Appendix III

Analysis of conserved exon boundaries among human SLC4 and Ciona Slc4-like genes (see Figure 7)

Sequence alignment of human SLC4s and Ciona Slc4-like proteins in the region of TM7-14. GenBank accession numbers are provided in Appendices Il and
.

™7 ™8 ™9 TM10 T™M11 membrane span 12 ™13 ™14

Guide SOGORVRS 1 1 SDFAVT 161 GLUVLFD 1 LMDEEDTSKENVPESFRPTRND=RTWENDPEGKNESZEWS I PMAILPALLAT IL1FMDQQ | FAVAVNRKENKERKECGYHEDEL VV/SVHL I 1CSVHGLPWFV ARTVESITHVNSERHESQTTAPGENPKELGVREQRVTG M1 FLMIGVSVFLIRIELKY I PMPVLYGVFLYNGYSSL KGVQFFDRLKLELIPPKHQPDFEILRHVPLRKVYLFTAFQALGL VLI I KSTSRUS 1 VEPMIX XXX x X RXIMII

AEL LRRVIGDFGVP IS ILINVLVDFF IQDTYTQKLS! IHPLGLS FASALPALLVFILIFLESQITTLI DLLL FGMPWLSATTVRSVTHANALTVNGKASTPGA-AAQ- I QEVKEQR I SGLLVAVLVGLSILVEPIL=SRIPLAVLFGIFLYNGVTSLSGIQLFDRILLLFKPPKYHPDVPYVKRVK TWRMHLFT--~G Q1 ICLAVLWVVKST-PASLALPFVLILTVPLRRVLLPLIFRNVELQC
AE2 IRRVIGDFGVPIAIL IMVLVDYSIEDTYTQKLS) T INPL VASLLPAILVFILIFNETQITTL I 1SKKERMLQKGSGFHLDLLL IVAMGG I CALFGLPWLAAATVRSVTHANALTVMSKAVAPGD-KPK~ I QEVKEQRVTGLLVALLVGLS IVIGDLL=RQIPLAVLFGIFLYMGVTSLNGIQFYERLHLLLNMPPKHHPDVTYVKKVRTLRMHLFT---ALQLLCLALLWAVNMST-AASLAFPF ILILTVPLRMVVLTRIFTDREMKC
AE3 ARRIIGDFGIPISILVMVLVDYSITDTYTQKLTVPTGLSVTSPDKRSWF IPPLGSAREFP IWMN=FASALPALLVFILIFLESQITTL I DLLL FGMPWLSATTVRSVTHANALTVMGKASTPGA-AAQ- I QEVKEQR I SGLLVAVLVGLS ILMEDLL=RQIPLAVLFGIFLYNMGVTSLNGIQFYERLHLLLMPPKHHPDVTYVKKVRTLRVHLFT---G1QI I CLAVLWVVKST-PASLALPFVL ILTVPLRRVLLPLIFRNVELQC
CiAE. . . .NSKFLRSSVRRTIGDFGVPIAIFAVVLLDVL IQDTYTQKE TDPSL T LSILIQPVI=SEIPLAVEFGIFLYNGVTSETCVQFIDRIENLENPSKAYPDESYVEVVRHMK I HIFT---F1Q1 ICLAILWIVKST-AAQIAFPFFLVMT IPLRYFVLPKFFTPKE IAE
NBCel ARKLISDFAIILSILIFCVIDALVG-VDTPKL IVPSEFKPTSPN=-RGWFVPPFGEN===PWIVCL-AAAIPALLVTILIFMDQQITAVIVNRKEHKL!

NBCe2 VRALVADFS IVFS ILMFCG I DACFG~LETPKLHVPSV I KPTRPD=RGWFVAPFGKN===PIlVYP=AS I LPALLVT I LIFMDQQI TAVIVNRKENKLI

AE4 VRKGLSDFSSVLAILLGCGLDAFLG-LATPKLMVPREFKPTLPG=RGWLVSPFGAN===PISV-AAALPALLLSILIFVDQQITAVILNRWEYRLQ

NBCn1 VRSTISDFAVFLT IV IMVT 1DYLVG-VPSPKLHVPEKFEPTHPE=RGWI I SPLGDN===PWHTL=LIAAIPALLCTILIFMDQQITAV I INRKEHKL!

NDCBE VRSMVSDFAVFLT IFTMV I IDFL1G-VPSPKLQVPSVFKPTRDD=RGWI INPIGPN===PWTV=IAAIIPALLCTILIFMDQQITAVI INRKEHKLI

NBCn2 VRS IVSDFAVFLTILCHVL IDYAI G- IPSPKLQVPSVFKPTRDD=RGWFVTPLGPN===PWTV=IAAI IPALLCTILIFMDQQITAVI INRKEHKLI

CiNBC VRS ISDFAVT IGIGLMVLFDILMD-LDTSKL IVPESFRPTRND=RTWEIDPLCKN===EWWS IP=HAILPALLATILIFNMDQQITAVIVNRKENKERKGCGYHLDLLVVSVML I I CSVMGLPWFVAATVLS I THVNSLRMESQTTAPGE- IPK-FLGVREQRVTG IMIFLMIGVSVFLTP IL-KY IPMPVLYGVFLYMGVSSLKGYQRRDREK RN PO D RN R VR PR AR ARG VI KSTSPVSIVERHN

BTRL PYLHPCVREILSDCALPIAVLAF----SLIS ~==SLRAV-SGANGLGFLLSHLFFIEQNLVAALVNAPENRLVKGTAYHWDLLLLA INTGLSLFGLPWIHAAYPHSPLHVRALALVEERVENGH 1 YDT- IVNVKETRLTSLGASVLVGLSLLLLPVPLQWIPKPVLYGLFLY JALTSLDGNQLVQRVALLLKEQTAYPPTHY IRRVPQRKIHYFTGLQVLQLLLLCAFGMSSLP-YMKMIFPLIMIANI

CiBTR.  QFLSSTKREILTDYALPLSV! --SFFG-SYVFRQI PLEGENYIPCRESFFTIAPFTTI===PPIAH=VGACGLGLCLSCLFFVDONVSAAVINSPQNKL VKGPAYHWDLMVVGF INIFLS I FNLPWVHAAL PHSPMHVKAL ADVEQHVTNMGTVHDE NSRS RFT RV JIZESSYPPNHYVRKVPQRKLHLFTL IQVLGLVIVSVFGFVDLY-YMKMIFPVI ILLLLPIR
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