VH region
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1gA1/1-221 1 EVQ-LVESGGG|LVQPGGSLKLSCAASGFTLS--GSNVHWVRQASGKGLEWVGRIIKRNAESDATAYAASMRGRLT I SRDDSKNTAFLQMNSLKSDDTAMYYCVIR--------- GDVYNRQWGQG 112
1gA2/1-224 1QVKLILEQSSGAE|VKKPGASVKVSCKASCYSFT--SYGLHWVRQAPGQRILEWMGW I SAG--TGNTKYSQKFRGRVTFTRDTSATTAYMGLSSLRPEDTAVYYCARDPYGG----- GKSEFDYWGQG 115
Mouse_IgA/1-220 1 EVK-LLESGGGLVQPGGSLKLSCAASGFDFS--KYWMSWVRQAPGKGLEWIGEIHPD--SGTINYTPSLKDKFI ISRDNAKNSLYLQMSKVRSEDTALYYCARLHYYG-------- YNAYWGQG 111
1gG1/1-220 1 EVQ-LVESGGG|LUVQPGGSLKLSCAASGFTLS--GSNVHWVRQASGKGLEWVGRIKRNAESDATAYAASMRGRLT I SRDDSKNTAFLQMNSLKSDDTAMYYCVIRG--------- DVYNRQWGQG 112
1gG2/1-220 1 EVQ-LVESGGG|LUVQPGGSLKLSCAASGFTLS--GSNVHWVRQASGKGILEWVGRIKRNAESDATAYAASMRGRLT I SRDDSKNTAFLQMNSLKSDDTAMYYCVIRG--------- DVYNRQWGQG 112
1gG3/1-221 1 VKL-LEESGGG|VIVQPGRSLTLSCAASGFTFS--SYGMYWVRQAPGKGLEWVAVIWYDG--TKKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCVRDQYY---------- GSGWGQG 109
1gG4/1-219 1 EIQ-LVQSCAEVKKPGSSVKVSCKASGYTFT--DYY | NWMRQAPGQGILEWIGWIDPG--SGNTKYNEKFKGRATLTVDTSTNTAYMELSSLRSEDTAFYFCAREKTTY------ YYAMDYWGQG 113
IgE/1-221 1QVS-ILRESGGG|LUVQPGRSLRLSCTASGFTFR--HHGMTWVRQAPGKGILEWVASLSGSG--TKTHFADSVKGRFTISRDNSNNTLYLQMDNVRDEDTAIYYCAKAKRVG----- ATGYFDLWGRG 114
IgM/1-226 1 EVT-LKESGPT|UVKPTQTLTLTCTFSGFSLTTTGEGVGWIRQPPGKALEFLAFIYWN---DAKRYNPSLQSRLTITKDASKKQVVLTLTNLDPVDTATYYCARTSGW------- DI EFEYWGQG 113
lgD/1-231 1 EEQ-ILEESGGG|V[VQPGRISLRLSCEASGLRFS--1YGMFWVRQAPGKGILEWLALIWNDG--SRKHYADSVKGRFTVSRDNSKNTLYLQMNSLRADDTAVYFCGSGTTAFSGAAPDNYHIHVWGKG 119
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1gA1/1-221 113TLVTVSSASPITSPKVFPLSL-|QST-QPDGNVVIACLVQGFFPQEPLSVTWSESG--QGVTARNFPPSQDASGDLYTTSSQLTLPATQUCL--AGKSVTICHVKHIY|TNPSQDVTVP|QP ----- 221
1gA2/1-224 116 TLVTVSSASPITSPKVFPLSL-IDST-PQDGNVVVACLVQGFFPQEPLSVTWSESG--QNVTARNFPPSQDASGCDLYTTSSQLTLPATQCP--DGKSVTICHVKHIY|TNPSQDVTVP|QP ----- 224
Mouse_IgA/1-220 112 TLVTVSAESARNPTIYPLTL-PIPA-LSSDPVI IGCLIHDYFPSGTMNVTWGKSG--KDITTVNFPPAL-ASGGRYTMSNQLTLPAVE/CQP--EGESVKCSVQHDSNPVQELDVNQSG---- 220
1gG1/1-220 113 TLVTVSSASITIKGP SVFPLAP -|SISKSTSGGTAALGCLVKDY FP-EPVTVSWNSGA--LTSGVHTFPAVL-QSSGLYSLSSVVTVPSSS|IUG---TQTY I[CNVNHIKPSNTKVDKRV|EPK---- 220
19G2/1-220 113TLVTVSSASTIKGPSVFPLAP-|SRSTSESTAALGCLVKDY FP-EPVTVSWNSGA--LTSGVHTFPAVL-QSSGLYSLSSVVTVPSSNFG---TQTYTCNVDHIKPSNTKVDKTV|ERK---- 220
1gG3/1-221 110 TLVTVS SAS[TIKGPSVFP LAP-|SRSTSGGTAALGCLVKDY FP-EPVTVSWNSGA--LTSGVHTFPAVL-QSSGLYSLSSVVTVPSSS|UG---TQTYTENVNHIK[PSNTKVDKRV|E[LKTPTS 221
1gG4/1-219 114 TLVTVSSAS|ITIKGP SVFPLAP-|IQSRSTSESTAALGCLVKDY FP-EPVTVSWNSGA--LTSGVHTFPAVL-QSSGLYSLSSVVTVPSSS|IUG---TKTYTICNVDHIKP SNTKVDKRV|E------ 219
IgE/1-221 115TLVTVS SASTIKGPSVFP LAP -|S[SKSTSGGTAALGCLVKDY FP-EPVTVSWNSGA--LTSGVHTFPAVL-QSSGLYSLSSVVTVPSSS|LJG---TQTY ICNV/NHIK[P SNTKVDKKA|EP----- 221
IgM/1-226 114 TLVTVS SGSASAPTLFPLVS-IQENSSPSSTVAVGCLAQDFLP-DSITFSWKYKNNSDISSTRGFPSVL--RGGKYAATSQVLLPSKDVIMQGTDEHVVICKVQHPINGNKEKD-VP|UPVV I -- 226
lgD/1-231 120 TTVTV.SSAP|ITIKAPDVEP | | SGORHPKDNSPVVLACL I TGYHP-TSVTVTWYMGT--QSQPQRTEFEPEIQ-RRDSYYMTSSQLSTPLQQWR---QGEYKICVVQHITIASKSKKE I FRWP ESPK- 231

switch | CH1 region {

region

Supplementary Figure S1.
Multiple sequence alignment of the VH-CH1 domains of different human immunoglobulin classes and subclasses.

Conserved residues are marked with shades of violet. Red boxes highlight positions 11, 122, 133, 196, 209 and 220 (according to the IgA1 numbering
scheme), which are discussed in detail throughout the structural analyses in the main text.

The sequences included correspond to the crystallographic structures aligned in Fig. 3B (main text). Human IgA2 corresponds to the one for which a struc-
tural model was proposed on the basis of solution scattering data and homology modelling (PDB ID 1R70). IgG4 corresponds to PDB ID 1AD9. The other
sequences correspond to NCBI sequence records gi244188 (IgD), gi6110574 (IgG2), and gi6537296 (IgG3).

The alignment was done with the clustalOWS option implemented within the Jalview program (Waterhouse, A.M., Procter, J.B., Martin, D.M.A, Clamp, M..
and Barton, G.J. (2009) "Jalview Version 2 - a multiple sequence alignment editor and analysis workbench" Bioinformatics 25(9): 1189-1191. doi:
10.1093/bioinformatics/btp033)



