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Figurs 21

hM195 VL
(aa)

DIGMTOSPRSLSASYGRRVTITCRASESVINYGISFMNWFQOKPGKAPKL
LIVAASNQGSGYPSRISGEGEGTRFTLTISSLOPDDRFATYYCQQSKEVPY
TEGQGTKVEIK

hM1S5 Vi
{nt}

Gacattcagatgacccagtcteegagetetetgtecgeatecagtagpgagacageg
teaccatcacatgeagagecagcgaaagtgtogacaattatggeatiagetttat
gaactggttecaacagaaacoegggaaggctectaagettctgatttacgetgea
Tecaaccaaggeteeggggtacectotegetteteaggeagtggatetgggacag
acttcactetcaccattteatetetgragectgatgacttcgraacctattacty
tragcaaagtasggaggtteoglggacgtteggteaagggaccaaggtggagate
a3z

hM195 WH
{aa)

QVOLVOSGAEVKKPGSSVKVSCKASGY TR TDYNMHWVROAPGOGLEWIGY
TYPYRGGETGYNOKFKSKATITADESTNTAYMELSSLRSEDTAVYYCARGR
PAMDYWGOGTLVTVAS

hM195 VH
{nt}

Caggttcagetggtgeagtoctggagotgaggtgaasgaagootgggageteagiga
aggtttectgeaasagettetggetacaccttcactgactacaacatgeactgggt
gaggeaggetectgpccaaggeotggaatggattggatatatttatecttacaat
getgptaccggctacaaccagaagitcaagageaaggecacaattacageagacg
agagtactaacacagectacatggaactetecagectgaggtotgaggacactge
agtctattactgegeaagagggegecocgetatggactactggggccaagggact
ctggteactgtetettea

{G4S)3
Linker

{nt)

Ggtggcggtggetegggcggtagtgggtegggtggcggeggatet

{G45)3
Linkepr

{aa}

GGEESEEEEEEEEES

hM195 scFv
with
linker

{nt}

Gacattcagatgacceagictocgagetetetgtccgeatcagtaggagacagssg
tcaccatcacatgeagagecagcgaaagtgtegacaattatggcattagetttat
gaactggttecaacagaaaccogggaaggetectaagettetgatttacgetgea
tecaaccaaggeteeggggtacectotegetteteaggeagtggatetgggacag
acttecacteteaccatticatetetgeagectgatgacttegeaacctattactg
tcagcaaagtasggaggticcgtggacgticgpteaaggrgaccaaggtggagate
aaabgtggeggtggetogggegptagtygatogggtggeggeggatcteaggtte
agetgptgcagtotggagetgaggtgaagaagectgggagetcagtgaaggttte
ctgeazagettotggetacaceticactgactacaacatgeactgggtgagecag
geiectggocaaggeetggaatggatiggatatatttatecttacaatggtggta
coggetacaaccagaagticaagageaaggecacaattacageagacgagagtac
taacacagectacatggaactetecagectgaggtetgaggacactgeagtetat
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Figure 21 continued

tactgegeaagagggegeccegetatggactactggggecaagggactetggtes
ctgtetettea

hM185% scFv 8 DICMTOSPSSLSASVEDRVTITCRASESVDNYSISFMNWFQOKBGRAPKL

with LIYAASNQGSGVPSRESGSGSGTRFTLTISSLOPRDFATYYCQQSKEVRY

linker TFGOGTKVEIKGGGESGREGESGEEESOVOLVOSGAEVKKPGSSVYRVELKA

{aa) SGYTFTOYNMHWVROAPGOGLEWIGY LYPYNGGTGYNQKFKSKATITADE
STNTAYMELSSLRSEDTAVYYCARGRPAMDYWGQGTLVTVSS

M3H12 WH 9 QVQLQOSGPELVRPGTFVKISCKASGYTFTNYD

{aa} THWVNORPGOGLEWIGHTIYPGDGS TKYNEKF
KAKATLTADKSSSTAVLQLNNLTSENSAVYERCAS
GYEDAMDYWGEQGETSVTVSS

M2H1Z VL 18 DIKMTQSPSSMYASLGERVIINCKASQDINSYLS

{aa} WFQOKPGKSPKTLIYRANRLVDGVPSRFSGSG
SGODYSLTISSLEYEDMGIVYCLOYDEFPLTFGA
GTKLELKR

DRBZ VH i1 EVKLQESGPELVKPGASVEMSCKASGYKFTIVY

{aa) VHWLKQKPGOGLEWIGYINPYNDGTKYNEKF
KGKATLTSDKSSSTAYMEVSSLTSEDSAVYYCA
RDYRYEVYGMDYWGOGTSVTVSS

DRB2 viL 12 DIVLTQSPTIMSASPGERVTMTCUTASSSVNYIN

{aa} WYQOKSGDSPLRWIFDTSKVASGVPARFSGRG
SETSYSLTISTMEAEDAATYYCQQWRSYPLTRG
DOTRLELKRADAAPTVS

My@-& VH 13 QVQLQOPGAEVVKPGASVIMSCKASGYTFTS

{aa} YYIHRIKGTPGQGLEWVGVIVPGNDDISYNQK
FRGKATLTADKSSTTAYMQLSSLTSEDRSAVYYC
AREVRLRYFDVWGAGTTVIVSS

MyS-& VL 14 NIMLTQSPSSLAVSAGEKVTMSCKSSQSVERRSS

{aa) SQKNYLAWYQQIPGQSPKLLIYWASTRESGYP
DRFTGSGSGTDFTLTISSVRSEDLAIYYCHOYLS
SRTFGGGTKLEIKR

GM-CSFRa 15 Atgetgetgetggtgaceagectgetgetgtgtgagetgecccaccoegeettte

signal fgetgateooee

peptide

{nt)

GM-CSFRa 18 MLLLVTSLLLCELPHPAFLLIP

signal

peptide

{aa)

{D&alpha 17 atctacatetgggeccctetggeeggeacctgtgpegtgetgetgetgagectgg

™ {nt} teatcaccctgtactgeaaccaccggaat
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Figure 21 continued

{D8alpha 18 IYIWAPLAGTCOVLLLSLVITLYCNHRN

™ {aa)

D28 ™ 18 Tittgggtgetagtgetggttggtggagtectggetigetatagetigetagtasn

{nt} cagtggccttiattattttctggets

28 T 28 FRVLVWVGGVLACYSLLVTVAFIIFWY

{aa}

{D8alpha 23 Aageccaccaccaccoctgecectagacetocaaceccageeectacaatogees

hinge {nt) gecagoeoctgageetgaggecegaagectegtagacetgocgetggegeageegt
geacaccagaggectggatttegectgegac

{Dh8alpha 22 KPTTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACD

hinge {aa)

4-1B8 23 Aagagaggocggaaganactgotgtacatettcangeageeetteatgeggeeeg

signaling tgeagaccacccaggaagaggacggetgeagotgoeggttecccgaggaagagssa

domain aggeggotgegaactg

{nt}

4-188 24 KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGRCEL

signaling

domain

{aa)

Ch3g 25 Cggetgaagttcageoggagegocgacgecectgootaccagoagggecagaace

signaling agetgtacaacgagetgaacclgggecggaggpagegagtacgacgtgetgrgacaa

domain SCEEagageCcCEggaccetgagatggRCcggcaagorccggagaaagaacacteag

{nt} gagggectgtataacgaacigragaaagacaagatggorgaggectacagogaga
TeggcatgaageucgagcEEcEEaggggcaagggecacgacggectgtaceagss
cetgageaccgecaceaaggatacetacgacgeectgeacatgeaggeectgece
cocaga

{D3g 28 RVKFSRSADAPAYQUGONQLYNE LNLGRREEVDVLDKRRGRDPEMGGK PR

signaling RKNPOEGLYNELQKDKMAEAYSEIGMKGERRRGKGHDGLYQGLSTATKDY

domain YDALHMQALPPR

{aa)}

{28 27 Aggagcaagoggageagaggeggocacagegactacatgaacatgaceeeeeggs

signaling ggeetggeeecacoeggaageactaceageectacgeeeeteccagggactioge

domain{nt) cgoctacoggage

D28 28 REKRSREGHSDYMNMTPRRPGPTRKHYQPYAPPRDFAAYRS

signaling

domain

(aa)

T24 (nt} 29 GAGGGCAGAGGAAGTCTTCTAACATGUGETGALGTGGAGGAGAATCCUGRUCLT

T24 {(aa) 38 EGRGSLLTCGRVEENPGP
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Figure 21 continued

HERIt {nt}

31

Cgcaaagtgigtascggaataggtatiggtgaatttaaagactcactetecataa
atgetacgaatattaaacacttcasaaactgeacctecateagtggegateteca
catcctgeoggtggeattitaggggtgactccttcacacatactoctectetggat
ccacaggaactggatatitctgaaaacegtaaaggaaatcacagggtitttgctga
tteaggetiggectgaaaacaggacggacctecatgectitgagaacetagaaat
catacgeggraggacoaageaacatggteagtttictotigeagtegteagecty
aacataacateoctigggattacgetooctcaaggagataagtgatggagatgtes
taatticaggasacaaaaattigtgetatgcaaatacaataaactggasaaaact
gtttgggacctecggtcagaaaaccaaaattataageaacagaggtiganancage
tgcaaggecacaggecaggtetgecatgecttgtgotecceegagggetgetege
geecggagoocagggactgegtototigeeggaatglcagecgaggeagggastg
cgtggacaagtgesacctictggagggigagocaagggagtttgtggagaactet
gagtgcatacagtgecacccagagtgectgecteaggecatgaacateacetgea
caggacggggaccagacaactgtatecagtgtgeecactacatigacggeoeea
cigegteaagacetgeceggeaggagteatgggagaaaacaacaceetggtetgs
aagtacgcagacgeeggeeatgtgtgecacctgtgoeatecaaactgeacctacg
gatgeactgggecaggtettgaaggotgtecaacgaatgggectaagatecegte
categecactgggatggteggegecctectettgetgetggtggtggocotgggg
atcggectotteatg

HER1t (a3)

32

RRKVCNGIGIGEFKDS LS INATNIKHFKNCTSISGRBLHILPVAFRGDSFTH
TPPLDPQELDILKTVKEITGFLLIQAKWPENRTDLHAFENLETTRGRTKQH
QUFSLAVVSLNITSLGLRGLKETSDGDVI ISONRKNLOYANTINWIKKLFGT
SEQKTKIISNRGENSCKATGQVCHALLSPEGCHGPEPRDOVSCRNVSREGR
ECVIKCRLLEGEPREFVENSECIQCHPECLPQAMNITCTGRGPDNCIQCA
HY IDGPHOVKTCPAGVMGENNTLVRKYADAGHVCHLCHPNCTYGUTGRGL
EGCPTNGPKIPSIATGMVGALLLLLVVALGIGLEM

TgK signal
paptide
{nt)

33

Atgaggctocctgeteagetectggpectgetaatgetotgggteccaggateca
gtges

Igk signal
peptide
{aa}

34

MRLPAGLLGLLMLWVPGSSG

FL CD28@
{nt}

35

Atgacaacacccagaaattcagtanatgggactitoceggeagagecaatgaaag
geectattgetatgeaatetggtecaaaaccactettcaggaggatgtettcact
ggtgggecccacgeaaagettettcatgagggaatotaagactitgggggotgte
cagattatgaatgggeteticcacattgeectggggggtaettetgatgateccag
cagggatetatgeacecatetgtgtgactgtgtggtacectetotggggaggeat
tatgtatattatttcecggatecactootggeageaacggagaaaaactecaggaag
tgtttggtcanaggaaaaatgataatgaattecattgagectetttgetgeocattt
ctggaatgattctttcaateatggacatacttaastattaaaattteccatttttt
aaazatggagagtcigaattttattagagetcacacaccatatattaacatatac
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Figure 21 continued

aactgtgaaccagetastecctctgagaaaaactececatetacecaatactgltt
acageatacaatotetgttettgggeatttigteagtgatgetgatetttgeett
cttccaggaacttgtaatagetggeateogttgagaatgaatggaaaagaacgtge
tecagacceaaatotaacatagtictoctglcageagangalalslnaagaacaga
ctattgaaataanagasgaagtggttgggetaactgaaacateticecaaccaaa
gaatgaagaagacattgaaattattccaatccaagaagaggasgaagaagaaaca
gagacgaactttoeagaacctccecaagateaggaatectcaceaatagaaaatg
acagcetetect

FL €029
{aa)

386

MTTPRNSVNGTFPAEPMKGPR LAMQSGPKPLFRRMSSLVGPTQSFFMRESK
TLEAVQIMNGLFHIALGGLLMIPAGIVAPICVTVIWYPLWGGIMYTISGSL
LAATEKNSRKCLVKGKMIMNSLSLFAATSGMILSTMDILNIKTISHF LKME
SLNFIRAHTPYINIYNCEPANPSEKNSPSTOYCYSIQSLFLGILSVMLIF
AFFQELVIAGIVENEWNKRTCSRPKSNIVLLSAEEKKEQTIEIKEEVVGLY
ETSSOPKNEEDIETIPIQEEEEEETETNFPEPPQDQESSPIENDSSP

mhIL-15
{aa)

37

MDWTWTLFLVARA TRVHSNWVNVISDLKKIEDL IQSMHIDATLYTESDVHPSCKY
TAMKE
FLLELQVISLESGDASTHDTVENLITLANNSLSSNGNVTESGCKECEELEEKNIK
EFLQS

FUHIVOMF INT S5666S6666SGGGGSGGGG5666S LOTTCPPPMSVEHADTWVE
SYSLY

SRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIRDPALVHORPARP
STVIT
AGYTPOPESLSPSGKERAASSPSSNNTAATTAATVPGSOLMPSKSPSTGTTEISS
HESSH

GTPSOTTAKNIWE L TASASHOPPGVYPOGHSDTTVAISTS TVLLCGLSAVSLLACY
LKSRO

TPPLASYEMEAMEALPVTWGTSSRDEDL ENCSHHL

hMISSscFv-
{D8a-
{D28m~2

38

atgetgetgetggtgaccagectgetgetgtgtgagotgececaceeegeetite
tgoetgatoccocgacattcagatgacecagteteegagetotetgtocgeateagt
aggagacagggtecaccatcacatgeagagecagegaaagtgtegacaattatgge
attagctttatgaactggttccaacagaaaccegggaaggetoctaagettetyga
tttacgetgeatocaaccaaggeteeggggtacoctetegettetecaggeagigs
atctggeacagactteacteteaccattteatetetgeagectgatgactteges
acctattactgtcageaaagtanggaggitecgtggacgtteggtcaagggacea
aggtggagatcanaggiggeggtggotegggcegtggtgggtegaagtegcegess
atcteaggttcagotggtgeagtetggagetgaggtgaagaagectgggagetea
gtgaaggtttectgeaaagettctggotacaccttcactgactacaacatgeact
gggtgaggcaggctectggecaaggectggaatggattggatatatttatectta
caatggtggtaccggetacaaccagaagttcangageaaggecacaattacages
gacgagagtactaacacagectacatggaacteotecagectgaggtoctigaggaca
ctgeagtotattactgegeaagagggegececgetatggactactgggpccasgg

SUBSTITUTE SHEET (RULE 26)




WO 2017/214333

PCT/US2017/036440

33/55

Figure 21 continued

gactotggteactgtetettcasagoccaccaceaceectgecectagaceteca
accecageccctacaatogecageeageoecctgagoetgaggecegaageotgta
gacctgoegetggeggageegtgeacaccagaggectggatttegectgegacat
ctacatetgggeooototggeeggeacctgiggegtgetgetgetgagootggte
atcaccctglactgeasccaccggaatagEagcaagCggagragaggcggeeaca
gegactacatgaacatgaccecccggaggectggoeccacceggaageactacea
geectacgececteccagggacttogoegectaceggageogggtgaagtteage
cEgagcgcogacgecoctgectaceageagggecagaaccagetgtacaacgage
tgaacctgggocggagegaggagtacgacgtectggacaageggagageccggga
cectgagatgggoggeaagecccggagaaagaacecteaggagggectgtataac
gaactgragaaagacaagatggecgaggeetacagegagateggratgasggecy
BECEECEEAgELRcAagggccacgacggcctgtaccagggcctgagcacegoac
caaggatacctacgacgecctigeacatgeaggeoctgocoeocaga

hMissSscFv-
Ch8a-
{o28m-2

38

MLLLVTSLLLCELPHPAFLLIPDIQMTQSPSSLSASVGDRYTITCRASES
VDNYGISFMNWFQOKPGKAPKLLIVAASNQGSGVPSRESGSGSGTRFTLY
ISSLOPDDFATYYCQQSKEVPWTFGRGTRVE IKGOGESGGGGSGGGES QY
QLVQSGAEVKK PGS SVIKVSCIKASGYTFTOVNMHIWRQAPGQGLEWIGYTY
PYNGGTGYNQKFKSKATITADESTNTAYMELSSLRSEDTAVYYCARGRPA
MDYWGQGTLVTVSSKPTTTPAPRPPTRARTIASQPLSLRPEACRPAAGGA
VHTRGLDFACDIVIWAPLAGTCGVLLLSLVITLYCNHRNRSKRSRGGHSD
YHMNMTPRRPGPTRKHYQPYAPPRDFAAYRSRVKFSRSADAPAYQQGONGL
YNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPOEGLYNELQKDKMAES
YSETGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR

hMi85scFv~
{D8a-~-7Z

48

atgctgetgetggtgaccageetgetgetgigtgagetgeeccacceegecttte
tgetgateccegacattcagatgacccagtetecgagetetetgteecgeateagt
aggagacagggtcaceateacatgeagagecagegaaagtgtcgacaattatgge
attagotttatgaactggttccaacagaaacccgggaaggetoctaagettetga
tttacgetgeatocaaceaaggetecggggtacectetegettetcaggeagigg
atctgggacagactteactctcaccattteatctetgeageetgatgacttegea
acctattactgicageaaagtaaggagettocegtggacgtteggtcaagggacea
aggtggagatcanaggiggeggtggotegggcggtggtgaategggtagcagogg
atcteaggttcagetggtgeagtotggagetgaggtgaagaagectgggagetea
gltgaaggtttectgeaaagettetggetacacettcactgactacaacatgcact
gggtgaggcaggetectggecaaggectggaatggatiggatatatitatectta
caatggtggtaccggctacaaccagaagticaagageaaggecacaatiacagea
gacgagagtactascacagectacatggaactctecagectgagetctigaggaca
ctgeagtetattactgegeaagagggegececgetatggactactggggccaage
gactotggtoactglteteticasageccaccaceaccectgecectagaceteca
acceeageeectacaatogecagecageccctgagectgaggecegaagectgta
gacctgecgetggeggageegtgcacaceagaggectggatttogectgegacat
ctacatctgggecoctotggoeggeacetglggegtgetgetgetgagectggte
atcaccctgtacigearccaccggaatogegtgaagticagecggagegeegacy
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Figure 21 continued

ceeetgoctaceageagggecagaaceagetgtacaacgagetgaacetgggecsg
gagggaggagtacgacgtgetggacasgeggagaggeegggaccectgagatggge
ggraagoocLeggagaaagaacecteaggagggectgtataacgaactgeagasag
acaagatggecgaggectacagegagatogecatlgaagggCceageggcggagegs
caagggecacgacggectgtaccagggectgageaccgecaccaaggatacctac
gacgeectgeacatgeaggeeetgeeeccccaga

hMISS5scFv-
{D8a-7Z

41

MLLLVTSLLLCELPHPAFLLIPDIQMTOSPSSLSASVGDRVTITCRASES
VENYGISFMNWFQOKPGKAPKLLIYAASNGGSGVPSRF SGSGRGTDFTLY
ISSLOPDDFATYYCQOSKEVPHTFGOGTRVEIKGGGESGRGESGREESQY
SLYOSGAEVIKPGSSVKVSCKASGY TFTDYNMHIWROAPGQGLEWIGYTY
PYNGGETGYNOKFKSKATITADESTNTAYMELSSLRSEDTAVYYCARGRPA
MEYWGRGTLVTVSSKPTTTPAPRPPTRPAPTIASQPLSLRPEACRPAAGGA
VHTRGLDFACDIVIWAPLAGTCGVLLLSLVITLYCNHRNRVKFSRSADAP
AYQOGONGLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYNE
LOQKDKMAEAYSETGMKGERRRGKGHDGLYQGLS TATKDTYDALHMQAL PP
R

hMig5scFv-~
{D8a-~
Ch28m-2-
T28-GM-
{S5FRasp HE
Rit

432

ATGCTRUTRCTGETGACCAGLITRUTRLTGTGTGAGCTGUCCCALCCCGCLTTTC
TECTEATCCCCGACATTCAGATGACCCAGTCTCLGAGCTCTCTGTCCGCATLAGT
AGGAGACAGGETCACCATCACATRLAGAGLLAGLGARAGTGTCCACAATTATGGC
ATTAGCTTTATGARACTGOT TCCAACAGRRALCCOGRAAGGCTCCTAAGLTTITGA
TTTACGUTGLATCCARCCAAGRUTCCGRGETACCCT CTCRLTTCTCAGGLAGTEG
ATCTGEGACAGACTTCACTCTCACCATTTCATCTCTOCAGCCTGATGALTTIGLA
ACCTATTACTETCAGCAAAGTAAGGAGETTCCGTGEACGTTCGETCAAGGGACTA
AGHTGCAGATCAAAGRTGGLAETGECTCGGELGETROTERGTCGGETGRIGEIGE
ATCTCAGETTCAGCTGGTGCAGTCTGRAGL TGAGG T GAAGAAGUUTORBAGCTCA
GTGAAGGTTTCOTGCARAGCTTCTGGCTACACCTTCACTCACTACAACATRCALT
GOETGAGGLAGGCTCCTGGCCAAGGLCTORAATCGATTGGATATATTTATCCTTA
CAATGETOGTACCGRUTACAACCAGAAGTTCAAGAGCAAGGCCACAATTACAGCA
GACGAGAGTACTAACACAGCCTACATERAACTCTCCAGLCTEBAGGTCTGAGGACA
CTECAGTCTATTACTOUGCAAGAGGGCGCLCCBCTATEEACTACTGGRGLCAAGG
GACTCTEETCACTETCTCTTCAAASCCCACCACCACCOOTRCCCCTAGACCTCCA
ACCCCAGCCCCTACAATCGCCAGCCAGTCCITGAGLCTGAGGCCCGAAGLITGTA
GACCTGCCGCTEGCOGAGCIGTGCACACCAGAGGLCTGGATTTCGCCTGCGACAT
CTACATOTGGGLLCETITGGUIGGCACCTETGRLGTGUTGCTGOTGAGLLTGGTC
ATCACCCTGTACTGCAACCACCGEAAT AGGAGCAAGLEEAGUAGAGLUGGLTACA
GCGACTACATGAACATGACCCCCCOGAGGLITEGLCCCACCUGGAAGTACTACCA
SGCCCTACGCCCCTCCCAGRRACTTCGLCGUITACCGRAGLIGGGTGAAGTTCAGL
CEGAGCELOGALGLCCCTGLITACCAGLAGGGLCAGAALCAGLTGOTACAALGAGL
TEAACCTGGRGLLGRAGGGAGGAGTACGALGTGUTGRACAAGLGGAGAGGLLGEEA
COCTGAGATORGLGECAAGLICCGGAGAMMGARACCCTCAGGAGRGLLTGTATAAL
GAACTGCAGAAAGAT AAGATGRCCGAGGLITACAGUGAGATCGGLATGAAGGRLS
AGCGGLGRGAGHGECAAGEGLCALGACGELLTGTACCAGLGLUTCAGCACCGLCAL
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Figurs 21 continued

CAAGGATACCTALGACGLOCTGUACATGCAGGLCCTGLCCCCCAGALTCGAGRGL
GLCGGAGAGGGTAGAGRAAGTCTTCTAACATGLGETGALGTGCAGGAGAAT LG
GCOCTAGGATGLTTCTCCTGGTGACAAGCLTTCTGCTCTETRAGT TACCACACCC
AGCATTCCTCCTGATCCCACGLAAMAGTC TG TAACGRAATAGETATTGGTGAATTT
AAAGACTCACTCTCCATAAATGUTACGAATATTAAACACTTCAAAAACTGCACCY
CCATCAGTGGCGATCTCCACATCCTGCCGETRRCATTTAGGGETGACTLCTTCAL
ACATACTCCTCCTCTGGATCCACAGRAACTGEATATTUTGAAAACCOTAAAGGAA
ATCACAGGGTTTTTGRCTGAT TCAGGCTTGGLITGAARAATAGGACGGACLTCLATG
COCTTTCAGAALCTAGAAATCATACGCGECAGGACCAAGCAACATEGETCAGTTTTC
TCTTGCAGTCOGTCAGCCTGAACATAACATCOTTGGRATTACGCTCCCT CAAGGRAG
ATAAGTGATGGAGATOTGATAATTTCAGGAAACAAMAATTTETGCTATGCARATA
CAATAAACTGGAARRAACTGTTTGOGACTTCCGGTCAGAAMACCAAAATTATAAG
CAACAGAGGTGAARACAGCTGUAAGGUCACAGGLCAGGTCTGCCATGCOTTETGL
TCCCCCGAGGRITRETGGEGLLCGRAGLLCAGGGACTGLGTCTLTTGLLGGAATG
TCAGCCGAGGLAGGRAATGUGTGRACAAGTGCAACCTTOTGRAGGGTGAGLCAAG
GGAGTTTOTGGAGRACTCTGAGTECATACAGTGCCACCCAGAGTGUOTGLCTCAG
GUCATGARCATCACCTGCACAGGACGGGGACCAGACAALTGTATCCAGTETGLLL
ACTACATTGACGGCCCCCACTRLGTCAAGACCTGLCCGLUAGGAGTCATGGGAGA
ABACAACACCOTRETCTORAAGTACGLAGALGLCGRLCATGTGTGLLALCTETRL
CATCCARALTGLACCTACGGATGCACTGRGLCAGGTCTTGAAGGI TG TCLAACGA
ATGEEELCTAAGARTCCCGTLCATCOCCACTGREAT G TEERGECCCTCOTITTELY
GETRETRETORCLLTEEEGATCGECCTITTLATG

hMigsscly-
Ch8a-
{o28m~2~
T2A-GM-
{SFRasp . HE
Rit

43

MLLLVTSLLLCELPHPAFLLIPDIOMTOSPSSLSASYGDRVTITCRASES
VDNYGISFMNWFQUKPGKAPKLLIYAASNQGSGVPSRESGSGSGTDFTLT
ISSLQPRRFATYYCOQSKEVPWTFGRGTKVE IKGGGRIGREGSGG LAY
GLYOSGAEVKKPGSSVKVSCKASEYTFTDYNMHWVROAPGOGLEWIGYTY
PYNGETGYNQKFKSKATITADESTNTAYMELSSLRSEDTAVYYCARGRPA
MDYWGOGTLVTVSSKPTTTRPAPRPPTPAPTIASQPLSLRPEACRPAAGGA
YHTRGLDFACDIVIRAPLAGTCGVLLLSLVITLYCRHRNRSKRSRGGHSD
YMNMTPRRPGPTRKHYQPYAPPROFAAYRSRVKFSRSADAPAYOQGONGL
YRELNLGRREEYDVLDKRRGRDPEMGGKPRRENPQEGLYNE LQKDKMAEA
YSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMOALPPRLEGGGEGR
GHLLTCGRVEENPGPRMLLLVTSLLLCELPHPAFLLIPRKVONGIGIGEF
KDSLSINATNIKHFKNCTSISGDUHILPVAFRGDSFTHTPPLDPQELDRIL
KTVKEITGFLLIQAWPENRTDLHAFENLETIRGRTKGHGOFSLAVVSLNI
TSLGLRSLKETSDGRVITSGNKNLOYANTINWKKLFGTSGOKTKIISKNRG
ENSCKATGOQVCHALCSPEGCWGPEPRDCYSCRMYSRGRECVDKCNLLEGE
PREFVENSECIQCHPECLPQAMNITCTORGPONCIQCAHYIDGPHOVKTC
PAGVMGENNTLVWKY ADAGHVCHLCHPNCTYGUTGPGLEGCPTNGPKIPS
TATGMVGALLLLLVWALGIGLFM

hMiosschy

44

atgetgetgetggtgaccageetgetgetgtgtgagetgececaceeegoottte
tgetgatoceegacattcagatgacecagtetecgagetetetgtecgeateagt
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Figure 21 continued

aggagacagggtcaccatcacatgeagagecagegaaagigtcgacaatatgge
attagetttatgaactggttocaacagasaccogggaaggetectaagetiatga
titacgetgeatecaaccaaggetecggggtacectetegetteteaggeagtgg
atctgggacagacttcacteteaceatttcatetotgeagectgatgactiegea
acctattactgtecageaaagtaaggaggttcegtggacgttoggteaagggacea
aggtggagatcaaaggtggeggtggetcgggeggtegateggtcgggtggoggess
atctecaggticagetggtgeagtetggagetgaggtgaagaagectgggagetea
gtgaaggtitcctgeaaagettetggetacacettcactgactacaacatgeact
gggtgaggeaggctectggecaaggectggaatggattggatatatttatectia
caatggtggtaccggetacaaccagaagticaagageasggccacaattacagea
gacgagagtactaacacagectacatggaacteteocagectgaggtetgaggaca
ctgcagtectatiactgegeaagaggpcgeccegetatggactactggggocaags
gactctggteactgtetettca

hMi95schy

45

MLLLVTSLLLCELPHPAFLLIPDIQMTQSPSSLSASVGDRYTITCRASES
VDNYGISFMNWFQOKPGKAPKLLIVAASNQGSGVPSRESGSGSGTRFTLY
ISSLOPDDFATYYCQQSKEVPWTFGRGTRVE IKGOGESGGGGSGGGES QY
QLVQSGAEVKK PGS SVIKVSCIKASGYTFTOVNMHIWRQAPGQGLEWIGYTY
PYNGGTGYNQKFKSKATITADESTNTAYMELSSLRSEDTAVYYCARGRPA
MDYWGQGTLVTVSS

hMiosschv-
Ch8a-4-
1BB-2

48

atgetgetgetggtgaccagectgetgetgtgtgagotgececacceegeattie
tgetgateccegacattcagatgacecagteteegagetoctetgtecgeateagt
aggagacagggtcaceateacatgeagagecagegaaagtgtegacaattatgge
attagetttatgaactggticcaacagaaaccegggaaggetectaagettetga
tttacgetgeatecaaccaaggetecggggtaceotetegettcteaggeagigy
atctgggacagactteacteicaccatticatetetgeagectgatgacttegean
acctattactgtcageaaagtaaggaggttcegtggacgtteggtcaagggacea
aggtggagatcaaaggtggeggtggeteggecegtggtigggtogggtagcegcss
atctcaggttcagotggtgeagtetggagetgaggtigaagaagectgggagetea
gigaaggtttectgeaaagettotggetacaccttcactgactacaacatgeact
gegteagpcaggetectggecaaggectggaatggatiggatatatitatectta
castggtggtaccggctacaaccagaagttcaagageaaggecacaattacagea
gacgagagtactaacacagectacatggaactetecagectgagptotgaggaca
ctgcagtetattactgogeaagagggegeeccgetatggactactggggccaage
gactetggtcactgtetettecaaageccaccaccaccectgeccctagacetoea
acceeagecocctacaatogecageecagecectgagectgaggeeegaagectgta
gacctgecgetpgeggagecgtgcacaceagaggectggatttogectgegacat
ctacatctgggcocctetggeeggeacctgtgpegtectgetgetgagectgeic
atcaccctgtactgeaaccaccggaataagagaggecggaagaaactgetgtaca
toettcaageageccttcatgeggecegtgeagaccacceaggaagaggacgeetg
cagetgocggticocogaggaagagpaagpeggetgegaactgegggtgaagitc
agreggagegecgacgoseetgeetaccageagggocagaaccagetgltacaacg
agelgaacetgggceg8a88gagRagtacgacgtBetERacaaglggagaggecE
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Figurs 21 continued

ggaccotgagatgggeggcaageccoggagaaagaacectcaggagggectgtat
aacgaactgcagasagacaagatggeegaggectacagegagateggeatgaage

gCgagoggEcEgagEggcaagggccacgacgeectgtaccagggoctgageacage
caccaaggatacctacgacgeectgeacatgoaggocctgeececcaga

hMiasscFv-
{D8a~4~
iBR-Z

47

MLLLVTSLLLCELPHPAFLLIPDIGMTQSPASLSASVGDRVTITORASES
VENYGISFMNWFQOKPGKAPKLLIYAASNGGSGVPSRFSGRGRGTDFTLY
ISSLGPDDFATYYCQUSKEVPHTFRQGTRKVE TKGGGGS GRGRSGRGHIQY
GLVOSGAEVKKPGSSVKVSCKASGY TFTOYNMHWVROAPGQGLEWIGYTY
PYNGETGYNOKFKSKATITADESTNTAYMELSSLRSEDTAVYYCARGRPA
MEVWGRGTLVTVSSKPTTTPAPRPRTRAPTIASQPLSLRPEACRPAAGGA
VHTRGLDFACDIVINAPLAGTCGYLLLSLVITLYCNHRNKRGRKKLLYIF
KOPFMRPYQTTQEEDGCSCRFPEEEEGGLUELRVKFSROADARAYQQGONG
LYNELNLGRREEYDVLDKRRGRDPEMGGKPRREKNPQEGLYNELQKDIKMAE
AYSEICMKGERRRGKGHDGLYQGLSTATKDTYDALHMOALPPR

hMisSscFv-
{hBa-4-
1BB~2~T24A-
GM-
CSFRasp . HE
Rit

48

atgetgotgetggtgaceagectgetgotghgigagotgecccaceaegeottte
tgoetgateccogacattcagatpacecagtoctecgagetetetgtocgeateagt
aggagacagggteaceatcacatgcagagecagegaaagigtogacaattatgge
attagetttatgaactgglticcaacagaaaccogggaaggetectaagettctga
Titacgoetgeatecaaccaaggotocggeetacectetegotictcaggeagigs
atctgggacagacticactetcaccattteatetotgeagectgatgacticgea
acctattactgteageraagtaaggaggttecgtggacgiteggteaagggaces
aggtggagatcaaaggtggeggtggetcgggoggtegtaggtogggiggogaces
atctcaggtteagetggtgeagtetggagetgaggtgaagaagectgggagetea
gtgaaggtitectgeaaagettetggetacacetcactgactacaacatgeact
gggtgaggraggetectggecaaggectggaatggatiggatatatttatectta
caatggtggtaccggetacaaccagaagttcaagageaaggecacaattacages
gacgagagtactaacacagectacatggaactetecagoctgaggtetgaggaca
ctgeagtetattactgegeaagagggegeecegetatggactactggggocaagg
gactotggteactgtotettcaaageccaccaccaccootgecectagaccteca
accccageccctacaatogecagecagecoctgagectgaggcccgaagectgta
gacctgoegetggeggageegtgeacaccagaggectggatttegectgegacat
ctacatctgggecectetggeeggcaceigtggegtgetgctgetgagectggte
atcaccctgtactgeaaccaccggaataagagagpccggaagaaactgetgtaca
tetteaageagecetteatgeggeccgtgeagaccacccaggaagaggacggets
cagetgeeggttocacgaggaagaggaaggegectgcgaactgegggtgaagtic
agcoggagogocgacgececetgoctaccageagggecagaaccagetgtacaacg
agetgaacotggaccggagesaggagtacgacptgctggacaageggagageecg
ggaccctpagatgggeggeaagecocggagaaagaacectcaggaggpectgtat
aacgaactgragaaagacaagatggeegaggectacagegagateggcatgaage
SCEagcgpcggaggggcaagggccacgacggeetgtaccagggectgageacege
caccaaggatacctacgacgeeetgeacatgeaggocctgeeceecagactogag
SECEECERagagegcagaggaagtotictanacatgeggtgacgtggaggagaate
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Figure 21 continued

ceggecctaggatgettetectggtgacaagecttetgetetgtgagttaceacs
ceeageattectootgateccacgeaaagigigtaacggaataggtatiggtgaa
titaaagacteactetecataaatgetacgantattaaacacttcanaaactgea
cetecateagtggogatotecacatectgooggtggeatttaggggtgactoctt
cacacatactectectetggatecacaggaactggatattotgaaaaccgtaaag
gaaatcacagggtittigotgattcaggettggeotgaaaacaggacggacete
atgectttgagaacctagaaatecatacgeggeaggaccaageaacatggteagtt
tictettgeagtegteagectgaacataacatootigggattacgetcooteaag
gagataagtgatggagatgtgataatttcaggaaacaaaaatitgtgctatgeasn
atacaataaaciggaaaaasctgtttgggacctooggtcagaaaaccaaaattst
aagcaacagaggtgaaaacagetgeaaggccacaggecaggtetgecatgectig
tgctececcgagggetgetgggpcocggageccagggactgegtoctottgeegga
atgteageegaggcagggaatgegtggacaagtgeaaccttetggaggptgagec
aagggagtitgtggagaactctgagtgcatacagtgecacccagagtgectgeet
caggecatgaacatcacctigeacaggacggggaccagacaactgtatecagtets
ceccactacatigacggeccecactgegtcaagacetgeccggcaggagteatgss
agaaaacaacaccctggtotggaagtacgeagacgecggeeatgtglgecacetg
tgecatecaaactgeacetacggatgeactgggecaggtottgaaggetgtocaa
cgaatgggectaagateocegtecategecactgpgatggtgggegecctectett
getgoetggtgeptggeecetggggateggectetteaty

49 MLLLVTSLLLCELPHPAFLLIPDIQMTOSPSSLSASVGDRVTITCRASES
VDNYGISFMNWFQUKPGKAPKLLTYAASNQGSGVPSRESGSGSGTDFTLT
ISSLOPRDFATYYCQUSKEVPWTFGRGTKVE IKGGGES GRGREGGGGSEY
QLVOSGAEVEKPESSVKVSCKASGYTFTOYNMHIWROAPGOGLEWIGYTY
PYNGETGYNQKFKSKATITADESTNTAYMELSSLRSEDTAVYYCARGRPA
MOYWGOGTLVTVESKPTTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGA

WM1G55 Ry~ VHTRGLDFACDIVIWAPLAGTCGVLLLSEVITLYONHRNKRGRKKLLYIF

CDRA-4- KOPFMRPVYQTTQEEDGCSCRFPEECEGGCELRVKFSRSADAPAYUQGONG

{BR~7~TIA- LYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYNELQKDKMAE

aM- AYSEIGMKGERRRGKGHDGLYQGLSTATKRTYRALHMOALPPRLEGGGEG

CSFRasp. HE RGSLLTCGDVEENPGPRMLLLYTSLLLCELPHPAFLLIPRKVCNGIGIGE

R1E FEKDSLSINATNIKHFKNCTSISGDLHILPVAFRGDSFTHTPPLDPQELDRY
LKTVKEITGFLLIQAWPENRTDLHAFENLETIRGRTKQHGOFSLAVVSLN
ITSLGLRSLKEISDGDVIISGNKNLOYANTINWKKLFGTSGRKTRIISNR
QENSCKATGQVCHALCSPEGCWGPEPRDOVSCRNVERGRECVDKCNLLEG
EPREFVENSECTQCHRPECLPOAMNITCTORGPRNCIQUAHY IDGPHCVKT
CPAGVMGENNT LVIWKYADAGHVCHLCHPNCTYGUTGPGLEGCPTNGPKIP
SIATGMYGALLLLLVVALGIGLEM

hMISSscFy- 58 ATECTECTGUT GG TGACCAGCETEOTGUTETETGAGLTRCCCCACCLCGLCTTTL

{DBa-4- TGCTGATCOLCGACATTCAGATGACCOAGTOTCCGAGCTCTCTGTCCGLATCAGTY

188-2~ AGGAGACAGGETCACCATCACATGCAGAGLCAGUGAAAGTGTCGACAATTATGRL

T2A.FL ATTAGCTTTATGAACTGOTTCCAACAGAAACCLGGGAAGRUTCCTAAGCTTCTGA
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Figurs 21 continued

{Des

TTTACGCTELATCCAACCAAGRUTCCRRRETACCCT CTCRLTTCTCAGGLAGTEE
ATCTOOCACAGACTTCACTCTCACCATTTCATCTCTGCAGCCTGATGALTTIGLA
ACCTATTACTGTCAGCAAAGTAAGRAGETTCCGTGGACGTTCRGTLAAGGGACCA
AGGTGCAGATCAAAGRTRRLGLTGGCTCGGRIGRTRETGLETCGEETGRIGRIGE
ATCTCAGETTCAGCTGGTGCAGTITGRAGCTCAGGTGAAGAAGLCTGGGAGCTCA
GTGAAGGTTTCOTGCARMAGCTTCTGGCTACACCTTCACTCACTACAACATGCALT
GOETGAGGLAGGLTCCTGECCAAGGLCTOEAATCGATTGGATATATTTATCCTTA
CAATGETOGTACCGECTACAACCAGAAGTTCAAGAGLAAGGCCACAATTACAGCA
GACGAGAGTACTAACACAGCCTACATGGAACTCTCCAGCUTEABGTCTGAGGACA
CTGCAGTCTATTACTGUGLAAGAGGGCGLLCCGLTATGGACTACTGGGGLCAAGG
GACTCTGRTCACTETCTCTTCAAAGCCCACCACCACCOOTRUCCCTAGACCTCCA
ACCCCAGTCCCTACAATCGCCAGCCAGTCCOTGAGLCTGAGGCCCGAAGLITGTA
GACCTGOCGCTEGCOGAGCLGTGCACACCAGAGGUCTGGATTTCGCCTGCGACAT
CTACATCTGRGRLCCETITGRUIGECACCTETGRLGTGITECTGLTGAGLLTGGTC
ATCACCCTGTACTGCAACCACCEGAATAAGAGAGGUCGGAAGARATTEITGTACA
TCTTCAAGCAGLCCTTCATGLGRCCCOTGCAGACCACCCAGRAAGAGGALGGLTG
CAGCTGCCGETTCCCCCAGGAAGAGGAAGGLGRLTGLGAALTGLGGGTGRAGTTL
AGLLGLAGLGLCGACGLLCCTRICTACCAGLAGGGCCAGRACCAGLTGTACAALG
AGCTGAACCTGOGLCGRAGRGAGGAGTALGACGTGUTHRACAAGLGGAGAGGLLE
GGACCCTGAGATGGGLGGLARGLLCCGRAGARAGRACCCTCAGGAGGGCCTGTAT
AACGAACT GCAGARRAGACAAGATGGLCGAGGUUTACAGLGAGATCGGCATRAAGS
GLGAGLGELGRAGGGECARGGGLCATGACGRLCTETACCAGGGLLTGAGLACCGC
CACCAAGGATACCTACGACGLCCTOCACATECAGGULLTECCCCCCAGALTCGAG
GGLEGCERAGAGGELAGAGGAAGTCTTCTAACATGCGG TGACGTGRAGRAGAATC
COOGLCCTAGGATGACAACACCCAGARATTCAGTAAATGGERACTTTCCCGGRCAGA
GCCAATRAAAGGLCCTATTGCTATRUAATCTGETCCARAACCACTITTCAGGAGE
ATGTCTTCACTGRTRRRUCCCACGCAAAGUTTUTTCATGAGGGAATCTAAGALTT
TGGGGEUTETCCAGATTATGAATGGECTCTTCCACATTGCCCTROGEEETCTTCT
GATGATCCCAGCAGGRATCTATGCACCCATCTETOTRACTGTGTGETALLCTLTC
TGGGGAGGLATTATOTATATTATTTCCGGATCACTCOCTGGCAGCAACGGAGAAAR
ACTCCAGGAAGTETTTGRTCAAAGGAAAAATGATAATOAATTCATTGAGLCTCTT
TGETGCCATTTCTGEAATGATTCTTTCAATCATGGACATACTTAATATTAAAATT
TCCCATTTTTTAAAAATGGAGAGTCTGAATTTTATTAGAGCTCACACACCATATA
TTAACATATACAACTGTGAACCASCTAATCCCTCTGAGAAARALTCCCCATCTAL
CCAATACTGTTACAGCATACAATCTCTGTTOTTGGGCATTTTGTCAGTGATGOTG
ATCTTTELCTTOTTCCAGGAATTTGTAATAGCTGGUATCGT TGAGAATGAATGGA
ARAGAACGTGUTCCAGACCCARATCTAACATAGTTCTCCTGTCAGCAGAAGAARARA
AAAAGRACAGACTATTGAAATAARAGAAGAAGTGET TGRECTAACTGAAACATCY
TCCCAACCAAAGAATGAAGAAGACATTGARATTATTCCARTCCAAGAAGAGGRAAG
AAGAAGARACAGAGACGAACTTTCCAGAALCTCCCCAAGATCAGGAATCCTCALL
AATAGAAAATGACAGCTITCCY

hMi85scFy~
{D8a-4-

51

MLLEVTSLLLCELPHPAFLLIPDIQMTOSPSSLSASVGDRVTITCRASES
VONYGISFMNWFQOKPGKAPKLLIYAASNOQGSGVPSRESGEGEGTDRTLT
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Figure 21 continued

1BB-Z-
T2AFL
Cpzg

ISSLOPDDFATYYCQOSKEVPHTFGRGTRKVE IKGGGES GRGESGEHGE QY
QLVGSCAEVIK PGS SYKVSCKASGYTF TOYNMHIWRQAPGQGLEWIGYTY
PYNGGTGYNOKFKSKATITADESTNTAYMELSSLRSEDTAVYYCARGRPA
MEVRGQETLVTVSSKPTTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGA
VHTRGLDFACDIVIWAPLAGTCGVLLLSLVITLYCNHRNKRGRKKLLYIF
KOPFMRPVOTTQEEDGCSCRFPEEEEGGLELRVKFSRSADAPAYQQGQNG
LYNELNLGRREEYDYVLDKRRGRDPEMGGKPRRKNPQEGLYNELQRKDKMAE
AYSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMOALPPRLEGGGEG
RGSLLTCGDVEENPGPRMTTPRNSVNGTFPAEPMGPIAMQSGPKPLER

RMSSLVGPTOSFRFMRESKTLGAVOIMNGLFHIALGGLLMIPAGIYAPICY
TVWYPLWGGIMYIISGSLLAATERNSRKCLVKGKMIMNSLESLFAATSGMT
LSIMDTLNTKISHFLKMESLNFIRAHTPYINIVYNCEPANPSEKNSPSTQY
CYSIQSLFLGILSVMLIFAFFQELVIAGIVENEWKRTOSRPKSNIVLLSA
EEKKEQTIETKEEVVGLTETSSOPKNEEDIETIPIQEEREEETETNFPEP
PODQESSPLENDSSP

human
{033 (M1~
R287)

52

Atgecegetgetgetactgetgeccctgetgtgggeaggggecctggetatggate
caaatttotggetgeaagtgeaggagteagtgacggtacaggagggtttgtgegt
cotegtgecctgeactttcttecateccatacectactacgacaagaactooeea
gticatggttactggttccgggaaggagecattatatecagggactetecagtgg
ceacaaacaagetagateaagaagtacaggaggagacteagggeagatteegect
cettggggatoccagtaggaacaactgetecctgageategtagacgecaggagg
agggataatggtteatacttetttoggatggagagaggaagtaccaaatacagtt
acaaatctecccagetetotgtgeatgtgacagactigacccacaggeccaaaat
ceteatecoctggeactetagaaceeggecactocaaaaacctgacetgetetgty
tectggpectgtgageagggaacaccecegatetictectggtigteagetgece
ccacctecctgggoeocaggactactcactecteggtgeteataatcacooeacg
gocccaggaccacggcaccaacetgacctgtcaggtgaagttegetggageteet
gtpactacggagagaaccatecagotcaacgteacetatgticcacagaacecaa
caactggtatetttccaggagatggetoagggaaacaagagaccagagcaggagt
ggttcatggggecatiggaggagetggtgttacageectgetegetettigtete
tgecteatettcticatagtgaagacecacaggagg

human
CD3I3(ML-
RZB7)Y

53

MPLLLLLPLLWAGALAMDPNFUWLOVOESYTVREGLOVLVPCTRRHPIPYY
DKNSPVHGYWEREGATISRDSPVATNKLDGEVOEETQGRFRLLGDPSRNN
CSLSIVDARRRDNGSYFFRMERGSTKYSYKSPQLSVHVTDLTHRPKILIP
GTLEPGHSKNLTCSVSHACEQGTPPIFSWLSAAPTSLGPRTTHESVLITIY
PRPODHGTNLTCQVKFAGAGVTTERTIQLRVTYVPONPTTGIFPGDGSGK
QETRAGVWHGAIGGAGVTALLALCLCLIFFIVKTHRR

HER1t~ 1

54

RKVONGIGIGEFKDSLSINATNIKHFKRCTS TSGR HTLPVAFRGDSFTH
TPPLDPQELDILKTVKEITGF LLIQAWPENRTDLHAFENLETTIRGRTKGH
GOFSLAVVSLNITSLGLRSLKEISDGDVIISGNKNLCYANTINWKKLFGT
SGRKTKIISNRGENSCKATGQVCHALCSPEGCHGPEPRDOVSGRGGSGHRG
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Figure 21 continusd

GSGEGESERRGSFWVLVVVGGVLACYSLLVTVAFIIFWVRSKRS

HERIt-1

55

cgealagtgtgtaacggaatagegtatigateaatttaaagactcactctecatasn
atgctacgaatatiaaacacticaaaaactgeacctecatecagtggegateteca
catcetgeeggtgpcatttagpegtgactocticacacatactoctectetggat
cracaggaactggatatictgaaaacogtaaaggaaatcacagggtitttgetga
ttecaggetiggoctgaaaacaggacggacetocatgeetttgagaacctaganat
catacgeggeaggaceaageaacatgglcagititetetigeagtogtcageetg
aacataacatectigggatiacgetcectcaaggagataagtgatggagatgtea
taatttcaggaaacaaaaattigtgetatgeanatacaataaactggaaaaaact
gtttgggacctecggtcagaaaaccaaaattataageaacagaggtigaaaacage
igcaaggecacaggeeagglictgocatgeettgtgeteccecgagggetgetggg
geceggageccagggactgegtetetggtggegetggetegggeggtggtggete
gggtggeggcggatcetggiggeggtggrtegtitiigggigotggtggtggtiggt
ggagtectggettgotatagettgetagtaacagtggeetttattatitotage
tgaggagtaagaggage

{p2et-1

56

MTTPRNSVNGTFPAEPMKGPIAMQSGPKPLFRRMESLVGPTQSFFMRESK
TLGAVOIMNGLFHIALGGLLMIPAGIVAPICVTVIWY PLUWGGIMYTISGSL
LAATEKNSRKCLVKGKMIMNSLSLFAATSOGMILSIMDT LNIKISHFLKME
SLNFIRAHTPYINIYNCEPANPSEKNSPSTQYCYSIQSLFLGILSYMLIF
AFFQELVIAGIVENEWKRTCSRPKSNIVLLSAREKKEQTIETKEEVVGLY
ETSSQPKNEEDTIE

{dagt-1

57

atgaccacaccacggaactctgtgaatggeaccticccageagagecaatgaageg
gaccaatogeaatgeagageggacocaageetetgtiticggagaatgageteccet
getgggeccaacccagtocttatttatgagagagtctaagacactgggcegccegtg
cagatcatgaacggactigttccacatogecetgggaggactgetgatgateceag
coggeatetacgecectatotgegigacegtgtgetacectetgtggrecggeat
catgtatatcatoteeggetototgotggocgecacagagaagaacageaggaag
tgtetggtgaagggcaagatgatcatgaatagectgtecetgittgoegecatet
ctggeatgatoctgageateatggacatectgaacatecaagatcagecactteet
gaagatggagagoctgaacticatecagageecacaceeettacateaacatetat
aattgogagectgecaacecatecgagaagaattctecaageacacagtactgt
attccatecagtetatgtiectgggeatectgtctgtgatgetgatettgectt
ctticaggagetggteategecggeategiggagaacgagiggaagaggacetyge
ageegecceaagtocaatategtgetgetglocgeegaggagaagaaggageaga
caategagatcaaggaggaggligetgggectgacegagacatotagecagectaa
gaatgaggaggatategag

DNAX-
activation
protein 18
{DAP 18}

58

cigtgcgeacgeccacgoegragoeccegeccaagaagatggcaaagtctacatea
acatgeeaggeaggggc
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Figure 21 continued

Signaling
Domain

DONAX -~
activation
protein 18
{DAP1B)Y
Signaling
Domain

58

LCARPRRSPAGEDGKVYINMPGRG

DNAX-
activation
protein 12
{DAPLZ)
Signaling
Domain

58

tacttectgggeeggotggtecctegggggcgaggegctgcggaggcagegaces
ggaaacagegtateactgagacegagtegeettatcaggagetecagggtcagag

gteggatgtctacagegaccteaacacacagaggeegtattacaaa

NAX-
activation
protein 12
{DAP12}
Signaling
Domain

&1

YELGRLYPRGRGAAEAATRKQRITETESPYRELQGORSDVYSDLNTORPYYK
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FIGURE 22A-1
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FIGURE 22C
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FIGURE 26

CD33 CAR + HER1
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HEK562 ESUP-BLS @SUP-BIS/CD33 BML-2 BKG-1
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FIGURE 27
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