FIG. 1A

>gi|27886610 | ref|MM_002821.3| Homo sapiens PTK7 protein tyrosine kinase 7
{PTK7), transcript variant PTK7~1, nRNA

(SEQ.ID NO: 1}
GCGGCECGLEEGEGACTCGGAGGTACTGGECECECECEGCTCCGGCTCGEGGACGCCTCGGGACGCCTCGGE
GTCEGGCTCCEECTECEGLTGCTGCTECGECECCCGCECTCCGETGCGCTCCGCCTCCTGTGCCCGLLGC
GGAGCGCAGTCTGCGCGCCCGCCGTGCGCCCTCAGCTCCTTTTCCTGAGCCCGCCGCCGATCGGAGCTGCG
CGGGGATCCCCGECCAGACCCCGCCGETTGCCTCTGL TCAGCEGTCCTGCTGCTGCCGCTGUTGGGCEGTA
CCCAGACAGCCATTGTCTTCATCAAGCAGCCEGTCCTCCCAGGATGCACTGCAGGGGCGCCGEECGCTECT
TCGCTEGTGAGGTTGAGGCTCCGEGCCCGETACATGTECTACTGECTCCTCCATGEGGCCCCTGTCCAGGAC
ACGBAGCGGCGTTTCGCCCAGGGCAGCAGCCTGAGCTTTGCAGCTGTCEGACCGGCTGCAGGACTCTGGCA
CCTTCCAGTGTGTGGCTCGECGATGATGTCACTGCAGAACGAAGCCCECAGTGCCARCGCCTCCTTCAACAT
CRAATGCATTGAGGCAGGTICCTGTGGTCCTGAAGCATCCAGCCTCGGAAGCTGAGATCCAGCCACAGACC
CAGGTCACACTTCGTTGCCACATTGATGEGLCACCCTCGGCCCACCTACCAATCGGTTCCCAGATGEGACCC
CCCTTTCTGATGGTCAGAGCARACCACACAGTCAGCAGCAAGGAGCEGAACCTGACGCTCCGGCCAGCTGG
TCCTGAGCATAGTGEGCTGTATTCCTGCTGECGCCCACAGTGCTTTTGGCCAGGLCTTGCAGCAGCCAGAAC
TTCACCTTCACGCATTGCTGATGAAAGCTTTGCCAGGRTGETECTGGCACCCCAGGACGTGGTAGTAGCGA
GETATCACCACCCCATGTTCCATTGCCAGTTCTCAGCCCAGCCACCCCCGAGCCTGCAGTGGCTCTTTGA
GGATGAGACTCCCATCACTAACCGCAGTCGCCCCCCACACCTCCGCAGAGCCACAGTGITTIGCCAACGGSE
TCTCTGCTEGCTGACCCAGGTCCGGCCACGCAATGCAGGGATCTACCGCTGCATTGGCCAGGGGCAGAGGEG
GCCCACCCATCATCLCTGGAAGCCACACTTCACCTAGCAGAGATTGAACGACATGCCGCTATTTGAGCCACG
GGITGTTTACAGCTGGCAGCGACGAGCGTETGACCTGCCTTCCCCCCAAGGGTCTGCCAGAGCCCAGCGTG
TGETGEEAGCACCCEGEAGTCCGGCTGCCCACCCATGGLCAGGGTCTACCAGAAGGGCCACGAGCTCGTET
TGGCCAATATTGLC TEARAGTGATGCTGGTGTCTACACCTGCCACGCGECCARCCTGECTEGETCAGCEEAG
ACAGGATGTCAACATCACTGTGGCCACTGTGCCCTCCTGGCTGAACAAGCCCCAAGACAGCCAGCTGGAG
GAGGGCAAACCCGECTACTTGCATTGCCTGACCCAGGCCACACCAAALRCCTACAGTTGTCTGGTACAGAA
ACCAGATGCTCATCTCAGAGGACTCACCGETTCGAGGTCTTCARGAATCGGACCTTGCGCATCAACAGCGT
GEAGGTGCTATGATGGCACATGETACCCTTGTATCGAGCAGCACCCCAGCCGGCAGCATCGAGGCGCAAGCC
CETEGTCCAAGTGCTGEAMAAACGCTCAAGTTCACACCACCACCCCAGCCACAGCAGTGCATGGAGTTTGACA
AGGAGGCCACGGTGCCCTEGTTCAGCCACAGGCCCACGACGAACCCCACTATTAAGTGGGAACGGGCAGATGEGE
GAGCAGCCTCCCAGAGTGEGETGACAGACAACCCTEGGEACCCTGCATTTTGCCCGGEGTGACTCGAGATGAC
GCTGCCAACTACACTTGCATTGCCTCCAACCGECCECAGCGECCAGATTCGTGCCCATGTCCAGCTCACTG
TEECAGTTTTTATCACCTTCAAAGTGGAACCAGAGCGTACGACTCTGTACCAGCGCCACACAGCCCTACT
GCCAGTEGCEAGGCCCAGGGGGACCCCAAGCCGCTGATTCAGTGGAARGGCAAGGACCGCATCCTGEGEACCCC
ACCALGCTGGGACCCAGGATCCACATCTTCCAGAATGGCTCCCTGETGATCCATGACGTGGCCCCTGAGE
ACTCAGGCCECTACACCTECATTEGCAGGCAACAGCTGCAACATCAAGCACACGEAGECCCCCCTCTATET
CETGEGACAAGCCTGTEGLCEGAGGAGTCEEAGGGCCCTGCGCAGCCUCTCCCCCCTACAACGATEATCCAGACC
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FIG. 1A (CONT.)

(SEQ D NO: 1) Cont.
ATTGEETTETCEETEEETECCECTETCCCCTACATCATTEGCCGTGCTGEECCTCATGTTCTACTGCAAGA
AGCGCTGCAAAGCCAACCGECTECAGAAGCACCCCCAGGGCGAGCGAGCCAGAGATGGAATGCCTCAACGE
PGEGCCTTTGCAGAACGEECAGCCCTCAGCAGAGATCCAAGAAGAAGTGECCTTGACCAGCTTGGGCTCC
GECCCCECGECCACCAACAAACGCCACACCACAAGTCATAAGATECACTICCCACSGTCTAGCCTGCACC
CCATCACCACGCTGGEGAAGAGTEGAGTTTEGCEAGGTETTCCTGECAMAGGCTCAGCCCTTGCGAGCAGGG
AGTGGCAGAGACCCTGGTACTTGTGAAGAGCCTCCAGAGCARGGATGAGCAGCACCAGCTGEGACTTCCGE
ACGGGACTTGCACATETTTGECAAGC TGAACCACCCCARCETEETECEECICCTGEEGCTGTGCCCEGAGE
CTGAGCCCCACTACATGETECTGEAATATGTCGCATCTCEEGAGACCTCAAGCACTTCCTGAGGATTTCCAA
GAGCAAGGATGAAAAATTGAAGCTCACAGCCCCTCAGCACCAAGCAGRAGGTGGCCCTATGCACCCAGETA
GOCCTGGECATGRAGCACCTEGTCCAACAACCECTTTETCCATAAGGACTIGECTGCGCGTAACTGCCTGE
TCAGTEGCCCAGAGACARGTGAAGETGTCTGCCCTGEGCCTCAGCARGCATGTGTACAACAGTGAGTACTA
CCACTTCCECCAGGCCTEEETGCCGCTECECTGEATETCCCCCGAGCCCATCCTGGAGGETGACTTCTCT
ACCARGTCTGATGTCTEEECCTTCGETETGCTGATCTGCGAAGTGTTTACACATGCAGAGATGCCCCATE
GTGEGCAGECAGATGATGAAGTACTGGCAGAT TTCCACCCTGEGAAGGCTAGACT TCCTCAGCCCEAGEE
CTECCCTTCCARACTCTATCGGCTGATCCACCECTECTEGECCCTCAGCCCCAMGGACCEECCCTCCTTC
AGTGAGATTGCCACCCCCOTGEGACACAGCACCGTGEACAGCAAGCCGTGAGGAGGGAGCCCGCTCAGGA
TGGCCTGEECAGGEERAGGACATC TCTAGAGCGRAAGCTCACAGCATGATGGGCARGATCCCTGTCCTCCTG
GGCCCTGAGGCCCCTGCCCTAGTGCARCAGGCATTGCTGAGGTCTGAGCAGGGCCTGGCCTTTCCTCCTC
TTCCTCACCCTCATCCTTTEGCAGGCTGACTTGGACCCAARACTGGGCGACTAGGGCTFTGAGCTGGGCAG
TTTTCCCTCCCACCTCTTCCTCTATCAGGGACAGTGTGGETGCCACAGGTAACCCCAATTTCTGGCCTTC
AACTTCTCCCCTTGACCGGGTCCAACTCTGCCACTCATCTGCCAACTTTGCCTGGGGAGGGCTAGGCTTG
GGATGAGCTCGETTTGTGGGGAGTTCCTTAATATTCTCARGT TCTGGGCACACAGGGTTAATGAGTCTCT
TGGCCCACTGGTCCCACTTGEGGETCTAGACCAGCGATTATAGAGGACACAGCAAGTGAGTCCTCCCCACT
CTGGGCTTGTGCACACTGACCCAGACCCACGTCTTCCCCACCCTTCTCTCCTTTCCTCATCCTAAGTGCC
TGGCAGATGAAGGAGTTTTCAGGAGCTTTTGACACTATATAAARCCGCCCTTTTTGTATGCACCACGGGLG
GCTTTTATATETARTTGCAGCGTGGGETCGETGGECATGGGAGGTAGGGGTGGGCCCTGGAGATGAGGAG
GGTGGGCCATCCTTACCCCACACTTTTAT TG TTETCGTTTTTTGTTTGT TTTGT P TTTTGTTTTTGTTT
TTGTTTTTACACTCGCTGCTCTCAATAAATAAGCCTTTTTTACAACCTG
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PTK?7 isoforms
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Tagman PCR Demonstrates PTK7 Overexpression in Adrenal,

uossaldx3 aajelsy
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Translation of pEE12.4 ScRx6 2IgGs::1gG2Fc (Ig domains 1 & 2)

51
101
151
201
251
301
351
401

Translation of pEE12.4 ScRx6

AIVFIKQPSS
QGSSLSFAAV
LKHPASEAET
KERNLTLRFA
POQDVVVHPVR
VDVSHEDPEV
LNGKEYKCEKV
SLTCLVKGEY
KSRWQOGNVE

QDALOGRRAL
DRLODSGTFQ
QPQTOVTLRC
GPEHSGLYSC
SVECPPCPAP
QFNWYVDGVE
SNKGLPAPIE
PSDIAVEWES
SCSVMHEALH

LRCEVEAPGP
CVARDDVTGE
HIDGHPRPTY
CAHSAFGQAC
PVAGPSVFLF
VHNAKTKPRE
KTISKTKGQP
NGQPENNYRT
NHYTQKSLSL

(SEQID NO: 70)

VHVYWLLDGA
EARSANASFEN
QWEFRDGTPLS
SSONFTLSIA
PPKPKDTLMI
EQFNSTFRVV
REPQVYTLEP
TPPMLDSDGS
SPGK

IgG3to7 lgG2Fc (Ig domains 3 to 7)

1
51
101
151
201
251
301
351
401
451
501
551
601
651
701

APQDVVVARY
VFANGSLLLT
PRVETAGSEE
NITAESDAGVY
YLDCLTQATP
RCMSSTPAGS
EKPTIKWERA
IRAHVQLTVA
RILDPTKLGP
YVVDKPVPEE
KPKDTLMISR
FNSTFRVVSV
POVYTLPPSR
PMLDSDGSFFE
GK*

EEAMFHCQFS
QVRPRMAGIY
RVTCLPPKGL
TCHAANLAGQ
KPTVVWYRNQ
IEAQARVQVL
DGSSLPEWVT
VFITFKVEPE
RMHIFQONGSL
SEGPGSPPPY
TPEVTCVVVD
LTVVHQDWLN
EEMTKNQVSL
LYSKLTVDKS

AQPPPSLOQWL
RCIGOGQRGP
PEPSVWWEHA
RRQDVNITVA
MLISEDSRFE
EKLKFTPPFPQ
DNAGTLHFAR
RTTVYQGHTA
VIHDVAPEDS
EKMIQHPVRSEV
VSHEDPEVQFEF
GKEYKCKVSN
TCLVKGFYPS
RWQQGNVFESC

pEE12.4 ScRx6 SlgGs::lgG2Fc {lg domains 1 ta 5)

51
101
151
201
251
301
351
401
451
501
551
601
651
701

ATVFIKQPSS
QGSSLSFARV
LKHPASEAEX
KERNLTLRPA
PQDVVVARYE
FANGSLLLTQ
RVETAGSEER
IAESDAGVYT
LDCLTQATPK
CMSSTPAGSE
VFLFPPKPKD
KPREEQFNST
KGQPREPQVY
NYKTTRPPMLD
SLSLSPGK

QDALQGRRAL
DRLODSGTFQ
QPQTOVTLRC
GPEHSGLYSC
EAMFHCQESA
VRPRNAGIYR
VICLPPKGLP
CHAANLAGQR
PTVVWYRNQM
EAQARVQVLE
TLMISRTPEV
FRVVSVLTVV
TLPPSREEMT
SDGSFILYSK

LRCEVEARPGP
CVARDDVTGE
HIDGHPRPTY
CRHSAFGQAC
QPPPSLQWLE
CIGQGQRGPP
EPSVWWEHAG
RODVNITVAT
LISEDSRFEV
KLKFTPPPQP
TCVVVDVSHE
HODWLNGKEY
KNQVSLTCLV
LTVDKSRWQQ

15/28

PVODTERRFA
IKWIEAGPVV
DGQSNHTVSS
DESFARVVLA
SRTPEVICVV
SVLTVVRQDW
SREEMTKNQV
FFLYSKLTVD

(SEQ 1D NO: 71

FEDETPITNR
PIILEATLHL
GVRLPTHGRV
TVPSWLKKPQ
VFKNGTLRIN
PCQCMEEDKE
VTRDDAGNYT
LLOCEAQGDP
GRYTCIAGNS
ECPPCPAPPV
NWYVDGVEVH
KGLPAPIEKT
DIAVEWESNG
SVMHEALHNH

SRPPHLRRAT
AEIEDMPLFE
YQOKGHELVLA
DSQLEEGKPG
SVEVYDGTWY
ATVPCSATGR
CIASNGPQGQ
KPLIQWKGKD
CNIKHTEAPL
AGPSVFLFPP
NAKTKPREEQ
ISKTKGQPRE
QPENNYKTTP
YTQKSLSLSP

(SEQID NO: 72

VHVYWLLDGA
EARSANASEN
QWERDGTPLS
SSONFTLSTA
EDETPITNRS
IILEATLHLA
VRLPTHGRVY
VPSWLKKPQD
FKNGTLRINS
HPVRSVECPP
DPEVOFNWYV
KCKVSNKGLP
KGFYPSDIAV
GNVFSCSVMH

PVODTERRFA
IKWIEAGPVV
DGQSNHTVSS
DESFARVVLA
RPPHLRRATV
EIEDMPLFEP
QKGHELVLAN
SQLEEGKPGY
VEVYDGTWYR
CPAPPVAGPS
DGVEVHNAKT
APIEKTISKT
EWESNGQPEN
EALHNHYTQK

FIG. 8B

FIG. 8C



Translation of pEE12.4 ScRx6

1
51
101
151
201
251
301
351
401

KFTPPPQPQO
GTLHFARVTR
VYQGHTALLQ
DVAPEDSGRY
QHPVRSVECP
EDPEVQFNWY
YKCKVSNEKGL
VKGFYPSDIA
QGNVFSCSVM

CMEFDKEATV
DDAGNYTCIA
CERAQGDPKPL
TCIAGNSCNI
PCPAPPVAGP
VDGVEVHNAK
PAPIEKTISK
VEWESNGQPE
HEALHNHYTQ

PCSATGREKP
SNGPQGQIRA
IQWKGKDRIL
KHETEAPLYVV
SVFLFPPKPK
TKPREEQFNS
TKGQPREPQV
NNYKTTPPML
KSLSLSPGK

IgG6&7 18G2Fc (lg domains 6 & 7)

FIG. 8D

(SEQ ID NO: 7

TIKWERADGS
HVQLTVAVFIL
DPTKLGPRMH
DEPVPEESEG
DTLMISRTPE
TFRVVSVLTV
YTLPPSREEM
DSDGSFFLYS

Transiation of pEE12.4 ScRx6 18G2&3 [gG2Fc (Ig domains 2 & 3}

1

51
101
151
201
251
301
351
401

EEARSANASFE
YOWFRDGTPL
CSSQNFTLSI
FEDETPITNR
PIILEATLHL
EVTCVVVDVS
VVHODWLNGK
MTKNQVSLTC
SKLTVDKSRW

NIKWIEAGPV
SDGOSNHTVS
ADESFARVVL
SRPPHLRRAT
AFEHPVRSVEC
HEDPEVQFNW
EYKCKVSNKG
LVKGEYPSDI
QQGNVFSCSV

VLKHPASERE
SKERNLTLRP
APQDVVVARY
VFANGSLLLT
PPCPAPPVAG
YVDGVEVHNA
LPAPIEKTIS
AVEWESNGQP
MHEALHNHYT

SLPEWVTDNA
TFRVEPERTT
IFQNGSLVIH
PGSPPPYEKMI
VTCVVVDVSH
VHODWLNGKE
TKNQVSLTCL
KLTVDKSRWQ

FIG. 8E

(SEQID NO: 7

IQPQTQVTLR
AGPEHSGLYS
EEAMFHCQFS
QVRPRNAGIY
PSVFLFPPKP
KTKPREEQEN
KTKGQPREPQ
ENNYKTTPPM
QKSLSLSPGK

Translation of pEE12.4 ScRx6 _ 4lgGs 1gG2Fc (Ig domains 1 to 4)

(SEQID NO: 7

51
101
151
201
251
301
351
401
451
501
551
601

BIVFIKQPSS
QGSSLSFAAV
LKHPASEAEI
KERNLTLRPA
PQDVVVARYE
FANGSLLLTQ
RVFTAGSEER
TAESDAGVYT
FLEPPKPKDT
PREEQFNSTFE
GQPREPQVYT
YKTTPPMLDS
LSLSPGK

QDALOGRRAL
DRLODSGTFQ
QPQTQVTLRC
GPEHSGLYSC
EAMFHCQFSA
VRPRNAGIYR
VTCLPPKGLP
CHAANLAGOR
LMISRTPEVT
RVVSVLTVVH
LPPSREEMTK
DGSFFLYSKL

LRCEVEAPGP
CVARDDVTGE
HIDGHPRPTY
CAHSAFGOAC
CPPPSLOWLF
CIGQGQRGPP
EPSVWWEHAG
RQDVNITVAH
CVVVDVSHED
ODWLNGKEYK
NQVSLTCLVK
TVDKSRWQOG

16/28

VAVYWLLDGA
EARSANASFN
OWFRDGTPLS
SSONFTLSIA
EDETPITNRS
IILEATLHLA
VRLPTHGRVY
PVRSVECPPC
PEVQFNWYVD
CKVSNKGLPA
GFYPSDIAVE
NVFSCSVMHE

CHIDGHPRPT
CCAHSAFGQA
AQFPPSLOWL
RCIGQGQRGP
KBTLMISRTPE
STFRVVSVLT
VYTLPPSREE
LDSDGSFFLY

FIG. 8F

PVQDTERRFA
IKWIEAGPVV
DGOSNHTVSS
DESFARVVLA
RPPHLRRATV
EIEDMPLEFEP
QKGHELVLAN
PAPPVAGPSV
GVEVHNAKTK
PIEKTISKTK
WESNGQPENN
ALHNHYTQKS
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PTK7 Modulators Reduce Tumor Cell Viability
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