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HUMAN Jag1 (SEQ ID NO:1)

MRSPRTRGRSGRPLSLLLALLCALRARVCGASGQFELETILSMONVNGELONGNCCGGARN
PGDREKCTRDECDTYFRVCLKEYQSRVTAGGPCSFGSGSTPVIGGNTFNLEKASRGNDRNRI
VLPFSFAWPRSYTLLVEAWDSSNDTVQPDSIIERASHSGMINPSROWQTLKONTGVAHFE
YQIRVTCDDYYYGFGCNKFCRPRDDFFGHYACDONGNKTCMEGWMGPECNRAICRQGCSP
KHGSCKLPGDCRCQYGWQGLYCDKCIPHPGCVHGICNEPWQCLCETNWGGQLCDKDLNYC
GTHQPCLNGGTCSNTGPDRKYQCSCPEGYSGPNCEIAEHACLSDPCHNRGSCRETSLGFEC
ECSPGWTGPTCSTNIDDCSPNNCSHGGTCODLVNGFRCVCPPQWTGKTCQLDANECEARP
CVNAKSCKNLIASYYCDCLPGWMGONCDININDCLGQCQONDASCRDLVNGYRCICPPGYA
GDHCERDIDECASNPCLNGGHCONEINRFQCLCPTGFSGNLCQLDIDYCEPNPCONGAQC
YNRASDYFCKCPEDYEGKNCSHLKDHCRTTPCEVIDSCTVAMASNDTPEGVRYISSNVCG
PHGRCKSQSGCGKFTCDCNKGFTGTYCHENINDCESNPCRNGGTCIDGVNSYKCICSDGWE
GAYCETNINDCSQONPCHNGGTCRDLVNDFYCDCRNGWKGKTCHSRDSQCDEATCNNGGTC
YDEGDAFRKCMCPGGWEGTTCNIARNSSCLPNPCHNGGTCVVNGESFTCVCKEGWEGPICA
ONTNDCSPHPCYNSGTCVDGDNWYRCECAPGFAGPDCRININECQSSPCAFPGATCVDEIN
GYRCVCPPGHSGAKCQEVSGRPCITMGSVIPDGAKWDDDCNTCQCLNGRIACSKVWCGPR
PCLLHKGHSECPSGQSCIPILDDQCFVHPCTGVGECRSSSLOPVKTRCTSDSYYODNCAN
ITFTENKEMMSPGLTTEHICSELRNLNILKNVSAEYSIYIACEPSPSANNETHVAISAED
IRDDGNPIKEITDKIIDLVSKRDGNSSLIAAVAEVRVQRRPLKNRTDFLVPLLSSVLTVA
WICCLVTAFYWCLRKRRKPGSHTHSASEDNTTNNVREQLNQIKNPIEKHGANTVPIKDYE
NENSKMSKIRTHNSEVEEDDMDRHQORKARFAKQPAYTLVDREEKPPNGTPTKHPNWTNKQ
DNRDLESAQSLNRMEYIV

MURINE Jag1 (SEQ ID NO:2)

MRSPRTRGRPGRPLSLLLALLCALRARVCGASGQFELEILSMONVNGELONGNCCGGVRN
PGDRECTRDECDTYFRKVCLRKEYQSRVTAGGPCSFGSGSTPVIGGNTFNLKASRGNDRNRI
VLPFSFAWPRSYTLLVEAWDSSNDTIOPDSITERKASHSGMINPSROWOTLKONTGIAHFE
YOQIRVTCDDHYYGFGCNKFCRPRDDFFGHYACDONGNKTCMEGWMGPDCNRKATICRQGCSP
KHGSCKLPGDCRCQYGWQGLYCDKCIPHPGCVHGTCNEPWQCLCETNWGGQLCDRDLNYC
GTHQPCLNRGTCSNTGPDKYQCSCPEGYSGPNCEIAEHACLSDPCHNRGSCKETSSGFEC
ECSPGWTIGPTCSTNIDDCSPNNCSHGGTCODLVNGFRCVCPPOWTGKTCOLDANECEAKP
CVNARSCRKNLIASYYCDCLPGWMGONCDININDCLGQCQONDASCRDLVNGYRCICPPGYA
GDHCERDIDECASNPCLNGGHCONEINRFQCLCPTGFSGNLCOLDIDYCEPNPCONGAQC
YNRASDYFCKCPEDYEGKNCSHLEDHCRTTTCEVIDSCTVAMASNDTPEGVRYISSNVCG
PHGRCKSQOSGGKFTCDCNRKGFTGTYCHENINDCESNPCKNGGTCIDGVNSYRKCICSDGWE
GAHCENNINDCSONPCHYGGTCRDLVNDFYCDCRKNGWKGKTCHSRDSQCDEATCNNGGTC
YDEVDTFRCMCPGGWEGTTCNIARNSSCLPNPCHNGGTCVVNGDSFTCVCKEGWEGPICT
ONTNDCSPHPCYNSGTCVDGDNWYRCECAPGFAGPDCRININECQSSPCAFGATCVDEIN
GYQCICPPGHSGAKCHEVSGRSCITMGRVILDGAKWDDDCNTCQOCLNGRVACSKVWCGPR
PCRLHKSHNECPSGOSCIPVLDDOCFVRPCTGVGECRSSSLOPVKTKCTSDSYYQDNCAN
ITFTFNKEMMSPGLTTEHICSELRNLNILKNVSAEYSIVIACEPSLSANNEIHVAISAED
IRDDGNPVKEITDKIIDLVSKRDGNSSLIAAVAEVRVORRPLENRTDFLVPLLSSVLTVA
WVCCLVTAFYWCVRRKRRKPSSHTHSAPEDNTTNNVREQLNQIKNPIEKHGANTVPIKDYE
NENSEMSKIRTHNSEVEEDDMDKHQQKVRFAKQPVYTLVDREEKAPSGTPTKHPNWTNKQ

DNRDLESAQSLNRMEYIV ‘
FIG. 1
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HUMAN Jag2 (SEQ ID NO:3)

MRAQGRGRLPRRLLLLLALWVQAARPMGYFELQLSALRNVNGELLSGACCDGDGRTTRAG
GCGHDECDTYVRVCLEEYQARVTPTGPCSYGHGATPVLGGNSFYLPPAGAAGDRARARAR
AGGDODPGLVVIPFQFAWPRSFTLIVEAWDWDNDTTPNEELLIERVSHAGMINPEDRWKS
LHFSGHVAHLELQIRVRCDENYYSATCNKFCRPRNDFFGHYTCDQYGNKACMDGWMGKEC
KEAVCRQGCNLLHGGCTVPGECRCSYGWQGRFCDECVPYPGCVHGSCVEPWQCNCETNWG
GLLCDRDLNYCGSHHPCTNGGTCINAEPDQYRCTCPDGY SGRNCERAEHACTSNPCANGG
SCHEVPSGFECHCPSGWSGPTCALDIDECASNPCAAGGTCVDQVDGFECICPEQWVGATC
QLDANECEGKPCLNAFSCKNLIGGYYCDCIPGWKGINCHINVNDCRGOCOHGGTCKDLVN
GYQCVCPRGFGGRHCELERDECASSPCHSGGLCEDLADGFHCHCPQGFSGPLCEVDVDLC
EPSPCRNGARCYNLEGDYYCACPDDFGGKNCSVPREPCPGGACRVIDGCGSDAGPGMPGT
AASGVCGPHGRCVSQPGGNFSCICDSGEFTGTYCHENIDDCLGOPCRNGGTCIDEVDAFRC
FCPSGWEGELCDTNPNDCLPDPCHSRGRCYDLVNDFYCACDDGWKGKTCHSREFQCDAYT
CSNGGTCYDSGDTFRCACPPGWRGSTCAVARNSSCLPNPCVNGGTCVGSGASEFSCICRDG
WEGRTCTHNINDCNPLPCYNGGICVDGVNWEFRCECAPGFAGPDCRINIDECQSSPCAYGA
TCVDEINGYRCSCPPGRAGPRCOEVIGFGRSCWSRGTPFPHGSSWVEDCNSCRCLDGRRD
CSRVWCGWRPCLLAGQPEALSAQCPLGORCLEKAPGQCLRPPCEAWGECGAEEPPSTPCL
PREGHLDNNCARLTLHFNRDHVPOGTTVGAICSGIRSLPATRAVARDRLLVLLCDRASSG
ASAVEVAVSFSPARDLPDSSLIQGAAHAIVAAITORGNSSLLLAVTEVRVETVVTGGSST
GLLVPVLCGAFSVLWLACVVLCVWWTREKRRKERERSRLPREESANNQWAPLNPIRNPIER
PGGHKDVLYQCRKNFTPPPRRADEALPGPAGHAAVREDEEDEDLGRGEEDSLEAEKFLSHK
FTKDPGRSPGRPAHWASGPKVDNRAVRS INEARYAGKE

MURINE Jag2 (SEQ ID NO:4)

MRARGWGRLPRRLLLLLVLCVQATRPMGYFELQLSALRNVNGELLSGACCDGDGRTTRAG
GCGRDECDTYVRVCLREYQARVTPTGPCSYGYGATPVLGGNSFYLPPAGAAGDRARARSR
TGGHQDPGLVVIPFQFAWPRSFTILIVEAWDWDNDTTPDEELLIERVSHAGMINPEDRWKS
LHFSGHVAHLELQIRVRCDENYYSATCNKFCRPRNDFFGHYTCDQYGNKACMDGWMGKEC
KEAVCRQGCNLLHGGCTVPGECRCSYGWQGKFCDECVPYPGCVHGSCVEPWHCDCETNWG
GLLCDKDLNYCGSHHPCVNGGTCINAEPDQYLCACPDGYLGKNCERAEHACASNPCANGG
SCHEVPSGFECHCPSGWSGPTCALDIDECASNPCAAGGTCVDQVDGFECICPEQWVGATC
QLDANECEGRPCLNAFSCKNLIGGYYCDCLPGWRGINCQININDCHGQCOHGGTCKDLVN
GYQCVCPRGFGGRHCELEYDKCASSPCRRGGICEDLVDGFRCHCPRGLSGLHCEVDMDLC
EPSPCLNGARCYNLEGDYYCACPEDFGGKNCSVPRDTCPGGACRVIDGCGFEAGSRARGV
APSGICGPHGHCVSLPGGNFSCICDSGFTGTYCHENIDDCMGOPCRNGGTCIDEVDSFRC
FCPSGWEGELCDINPNDCLPDPCHSRGRCYDLVNDFYCACDDGWKGKTCHSREFQCDAYT
CENGGTCYDSGDTFRCACPPGWRGSTCTIARNSSCVPNPCVNGGTCVGSGDSFSCICRDG
WEGRTCTHNTNDCNPLPCYNGGICVDGVNWFRCECAPGFAGPDCRINIDECQSSPCAYGA
TCVDEINGYRCSCPPGRSGPRCQEVVIFTRPCWSRGMSFPHGS SWMEDCNSCRCLDGHRD
CSRVWCGWRPCLLSGOPSDPSAQCPPGQQCQEKAVGOCLOPPCENWGECTAEEPLPPSTP
CQPRSSHLDNNCARLTLRFNRDOQVPQGTTVGAICSGIRALPATRAAAHDRLLLLLCDRAS
SGASAVEVAMSFSPARDLPDSSLIQSTAHAIVAAITORGNSSLLLAVTEVEVETVVMGGS
STGLLVPVLCSVFSVLWLACVVICVWWTREKRRKERERSRLPRDESTNNQWAPLNPIRNPL
ERPGGSGLGTGGHKDILYQCKNFTPPPRRAGEALPGPAGHGAGGEDEEDEELSRGDGDSP
EAERFISHKFTRDPSCSLGRPACWAPGPRKVDNRAVRSTKDVRRAGRE

FIG. 2
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Sequence of expressed protein murine Jag1-DSL-EGF1-4 (mouse Jag1 antigen)

ADLGSQFELEILSMONVNGELQONGNCCGGVRNPGDRKCTRDECDTYFRKVCLKEYQSRVTAGGPC
SFGSGSTPVIGGNTFNLKASRGNDRNRIVLPFSFAWPRSYTLLVEAWDSSNDTIQPDSIIEKAS
HSGMINPSRQWQTLKONTGIAHFEYQIRVTCDDHYYGFGCNKFCRPRDDFFGHYACDONGNKTC
MEGWMGPDCNKAICRQGCSPKHGSCKLPGDCRCQYGWOGLYCDKC I PHPGCVHGTCNEPWQCLC
ETNWGGQLCDKDLNYCGTHQPCLNRGTCSNTGPDKYQCSCPEGYSGPNCEIAEHACLSDPCHNR
GSCKETSSGFECECSPGWTGPTCSTNIDDEFGLVPRGSGHHHHEH (SEQ ID NO. 5)

FIG. 3A

Sequence of expressed protein human Jag1-DSL-EGF1-4 (human Jag1 antigen)

QFELEILSMONVNGELQNGNCCGGARNPGDRRCTRDECDTYFKVCLKEYQSRVTAGGPCSFGSG
STPVIGGNTFNLKASRGNDRNRIVLPFSFAWPRSYTLLVEAWDSSNDTVQPDSIIEKASHSGMT
NPSRQWQTLKQONTGVAHFEYQIRVTCDDYYYGFGCNKFCRPRDDFFGHYACDONGNKTCMEGWM
GPECNRAICRQGCSPKHGSCKLGDCRCQYGWQGLYCDKCIPHPGCVHGICNEPWQCLCETNWGG
QLCDKDLNYCGTHQPCLNGGTCSNTGPDKYQCSCPEGYSGPNCEI AEHACLSDPCHNRGSCKET
SLGFECECSPGWTGPTCSTNIDD (SEQ ID NO. 6)

FIG. 3B

Sequence of expressed protein murine Jag2-DSL-EGF1-4 (mouse Jag2 antigen)

ADLGSMGYFELQLSALRNVNGELLSGACCDGDGRTTRAGGCGRDECDTYVRVCLKEYQAKVTRPT
GPCSYGYGATPVLGGNSFYLPPAGAAGDRARARSRTGGHODPGLVVIPFQFAWPRSFTLIVEAW
DWDNDTTPDEELLIERVSHAGMINPEDRWKSLHFSGHVAHLELQIRVRCDENYYSATCNKFCRP
RNDFFGHYTCDQYGNKACMDGWMGKECKEAVCKQGCNLLHGGCTVPCGECRCSYGWQGKFCDECVY
PYPGCVHGSCVEPWHCDCETNWGGLLCDRDLNYCGSHHPCVNGGTCINAEPDOYLCACPDGYLG
KNCERAEHACASNPCANGGSCHEVPSGFECHCPSGWNGPTCALDIDEEFGLVPRGSGHHHHHEH

(SEQID NO.T7)
FIG. 3C

Sequence of expressed protein human Jag2-DSL-EGF1-4 (human Jag2 antigen)

ARPMGYFELQLSALRNVNGELLSGACCDGDGRTTRAGGCCGHDECDTYVRVCLKEYQAKVTPTGP
CSYGHGATPVLGGNSFYLPPAGAAGDRARARARAGGDODPGLVVIPFQFAWPRSFTLIVEAWDW
DNDTTPNEELLIERVSHAGMINPEDRWKSLHFSGHVAHLELQIRVRCDENYYSATCNKFCRPRN
DFFGHYTCDQYGNKACMDGWMGKECKEAVCKOGCNLLHGGCTVPGECRCSYGWQGRFCDECVPY
PGCVHGSCVEPWQCNCETNWGGLLCDKDLNYCGSHHEPCTNGGTCINAEPDQYRCTCPDGYSGRN
CERAEHACTSNPCANGGSCHEVPSGFECHCPSGWSGPTCALDIDEEFGLVPRGSGHHEEEH

(SEQ ID NO. 8)
FIG. 3D
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Framework Seauences of Antibodies A, A-1, A-2Z Light Chain Variable Domain

LC-FR1 lAsp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly Asp
Arg Val Thr Ile Thr Cys?3 SEQID NO: 43

LC-FR2 33Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu
Ile Tyr®? SEQID NO: 44
LC-FR3
57Gly val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu
Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr
Tyr Cys®® SEQID NO: 45
LC-FR4
9%8phe Gly Gln Gly Thr Lys Val Glu Ile Lys Argl®® SEQID NO: 46

Framework Seqguences of Antibodies A, A-1, A-2 Heavy Chain Variable Domain

HC-FR1 '6lu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser
Leu Arg Leu Ser Cys Ala Ala Ser?® SEQID NO: 47

HC-FR2 3%Trp val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly*? SEQID NO: 4
HC-FR3 $%aArg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gln Met
Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
Ala Arg%* SEQID NO: 49

HC-FR4 1%3Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser!!? SEQID NO: 50

FIG. 7



ODy50 nm

1.6
1.4+

12739

1.2

1.0

0.8

0.6

0.4

0.2




13739

A-2

| av on-ums

jw/brgL-g Lre

el 1W/BTIG0 |1

A lW/Briy g Lre

wybriz Lre

{ lu/brip| Lre

25.000

20.000
15.000
10.000

uonenuiils oN /

.000

%

FIG. 9A

70.000

?

o

<O < [am] <o < <o n.v
=3 == = =R =~
S S &8 © o o ©
T S o S e S <o SR e SRR < S
G e L
uonEINWNS ON / %

_E\m%m Zre

i NS 1dvd

uonenuwngs
ON

ps1esAun

o
o

Y,

jwybrigy qbe H



% Body Weight Change

14 /39

-10 *.
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13-3644: Jag1; LIV#078; Day 44

TV=(I*w*h)/2

Overlay Fits Tumor Volume

700
650
600
550
500
&
£ 450
E
o 400
=
= 350
0
Z 300
£
= 250
}._
200
150
100
50
0
10 20 30 40
Day
D Vol AUC/Day
# Group Name ey | Last | TGl TR 2| PR
(ma/kg) | pay |(Lower, Upper)
1 | Anti-Ragweed (Isotype Control) 10 610 |10(0, 0) 1851 0
2 | Anti-dag1 A-1-S101T 3 318 |65 (3, 93) NA 0
3 | Anti-Jag1 A-1-S101T 10 106 | 103 (80, 129) | NA 7
4 | Anti-Jag1 A-1-S101T 30 76 | 114 (95,142) | NA 7
5 | Anti-Jag1 A-1-8101T (1x Every 3 Weeks) | 30 156 | 100 (73, 124) | NA 5
6 | Anti-Jag1 A-1-DANG (Effectorless) 10 88 | 114 (94, 144) | NA 6
7 | Anti-Jag1 A-1 10 109 |115(92, 146) | NA 6

FIG. 20B
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13-3644: Jag1; LIV#078; Day 44

TV=(I"w*h)/2

Overlay Fits Body Weight

20
15
©
o)
c
©
<
&
X
=
D
T
=
> -b
§®)
0
an}
-10
-15
-20
10 20 30 40
Day
Nose % BW Max Max | AUC/Day
# Group Name Last % BW,  (Lower,
(mglkg) Day % BW Day Upper)
1 | Anti-Ragweed (Isotype Control) 10 748 | 8.69 411213 (129,338)
2 | Anti-Jag1 A-1-8101T 3 7.841 8.71 37|77 (26, 137)
3 | Anti-Jag1 A-1-8101T 10 9.53| 9.53 44115 (-24, 64)
4 | Anti-Jag1 A-1-S101T 30 5.08 55 2| -11(-47, 24)
5 | Anti-Jag1 A-1-S101T (1x Every 3 Weeks) | 30 8.721 913 41133 (-9, 87)
8 | Anti-Jag1 A-1-DANG (Effectorless) 10 5684 7.45 37| -10 (-52, 36)
7 | Anti-Jag1 A-1 10 6.29| 6.29 44 1-13 (52, 25)

FIG. 21B
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