SUPPLEMENTARY INFORMATION

SUPPLEMENTARY FIGURE LEGENDS

Supplementary Fig. 1: Peptide coverage and semi-tryptic peptides proof the origin of
soluble ectodomains from true ectodomain shedding (a) The amino acid sequence of
selected membrane proteins (Sez6, Sez6L.1, Latrophilin 1, APP, APLP1, L1 and CHLI) is
depicted with tryptic peptides marked yellow, semi-tryptic peptides marked green and the
transmembrane domain marked red. Putative BACE] cleavage sites are depicted in pink
while identified cleavage sites are underlined yellow. Only ectodomain-derived peptides even
of the polytopic membrane protein Latrophilin 1 can be detected. (b) Semi-tryptic peptides of
APP, APLPI and Sez6L1 and their reduction upon C3 treatment proof the origin of these
peptides from BACEI cleavage. The closer the semi-tryptic peptide is to the original cleavage

site, the stronger is the reduction.

SUPLEMENTARY TABLES

Supplementary Table 1: HEK293T secretome list of filtered identified protein IDs.

This table contains the identified proteins of the HEK293T secretome which fulfill following
criteria: at least three-fold enriched, annotated as glycoprotein in SWISS-PROT, identified
with at least two unique peptides and not part of the MaxQuant contaminant protein list.

Supplementary Table 2: HEK293T secretome peptides of filtered identified protein IDs.

This table contains the corresponding peptides of the proteins in suppl table 1.

Supplementary Table 3: HEK293T protein groups raw data.

This table includes all identified proteins including contaminants and cytosolic proteins of the
HEK?293T experiment. This file is the unprocessed protein data output file of the MaxQuant
suite.

Supplementary Table 4: HEK293T peptides raw data.

This table contains all identified peptides of the HEK293T experiment. This file is the
unprocessed peptide data output file of the MaxQuant suite.

Supplementary Table 5: Neuronal secretome list of filtered identified protein IDs including
quantified ratio between BACE] inhibition and control (C3/DMSO).



This table contains the identified proteins of the neuronal secretome which fulfill following
criteria: annotated as glycoprotein in SWISS-PROT, identified in at least four out of five
biological replicates, identified with at least two unique peptides and not part of the
MaxQuant contaminant protein list. It is the whole filtered data set while table 1 contains the
significantly changed proteins under BACEI inhibition.

Supplementary Table 6: Neuronal secretome list of filtered peptides of identified protein
IDs.

This table contains the corresponding peptides of the proteins in suppl table 5.

Supplementary Table 7: Neuronal secretome protein groups raw data.

This table contains all identified proteins including contaminants and cytosolic proteins of the
neuronal secretome of five biological replicates. This file is the unprocessed protein data
output file of the MaxQuant suite.

Supplementary Table 8: Neuronal secretome peptides raw data

This table contains the corresponding peptides of all identified proteins of suppl table 7. This
file is the unprocessed peptide data output file of the MaxQuant suite.



A

Seizure protein 6

VIRPAALLLLPSLLALLAHGLSS EAPITGEGHATGIRETDGELTAAPTPEQSDRGVHFVTTAPTL
KLLNHHPLLEEFLQEGLEREEAPQPALPFQPDSPTHFTPSPLPRLTNQDNRPVFTSPTPAVAA
APTQPHSREKPWNLESKPPELSITSSLPPGPSMAVPTLLPEDRPSTTPPSQAWTPTQEGPGD
MDRPWVPEVMSKTTGLGVEGTIATSTASGDDEETTTTIITTTVTTVQPPGPCSWNFSGPEGS
LDSPTAPSSPSDVGLDCFYYISVYPGYGVEIKVENISLQEGETITVEGLGGPDPLPLANQSFLLR
GQVIRSPTHQAALRFQSLPLPAGPGTEHFRYQAYLLSCHFPRRPAYGDVTVTSLHPGGSAHF
HCATGYQLKGARFLTCLNATQPFWDSQEPVCIAACGGVIRNATTGRIVSPGFPGNYSNNLTC
HWLLEAPESQRLHLHFEKVSLAEDDDRLIIRNGNNVEAPPVYDSYEVEYLPIEGLLSSGRHFFV
EFSTDSSGAAAGMALRYEAFQQGHCYEPFVKYGNFSSSAPSYPVGTTVEFSCDPGYTLEQGS
IIECVDLHDPQWNETEPACRAVCSGEITDSAGVVLSPNWPEPYGRGQDCIWGVHVEEDKRI
MLDIRVLRIGSGDVLTFYDGDDLTARVLGQYSGPRGHFKLFTSMADVTIQFQSDPGTSALGY
QQGFVIHFFEVPRNDTCPELPEIPNGWKNPSQPELVHGTVVTYQCYPGYQVVGSSILMCQ
WDLSWSEDLPSCQRVTSCHDPGDVEHSRRLISSPKFPVGATVQYVCDQGFVLTGSAILTCHD
RQAGSPKWSDRAPKCLLEQFKPCHGLSAPENGARSPEKRLHPAGATIHFSCAPGYVLKGQAS
IKCVPGHPSHWSDPPPICRAASLDGFYNGRSLDVAKAPAASSALDAAH

GG Y F SRFQGKSPLQLPRTHPRPYNRITVESAFDNPTYETGSLSFAGDERI

Latrophilin 1

MARLAAALWSLCVTTVLVTSATQGLSRAGLPFGLMRRELACEGYPIELRCPGSDVIMVENAN
YGRTDDKICDADPFQMENVQCYLPDAFKIMSQRCNNRTQCVVVAGSDAFPDPCPGTYKYL
EVQYDCVPYIFVCPGTLQKVLEPTSTHESEHQSGAWCKDPLQAGDRIYVMPWIPYRTDTLTE
YASWEDYVAARHTTTYRLPNRVDGTGFVVYDGAVFYNKERTRNIVKYDLRTRIKSGETVINT
ANYHDTSPYRWGGKTDIDLAVDENGLWVIYATEGNNGRLVVSQLNPYTLRFEGTWETGYD
KRSASNAFMVCGVLYVLRSVYVDDDSEAAGNRVDYAFNTNANREEPVSLAFPNPYQFVSSV
DYNPRDNQLYVWNNYFVVRYSLEFGPPDPSAGPATSPPLSTTTTARPTPLTSTASPAATTPLR
RAPLTTHPVGAINQLGPDLPPATAPAPSTRRPPAPNLHVSPELFCEPREVRRVQWPATQQG
MLVERPCPKGTRGIASFQCLPALGLWNPRGPDLSNCTSPWVNQVAQKIKSGENAANIASEL
ARHTRGSIYAGDVSSSVKLMEQLLDILDAQLQALRPIERESAGKNYNKMHKRERTCKDYIKAV
VETVDNLLRPEALESWKDMNATEQVHTATMLLDVLEEGAFLLADNVREPARFLAAKQNVVL
EVTVLNTEGQVQELVFPQEYPSENSIQLSANTIKQNSRNGVVKVVFILYNNLGLFLSTENATV
KLAGEAGTGGPGGASLVVNSQVIAASINKESSRVFLMDPVIFTVAHLEAKNHFNANCSFWN
YSERSMLGYWSTQGCRLVESNKTHTTCACSHLTNFAVLMAHREIYQGRINEL|
STFCFLRGLQTDRN
CLEGVHLYLLLVEVFESEYSRT
VTLHKMIRSSSVLKPDSSRLDNIKSW,
FHCALQKKVHKEYSKCLRHSYCCIRSPPGGTHG
SLKTSAMRSNTRYYTGTQSRIRRMWNDTVRKQTESSFMAGDINSTPTLNRGTMGNHLLTN
PVLQPRGGTSPYNTLIAESVGFNPSSPPVFNSPGSYREPKHPLGGREACGMDTLPLNGNFNN
SYSLRSGDFPPGDGGPEPPRGRNLADAAAFEKMIISELVHNNLRGASGGAKGPPPEPPVPPV
PGVSEDEAGGPGSADRAEIELLYKALEEPLLLPRAQSVLYQSDLDESESCTAEDGATSRPLSSP
PGRDSLYASGANLRDSPSYPDSSPEGPNEALPPPPPAPPGPPEIYYTSRPPALVARNPLQGYY
QVRRPSHEGYLAAPSLEGPGPDGDGQMQLVTSL

RSYGTEKACWLRVD

L1

MVVMLRYVWPLLLCSPCLLIQIPDEYKGHHVLEPPVITEQSPRRLVV/FPTDDISLKCEARGRP
QVEFRWTKDGIHFKPKEELGVVVHEAPYSGSFTIEGNNSFAQRFQGIYRCYASNKLGTAMSH
EIQLVAEGAPKWPKETVKPVEVEEGESVVLPCNPPPSAAPPRIYWMNSKIFDIKQDERVSMG
QNGDLYFANVLTSDNHSDYICNAHFPGTRTIIQKEPIDLRVKPTNSMIDRKPRLLFPTNSSSRL
VALQGQSLILECIAEGFPTPTIKWLHPSDPMPTDRVIYQNHNKTLQLLNVGEEDDGEYTCLAE
NSLGSARHAYYVTVEAAPYWLQKPQSHLYGPGETARLDCQVQGRPQPEITWRINGMSMET
VNKDQKYRIEQGSLILSNVQPTDTMVTQCEARNQHGLLLANAYIYVVQLPARILTKDNQTY
MAVEGSTAYLLCKAFGAPVPSVQWLDEEGTTVLQDERFFPYANGTLSIRDLQANDTGRYFC
QAANDQNNVTILANLQVKEATQITQGPRSAIEKKGARVTFTCQASFDPSLQASITWRGDGR
DLQERGDSDKYFIEDGKLVIQSLDYSDQGNYSCVASTELDEVESRAQLLVVGSPGPVPHLELS
DRHLLKQSQVHLSWSPAEDHNSPIEKYDIEFEDKEMAPEKWFSLGKVPGNQTSTTLKLSPYV
HYTFRVTAINKYGPGEPSPVSETVVTPEAAPEKNPVDVRGEGNETNNMVITWKPLRWMD
WNAPQIQYRVQWRPQGKQETWRKQTVSDPFLVVSNTSTFVPYEIKVQAVNNQGKGPEPQ
VTIGYSGEDYPQVSPELEDITIFNSSTVLVRWRPVDLAQVKGHLKGYNVTYWWKGSQRKHS
KRHIHKSHIVVPANTTSAILSGLRPYSSYHVEVQAFNGRGLGPASEWTFSTPEGVPGHPEALH
LECQSDTSLLLHWQPPLSHNGVLTGYLLSYHPVEGESKEQLFFNLSDPELRTHNLTNLNPDLQ
YRFQLQATTQQGGPGEAIVREGGTMALFGKPDFGNISATAGENYSVVSWVPRKGQCNFRF
HILFKALPEGKVSPDHQPQPQYVSYNQSSYTQWNLQPDTKYEIHLIKEKVLLHHLDVKTNGT
GPVRVSTTGSFASEGW] IKRSKGGKYSVKDKEDTQVDSEARPMKDET
FGEYRSLESDNEEKAFGSSQPSLNGDIKPLGSDDSLADYGGSVDVQFNEDGSFIGQYSGKKEK
EAAGGNDSSGATSPINPAVALE

B

Protein Name

APP 1064.506
APLP1 1133.5142
Seizure protein 6like 1 1629.9031
Seizure protein 6like 1 1158.5306
Seizure protein 6like 1 974.40937

Peptide Mass

Seizure protein 6 like 1

MPVARPQAAGPDRISLFLVAFLLGSPAAAQAEDGGPEGEMHPSTAYLLPSASLESSLEEGVTS
AAPGLLPSQEALEAMEESLPPALPDEASVQHTPALRKGLPSLKQLNSARRQLRPLATPTTLQR
LGSPASATTKLREPEDPEQPTAPAPLQIAPFTALATTLPHSPQPAQAPDDSSPGSPLDKGDNE
LTGSASEESQETTTSTIVTTTHTTEQAPALCGVSFSDPEGYIDSSDFPPQPYSSFLECTYNVTVY
TGYGVELQVKSVNLSEGELLSIRGVDGPTLTVLANQTLLVEGQVIRSPTNTISVYFRTFQDDGL
GTFQLHYQAEMLSCPFPRRPDAGEVTVMDLHSGGVAHFHCHLGYELQGAKTLTCINASKPH
WSSQEPVCSAPCGGAVHNATIGRVLSPSFPGTANGSQLCVWTIEAPEGQKLHLHLERLLLHE
KDRMIVYSGRTNTSALLYDSLRTESVPFEGLLSEGSSIRIEFTSDQGQAASAFNIRFEAFEKGHC
YEPYIQNGNFTTSDPTYNIGTIVEFTCDPGHSLEQGPAVIECVNVRDPYWNDTEPLCRAMCG
GELSAVAGVVLSPNWPEPYAEGEDCVWKIHVGEEKRIFLDIQFLNLSNSDILTIYDGDEVVPH
VLGQYFGHSSPQKLYSSTPDLTIQFHSDPAGLIFGKGQGFIMNYIEVSRNDSCSDLPEIQNGW
KTTSHTELVRGARITYQCDPGYDIVGSDTLTCQWDLSWSSDPPFCEKIMYCTDPGEVEHSTR
LISDPVLLVGTTIQYTCSPGFVLEGSSLLTCYSRETGTPIWTSRLPHCVSEESLACDNPGLPENG
YQILYKRLYLPGESLTFMCYEGFELMGEVTIRCILGQPSHWSGPLPICKVNQDSFEHALEAEAA
AESSLEGGNM [TRCRQYSSLRLPLMYSHPYSQITVETEFDNPIYE
TGETREYEVSI

APP

MLPSLALLLLAAWTVRALEVPTDGNAGLLAEPQIAMFCGKLNMHMNVQNGKWESDPSGT
KTCIGTKEGILQYCQEVYPELQITNVVEANQPVTIQNWCKRGRKQCKTHTHIVIPYRCLVGEF
VSDALLVPDKCKFLHQERMDVCETHLHWHTVAKETCSEKSTNLHDYGMLLPCGIDKFRGVE
FVCCPLAEESDSVDSADAEEDDSDVWWGGADTDYADGGEDKVVEVAEEEEVADVEEEEAD
DDEDVEDGDEVEEEAEEPYEEATERTTSTATTTTTTTESVEEVVREVCSEQAETGPCRAMISR
WYFDVTEGKCVPFFYGGCGGNRNNFDTEEYCMAVCGSVSTQSLLKTTSEPLPQDPDKLPTT
AASTPDAVDKYLETPGDENEHAHFQKAKERLEAKHRERMSQVMREWEEAERQAKNLPKA

DKKAVIQHFQEKVESLEQEAANERQQLVETHMARVEAMLNDRRRLALENYITALQAVPPRP
HHVFNMLKKYVRAEQKDRQHTLKHFEHVRMVDPKKAAQIRSQVMTHLRVIYERMNQSLSL
LYNVPAVAEEIQDEVDELLQKEQNYSDDVLANMISEPRISYGNDALMPSLTETKTTVELLPVN
GEFSLDDLQPWHPFGVDSVPANTENEVEPVDARPAADRGLTTRPGSGLTNIKTEEISEVARY

DAEFGHDSGFEVRHQKLVFFAEDVGSN KKKQYTSIHHG
VVEVDAAVTPEERHLSKMQQNGYENPTYKFFEQMQN

APLP1

MGPTSPAARGQGRRWRPPLPLLLPLSLLLLRAQLAVGNLAVGSPSAAEAPGSAQVAGLCG
RLTLHRDLRTGRWEPDPQRSRRCLLDPQRVLEYCRQMYPELHIARVEQAAQAIPMERWCG
GTRSGRCAHPHHEVVPFHCLPGEFVSEALLVPEGCRFLHQERMDQCESSTRRHQEAQEAC
SSQGLILHGSGMLLPCGSDRFRGVEYVCCPPPATPNPSGMAAGDPSTRSWPLGGRAEGGE
DEEEVESFPQPVDDYFVEPPQAEEEEEEEEERAPPPSSHTPVMVSRVTPTPRPTDGVDVYFG
MPGEIGEHEGFLRAKMDLEERRMRQINEVMREWAMADSQSKNLPKADRQALNEHFQSIL
QTLEEQVSGERQRLVETHATRVIALINDQRRAALEGFLAALQGDPPQAERVLMALRRYLRAE
QKEQRHTLRHYQHVAAVDPEKAQQMRFQVQTHLQVIEERMNQSLGLLDQNPHLAQELRP
QIQELLLAEHLGPSELDASVPGSSSEDKGSLQPPESKDDPPVTLPKGSTDQESSSSGREKLTPLE
QYEQKVNASAPRGFPEHSSDISIRDELAPSGTGVSREA RKKKP
YGTISHGVVEVDPMLTLEEQQLRELQRHGYENPTYRFLEERP

CHL1

MMELPLCGRGLILSLIFLLLKLSAAEIPLSVQQVPTIVKQSYVQVAFPFDEYFQIECEAKGNPEPI
FSWTKDDKPFDLSDPRIIAANNSGTFKIPNEGHISHFQGKYRCFASNRLGTAVSEEIEFIVPGV
PKFPKEKIEPIDVEEGDSIVLPCNPPKGLPPLHIYWMNIELEHIEQDERVYMSQRGDLYFANVE
ENDSRNDYCCFAAFPKLRTIVOQKMPMKLTVNSSNSIKQRKPKLLLPPAQMGSLSAKTVLKGD
TLLLECFAEGLPTPHIQWSKPGSELPEGRATIEVHEKTLKIENISYQDRGNYRCTANNLLGKAS
HDFHVTVEEPPRWKKKPQSAVYSTGSSGILLCEAEGEPQPTIKWRLNGLPIEKHPFPGDFMF
PREISFTNLLPNHTGVYQCEASNIHGTILANANIDVIDVIPLIKTKNEENYATVVGYSAFLHCEY
FASPKATVVWEVADETHPLEGDRYHTHENGTLEIYRTTEEDAGSYSCWVDNAMGKAVITAN
LDIRNATKLRVSPKNPRIPKSHVLELYCESQCDSHLKHSLKLSWSKDGEAFEMNGTEDGRIVID
GAYLTISNITAEDQGVYSCSAQTSLDSTSKKTQVTVLGVGDPPETFTCQKDKNRSVRLLREAG
DDHNSKSASTIVEFEGNREEPGKWEELTRVQGEETDVVLSLAPYVRYQFRVTAVNEVGRSHA
SLPSDHHETPPAAPDKNPQNIRVQASQPKEMIIKWEPLKSMEQNGPGLEYKVSWKPQGAP
EEWEEEIVTNHTLRVMTPTVYAPYDVKVQAINQLGSSPDPQPVTLYSGEDYPSTAPVIQRVD
VMNSTLVKVTWSSIPKETVHGLLRGYQINWWKTKSLLDGRTHPKEVNILRFSGQRNSGMVP
SLDPFSEFHLTVLAYNSKGAGPESEPYIFQTPEGVPEQPSFLKVIKVDKDTATLSWGLPKKLNG
NLTGYLLQYQIINDTYELGELNEINVTTPSKSSWHLSNLNSTTKYKFYLRACTSRGCGKPISEEG
ATLGEGSKGIRKITEGVNVTQKIHPVEVLVPGAEHIVHLMTKNWGDNDSIFQDVIETRGREY
AGLYDDISTQGWH KRNRGGKYSVKEKEDLHPDPEVQSAKDETFG
EYSDSDEKPLKGSLRSLNRNMQPTESADSLVEYGEGDQSIFNEDGSFIGAYTGAKEKGSVESN
GSSTATFPLRA

Peptide Sequence Ratio C3/DMSO

TEEISEVKM 0
GFPFHSSDIQ 0.029302188
VNQDSFEHALEA 0.004555976
VNQDSFEHAL 0.111999769

VNQDSFEH 0.128996595

Supplementary Fig.1





