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Table S1: Number of heavy-atom contacts between each drug and the protein (cut-off 5
A). Average and standard deviations for each system were obtained over the whole triplicate
simulation sampling (300 ns).

a) drug and E65 charged

Number of contacts

BDQ TBAJ-876
Lagging 64.4+4.1 725+4.2
Leading 74.4+5.6 81.2+6.4
c-ring 50.7+5.1 525+4.3

b) drug and E65 neutral

Number of contacts

BDQ TBAJ-876
Lagging 60.7 £ 4.3 65.5+4.6
Leading 746 £55 76.6 £ 10.2
c-ring 448+ 45 45.7+5.3




Table S2: Minimum distances of protein residues to BDQ and TBAJ-876. Distances are
shown for both drugs bound to each site (leading, lagging and c-ring only) when drug and key-
glutamate are neutral. Averages and standard deviations were derived from merging all data
over all simulated trajectories (300 ns each).

BDQ (protonated) TBAJ-876 (protonated)

c-ring Lagging Leading c-ring Lagging Leading
A28 5.8+0.9 47+0.5 54+0.5 I 57+1.1 50+£0.5 51+0.6
V61l 52+0.7 57+0.5 54+0.5 54+0.7 52+0.5 5.6+0.5
G62 44+04 45404 44+03 4.4+04 42+03 4.4+04
L63 43+ 0.6 46+0.5 43+0.5 4.4+0.6 45+0.5 4.4+0.6
E65 3.6+0.2 3.6+£0.2 3.6+£0.2 3.6+0.3 3.6+0.2 3.6+0.3
A66 3.6+0.2 3.6+£0.2 3.6+£0.2 3.6+0.3 3.6+0.2 3.6+£0.2
A67 44+1.0 3.8+0.2 3.8+0.2 42+1.1 3.8+0.2 3.9+0.3
Y68 3.7+0.3 3.6+0.2 3.8+0.3 I 40+1.0 3.6+0.2 3.7+£0.2
F69 35+0.2 3.6+0.2 3.6+£0.2 35+0.1 34+0.2 3.4+0.2
170 37203 3.7+0.2 3.6+0.2 3.8+0.2 3.7+0.2 3.6+0.2
L72 46+1.1 3.8+0.3 45+0.6 46+1.7 3.8+0.4 3.8+0.6
F74 6.8+1.2 50+0.8 7.2+1.2 6.2+2.3 43+0.7 49+1.1
E65:0¢€2 - 35+13 2.8+0.1 2.8+0.2 3.2+0.2 2.8+0.1 2.8+0.2
LIG:NneutraI
F169 N/A 517+1.14 N/A N/A 45+0.8 N/A
L170 N/A 4.41+0.54 N/A N/A 40+04 N/A
P172 N/A 3.98+0.31 N/A I N/A 3.6+0.3 N/A
1173 N/A 3.62+0.18 N/A N/A 3.6+0.2 N/A
V176 N/A 3.68 £0.29 N/A N/A 3.8+0.3 N/A
L199 N/A N/A 5.7+0.7 N/A N/A 6.3+2.0
F206 N/A N/A 83+1.2 N/A N/A 56+2.4
F213 N/A N/A 3.8+0.3 N/A N/A 3.9+0.5
P214 N/A N/A 4.8+0.7 N/A N/A 46+1.2
V217 N/A N/A 3.7+0.3 N/A N/A 42+0.8
w218 N/A N/A 2.3+0.5 N/A N/A 3.6+1.9
F221 N/A N/A 29+04 N/A N/A 26+ 0.6




Table S3: Block analysis of the minimum distances for both drugs. The minimum distances for windows of 10 — 70 ns, 40 — 70 ns and 70 — 100
ns are shown for all three sites. In a) and b) the BDQ bound state is shown in its charged and neutral state, respectively. In ¢) and d) the minimum
distances for the TBAJ-876 bound state are shown when drug and key-glutamate are charged or neutral, respectively.

a) BDQ c-ring Lagging Leading
(deprotonated) 10-40 ns 40-70 ns 70-100 ns 10-40 ns 40-70 ns 70-100 ns 10-40 ns 40-70 ns 70-100 ns
cA28 49+0.6 4.8+0.6 4.7+0.6 49+0.6 4.8+05 4.8+0.6 54+0.6 52+0.7 56+0.8
cv6l 42+0.3 42+04 41+05 5.0+£0.5 5.4+0.7 5.5+0.7 4.8+0.6 53+0.8 55+1.0
cG62 40+04 40+£04 3903 42+0.3 44+04 45+0.5 44+03 44104 46+0.6
cL63 3.5+0.1 3.5+0.1 35101 42+0.3 43+04 48+0.7 40103 42104 44+0.8
cE65 3.6+0.2 3.6+0.2 3.6+0.3 3.5+0.1 3.5+0.1 3.6+0.2 3.5+0.1 35+0.1 3.6+0.2
cA66 3.8+0.2 3.8+0.2 3.8+0.2 I 3.6+0.2 3.6+0.2 3.6+0.3 I 3.6+0.2 3.6+0.2 3.6+0.2
cAb67 3.8+0.2 3.8+0.2 3.8+0.2 I 3.7+0.3 3.7+£0.2 3.8+0.2 I 3.8+0.2 39+0.3 42+04
cY68 3.6+0.2 3.6+0.2 3.6+0.2 I 3.7+0.1 3.7+£0.2 3.7+0.2 I 3.8+0.2 3.8+0.2 3.7+£0.2
cF69 3.7+0.3 3.7+0.3 3.7+0.3 I 3.6+0.2 3.6+0.2 3.6+0.2 I 3.6+0.2 3.6+0.2 3.6+0.2
cl70 50+1.2 51+13 52+1.4 I 3.6+0.2 3.6+0.2 3.6+0.2 I 3.6+0.2 3.6+0.2 3.9+0.5
cL72 7.1+1.2 7.1+£1.2 7.1+1.3 3903 3.8+0.3 3.6+0.2 4.7+0.7 45+0.7 51+1.5
cF74 2.7+0.1 2.7+0.1 2.7+0.1 5.5+0.6 5.0+£0.7 5.0+£0.7 7.1+£0.8 6.9+0.9 7.1+15
cE65:0ex-LIG:N 49+0.6 4.8+0.6 4.7+0.6 2.7+0.1 2.7+0.1 2.7+0.1 2.7+0.1 2.7+0.1 28+0.1
aF169 N/A N/A N/A 59+1.5 5614 51+14 N/A N/A N/A
all70 N/A N/A N/A 43+0.5 43105 4510.6 N/A N/A N/A
aP172 N/A N/A N/A 3903 39103 39+0.3 N/A N/A N/A
all73 N/A N/A N/A 3.7+£0.2 3.6+0.2 3.7+0.2 N/A N/A N/A
aV1l76 N/A N/A N/A 3.8+0.3 3.8+0.3 3.7+£0.3 N/A N/A N/A
al199 N/A N/A N/A N/A N/A N/A 49+0.8 5.4+0.9 58+1.1
aF213 N/A N/A N/A N/A N/A N/A 40+£04 41+0.5 41+0.6
aP214 N/A N/A N/A N/A N/A N/A 54106 5.2+0.7 6.0+1.2
av217 N/A N/A N/A N/A N/A N/A 3.8+0.3 3.8+0.3 39+0.3
aWw218 N/A N/A N/A N/A N/A N/A 2.1+03 2.2+0.5 24+0.5

aF221 N/A N/A N/A N/A N/A N/A 3.2+04 33+04 3.5+0.5




b) BDQ c-ring I Lagging I Leading

(protonated) 10-40 ns 40-70 ns 70-100 ns I 10-40 ns 40-70 ns 70-100 ns I 10-40 ns 40-70 ns 70-100 ns
cA28 5708 | 6.0+09 | 60+09 | 46+05 | 48+05 | 49+05 [ 54205 | 54:05 | 55105
V61 54407 | 51+08 | 51+08 | 57205 | 56205 | 58205 | 54205 | 54205 | 53305
cG62 44+04 | 43+04 | 43:04 | 4504 | 44203 | 45:04 | 44203 | 44203 | 44103
cL63 43+05 | 44+07 | 44:07 | 45t05 | 46+06 | 46+06 | 4204 | 43204 | 43105
cE65 36+02 | 36202 | 36:02 | 36+02 | 36202 | 36202 | 36:02 | 36£02 | 36+02
cA66 36+02 | 36202 | 36:02 | 36+02 | 36202 | 36202 | 36:02 | 36+02 | 36+02
cA67 41408 | 4612 | 46+12 f 38+02 | 38202 | 38:02 | 39+03 | 39+02 | 3.8%03
Y68 38+03 | 37203 | 37:03 [ 36+02 | 37202 | 37:02 | 37:t03 | 38:03 | 3.8+03
cF69 3502 | 35202 | 35:02 f 36+02 | 36+02 | 36202 | 36+02 | 36+02 | 35+02
cl70 36+03 | 37203 | 37:03 | 37:02 | 37202 | 37202 | 36:02 | 36£02 | 3.7:02
cL72 451.0 47+12 | 47+12 | 38+02 | 38:03 | 39:03 | 45:t06 | 44:t06 | 46207
cF74 64+11 | 71+12 | 71+12 | 49+08 | 49:08 | 5208 [ 69+10 | 74+11 | 78113
CE65:0ex-LIG:N | 32+10 | 38+15 | 39+16 | 28+01 | 2.8+01 | 28401 | 28+01 | 29+04 | 2801
aF169 N/A N/A NA  f se+12 | ss:12 | a3x06 | wn/A N/A N/A
al170 N/A N/A N/A 43+05 | 45t05 | 45406 N/A N/A N/A
aP172 N/A N/A N/A 39403 | 40+03 | 4103 N/A N/A N/A
all73 N/A N/A N/A 36+02 | 3.6+02 | 3.7+0.2 N/A N/A N/A
avi7e N/A N/A N/A 38+03 | 3.7+03 | 3.6+0.3 N/A N/A N/A
al199 N/A N/A N/A N/A N/A N/A 56407 | 59+08 | 57%07
aF213 N/A N/A N/A N/A N/A N/A 3.8+03 | 37403 | 3.8:04
aP214 N/A N/A N/A N/A N/A N/A 46+05 | 4806 | 5009
av217 N/A N/A N/A N/A N/A N/A 3.7+03 | 36%03 | 3.6%02
aw218 N/A N/A N/A N/A N/A N/A 23+04 | 24+06 | 23+04
aF221 N/A N/A N/A N/A N/A N/A 29+04 | 29+04 | 29+04




c) TBAJ-876 c-ring I Lagging I Leading
(deprotonated) | 10-40ns | 40-70ns | 70-100ns | 10-40ns | 40-70ns | 70-100ns | 10-40ns | 40-70ns | 70-100ns
cA28 5005 | 50+05 | 50+05 | 5.0£05 5.0+05 5005 | 52:06 | 50£07 | 55+0.6
cv6l 5005 | 49+06 | 4806 | 4505 | 46+05 | 47+05 | 50+08 | 52+10 | 51%09
cG62 4103 | 41+03 | 41:04 [ 40202 | 41202 | 41:03 | 44203 | 46:04 | 45:04
cL63 4003 | 40+03 | 40:03 [ 4003 | 40:03 | 40:03 | 4308 | 45+09 | 45:09
cE65 35+0.1 | 35%0.1 | 3.5%0.1 35+0.1 | 3.5+0.1 | 35+01 f 35+02 | 35+02 | 3.5%0.2
cA66 36+02 | 3.6+02 | 3.6+02 36+0.2 | 3.6+02 | 3.6+02 f 36+02 | 36+02 | 3.6+0.2
cA67 3.8+02 | 3.9:03 3.9+0.3 36+0.2 | 3.6+02 | 37+02 f 39+03 | 40+03 | 3.9%03
cY68 38+0.2 | 3.8+02 | 3.8%02 38+0.2 | 3.8+02 | 3.8+02 f 38+02 | 38:+03 | 3.8%03
cF69 34+02 | 3.4%02 | 3.4:02 34+02 | 3.4%02 | 34+02 f 35+02 | 3402 | 3.4%02
cl70 36+02 | 3.6+02 | 3.6:02 36+0.2 | 3.6+02 | 37+03 J 36+02 | 36+03 | 3.7+03
cL72 38+07 | 3807 | 39208 [ 3503 | 35+03 | 34:03 | 44+09 | 45+09 | 47+09
cF74 53+11 | 56+12 | 60+14 | 48+07 | 52+12 | 54212 [ 67+18 | 70t22 | 70%22
CE65:0ex-LIGIN | 27+01 | 27+01 | 27401 | 27+01 | 2701 | 27+01 | 27+t01 | 2701 | 2701
aF169 N/A N/A NA N aato08 | 49+10 | 43:08 | wnaA N/A N/A
al170 N/A N/A N/A 40+04 | 40+04 | 41%05 N/A N/A N/A
aP172 N/A N/A N/A 35+03 | 3.6+03 | 3.6+03 N/A N/A N/A
all73 N/A N/A N/A 36+0.2 | 3.5%02 | 3.6+02 N/A N/A N/A
av176 N/A N/A N/A 37+03 | 3.8+03 | 3.8:03 N/A N/A N/A
al199 N/A N/A N/A N/A N/A N/A 52+09 | 50%13 | 44:14
aF213 N/A N/A N/A N/A N/A N/A 36+03 | 3.7+04 | 4.0£0.7
aP214 N/A N/A N/A N/A N/A N/A 42+05 | 45+07 | 43%05
av217 N/A N/A N/A N/A N/A N/A 38+03 | 3.8+03 | 3.9+05
aW218 N/A N/A N/A N/A N/A N/A 23+04 | 24+05 | 25+06
aF221 N/A N/A N/A N/A N/A N/A 31+04 | 3.1+05 | 3.2+05




d) TBAJ-876 c-ring I Lagging | Leading

(protonated) 10-40 ns 40-70 ns 70-100 ns I 10-40 ns 40-70 ns 70-100 ns I 10-40 ns 40-70 ns 70-100 ns
cA28 5.1+0.5 51406 | 52+07 | 49+t06 | 48+05 | 48+06 | 5.2:05 52+07 | 5.6+08
cVv61 49+06 | 48+06 | 47t06 J 50%05 5.4+0.7 5507 | 5705 53+08 | 5.5%1.0
€G62 4203 | 42+04 | 41:05 | 42:03 | 44:04 | 45:05 | 44203 | 44:04 | 46:06
cL63 4004 | 40+04 | 39:03 | 42:03 | 43:04 | 48:07 | 44:05 | 42:04 | 4408
cE65 3.5+0.1 3.5+0.1 35+0.1 35+0.1 3.5+0.1 3.6+0.2 3.6+0.2 3.5+0.1 3.6+0.2
cA66 3.6+0.2 3.6+0.2 3.6+0.3 3.6+0.2 3.6+0.2 3.6+0.2 3.6+0.2 3.6+0.2 3.6+0.2
cA67 3.8+0.2 3.8+0.2 3.8+0.2 3.7+0.2 3.7+0.2 3.8+0.2 3.9+0.3 39+03 | 42+04
cY68 3.8+0.2 3.8+0.2 3.8+0.2 3.7+0.2 3.7+0.2 3.7+0.2 3.7+0.2 3.8+0.2 3.7+0.2
cF69 3.6+0.2 3.6+0.2 3.6+0.2 3.6+0.2 3.6+0.2 3.6+0.2 3.4+02 3.6+0.2 3.6+0.2
cl70 3.7+0.3 3.7+03 3.7+0.3 3.6+0.2 3.6+0.2 3.6+0.2 3.5+0.2 3.6+0.2 3.9+0.5
cL72 5.0+1.2 51+1.3 52+14 | 39:03 3.8+0.3 3.9+0.3 39+06 | 45+07 | 51+15
cF74 7.1+1.2 71412 | 71+13 | 55t06 | 5007 5006 | 4911 69+08 | 7.1%15
cE65:0ex-LIG:N | 2.7+0.1 2.7+0.1 27+01 | 2701 2.7+0.1 27+01 | 28:01 2.7+0.1 2.8+0.1
aF169 N/A N/A NA 36202 | ser14 | s1x14 | n/A N/A N/A
al170 N/A N/A N/A 43+05 | 43+05 | 45%06 N/A N/A N/A
aP172 N/A N/A N/A 3.9+0.3 3.9+0.3 3.9+0.3 N/A N/A N/A
all73 N/A N/A N/A 3.7+0.2 3.6+0.2 3.7+0.2 N/A N/A N/A
av176 N/A N/A N/A 3.8+0.3 3.8+0.3 3.7+03 N/A N/A N/A
al199 N/A N/A N/A N/A N/A N/A 51+1.3 54+09 | 58+1.1
aF213 N/A N/A N/A N/A N/A N/A 39+05 | 41405 | 4.1+06
aP214 N/A N/A N/A N/A N/A N/A 41+04 | 52+07 | 59+12
av217 N/A N/A N/A N/A N/A N/A 43+0.7 3.8+0.3 3.8+0.3
aW218 N/A N/A N/A N/A N/A N/A 29+1.1 2.2+05 2.4+0.5
aF221 N/A N/A N/A N/A N/A N/A 2.9+0.5 33+04 | 35%05




BDQ TBAJ-876
Y68 F221 3)7;7“3
ol = RO & G g A e
: .‘{J\. """"""""" %;213 A/f'é% o ® iAza
.2 oot TBAJ-876 {?‘
8 A6 g‘” '::% ¢ E65
P214
— As% A28 V217 %4 B
% V61 :;:‘;@ ijh
L“é;@% &;‘;4;% F221 /,
&Ii‘;;(& W;lfé% ﬁﬁgs
L72 %}7\7’:1
\ %‘z\rgg %:67
(@) '
£ e 3N, T
(@)
(@)
3 She
L72
> S
c
o
(@)
=
E %:s %GGZ

Figure S1: Protein drug interactions. LigPlot+ representations of protein-drug interactions
for both drugs bound, when E65 and the drugs are charged, to all three sites. Carbon, nitrogen,
oxygen and bromine (also lone pair) atoms of the drug are shown in black, blue, red and green,

respectively.



