>TH LV, RO I S ZEHIBREINT, 119G, | gM,
lgA, 1 gDHBWVE T gEFOVWThOT A VM TEBTBHkET
275, BHORBUEEERTDE. FELLE 1 gGTH B,

Fro, BIEBHASTHER2BARYARTFRICE, £/ 70—+
FEELCRY IO0—FURE BOCICHREREECEENIIRAT 28D
ERBLTLVARABLCT-HELE T —75 74V NEOTHEOLE
BLUREFREOHGEEHAZUHER 2HANBENSEN S,

g, AIEHESCHER 2HARKDOEBERFBICHRINT, vV 2R
WA, BN Sy MK, DU ERE BV URK SORE MY
PRSP, EMIHTIRERERAETITA I EEEENE LTARR
CRE LCBEFERARRE. A FASHEA b MASLEE
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AWBIENTES,

[0044] RICBEAEORYXTFREECHER 2BANR Y RTF KON
FELTE, AR (737X M) S062FEREPREDESRTL
ETHoTHIW, MFHROEFEHE LTE, FIZE, Fv, Fab, F
(ab’ ), Fab~Fc, F (ab’ ) ,~pFc¢’ scFab, scFv
REEBIFHAZENTES, TITC, scFveaLTE, tandem d
i—scFv, diabody, tandem tri—scFv, tri
(a) bodyAdABIFLhZ, LYBKMIZIE VL-CL, VL-V
H. VL=VL, VL=VL-VLAZIEFLh, KEBEHHER 2404
DEEOMPE[M EIEZEEADS, VL-VL, VL-VL-VLEXD
scFvAFELL,

[0045]  RICAIGBHEARORYRTFREZEUHER2BERYRTF R, 7
BEREORYRTF RESEDHER 2EASTA. RUBIEEEHEORY
RTFRESGUHER2HEARYRTF KON, OBEHEEIFS
(a) RAEBAOMHER 2HFBHEBXOR)ATF K (FiE (1a) . (
10) R (1¢) BHRENZRYRTF R, XK (2a) . (2b
) R (2c¢) HBENAZR)RTFR) KMATENES1 2THIN
SIMHER 2HBHREHITREZ L, RURTFR,

(b) AZKMAOHHER 2HABHEBEOR) RTF R (FiEL (1a) . (
1b) RO (1c¢) hpoRBERZRYRTF N, XIFHE (2a) . (2b
) RO (2¢) BHRBIENBZRYRTFR) &, BEHBEE1 2TRINWDT
HER2HHKEHTEES A, VU A—aNLTERINTWS, RUR
TF R,

(¢) Z2O0/E (b) ORYRTF RNV H—ENLTERBINTWNDS
. RURTFR,

(d) RXFEBHOWHER 2HFHEBHEARORIRTF N (G (1a) . (
Tb) RO (1c¢) hHRBENZRYATF R Xigaid (2a) . (2b
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) RO (2¢) AOHRBIENBZRYRTFER) EREINABEOEEES.
RUORIES1 2 TRINBMHER 2HAEETLER & BRI 2 5
CHI1MBEA8L., RURTFR,

(e) BHOTARBE EHOTERENY v H—EN L TERINATWS
FUEC (d) ORYRTF R,

(f) IHICF calEgd, gt (d) X (e) OFEHCH 1 1HIGITERS
niRYRTF R,

AHBADHRHE R 2IRHRBREREORYRTFR (fi (1a) ., (1b
) RO (1c) AoRIEFNBZRYRTF R BIE (2a) . (2b) RV (
2¢) hORENZRYRTF R, XRZhSORYRTF RRUEHOTE
EREASUBHEE) CERINIEINES 1 2 TRINIEHALES,
CEFBINDIEHCHI1EEN, VAN 71 FEEAZNLTEAELTWVW3E
i (c) ORYRTFR,

(g) BUEE (f) ORURTFROCH 1 4EEICERECH2 RUEHCH 3
REHINERYRTF R,

[0046] RIB2BUELEORUARTF RIL, BE LLRRYRTF RERSORER
BILL>TEREIND, HERGERERARURTFMEETH>THLL
Ly UVA—EFENT2BEHR)AXTFRESTH>THLL, YA
—EAE. BR. TENEETRTIVE AUV Y, TSZURY
Y UhSRENDTIVEINAVOND, $h, JYKZFVEMEETS
Jyh—THLWw, Urh—-BIORIIE. BRICREINES,

MBS, Yyh—mAE, 81273 JBELUT. HlAE1073
MENUTFXE2~1 073 /BRTHSD, £k, EHERAOHE L TR
KRS, 77 VFNT—LRAA, AXVEEDBET LD,

g, AIReE LR RIRTFFRELOERBELOFUTDETE WD,
Thbt, ZREEEMRLARURTF RAEREET S LT, URIE
BEMEL 1 DOBFICRBERILBITSE. SRBEEERLERYRTF
FEORENERETHS, KEBMO—BRTHE. YANT 1 MRS, KFEE
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PP UTFNT =N AN AF VEEFEN L TBETEMEES L CRE
BEEESURYRTF R, EETEEES L UVEEEEREESOR
RTFRERELTWS, FaF1E (g) ORIARTF RFRAEHNESCT
AINDT I /BENNLBRBERBFORY XTFREEHES 15 TRI
NBRYRTFRPBRHEINALR)ARTFREZI-NTEIRYRILFFF
EEORBANI S -ERVT, HRARHEARRREFO USZRTOH
TRHORBRRICLYRRIE, B2 W TE5, HBERRBRRTR, &
FHEE L THARF Y4 Z—INLRY —GREIEIE (CHOMIR) »FIA
INhE5,
[0047] HikDEHEHE LT, RUIFLYTUa-) (PEG) E0EEHFE
GLEMBEFEETZICHTES, JOL D BRFEBEYIL. §ohk
RECIEENRERERT CEICL>TELIIENTES,
Fo, ARBICBWTIER, HRESZEAIBHMTENRE T, BHEY
BLEMBEAEEBVRZEETHETH D, ILHIKARBICBVTL HiE
KEHHEBREEEN NS TSHEXABOD YHMELEEBRAINES

& Op

=

(]

[0048] AFEPOIFABERIL. HERZ2AZBHICREBELTWAHPAILEL TEY
THY., GlAE, S BE ERRE TOMOHER2Z2ERICHRSRL
TWABNADERBRICAVEOIFE LW,

[0049] AHBBONABERIZ, PAEETZE MEESUEYMICHL T, 8O%KS
RIGFEHRORES T2 &N TEDY, EROKS/FE LV, BENLES
FiEE LT, HERS, BRRES. BIkREE. RTHRE. BREEX
IRRHEEIET N5, ARBONABRERI, MIREINDOS v/
HEBEEBELT. FFLL{E0. 01~30mg kglkE, LUYBFTLI
0. 1~10mg/ k glkE, ILKFELIEO. T~Tmg k glkE
DRBTRETDIIENTEDS, BEFFRLL T 18RS LR —F
HE. I 2B G2 2 BEREHITTRETHIEHTES,

[0050] AFBEONAAERIL, ARBEDRIUMI, EXZWICEEARLE v
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7. BREIXGEER (ThoOlAehEE2T) 228EIET. AR
BEMERPETLENTES, BENIIZETRAF v U 7 XIBHHIL

. BESBETRAMNTHY., FLTHAE, Remington' s Pha

rmaceutical Sciences, Mack Publishi

ng Co. (A. R. Gennarolg. 1985) ILR&EINhTW3,
ERMICHEATRELF v 7. BEANEERFOBRE, 5RBRTE
HEEBMIETICHE > T, HEELL - TESIOBRINES, Fh, &F
BRONARERREMAMIZ, AROETGEAHL BRAL, A, WEHX
BRI E S SILERES,

=

[0051]  RICERGIZE TAREPEZILICHEMICRBT A, KERIZINLE
BEHICRE X N2 HOTIEAW,

[0052] =61 (RERRAAEHEHBER ) RTF FORERUBEREFN)

a. MAEBHEADEREAN
(1) P2 RVZXXTEHEHP OS5 P I MHEADEMNER 1 RUEIIES 7

=T
(2) primerffiTempliate DNA

Froward primer (red) :ACC TTC GGT

CAG GGT ACC AAA GTT GA (EBEHESS)

Reverse primer (blue) :GGT GGT GTA

GTG CTG CTG GCA GTA G (EBEWNES9)
trastuzmab—-L pET20b (+) 113. 5ng. ulL
(3) B4k
FUTSAIRE2HEEMI 111 QT50ng / mLIZERLA, PCR
Fa—TICKOD~p | usUADHEHELMA TRE, ALVS IV LTF
31— T DEBICED T,
[0053]
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[0054]

[0655]

[#1]

Component Final cone. volume (uL)
10xBuffer for iPCR e 5

Bis MilhiQ —- 35

2mM dNTPs 200mL 5
10pmol/mL Reverse pm.mer 0.3pmel/ mL 1.5
10pmol/mL Forward primer 1.5
50ng/mL plasmid ' Ing/mL 1

KOD-plus 1U/mL 0.02U/mL 1

Total - 50

KOD—plusZAh, BN v EYTLER AEVSIVLE
. Thermal CyclerTinverse PCR (iPCR) %
127,

lnitial denaturation 947C, 2min

Denaturation 98TC, 108

Anneal ing&Extension 71C, 5min (5%4%
Ny 47T, Ho l d

EQXSAE LTI PCRRIESE 1 Ou LY SH CEBRELE. B
YOI PCREBHEAOULICDPN 1 %51, 6ubmark, 37C, 1
hrfvFan—vavl, BEDNAEMEELE, Den | HLESED
HOTHO—ABRXEIEERL k.

Ry RRIYa VvOREBICRBEITSIIR (100ng,Lane) &
AW, i PCREIISuL LaneTkELA, THO-RBEE1%T
H3, Dpn | HEOHRHEEL, PCRFa-TKTRICH>TSe |
f—ligation@E%sHEL, 16CTThREIHEA,
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[#2]

Component volume (g#L)
Dpn ITUEEAD|2
P C REW
WEMiI111Q 7
Ligation h|o
igh
T4 Polynuc|l
leotide Ki
nase
af 15

[0056] Competent Cel i, DHBANKBTYY—Ny MNRICEDZ

TRIMBItEk, AiSOL igat i onRISKEZTOuLMAT3IOmMin
BELI, 42COWater bathiC30MERLTKABICEL, 2
NEBBLE, SUYERF21-TIC900uLdSOCHEMEFIRBDComp
etent Cel liCi. 37C. 200 rpm©T1hriEFEss
Tof. EEEERE100pug ./ mL FrEYYY (Amp) RHLB
platellBBL. 37CT—MESLA, BH, I0=—%8EEV
BT ERAVWTEREROR, Master plateihfflLEL
Master platedEFKEE>TColony PCREZEREL
, 6600 pMMEDBIE (BELR) M"HERAERALEERNO TSI FEH
HU =T @ L BN EZRR L, 0%, 22703020
L7UEO-ILA MY VEFRTDEREEIC. 75X REBL21 (DE
3) pLy sSIKHMAATREBBOEKE L.
[0057] b. &%, BN, &

FEGRAEE, 100ug/ mL7VEVY YV EEDLuria—Ber
tanifEiLem, 37CTO. 6DAB00NnmETEREIHE, RWT
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0. O1TmM IPTGEHICT8CT200E, yFar~rLrk, Hil8
EEDDE (35009, 4C, 109) iK&>TEEKL, RVWT250m
M NaCl, 25mM Tris—HCI, pH8, 001 00mLEBER
FICBREB L, MRZKAFRTE2HEIEETRLBL LB, BEo0k
(21, 476¢g, 4C, 20%) Lk, #ERUALE M EHELZ LELLTE
U7,

EFEEF250mM NaClAaEE&L25mM Tris—HCI, p
H8. OTEBILLAENI —NTAASLYIOTATST74 (Qiagen
YL, 13V -ILOEBERORT /4123 0~300mMIZHEM
TEBCERNLYBEET %, NI —NTAHSLYOAT RIS T 4 DR
TUEE UV VISIKBIZA600nmORKEL, 05 Img,/
mL (40 uMBEH) CHRTHEILEDE, AHRIC50uM Cul i,
(B4HIZ1. 25eq) OBEKREMAL (ThEHE—4 (ZEHR) BELE
DEOICEETHD) ., RIS, BEHEMS AV E2SUBRRE. 92 OB,
pH8., OB OmMKYZ-HC | BERTENLL, BOO8 (17,
800g, 4C, 204) KLY—BESEERELER BREZmg /
mLICIBAE L, BREE (AKTAYRTL, GENVRTTY vy, K
) EOTris—HCI (pH8. 0) E&®+DONaC | 0 (0,
0% 15, O%FET) #T2SP—-5PW (TOSOH, BHK) O#R
FLERVWTHBAFT URBIOT NI Z 7112 FRIBBRERIBE
ELT137mM NaClzEB8TPBS (pH7, 4) BERzHEWVWTA
KTAYZAFL QYA XPRIOT KIS T4 (h5L; HiLoadW
16,/60Superdex™200pg (GEhealthcare)ilh
7. FO%, BERAGNL. 20mM Tris—HCI,/150mM
NaCl#&E&E& (pH 8. 5) KWHLTHT TRKEZERLALE Amic
on ultralO000 (Millipore, USA) BWVWTEHK
ERMELE, SWAMICEDTAZ50mMICABEDIICAN, 4CORHET
TIEBERGIE/% 2LOPBSICHLT2EEN L, UV, VIS
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FHFEICELBCuU (1 1) ORERELEALLE. 0. ZumXTLY
7408~ (Merck-Mitlipore) #EVWTEAL, 4CTH
BI3NERELE, VRV ERENR, DCHVRVETFTyE1Fy b (B
io=Rad) ZBWT, LowryxzeMATHBradfordiild
2 TREL %,

[0858] SDS—PAGESD#H:

BHEDRS%, CBBRBICLASDS-PAGENH AT >, BRR
UHFETRETTOISAVITTREOEREM 2 AITRY, JI TR,
FBTEHTT. ZERRUVEESRICTNENRIET 244 6 RUP28kD
DN REHONT-, BILEHT T, BEERKWET228 kDad/\Y
RO#HHBEINi, SDS—PAGERTR, BROZEERUV_EH
N2 REAONRY FRIZEAERDLNT, FIRYITTOBHIBE
BHEHINTWB I EDRBEN, FBTRETR, T/ ¥RV FEHT
HATHoh. ZEBFRASY FEIEETHY . ZEFFBARFTRATHD
EERLE. ©2BiEE, Pro9B5RUPro965SERVEHDOERR
K T5H5SDS—PAGEDHRETT. BREINSAVIT TOBRETHE
ONEREREBZRTH 2N FBRRETTHE 30k D afmTEWAY
NABRERI N,
BREIscFVvISAYITTHREPISAPIBSADSDS—-PAGE®
EREM2CILARY, COBRE, BRRUHBELFHOMATI 1 kDaf
EQE—NY RABREI W, Oy RIZBREShAadh>ADT, scF
v RSAVIAITBREPOILAPICARBSEICERR IR,

[0059] c. EEREMEREE

(1) Arg—pNARBABEVLHE

0, 025% Tween20 (TGTHER; pH7. 7) 258310
OmM Glycine/50mM Tris—HCIE&REPT R—p
NAHEHE (Peptides Institute I|nc. ., BREKK

Y HOC—terminal aa~ODPIFESp-—-nitroani |
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i deDBERAEITCTo6~we l | L~k (96~we | | L=}
/353075, Becton=Dickinson, ZTa—=Uy—3—
CKE) TRIELL, BESE (20ul) 2AREETHAIR~pNA
BOuLERE U, BHCEEORRBERINENIOuME200u
MTohor, BHICI > THEIhIEEIOHERIN/Para—nit
roaniline%, 405 nmTORKEDEHRICL >THREL, —5F
. 820nm&, w4007 L—N)—F— (KETHFa -ty YMY—
ETAYY—YAIVFTATAvIDTNFIAAVECIZODVWTDAF ¥
VIVR3. 1) ABRELTERL. p—ZbO7Z Y YOERED O
EMAEE L.

[0060] ~YTVUREBELTFTHDIArg—pNAEE (T, R—pNA) %
MIEMORETICE W, R—p NAYINORGEBEEEEM 3 IIRT, &
BULSHNIEIEREER -~ p NAZRLZICMASNRBEL, p—=bOF7ZY
Y (pNA) OEmEEL Lk, DERINE 4 SREXTE=S— L1,
NSAVAR TR, FSAVATTBEPISAPIBARYscFvVE
SAVATTEREPOIEAPIGADIDOH Y INDIE, MSAYVRWT
TBENREVRETEER L, — A, PIRAVAYTEEPOSAP
96 ARBEBVEMER LA, SCFVISAVAT/HEPISAPO
BAIE, FSRYRATTERE, FSRAVAXTTPISAPICADPEDE
HERLE, HRGEER. E89F04. SuMOBET., F3RAYZRT
TBEIIHLTO. 13uM/ hr, RZRAYXTTEHPIEAPIGA
ICHLTO. 24 uM/ h rRUscFv hSAVITTREPOSAPO
BAICKLTO. 20uM/h r&lfEINE, RTFH—EEMIZ22F
6 b MR (REEE ; 2 2 F 6 fERARED4. OuMDEBETO
. 09uM/hr) ERABETH,

[0061] (2) fEBEER (Kp) OREE

HER2&, FSRYXTTEHE (Tmb-L-wt)., FSAYXTT
BEPISAPIY6A (Tmb—L—PPA), scFvh3AYXTTHE
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B (Tmb-scFv (wt) )., scFviIIRAYITTHEPOISAP
96A (Tmb~scFvPPA) RIS AVYZYT (Trastuzu
mab) SOBFEHEMEE, REHBEOctet N1 (Sartoriu
s AG, F4Y) RPAdvanced KineticshAEERAWT
AN ESTRHE L, RNV NTPEVVEEANS A VY~
Fyv Tl (SA-—NAFEUH—) 2EVC, MBAHER29F%Av i d
in—4%% (SINO Biochemical;10004—-HCCH-
B) tiEAXt, RBUBRTOSRBERG7 v 4 %iTo~, £, S
A—NA ALY —%, T440Fa2—7 (ClickFit, Light
Block, PP, Black, 0. 5mL, TreffbLab, Dege
rsheim, Z42) FOPBSHEERKR (250ul) RICIOMERE
L, ROWT, SA-1MFevH—% 4ulD100nMOBAHER
2HFEEETEDrop—Holde rBIC 1 20BE LA, B3B
BT, SA-ASAErt— BEAHER2AFTEREL) &kEHY
A9OF2—-TOPBSILRELL, BARBTRE, HBRAHERZSF&
BELESA~NRMAErd—% HABKRA L EZOE TR —IC

20MBERBEL. B (ESBRE) DBRET. MIBEEAELESA-1R1F
U —%BEPBSRERIEREL. HEELNELL, OCctet NI
VINDITERVWTT— 98B &To7,

FEER (K) . S8 (ka) RUHEE (kd) OERGFTELS S
O, BREOREADRELZAR L. BEEHR (K) Bkd kaTs
Bl, TOER, RILFTLIIL. bSAYXTTREPOISAPIE
A(Tmb—-L-PPA) ORERER (K) @ MSAVXTTEHE (Tm
b-L—wt) EERBOTED >/, Fh. scFv NFRAYAT TEEH
(Tmb—scFv (wt)) ORBEH (K) &, scFv i3 RAYXT
TEEPISAPIBA (Tmb-scFVvPPA) SEEFRAETH- 1,

[0062]
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WO 2025/005224

[3R3]

(¢01X)S00F 85T GOTX)0'0F60°T £21 Vdd-T-qemnznisel]

(OTXNT0FTSY GOIX)600F2IE St 14-T-qEeWINZNISeI],

(O1XTED T SS'T GOTX)IE0 05 L9'T €60 Vdd/QEUnZISeL-A 408

(¢073006°0 F L'01 GOIDEL0F ST ¥6'9 (m)qeumznise1] - 108

GOIX6E0FTLS (01 08°0F8S¢ 09'1 qeurnzmgses],
(;-8) =Py (S D= (Wu) 9y satpoqruy

(3) FRET-HER2RT7FREBWBEFE (a)

[0063]
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[0064]

IR A RN, FEROARET IO, FRET-HER2RTF
Fe&RLE, He r20F09 551 v JBE, FSAVYATTDI
ErN—THREBESUNETHS, TEM=TOEFIZaabb63-626M0
bEibhb, Loopl3 (PDB: INS8ZRUE6O0GE) mKFPDEE
G ARSI, FSAVATTOBRHCBHENRATS (PDB: 1N8
ZRUPBOGESR) , #80C, "OXTFREPSGVKPDLSYMP |
WKFPDEEGA™DMEHAHE L, FRET-HER2RTFR-T&L
TEHLE (M450a) FRET-Her2peptide—11(579
—-600), &b, CZOFRET—-Her2peptide—1 (579
600) ODUMHEFREZOAMMOBEER 5 ILRT,

FRET-HER2R7FRK (25uM) 2, 37CTO. 02% Na
NASOTGTRERSRT, PSAYAITEE (Tmb—L) . b32Y
AXTHEEPISAPIGA (Tmb—-L~-PAA), scFviTRYX
TT7EE (Tmb—scFv)., scFvhSAYXTTEHHEPILAPY
6A (Tmb—-scFv) RErSAVYXTT (Trastuzumab)
(BuM)y &4 vFan—~hLf, Fluoroskan Ascent (
Ae=320nm, A,=408nm; Thermo Fisher Sci
entific Oy, YVantaa, Finland) ETEHNICER!
BARELL, TATORMER2ET> K,

FRET-HER2RTFR-1EBVWLERERCICRT., COBFE,
hS2YZT TP OLAP IS ARBREBEVEIEEEARL, scFv
FSAYXTTREP IS AP I 6 AN RILEVE, —A, FSAVZT
TRBIIEVEEEZRL, scFv NSRYITTEHERF IS AV ITT
BEHEVESEERLE, BHOERIEZA rg-p NAHRTESLMELD
EEBROERTH >N PSRAVYXTTEEPOSAPIGANRERES
s RWTscFVvFSAYXTTEEP OIS AP IB AMNRICHEWNERER
L7

FSAY AR THEOTEREOT X/ BEIN =R 7 RCBENES 4 ICx
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To NZAVAYTREOCDR I OF L /BEEANARABES 11T, CDR
20T/ BENEEFES 21, CORID7 I/ BENEEFIES3IC
B MNPAVAYTRHEOCDRIBHALP IS RUPI6ERETH
FRYRTFROT I/ BRIIERNESSICTT,

FS2YXTTREOTEEENOP IS RUPI 6 AREKIELRYA
TFROT I ) BENEEINES6ITRT,

[0065] (4) FRET-HER2AXRTFREAWVWDEFHE (b)

M4Db) LRYFRET—Her2peptide—2 (Loop2+
Loop3) #&MLE, BB, COFRET-Her2peptide—
2 (Loop2+Loop3) OUMREREZDIBBOBEERSITRT

FRET-HER2RZ7FKr-2 (25uM) &, 37CTO. 02%
NaN.Z2OTGTRE®RPT. FSAVIATTEE (Tmb—-L) . b7
AVATTEEPILAPIGA (Tmb~L-PAA), scFviZR
YARTEE (Tmb~scFv), scFviSAVIATYTEHEHPOBA
P9BA (Tmb~scFv) RUMNSAYZXTT (Trastuzuma
b) (BuM) &4 vFar—kLfk, Fluoroskan Ascen
t (A,=320nm, A,=405nm;Thermo Fisher S
cientific Oy, Vantaa, Finland) ETEBRHIC
EHEERMEL . TATORER2ET> %,

FRET-HER2R7FR-2EBVWLHEREMOICRT, TOBA.
FSAYATTEEPOSAPIBABLEVMEEMLARL, scFv
NS 2AYXTTEEP IS APIBANIHIKEW ., —FH, FSAVXV
TEEIIBEWEEZTRL, scFv hIRYATTBERP IS RYITT
HEHEWEEZTR U, BHORFIEA rg—p NAERTELONZDBD
ERROBRTH D, FIRAVIATTEHP OB AP IBANRLES
CRWTscFVvFSRYXTTEEP IS AP 6 ANRIKBWEE LR
LZ,
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NSAY AT TEEPOIBAPIBALscFV NSAYATTEEPI
5AP96AMNL ineweaver—Burk plotilddREEE
EHAFHEUABRER OICFRY, MBELBIL. BVWKmEZTRLE,

[0066] Lt#&fFi1 (D1,/S27 /HO3%ZBLRVWAKEEOP 95 RKICL 8
FEHEDOEL)

WAES1 007 I /BRENESTCHAEHRF 40P 95 £XRMHA 1 &F
BRICLTREX B, TOBERERORILERE L,

ZOER. #4PO9BAR, BREMOBERRohEA -,

#4OT7I/BENZET 1 RURHNES10ICRT, T, #4H5P
95 EREXBLRUNTFROTI /BEIZENES1 1ILRT,

[0067] RWEhI2 (IABREOYI2L—YaV)

Discovery Studio (Accelrys Softwar
e, San Diego, CA, USA) ZBWVWT, #4. #4P 95 A,
SAVIATTEE. FFAVIAITEEPIBARTIMN S AV AT TEH
POSAPOBADHFEFYVVICELY, UBEEDY 2L —-Yavik
Io7,

TOWER. HARUVHEAPOBAR D1./8S27a,/H4 9NBIE=D
HABEOBEMEELONSA, ME=ZOHABREOBRIFTRTH > %

SRV ZTTEHOERWE, D1,/S26 /HO 1 MRME=DHAKE
OREEEAOSNDY, BESOHEAREOBERZRTETH >/, — 5.
FSRAYXTTREP IS AP IBAILBLTHL, £<¢EMNICE, S26/
R24/D7T0ILLYHE=DHAREOEBEIRTH L (K12, HF
ERP NS RV T TEE RAFNSRAYITTBEPISAPIGA
) o TOBR, AEROMHER 2HFEHARORYRTF RIEITRY
AR TRKHATABEEVEREEERLEBDEEA LN,

[0068] =fEHI3 (KREAOHHE R 2HEREBROR YR TF FOMBEE 4R
B
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[0669]

[0078]

EEERE LTI O%FBSEMRPMI - 16408 (Sigma,
R8005, 8//a—2) #HW. BT~474 clone 5#E%
EE U, NEUBRITHRES DA MBRIHERERAE AT, 0. 25
%Trypsin -EDTA (Gibco, 25200~072) #HWT
MEAERAL, EEEHTE, 4X10% cel | s/ mLICARZHICHE
Lre 100pul /' we l 1 TOBRTL—RMICHEEL, B%CO, 37T
T48h rEB L, BBREBREL. RPMI-16405%50ul
Jwe | IEMUE, BWTPBSTT7. 068 uMICEELAREERES
Oubl/ we | I THRML. ReMIBHLIRIC, 5%CO, 37CTT
2hriE&Lf, 2ug/ mL Pl solution(Dojindo
. 341-07881) &2ug/mL Hoechst33342 so
lution (Pojindo, 346-07951) #MAT5%C Oy
37CT30NMMBLA%. KEYENCEA—I MY - 7 M (B
#EBZ-9000) CTHEHEELT>-.

FTORR, BT 3RV ATRT L0, b MUBMIAKB T -4 7 412
WLT, scFvhSRAYATTHEEPISAPIOBA (B, Sc—Fv
PO95A). hIAVAT7HEPISAPIGA (HF, L-P25A)
L MSAYZTT (Fh, Trasutuzumab) QIETHEBESEY
L, MHERZ2HASRE (B9, Lehain) i BEACHEE
EEEERI ADoK,
=4 (Trastuzumab, TOscFv (Trastuzuma
b—scFv, RU'Pro95&Pro965RkXttATrastuzu
mab—scFv-PPAILLE, HERSBEEHBROEE)

Pro9b5&Pro96azXk&kIt8fiTrastuzumab—scFv
- PPADHENMEEERX Trastuzumab®Trastuzuma
b—scFvIiICHATKRE(HELTWE (B15),

RREGIS (Fisd (g) ORIRTF FOEKRS L OFHE)
Aiad (g) ORYRTFN%E, BEHIFEBE TRINDT I/ BEIH, LA
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LARBEORYRTFREBEHBER 1 5 TRINBRYRTF RANER SH
ERYRTFREI-RTER)X VLI FRESUERBAZ Y% HUL
T MEAXEHEARRREOUERMNAGT TRMNORRRICLYERS
5,
ARYRTFFORARERE. BIESIOT7 I/ BRENISAZRY)
RT7FREBAUEBS I ECRINDIRYRTF RPERIWARYRTFR
EOA—-RT2RYRILAFREZEURRANIS-ZHAWT, HERNE
HEARRAREFOEZIRWIB TANORBERICLIYBRIEL I &ICL-
THBLNZRYRILAFRED Y bO—LE LTHET D2 & TIMETAE
THsb,
[0071] [EHIK]
BEHES1 :RASQDVNTAVA (CDR 1484)
BHES2 : SASFLYS (CDR2%H)
BHEES : QQHYTTPPT (CDR 3454)
fhl&E=4 :
DIQMTQSPSSLSASVGDRVTITCRASQDVNTAVA
WYQQKPGKAPKLLIYSASFLYSGVPSRFSGSRSG
TDFTLTISSLQPEDFATYYCQQHYTTPPTFGQGT
KVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLL
NNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VIKSFNRGEC
BABS5: QQHYTTT (CDR34EE; APO95, 96)
FH&S 06
DIQMTQSPSSLSASVGDRVTITCRASQDVNTAVA
WYQQKPGKAPKLL I YSASFLYSGVPSRFSGSRSG
TDFTLTISSLQPEDFATYYCQQHYTTTFGQGTKYV
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNN



WO 2025/005224 37 PCT/IP2024/023474

FYPREAKVQWKYDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVT
KSFNRGEC (HERZ2HABHEP ro 95 RUPro06%&REIH
7-E5)

EAIBS7 .
CCTACTACTGCCAGCAGCACTACACCACCCCGCC
GACCTTCGGTCAGGGTACCAAAGTTGAAATC
f3&ES8 .

ACC TTC GGT CAG GGT ACC AAA GTT GA
(Froward primer)

EHES9 -

GGT GGT GTA GTG CTG CTG GCA GTA G (
Reverse primer)

B5%ES10 :
DVVMTQTPLSLSVTPGEPASISCRSTQSLLDSDG
VNPSFDWYVQKPGQSPQLLIHRGFYRASGVPDRF
SGSGSGTDFTLRISRVEAEDVGVYYCMQRIEFPL
TFGGGTKVEIKRTVAAPSVF I FPPSDEQLKSGTA
SVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKLYACEVTH
QGLSSPVTKSFNRGEC (#4073 /BEES)

EANES11
DVVMTQTPLSLSVTPGEPASISCRSTQSLLDSDG
VNPSFDWYVQKPGQSPQLLIHRGFYRASGVPDRF
SGSGSGTDFTLRISRVEAEDVGVYYCMQRIEFLT
FGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTAS
VVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKLYACEVTHQ



WO 2025/005224 38 PCT/IP2024/023474

GLSSPVTKSFNRGEC (#4m5P 958 REIEERYRTF
RO 7 3 JBRES)

mHES1 2
EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY !
HWVRQAPGKGLEWVARIYPTNGYTRYADSVKGRF
TISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGD
GFYAMDYWGQGTLVTVSSASTKGPSVFPLAPSS (
BEHAEBER)

ESES1 3.

scFvEd—1 (JidHER2HFBHEIZTEED L OHIEHER 237%
BHEAEHAEEY Y H—-TRVE/O—Y)
MDIQMTQSPSSLSASVGDRVTITCRASQDVNTAYV
AWYQQKPGKAPKLLIYSASFLYSGVPSRFSGSRS
GTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQG
TKVEIKRGSGGGGSGGGGSGGGGSKLEVQLVESG
GGLVQPGGSLRLSCAASGFNIKDTYIHWVRQAPG
KGLEWVARIYPTNGYTRYADSVKGRFTISADTSK
NTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYW
GOQGTLVTVSSASTKGPSVFPLAPSSLE

EAES1 4

scF viidd—2

(MAHE R 2 AT EE O N/ Ny NYETP ro95&Pro96
EREIELESOEHAEHER 2HAEHETLREE Y v H—-TEWEID
—)
MDIQMTQSPSSLSASVGDRVTITCRASQDVNTAYV
AWYQQKPGKAPKLLIYSASFLYSGVPSRFSGSRS
GTDFTLTISSLQPEDFATYYCQQHYTTTFGQGTK
VEIKRGSGGGGSGGGGSGGGGSKLEVQLVESGGG
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LVQPGGSLRLSCAASGFNIKDTYIHWVRQAPGKG
LEWVARIYPTNGYTRYADSVKGRFTISADTSKNT
AYLOQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQ
GTLVTVSSASTKGPSVFPLAPSSLE

EoBES15 -

(HER2HAEHRT X / ERECS)
EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY |
HWVRQAPGKGLEWVARIYPTNGYTRYADSVKGRF
TISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGD
GFYAMDYWGQGTLVTVSSASTKGPSVFPLAPSSK
STSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV
HTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY I CN
VNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF
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