name

B,AR
1A
2A
1L
2L
3L

0
+1
+2
+4
+5
+6

Ay
A2
A3

LepB
LepB-Ext

sequence

OVSAELLSQOWEAGMSLLMALVVLLIVAGNVLVIAAIGSTQRLQTLT
OVSAELLSQOWEAGMSLLMAAVVLLIVAGNVLVIAAIGSTQORLOTLT
OVSAELLSQOWEAGMSLLMAAVVALIVAGNVLVIAAIGSTORLOTLT
OVSAELLSQOWEAGMSLLMALVVLLIVLGNVLVIAAIGSTORLQTLT
OVSAELLSQOWEAGMSLLMALVVLLIVLLNVLVIAAIGSTQRLQTLT
OVSAELLSQOWEAGMSLLMALVVLLIVLLLVLVIAAIGSTQRLQTLT
OVSAQOLLSQOWOAGMSLLMALVVLLIVAGNVLVIAAIGSTQQOLQTLT
OVSAQOLLSQOWOAGMSLLMALVVLLIVAGNVLVIAAIGSTQRLQTLT
OVSAELLSQOWOAGMSLLMALVVLLIVAGNVLVIAAIGSTQRLQTLT
OVSAELLSQOWEAGMSLLMALVVLLIVAGNVLVIAAIGRTQRLQTLT
OVSAELLSQOWEAGMSLLMALVVLLIVAGNVLVIAAIGRTQRLKTLT
OVSAELLSEQWEAGMSLLMALVVLLIVAGNVLVIAAIGRTQRLKTLT
OVSAELLSQOWEAGMSLLMALVVLLIVAG-VLVIAAIGSTQRLQTLT
OVSAELLSQOWEAGMSLLMALVVLLIVA--VLVIAAIGSTQRLQTLT
OVSAELLSQOWEAGMSLLMALVVLLIV---VLVIAAIGSTQRLQTLT

ANMFALILVIATLVTGILWSVDKFFFAPKRRERQAAAQ
ANMFALSILVGIATLVTIGILTWSVDKFFFAPKRRERQAAAQ

hydro.

charge

(TM tend.) A(C-N)

26.3
24.9
23.4
27.7
29.8
33.2
26.3
26.3
26.3
26.3
26.3
26.3
27.9
28.1
27.7

21.9
20.8

+3
+3
+3
+3
+3
+3
0
+1
+2
+4
+5
+6
+3
+3
+3

+3
+3

Table S2 - Sequences of TMD mutants analyzed in this study (related to Fig. 4). The §, AR-TMD1 and LepB
constructs were mutated as indicated (green residues indicate changes). The calcuated TM tendency score and
charge difference are indicated for each TMD region. The TMD is underlined. Note that the assignment of the
TMD for 3, AR is different from that indicated in Uniprot (Table S1) and is based on the known structure of 3, AR.
Although not shown here, we have verified that the effect of 3L and A3 are due to the increase in hydrophobicity

and decrease in TMD length, respectively, and not to the specific residues that are mutated. This was done by

mutating or deleting three other residues in the TMD to achieve the same approximate hydrophobicity and length.



