Figure 1, supplement: The PDZ ligands of CFTR and DRA promote their functional
interaction, but activation of DRA by CFTR requires the R domain.

HEK?293 cells were transfected with 0.2 pg (A-F) or 0.5 pug (G, H) mDRA and 0.5 pg (C-
F) or 1.5 pg (H) CFTR constructs. In (A) the cells were transfected with WT-DRA, in (B)
with AC-mDRA, in (C) the cells were transfected with the WT proteins, in (D) with WT-
mDRA and AC-CFTR, in (E) with AC-mDRA and WT-CFTR and in (F) and (H) with
AC-mDRA and AC-CFTR. The cells were used to measure CI'/OH" exchange activity by
MDRA after stimulation of CFTR with forskolin. The results of 4-7 experiments are
summarized in (). In (J) HEK293 cells were transfected with 0.5 ng mDRA+ 1.5 ug
CFTR, in (K) with 0.5 ng MDRA+1.5 ug AR-CFTR and in (L) with 0.5 ug mDRA+ 1.5
ug CFTR and 1 ug STAS domain and CI/OH" exchange activity was measured in
HEPES-buffered media. Panel (M) summarizes the results of 7 experiments similar to (J,
K) and 4 experiments similar to (L). The time and pH scales are given next to the traces.
All differences from the respective control are statistically significant (P<0.01 or better).

Figure 2, supplement: Alignment of the mammalian STAS domains and its predicted
fold. The insertion of Isoleucine between positions 668 and 669 is marked. Residues in
yellow boxes are completely conserved, in green boxes are conserved in better than 50%
of the sequences and in blue boxes are similar residues. The boundaries of the loop and
variable regions are bordered by vertical lines. Predicted o helices are in green bars and 3
stands are in blue arrows.
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Alignment of STAS domains of the mammalian SLC26 transporters

l«—— Loop I+ Variable region

mDRA 518

hSAT1 527

hDTDST 568

WPDS 535

mPRES 525

hA6 530 EVRG §ls S A Y S DA VDF!

hA7 492 B ‘ : " 1 INACNQP LB

hA8 543 DMRE. <11 YYL VKVP%KEEEIF 5
hA9 519 TA DI resBLRREAN sE 1 Er AkoQR

KSGQLRATKNGIISDAVSTNNAFEP
NANVANATVVKVDAEVDGENATKPEEJ

FENKLDPEASSlNLlHCSHF%SMNTS TASEDQVPYT%SSVSQKNQGQQYEEVEEVWLPNNSSRNSSPGLPDVAESQGRRSLlPY

RRSLFMKTKTVSLQELQQDFENAPPTDPNNNQTPANGTSVSYITFSPDSSSPAQSEPP . . .. .. .. ... ... ASAEAPGEP SDML
— I—E —E—
NITIPKI SIH ] ¢ R ' 1 RH i I FED EMTDS I 713
....... ] DA ML AL LA ﬂ _ LGEGPGDTAEEEQi 687
...... : : DT A A LA / ‘ KRG s s s L 719
KVNVPKVP 729
....... 713
ALGLPQPDFJ i y ’ B AlS 741
....... 1L ¥ ! G VE] ) 4 L RO 5V s 641
SDASLLPS : [ AIN. : : [ D A {795
ASVPPFVTFH 737

1668-669ins |

| 1668-669ins
The predicted structure
of the STAS domain

@ Camrent Pclogy




