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Expanded View Figures

NxxN NxxN
Human DLL1 RGETETMNNLANCOQREKDI1S Human JAG1 HTHSASEDNTTNNVREQLNQ
Chimpanzee DII1 RGETETMNNLANCQOREKD IS ChimpanzeeJag! HTHSASEDNTINNVREQLNOQ
Opossum DII1 RGETETMNNLANCQOREKDIS OpossumJag! HTHTASDDNTTNNVREQLNQ
ChickDll1 RSETETMNNLANCQREKDIS ChickJag! HTHTASDDNTTNNVREQLNQ
PigDIl1 RGETETMNNLANCQREKDIS Pig Jag1 HARSASEDNTTNNVREQLNQ
DogDIl1 RGETETMNNLANCQREKDIS Dog Jag1 HARSASEDNTTNNVREQLNQ
LionDII1 RGEAETMNNLANCOQREKDIC Lion Jag1 HARAASEDNTTNNVREQLNOQ
BovneDIl1 RGETETMNNLANRQREKDIS BovneJag1 HARAASEDNTTNNVREQLNQ
MouseDIl1 GGETETMNNLANCQREKDVS MouseJag1 HTHSAPEDNTTNNVREQLNQ
RatDll1 GGETETMNNLANCOREKDVS RatJag1 HTHSAPEDNTTNNVREQLNQ
Xenopus DII1 RGESKTMNNLANCQREKDIS Xenopus Jag1 HSHTASEDNTTNNVREQLNQ

Zebrafish DeltaA
Zebrafish DeltaD

NGENETINNLTNNCHRDKDL
HSEIETMNNLTNNRSREKDL

Zebrafish Jag1b
Zebrafish Jagia

TATSATEDNTTNNVREQLNQ
SPFSTPEENTANNAREHLNQ

Human DLL4 DGSREAMNNLSDFOKDNLIP Human JAG2 ERSRLPREESANNCOWAPLNP
Chimpanzee DLL4 DGSSEAMNNLSDFQKDNL IP ChimpanzeeJag2 ERSRLPREESANNCWAPLNP
Opossum DIl4 AGGREAMNNLSDFQOKDNLIP OpossumJag? ERSRIPREESVNNOWATLNP
ChickDll4 QODLETMNNLSDFQKDNLIP ChickJag2 ERSHPPREEGANNCWAPLNP
PigDl4 DGSREAMNNLSDFOQKDNLIP PigJag2 ERSRLPREESANNCOWAPLNP
DogDIl4 DGGREAMNNLSDFOKDNLIP DogJag2 ERSRLPREESANNCWAPLNP
LionDll4 DGGREAMNNLSDFQKDNLIP LionJag2 ERSRLPREESANNOWAPLNP
BovneDIl4 GGSREAMNNLSDFOKDNLIP BovnelJag2 ERSRLPREEGPNNCOWAPLNP
MouseDIl4 DESREAMNNLSDFOKDNLIP MouseJag2 ERSRLPRDESANNCWAPLNP
RatDll4 DDSREAMNNLSDFQKDNLIP RatJag? ERSRLPRDESANNCOWAPLNP
Xenopus DII4 LHESNTMNNLSDFQKDNLI1S XenopusJag2L RERRSQEEESANNQREPLNP

Zebrafish DIl4

RTRGEAMNNLSESQRDNLIP
NxxD

Zebrafish Jag2b
Zebrafish Jag2a

RRERVPVEESVNNOWEPLRP
QOREDTOMEES INNQRGTLLS
ExxN

Figure EV1. Partial sequence comparison of Notch ligands.

A potential NBM is present in model organisms such as Xenopus, Zebrafish and Mouse, as well as several other species. In DLL1 and JAG], a conserved NxxN motif is
present, while in DLL4 and JAG2, a cryptic motif is present, which contains a D/E instead of an N. These motifs are all located at the N-terminus of the ICDs close to the
plasma membrane
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