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Supplementary Figure legends 

Supplementary Figure 1. Asymmetric unit of the C1 2 1 from and crystal packing comparison. (a) 

Cartoon representation of the asymmetric unit from the C1 2 1 crystal form showing chain A and B in 

cyan and green, respectively. (b and c) Crystal packing of mCLIC6, crystallized in P21 and C1 2 1 space 

groups, respectively. A single asymmetric unit is colored as in (a). 

Supplementary Figure 2. Spatial comparison of mCLIC6 and selected available CLIC structures. 

(a) Superposition of mCLIC6 with CLIC1 (PDB 1K0N), CLIC2 (PDB 2PER), CLIC3 (PDB 3KJY), and 

CLIC4 (PDB 2AHE). (b) All atom superposition r.m.s.d. values of the corresponding structures. 

Supplementary Figure 3. Sequence similarity of mCLIC6 to human CLICs. Sequence alignment of 

mCLIC6 and human members of the CLIC family. Secondary structure of mCLIC6 is indicated above 

the sequence. Loops and non-helical secondary structure are marked as solid gray lines. Identical and 

similar residues are shown in green and grey, respectively.  

Supplementary Figure 4. TSA analysis of mCLIC6 in the presence of DTT. Normalized 

fluorescence-temperature relation of mCLIC6 in the presence of increasing concentrations of H2O2 and 

5 mM DTT. Boltzmann fits used to calculate Tm are colored according to H2O2 concentrations. 

Supplementary Figure 5. Circular dichroism analysis of mCLIC6. Far-UV CD spectra recorded in 

the absence or presence of 2 mM H2O2.  

Supplementary Figure 6. mCLIC6 cancer-associated positions conservation. Cancer associated 

positions in mCLIC6 colored according to Consurf scores. 

Supplementary Figure 7. Uncropped protein gel image. Uncropped SDS-PAGE Tris-Glycine (4-

20%) protein gel image, used to produce Figure 6f. 
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   mCLIC6  (363) ITLFVKAGYDGESIGNCPFSQRLFMILWLKGVIFNVTTVDLKRKPADLQN 
   hCLIC1    (8) VELFVKAGSDGAKIGNCPFSQRLFMVLWLKGVTFNVTTVDTKRRTETVQK 
   hCLIC2   (14) IELFVKAGSDGESIGNCPFCQRLFMILWLKGVKFNVTTVDMTRKPEELKD 
   hCLIC3    (6) LQLFVKASEDGESVGHCPSCQRLFMVLLLKGVPFTLTTVDTRRSPDVLKD 
   hCLIC4   (19) IELFVKAGSDGESIGNCPFSQRLFMILWLKGVVFSVTTVDLKRKPADLQN 
   hCLIC5   (16) IELFVKAGIDGESIGNCPFSQRLFMILWLKGVVFNVTTVDLKRKPADLHN 
   hCLIC6  (471) IKKYLRAGYDGESIGNCPFSQRLFMILWLKGVIFNVTTVDLKRKPADLQN 
 
 
   mCLIC6  (413) LAPGTNPPFMTFDGEVKTDVNKIEEFLEEKLVPPRYPKLGTQHPESNSAG 
   hCLIC1   (58) LCPGGQLPFLLYGTEVHTDTNKIEEFLEAVLCPPRYPKLAALNPESNTAG 
   hCLIC2   (64) LAPGTNPPFLVYNKELKTDFIKIEEFLEQTLAPPRYPHLSPKYKECFDVG 
   hCLIC3   (56) FAPGSQLPILLYDSDAKTDTLQIEDFLEETLGPPDFPSLAPRYRESNTAG 
   hCLIC4   (69) LAPGTHPPFITFNSEVKTDVNKIEEFLEEVLCPPKYLKLSPKHPESNTAG 
   hCLIC5   (66) LAPGTHPPFLTFNGDVKTDVNKIEEFLEETLTPEKYPKLAAKHRESNTAG 
   hCLIC6  (521) LAPGTNPPFMTFDGEVKTDVNKIEEFLEEKLAPPRYPKLGTQHPESNSAG 
 
 
   mCLIC6  (463) NDVFAKFSAFIKNTKKDANEIYEKNLLRALKKLDSYLNSPLPDEIDADSS 
   hCLIC1  (108) LDIFAKFSAYIKNSNPALNDNLEKGLLKALKVLDNYLTSPLPEEVDETSA 
   hCLIC2  (114) CNLFAKFSAYIKNTQKEANKNFEKSLLKEFKRLDDYLNTPLLDEIDPDSA 
   hCLIC3  (106) NDVFHKFSAFIKNPVPAQDEALYQQLLRALARLDSYLRAPLEHELAGEPQ 
   hCLIC4  (119) MDIFAKFSAYIKNSRPEANEALERGLLKTLQKLDEYLNSPLPDEIDENSM 
   hCLIC5  (116) IDIFSKFSAYIKNTKQQNNAALERGLTKALKKLDDYLNTPLPEEIDANTC 
   hCLIC6  (571) NDVFAKFSAFIKNTKKDANEIHEKNLLKALRKLDNYLNSPLPDEIDAYST 
 
 
   mCLIC6  (513) EDVTVSQRKFLDGDELTLADCNLLPKLHIIKIVAKKYRDFEFPSEMTGIW 
   hCLIC1  (158) EDEGVSQRKFLDGNELTLADCNLLPKLHIVQVVCKKYRGFTIPEAFRGVH 
   hCLIC2  (164) EEPPVSRRLFLDGDQLTLADCSLLPKLNIIKVAAKKYRDFDIPAEFSGVW 
   hCLIC3  (156) --LRESRRRFLDGDRLTLADCSLLPKLHIVDTVCAHFRQAPIPAELRGVR 
   hCLIC4  (169) EDIKFSTRKFLDGNEMTLADCNLLPKLHIVKVVAKKYRNFDIPKEMTGIW 
   hCLIC5  (166) GEDKGSRRKFLDGDELTLADCNLLPKLHVVKIVAKKYRNYDIPAEMTGLW 
   hCLIC6  (621) EDVTVSGRKFLDGDELTLADCNLLPKLHIIKIVAKKYRDFEFPSEMTGIW 
 
 
   mCLIC6  (563) RYLNNAYARDEFTNTCPADREIEHAYSDAAKRMK-- 
   hCLIC1  (208) RYLSNAYAREEFASTCPDDEEIELAYEQVAKALK-- 
   hCLIC2  (214) RYLHNAYAREEFTHTCPEDKEIENTYANVA------ 
   hCLIC3  (204) RYLDSAMQEKEFKYTCPHSAEILAAYRPAVHPR--- 
   hCLIC4  (219) RYLTNAYSRDEFTNTCPSDKEVEIAYSDVAKRLTK- 
   hCLIC5  (216) RYLKNAYARDEFTNTCAADSEIELAYADVAKRLSRS 
   hCLIC6  (671) RYLNNAYARDEFTNTCPADQEIEHAYSDVAKRMK-- 

TRX domain α domain

β1 β2

β3 β4

α1

α2 α3

α4 α5

α6

α7 α8 α9

Ferofontov et al. Supplementary Fig. S3



Ferofontov et al. Supplementary Fig. S4

35 40 45 50 55 60
0.0
0.4

0.6

0.8

1.0

0 mM 
0.2 mM
0.5 mM
1 mM
2 mM
4 mM

T (C°)

N
or

m
al

iz
ed

 F
lu

or
es

ce
nc

e



Ferofontov et al. Supplementary Fig. S5

200 220 240 260
-2

-1

0

1

[
] x

 1
0

-4  (d
eg

. c
m

2 . d
m

ol
-1

)

Wavelength (nm)

0 mM H2O2

2 mM H2O2



Ferofontov et al. Supplementary Fig. S6

!"#$%$"&'()*+), !"#$%$"&'-)*+), ./-0&'$#"1"2- 3/%0%$"& )"&#/21'#4"25 657
!"# #$# % &'( )*+,-. -
!"$ #$$ % &'/ )*+0", ,
!$, #., % ('1 )*+"!0 #
!$! #.! %23 4'5 )*+6!6 !
!$0 #.0 %23 7'8 )*+!*! 0
!$6 #.6 %23 7'9 )*+0#. "
!6, !*, %23 :'; )*+6$6 $
!6. !*. % %'< -+-#! .
!66 !*6 % :'= *+*"0 6
0*! !-! %23 %'< )*+"0,
0*$ !-$ %23 <'> )*+-,-
0-" !," %23 &': -+06
0,! !#! %23 >'< )*+.,
0," !#" % /'> )*+0",
0#6 !!6 % 8'% )*+*!,
0!0 !00 % 5'4 *+-,0
0!" !0" %23 8'( *+"#"
0!$ !0$ % /'> )*+0*!
00* !"* % ('? )*+*!
00- !"- %23 %'< )*+!0!
000 !"0 % ='@ )*+-!"
006 !"6 %23 9'7 )*+..#
0"- !$- %23 %'= )*+.,
0"" !$" % <'@ )*+--#
0$, !., % /'> ,+$0
0$0 !.0 % /'> *+,!-
0$" !." % >'; *+#0-
0." !6" %23 :'1 )*+"$6
06- 0*- % ('? *+6-"
06" 0*" % /'> )*+.60
"*- 0-- % ('< )*+,,6
"-6 0,6 %23 <'@ )*+6!,
"#* 0!* %23 5'1 )*+#6$
"!- 00- % :'/ *+.,#
"!0 000 %23 8'( )-+-#$
"0# 0"# % 4'& )*+!#-
"0. 0". %28 %'(A9:; )-+*,#
""- 0$- 9<8 =:>'=:6 *+",$
"", 0$, %23 :'; *+*6,
""# 0$# %23 /'% )*+.#$
""! 0$! %23 9'7 )-+*6"
"$# 0.# %23 /'B )-+-6
".0 060 %23 @'C )*+0-$

Conserved

Variable



Ferofontov et al. Supplementary Fig. S7

DSS
Liposomes (μg)
H2O2 (2mM)

400
+

+
200
+

+
-
+

+
-
+

-
400
-

+
200
-

+
+
-

+
-
-

-
MW

marker

11

17

20
25

35

50

63
75

100

135
180
245


