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Table S1. Molecular masses of peptides from NTD and sNTD preparation.

NTD sNTD
Step  Peptide Theoretical Determined Theoretical Determined

mass mass mass mass
1 N18 2352.65 2353.0 1547.75 1548.0
2 N6 2352.65 2353.0 1547.75 1548.0
3 N6* 2548.83 2549.0 1743.93 1744.0
4 N6-N18 4702.30 4702.0 3092.50 3093.0
5 NTD 4558.30 4558.0 2948.50 2948.0

Figure S1: Top view of the aD-GeXXA NTD (cyan) bound onto the top surface of the human
04(pink)B2(wheat) nAChR subtype (PDB 5KXI).



ral iy SVV| GDHREIVQVIVGLOLIL IVITNVRLKQ 58
ha3 1 IR VSDPV ITHFEVSMS IMETNLWLKQ 58
ha4d 1 KWS ISDVWVILVREGLSL MMTTNVWVEKQ 58
ha7 1 PLE DSQPLTVYFSLSL VLTTNIWLOM 58
ha 9 1 NAL DTDKVLNVTLQITLS ILTAYLWIRQ 60
hal0 1 SAL DTDQTLNVTLEVTLS VLTLYLWIRQ 60
ral 59 VKKIHIBSEK T GDFATVKEFEKVLLDYTGHITW 118
ha3 59 AEFMR QKT GDFQVDDKEKALTKYTGEVTW 118
ha4d 59 NVTSIRIBSELI GDFAVTHLEKAHLFHDGRVOW 118
ha7 59 PGVKTVREBDGOT ERFDATFHENVLVNSSGHCQY 118
ha 9 61 DGLDSTRIBSDL DE SSEPVNENVVLRYDETLITW 120
hal0 61 LDATRIBSSL AQPPGSA SENVVLRH VEW 120
ral 119 T ELT TWTYDGS VVAINPESDQPDLSNEFMESG 1178
ha3 9 @ SWSYDKAKIDLVLIGSSMNLKDYWESG 8178
hod 119 T SWTYDKAKIDLVNMHSRVDQLDEWESG: 1178
ha7 119 1L SWSYGGWSLDLQ--MQEADISGYIPNGEWDL 176
ha 9 121 D SWTYNGNOVDIFNALDS GDLSDEFIEDV V 180
hal0 121 D SWTHGGHQLDVR PRGAAASLADEVENV Vv 180
rol 179 KEARGWKHWVENSECPNTPYL LPLYF I 217

ha3 179 IKAPGYKHDI -EIYP TLPLFYTIN 216

had 179 NDAVGTYNTRI -EIYP LPLFYTIN 216

ha7 177 NGIPGKRSER —EBME RTLYYGIN 214

ha 9 181 HGMPAVKNVIS S—EPYP RSSEY I 218

hal0 181 LGMPARRRVLT S—-EPYP RAAAYVCON 218

rpl 1 FSD-—-¥DSSVRERAQEVGDRVGVSIGL YILDL 58
hp2 1 PS LIRPATNGSELV TVOLMV WLTQ 60
hp4 1 LNKT LIRPATS SSQLISTKLQL WLKQ 60
me 1 EFDN--¥DPECREVER PEDTVTITLKV WIGI 58
rd 1 FEEK ELRPVARKEDIVDVALSL WIDH 60
rpl 59 SWDPAEHDGIES TAES D NEFDVALDI] SEE 118
hp2 61 TWKPEEFDNM LPSKHI D YEVSEY, SY 120
hp4 61l TWNSSRYEGVNILRTPAKRT DT TYEVSVYTNLIVRS 120
me 59 NYSKDDFAGVGI PSEH E T FGVAY D E 118
rd 61l QWNANEFGNT LPSDM ET SEFQISY Al SDS; 120
rpl 119 GL SI Wi SLKTGPDPDGQ---ERQEIYIH 175
hB2 121 ATYK KT IDLVLKSE-——————————— VAS 168
hp4 121 ATYK KT IDMVIMTP-——————————— TAS 168
me 119 AT \% Wi FIFAVDDDGN---TINKIDID 175
rd 121 AT PIS Wi IRLSLKQEEEDNRSYPIEWITID 180
Bl 176 EGTEIEN IHKPSRLIHLPGDRRGGKEGHREEVIFYL: L 228

hp2 169 LDDETPS ALPGRRNENPDDS TIN 215

hp4 169 MDDETPS ALPGRRTVNPQDP TIN 215

me 176 T TEN DYCPGMIRRYEGGS TEGP--GETDVIYTL IN 226

rd 181 PEGETEN HRAAKVNVDPSVPMDST--NHODVTEYL IIN 231

Figure S2: Sequence alignment of the extracellular domain of rat (r), human (h) and mouse (m)
nAChR subunits studied in this work. Fully conserved sequences are highlighted in dark

gray, and partly conserved in light gray. The sequence of the N-terminal a-helix is underlined

in a4 and B2 subunits. Two additional acidic residues, Asp2 and Asp13 in the N-terminal -

helix of f2 in comparison to B4 subunit, are colored red. Asp13 is more likely to be interacting

with the Arg residues of NTD (see Figure 1b in the main text). The acidic residues in ha9, me,

and rd subunit corresponding to Asp13 of 2 subunit are also colored red.



