Supplementary information, Table S1
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GB1 KLFISVSVLSSLGIVLAVVCLSFNIYNSHVRYIQNSQPNLNNLTAVGCSLALAAVFPLGLDGYHIGRNQF
GB2 PLYSILSALTILGMIMASAFLFFNIKNRNQKLIKMSSPYMNNLI ILGGMLSYASIFLFGLDGSF -VSEKT

mGlul IESIIAIAFSCLGILVTLFVTLIFVLYRDTPVVKSSSRELCYIILAGIFLGYVCPFTLIAK------- PT
mGlu2 AWAVGPVT IACLGALATLFVLGVFVRHNATPVVKASGRELC|YILLGGVFLCYCMTFIFIAK- - ----- PSS
mGlu3 AWAIGPVT IACLGFMCTCMVVTVF I KHNNTPLVKASGRELC[YI LLFGVGLSYCMTFFFIAK- - ----- - P
mGlu4 PWAVLPLFLAVVGIAATLFVVITFVRYNDTPIVKASGRELS[YVLLAGIFLCYATTFLMIAE- - ------ P
mGlu5 PEPIAAVVFACLGLLATLFVTVVFIIYRDTPVVKSSSRELCYI| ILAGICLGYLCTFCLIAK--==-=-=--- P
mGlu6 PWAAPPLLLAVLGIVATTTVVATFVRYNNTPIVRASGRELS[YVLLTGIFLIYAITFLMVAE- ------- P
mGlu7 PWAVIPVFLAMLGI| IATIFVMATFIRYNDTPIVRASGRELS[YVLLTGIFLCYIITFLMIAK-------- P
mGlu8 PWAVVPVFVAILGI IATTFVIVTFVRYNDTPIVRASGRELS[YVLLTGIFLCYSITFLMIAA- - ------ P
TASIR1 HTSWVLLAANTLLLLLLLGTAGLFAWHLDTPVVRSAGGRLCFLMLGSLAAGSGSLYGFFGE------- PT
TASIR2 APT | AVALLAALGFLSTLAILVIFWRHFQTPIVRSAGGPMCFLMLTLLLVAYMVVPVYVGP- - ----- PK
TASIR3 PAVLLLLLLLSLALGLVLAALGLFVHHRDSPLVQASGGPLACFGLVCLGLVCLSVLLFPGQ------- PS
CaSR PFGIALTLFAVLGIFLTAFVLGVFIKFRNTPIVKATNRELSYLLLFSLLCCFSSSLFFIGE-------- P
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GB1 _PFVCQARLWLLGLGFSLGYGSMFTKIWAVHTVFTKKEEKK - -EWRKTLEPWKLYATVGLLVGMDVLTLA
GB2 FETLCTVRTWILTVGYTTAFGAMFAKTWRVHA | FKNVKM- - - - - KKKI I|KDQKLLVIVGGMLLIDLCILI

mGlul _TTSCYLQRLLVGLSSAMCYSALVTKTNRIARILAGSKKKICTRKPRFMSAWAQVIIASILISVQLTLVY
mGlu2 _TAVCTLRRLGLGTAFSVCYSALLTKTNRIARIFGGAREGA - -QRPRFISPASQVAICLALISGQLLIVY
mGlu3 SPVICALRRLGLGSSFAICYSALLTKTNCIARIFDGVKNGA - -QRPKFISPSSQVFICLGLILVQIVMYS
mGlu4 DLGTCSLRRIFLGLGMSISYAALLTKTNRIYRIFEQGKRSV - -SAPRFISPASQLAITFSLISLQLLGIC
mGlu5 KQIYCYLQRIGIGLSPAMSYSALVTKTNRIARILAGSKKKICTKKPRFMSACAQLVIAFILICIQLGI IV
mGlu6 GAAVCAARRLFLGLGTTLSYSALLTKTNRIYRIFEQGKRSV - -TPPPFISPTSQLVITFSLTSLQVVGMI
mGlu7 DVAVCSFRRVFLGLGMCISYAALLTKTNRIYRIFEQGKKSV - -TAPRLISPTSQLAITSSLISVQLLGVF
mGlug DTIICSFRRVFLGLGMCFSYAALLTKTNRIHRIFEQGKKSV - -TAPKF ISPASQLVITFSLISVQLLGVF
TASIR1 _RPACLLRQALFALGFTIFLSCLTVRSFQLIIIFKFSTKVP-TFYHAWVQNHGAGLFVMISSAAQLLICL
TAS1IR2 _VSTCLCRQALFPLCFTICISCIAVRSFQIVCAFKMASRFP-RAYSYWVRYQGPYVSMAF ITVLKMVIVYV
TASIR3 _PARCLAQQPLSHLPLTGCLSTLFLQAAEIFVESELPLSWA -DRLSGCLRGPWAWLVVLLAMLVEVALCT
CaSR QDWTCRLRQPAFGISFVLCISCILVKTNRVLLVFEAKIPTS - -FHRKWWGLNLQFLLVFLCTFMQIVICYV
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GB1 IWQIVDPLHRTIETFAKEEPKEDIDVSILPQLEHCSSRKMNTWLGIFYGYKGLLLLLGIFLAYETKSVST
GB2 CWQAVDPLRRTVEKYSMEPDPAGRD IS IRPLLEHCENTHMT IWLGIVYAYKGLLMLFGCFLAWETRNVSI
mGlul TLIIMEPPMPILSYPSIKEVYLI --- - - - - CNT__SNLGVVAPLGYNGLL IMSCTYYAFKTRNVP -
mGluz AWLVVEAPGTGKETAPERREVVTLR- - - =-«=-=--- CNH__RDASMLGSLAYNVLL IALCTLYAFKTRKCP -
mGlu3 VWLILEAPGTRRYTLAEKRETVILK- - - -=-=---- CNV__KDSSMLISLTYDVILVILCTVYAFKTRKCP -
mGlu4 VWFVVDPSHSVVDFQDQRTLDPRFARGVLK----CDI__SDLSLICLLGYSMLLMVTCTVYAIKTRGVP -
mGluS ALF IMEPPD IMHDYPS I REVYL | - = = - =« - -  « - CNT_ _TNLGVVTPLGYNGLL ILSCTFYAFKTRNVP -
mGlue AWLGARPPHSVIDYEEQRTVDPEQARGVLK----CDM__SDLSLIGCLGYSLLLMVTCTVYAIKARGVP -
mGlu7 IWFGVDPPNI | IDYDEHKTMNPEQARGVLK----CDI__TDLQIICSLGYSILLMVTCTVYAIKTRGVP -
mGlug8 VWFVVDPPHI | IDYGEQRTLDPEKARGVLK----CDI__SDLSLICSLGYSILLMVYTCTVYAIKTRGVP -
TASIRL TWLVVWTPLPAREYQRFPHLVMLE - - - - - = - - - - CTE-TNSLGF | LAFLYNGLLS | SAFACSYLGKDLP -
TAS1IR2 IGMLATGLSPTTRTDPDDPKITIVS-- - - - ---- CNP-NYRNSLLFNTSLDLLLSVVGFSFAYMGKELP -
TASIR3 | YLVAFPPEVVTDWHMLPTEALVH-----=----- CRT-RSWVSFGLAHATNATLAFLCFLGTFLVRSQP -
CaSR IWLYTAPPSSYRNQELEDEIIFIT-=--====--- CHE-GSLMALGFLIGYTCLLAAICFFFAFKSRKLP-
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GB1 EKINDHRAVGMA I YNVAVLCL ITAPVTMILSS - - -QQDAAFAFASLAIVFSSYITLVVLFVPKMRRLITR
GB2 PALNDSKY IGMSVYNVGIMC I IGAAVSFLTRD- - -QPNVQFCIVALVIIFCSTITLCLVFVPKLITLRTN
mGlul ANFNEAKYIAFTMYTTCI IWLAFVPIYFGS------- NYKIITTCFAVSLSVTVALGCMFTPKMY I | | AK
mGluz ENFNEAKFIGFTMYTTCI IWLAFLPIFYVTSS- - -DYRVQTTTMCVSVSLSGSVVLGCLFAPKLHIILFQ
mGlu3 ENFNEAKF IGFTMYTTCI IWLAFLPIFYVTSS---DYRVQTTTMCISVSLSGFVVLGCLFAPKVHIILFQ
mGlu4 ETFNEAKPIGFTMNYTTCIVWLAFIPIFFGTSQSADKLYIQTTTLTVSVSLSASVSLGMLYMPKVYIILFH
mGlu5 ANFNEAKY IAFTMYTTCI IWLAFVPIYFGS------- NYKI I TMCFSVSLSATVALGCMFVPKVY I ILAK
mGlu6 ETFNEAKPIGFTMYTTCI IWLAFVPIFFGTAQSAEKIYIQTTTLTVSLSLSASVSLGMLYVPKTYVILFH
mGlu7 ENFNEAKPIGFTMYTTCIVWLAFIPIFFGTAQSAEKLY IQTTTLTISMNLSASVALGMLYMPKVYII1IFH
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mGlu8 ETFNEAKPIGFTMYTTCI| IWLAFIPIFFGTAQSAEKMYIQTTTLTVSMSLSASVSLGMLYMPKVYIIIFH
TASIR1 ENYNEAKCVTFSLLFNFVSWIAFFTTASVYD=-=- - - - GKYLPAANMMAGLSSLSSGFGGYFLPKCYVILCR
TASIR2 TNYNEAKFITLSMTFYFTSSVSLCTFMSAYS - - - - - GVLVTIVDLLVTVLNLLAISLGYFGPKCYMILFY
TASIR3 GCYNRARGLTFAMLAYF I TWVSFVPLLANVQ- - - - - VVLRPAVQMGALLLCVLGILAAFHLPRCYLLMRQ
CaSR ENFNEAKFITFSMLIFFIVWISFIPAYASTY---- - GKFVSAVEVIAILAASFGLLACIFFNKIYIILFK
1 TM6 ————— TM7 )
ECL3
PAM binding pocket inactive/ salt bridge active!/ hydrogen bond ICL3/ polar network

Table S1 Sequence alignment of TMs of class C GPCRs.

The sequence alignment of TMs of class C GPCRs was created using GPCRdb



(http://www.gpcrdb.org) and Jalview software. Secondary structure elements are
annotated underneath the sequences. Highlighted are residues involved in PAM binding
pocket (blue), salt bridge in inactive TM interface, hydrogen bond in active TM

interface (green) and polar network stabilizing ICL3 (yellow).






