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Table S1. Azilsoflurane photolabeled residues in FLAG-a,;3 and FLAG-a,3y21.-L3-1D4
GABA receptors and corresponding residues within o, 33 and a3y GABAA, receptors.

o GABA,4 receptor

Subunit FLAG-a,B; Residue # aP; Residue #

o N138 N103
T265 T230
1274 1239
L275 1.240
V286 V251
1306 1271
S307 S272

B A70 A45
V315 V290
T291 T266

afy GABA4 receptor

Subunit FLAG-0,B3y2.-L3-1D4 Residue | a;B3y2 Residue #
#

o E285 E250
S311 S276
P313 P278

B 1247 1222
Q249 Q224
Y251 Y226
1280 1255
1289 1264

Y Y280 Y241




Table S2. Azisevoflurane photolabeled residues in FLAG-a,3 and FLAG-a,33y21-L3-1D4
GABA receptors and corresponding residues within o, 33 and a3y GABAA, receptors.

o GABA,4 receptor

Subunit FLAG-a,B; Residue # aP; Residue #

o G139 G104
C269 C234
P288 P253
V292 V257

B E204 E179
P209 P184
W266 W241
A274 T255
T280 A249
1442 L417

afy GABA4 receptor

Subunit FLAG-0,B3y2.-L3-1D4 Residue | a;B3y2 Residue #
#

o S276 S241
R290 R255
V295 V260
T296 T261
T300 T265

B A273 A248

Y L307 L.268
G308 G269
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Fig S1. Identification of aziisoflurane adduct within the FLAG-a; subunit of FLAG-a33
GABA 4 receptor photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane a1-N138 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are
colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S2. Identification of aziisoflurane adduct within the FLAG-a; subunit of FLAG-a,33
GABA 4 receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane al-T265/a1-L275
adduct. Residue modified by photolabel derivative is in bold and underlined. Detected identified
ions are colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S3.. Identification of aziisoflurane adduct within the FLAG-a,; subunit of FLAG-a1[3;
GABA 4 receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane a1-1306 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are
colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S4. Identification of aziisoflurane adduct within the FLAG-o,

subunit of FLAG-a.,13;

GABA 4 receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and

corresponding peptide fragment table of peptides containing aziisoflurane a1-1274 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are

colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S5. Identification of aziisoflurane adduct within the FLAG-a,; subunit of FLAG-a,;33

GABA 4 receptor photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane al-V286/a1-S307
adduct. Residue modified by photolabel derivative is in bold and underlined. Detected identified

ions are colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S6. Identification of aziisoflurane adduct within the 3 subunit of FLAG-a;33 GABAA
receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and corresponding
peptide fragment table of peptides containing aziisoflurane B3-A70 adduct. Residue modified by
photolabel derivative is in bold and underlined. Detected identified ions are colored and labeled

accordingly. Residues detected with a modification are noted.
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Fig S8. Identification of aziisoflurane adduct within the 5 subunit of FLAG-a;33; GABAA
receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and corresponding
peptide fragment table of peptides containing aziisoflurane f3-V315 adduct. Residue modified
by photolabel derivative is in bold and underlined. Detected identified ions are colored and
labeled accordingly. Residues detected with a modification are noted.

10



2O TTVLTMTTINT?

Intensity [counts] (10*3)
@

e, yatt
107 216.12
[M43H)"*-NH:-H,0

a 190.55

L
201.04 J I

° !. " y Lo I nlu.l - v - .

200 400 600 800 1000 1200 1400

miz

s Pre+H, Precursor, Precursor-H,0, Precursor-H;O-NH,, Precursor-NH,, Pre-H
w—y, y-HO, y-NH,
w— 3, a-H0, a-NH,, b, b-H;0, b-NH,

Fig S8. Identification of aziisoflurane adduct within the B3 subunit of FLAG-a;3; GABAA
receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and corresponding
peptide fragment table of peptides containing aziisoflurane 33-291 adduct. Residue modified by
photolabel derivative is in bold and underlined. Detected identified ions are colored and labeled

accordingly. Residues detected with a modification are noted.

11



282l NRESVPA?#

107 b;**-H,0
487.88
L 8
e
-é’- b2
§ 6 447.88
8 N
= A bs*-NH; bs
2 2; 710.95
c 4 4 . 368.23
o 201.08 b -
c N .
- va't At ys 896.38 969.45
2 34, ()€ 697.4 -
2 y."', Vi 286.14 4‘42 ! b:*-H,O \'T"il,‘(
187 h J 779.40 951.4
—
° Ly A Ll IJ' ' A 'l 7 N -
200 300 400 500 600 700 800 900 1000

miz

s Pre+H, Precursor, Precursor-H;0, Precursor-H,O-NH,, Precursor-NH,, Pre-H
w—y, y-H0, y-NH,
w— 0 0-HO, a-NHy, b, b-H,0, b-NH,

T e e e e
03 L S 503 B30

[ ][ese2t] rrea] o] sss 2] EmaroJ ooos [omser] 5 |
L N RN O %30 R2AAN
o A S A I
L )y A A A R
[e)l___JC___JC__JC_ 0 A [ %005][ 4553][ 1]

Fig S9. Identification of aziisoflurane adduct within the FLAG-a, subunit of FLAG-0o;B3y2r-L3-
1D4 GABA4 receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane al1-E285 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions
are colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S10. Identification of aziisoflurane adduct within the FLAG-a,; subunit of FLAG-a,B3y2.-L3-
1D4 GABA4 receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and

corresponding peptide fragment table of peptides containing aziisoflurane a1-P313 adduct.

Residue modified by photolabel derivative is in bold and underlined. Detected identified ions

are colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S11. Identification of aziisoflurane adduct within the FLAG-a,; subunit of FLAG-a,B3y2.-L3-
1D4 GABA4 receptors photolabled in the presence of 30 uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane a1-S311 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions

are colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S12. Identification of aziisoflurane adduct within the 3 subunits of FLAG-a,B3y2.-L3-1D4
GABA receptors photolabled in the presence of 30uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane f3-Q249 modification
within the 5 subunit. Residue modified by photolabel derivative is in bold and underlined.
Detected identified ions are colored and labeled accordingly. Residues detected with a
modification are noted.
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Fig S13. Identification of aziisoflurane adducts within the B3 subunits of FLAG-a,B3y2.-L3-1D4
GABA receptors photolabled in the presence of 30uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane f3-1280/33-1289(B),
modification within the 3 subunit. Residue modified by photolabel derivative is in bold and
underlined. Detected identified ions are colored and labeled accordingly. Residues detected with
a modification are noted.
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Fig S14. Identification of aziisoflurane adducts within the B3 subunits of FLAG-a,B3y2.-L3-1D4
GABA receptors photolabled in the presence of 30uM aziisoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane p3-1247/ 3-Y251
modification within the 3 subunit. Residue modified by photolabel derivative is in bold and
underlined. Detected identified ions are colored and labeled accordingly. Residues detected with
a modification are noted.
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Fig S15. Identification of aziisoflurane adductswithin the y,;-L.3-1D4 subunit of FLAG-a,;B3y21-

L3-1D4 GABA, receptors photolabled in the presence of 30uM aziisoflurane. Mass spectrum
and corresponding peptide fragment table of peptides containing aziisoflurane y2L-Y280
modification within the y,;-L.3-1D4 subunit. Residue modified by photolabel derivative is in
bold and underlined. Detected identified ions are colored and labeled accordingly. Residues
detected with a modification are noted.
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Fig S16. Identification of azisevoflurane adduct within the FLAG-a,; subunit of FLAG-a,[33

GABA receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and

corresponding peptide fragment table of peptides containing aziisoflurane a1-G139. Residue
modified by photolabel derivative is in bold and underlined. Detected identified ions are colored
and labeled accordingly. Residues detected with a modification are noted.
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Fig S17. Identification of azisevoflurane adduct within the FLAG-a; subunit of FLAG-a,[33

GABA receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and

corresponding peptide fragment table of peptides containing aziisoflurane a1-P288 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are
colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S18. Identification of azisevoflurane adduct within the FLAG-a,; subunit of FLAG-a,[33
GABA receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane a1-C269 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are
colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S19. Identification of azisevoflurane adduct within the FLAG-a,; subunit of FLAG-a,[33
GABA receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing aziisoflurane a1-V292 adduct.

Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are

colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S20. Identification of azisevoflurane adduct within the B3 subunit of FLAG-a;33; GABAA
receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and
corresponding peptide fragment table of aziisoflurane peptide containing 3-E204/ 33-P209
adducts. Residue modified by photolabel derivative is in bold and underlined. Detected identified
ions are colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S21. Identification of azisevoflurane adduct within the B3 subunit of FLAG-a;33; GABAA

receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and

corresponding peptide fragment table of aziisoflurane peptide containing 3-T280(B), 3-L442
adducts. Residue modified by photolabel derivative is in bold and underlined. Detected identified

ions are colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S22. Identification of azisevoflurane adduct within the B3 subunit of FLAG-a;33; GABAA
receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and
corresponding peptide fragment table of aziisoflurane peptide containing 3-L442 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are
colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S23. Identification of azisevoflurane adduct within the B3 subunit of FLAG-a;33 GABAA
receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and
corresponding peptide fragment table of aziisoflurane peptide containing f3-W226 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are
colored and labeled accordingly. Residues detected with a modification are noted.
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Fig S24. Identification of azisevoflurane adduct within the B3 subunit of FLAG-a;33; GABAA
receptors photolabled in the presence of 30 uM azisevoflurane. Mass spectrum and
corresponding peptide fragment table of aziisoflurane peptide containing 33-A274 adduct.
Residue modified by photolabel derivative is in bold and underlined. Detected identified ions are
colored and labeled accordingly. Residues detected with a modification are noted.
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Appendix Fig S25. Identification of azisevoflurane adducts within the FLAG-a; subunit of
FLAG-0,B3y20-L3-1D4 GABAA receptors photolabled in the presence of 30 uM azisevoflurane.
Mass spectrum and corresponding peptide fragment table of peptides containing azisevoflurane
a1-S276 adduct. Residue modified by photolabel derivative is in bold and underlined. Detected

identified ions are colored and labeled accordingly. Residues detected with a modification are
noted.
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Appendix Fig S26. Identification of azisevoflurane adducts within the FLAG-a; subunit of
FLAG-0B3y20-L3-1D4 GABAA receptors photolabled in the presence of 30 uM azisevoflurane.
Mass spectrum and corresponding peptide fragment table of peptides containing azisevoflurane
a1-R290/ a1-V295 adduct. Residue modified by photolabel derivative is in bold and underlined.

Detected identified ions are colored and labeled accordingly. Residues detected with a
modification are noted.
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Appendix Fig S27. Identification of azisevoflurane adducts within the FLAG-a; subunit of
FLAG-a,B3y2.-L3-1D4 GABA4 receptors photolabled in the presence of 30 uM azisevoflurane.
Mass spectrum and corresponding peptide fragment table of peptides containing azisevoflurane -

T296 adduct. Residue modified by photolabel derivative is in bold and underlined. Detected

identified ions are colored and labeled accordingly. Residues detected with a modification are
noted.
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Appendix Fig S28. Identification of azisevoflurane adducts within the FLAG-a; subunit of

FLAG-0,B3y20-L3-1D4 GABAA receptors photolabled in the presence of 30 uM azisevoflurane.
Mass spectrum and corresponding peptide fragment table of peptides containing azisevoflurane
a1-T300 adduct. Residue modified by photolabel derivative is in bold and underlined. Detected
identified ions are colored and labeled accordingly. Residues detected with a modification are
noted.
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Fig S29. Identification of azisevoflurane adduct within the B3 subunits of FLAG-a,B3y2.-L3-1D4
GABA receptors photolabled in the presence of 30uM azisevoflurane. Mass spectrum and
corresponding peptide fragment table of peptides containing azisevoflurane a1-A273 adduct
within the B3 subunit. Residue modified by photolabel derivative is in bold and underlined.

Detected identified ions are colored and labeled accordingly. Residues detected with a
modification are noted.
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a.1B3y2-L3-1D4 GABA4 receptors photolabled in the presence of 30uM azisevoflurane. Mass
spectrum and corresponding peptide fragment table of peptides containing azisevoflurane y2L.-

L307 adduct. Residue modified by photolabel derivative is in bold and underlined. Detected

identified ions are colored and labeled accordingly. Residues detected with a modification are

noted.
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Fig S31. Identification of azisevoflurane adducts within the y,; -L.3-1D4 subunits of FLAG-
a1B3y2-L3-1D4 GABA receptors photolabled in the presence of 30uM azisevoflurane. Mass
spectrum and corresponding peptide fragment table of peptides containing azisevoflurane y2L.-
G308 adduct within vy, -L.3-1D4 subunit. Residue modified by photolabel derivative is in bold

and underlined. Detected identified ions are colored and labeled accordingly. Residues detected
with a modification are noted.
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Fig S32. Identification of aziisoflurane adducts within the FLAG-a,B3y2.-L3-1D4 GABAA
receptors photolabled in the presence of 30uM aziisoflurane and 3mM isoflurane. Mass spectrum
and corresponding peptide fragment table of peptides containing aziisoflurane o1-T303 adduct
within the FLAG-q, subunit (corresponding with a1-T268). Residue modified by photolabel
derivative is in bold and underlined. Detected identified ions are colored and labeled
accordingly. Residues detected with a modification are noted.
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Fig S33. Identification of aziisoflurane adducts within the FLAG-a,B3y2.-L3-1D4 GABAA

receptors photolabled in the presence of 30uM aziisoflurane and 3mM isoflurane. Mass spectrum
and corresponding peptide fragment table of peptides containing aziisoflurane a1-P210 adducts

within the FLAG-a, subunit (corresponding with a1-P170). Residue modified by photolabel
derivative is in bold and underlined. Detected identified ions are colored and labeled
accordingly. Residues detected with a modification are noted.

36



Wiensity fcounts] (10°3)
g

8

42ZSVSKIDRL#®

]

#1|| Immonium b* b* Seq. y y* #2
T B0.04|| B804 | ad.52 S B
2 72.08| 18711 94.06 Y 1060.51 |[ 530.76 |[ 7
3 BO.0d|[ 274 14| 13757 S || O6T44| 48122 ©
a T01.11][ 40223 ][ 201.62 R Braa1| 437 711 5
5 BO.10][ 51532 258.16 T 74631 ][ 373066 4
6 88.04| 630.35|[315.68 D |[ 63323 317.12| 3
7 T20.11|[ 101644 |[ 508.73 || R-AZSev || 51820 ; 2
8 L 132.10 | 55 1

Fig S34. Identification of azisevoflurane adducts within the FLAG-a3y21-L3-1D4 GABAA
receptors photolabled in the presence of 30uM azisevoflurane and 3mM sevoflurane

respectively. Mass spectrum and corresponding peptide fragment table of peptides containing
azisevoflurane a1-R429 adduct within the FLAG-a; subunit (corresponding with a1-R429 in the

a; subunit). Residue modified by photolabel derivative is in bold and underlined. Detected

identified ions are colored and labeled accordingly. Residues detected with a modification are
noted.
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Fig S35. Identification of azisevoflurane adducts within the FLAG-a,33y2.-L3-1D4 GABAA

receptors photolabled in the presence of 30uM azisevoflurane and 3mM sevoflurane

respectively. Mass spectrum and corresponding peptide fragment table of peptides containing
azisevoflurane $3-N222 adduct within the B3 subunit (corresponding with B3-N197). Residue
modified by photolabel derivative is in bold and underlined. Detected identified ions are colored

and labeled accordingly. Residues detected with a modification are noted.
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Fig S36. Identification of azisevoflurane adducts within the FLAG-a3y21-L3-1D4 GABAA
receptors photolabled in the presence of 30uM azisevoflurane and 3mM sevoflurane

respectively. Mass spectrum and corresponding peptide fragment table of peptides containing
azisevoflurane y2L-1321(D) adduct within the y,;-L.3-1D4 subunit (corresponding with y2L-1282

in y,1. subunit). Residue modified by photolabel derivative is in bold and underlined. Detected

identified ions are colored and labeled accordingly. Residues detected with a modification are

noted.

39



