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Figure S1: Effect of L-Arg analogues binding on F& iNOSoxy resonance Raman spectraPanels A
and B display the low- and high-frequency regiohsRR spectra, respectively, of 'HOS,, in the
presence of representative compounds. In panelitkes were fitted to Gaussian functions. Experiment
were achieved in the presence @BHexcept for the (-/-) experiment that was achieiethe absence of
both analogue and ,B. Excitation wavelength was 363.8 nm and full pooil is described under

Experimental Section.
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Figure S2: Effect of L-Arg analogues binding on iNGoxy Fé CO resonance Raman spectraPanels

A and B display the low- and high-frequency regianfs resonance Raman spectra, respectively.
Excitation wavelength was 441.6 nm. Experimentseveahieved in the presence aBtexcept for the (-

/-) experiment that was achieved in the absencdeotif L-Arg analogues and,B as described under

Experimental Section. Stars denote peaks assoaidtieghoto-dissociation.
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Table S1: pK, values of L-Arg and various guanidines measured iwater at 25°C.Detailed protocol
is described under Experimental Section.

field parameter pKa pKa

Compound o] measured  estimated Ref
L-Arg 0.03 12.48 (52)
Pentyl-Gua3 0.01 - 12,6 (a)
CHyF-(CHp)s-Gua2 0.05 - 12,1 (a)
CF:-(CHy)s-Gual 0.07 - 11,8 (@
Cyclopropyl-Guad 0.07 - 11,8 (@)
Ph-Gua 0.12 10.8 (a)
Ph-Gua 10.77 (49)
CH;OPh-Guab 0.13 11.0 (@
FPh-Guab 0.17 10.8 (@
CIPh-Gua7 0.18 10.3 (a)
CF;Ph-Guas 0.19 10.0 (a)
NO,Ph-Guad 0.26 9.3 (@)
NO,Ph-Guad 9.13 (62)

(a) : this work



Table S2: Heme midpoint potentials of INOSoxy in th presence of various guanidines.
All experiments were achieved in the presence &f & described under Experimental Section

Compound Asoret (NM) E” (mV) vs NHE Ref
L-Arg 397 -270+5 (@)

L-Arg 396 - 263 (63)
CFs-(CHy)s-Gual 395 -265+5 @)
CH,F-(CH,):-Gua2 397 -267+5 )
Cyclopropyl-Guad 398 -269+5 (@
CH;OPh-Guab 399 -269+5 @)
FPh-Guab 398 -262+5 @)
SEITU 396 <-305 (@)

SEITU 398 - 322 (63)
L-NAME 400 -500 < E® <-305 @

L-NAME 400 < - 460 (63)

(a) : this work



Table S3: Porphyrin and Fe-S vibration modes of faeic iINOSoxy in the presence of various L-Arg

analoguesNOS experiments were achieved in the presence®f ékcept for the (-/-) experiment which

was achieved in the absence of both analogues @BdDta were obtained with a laser excitation at

363.8 nm as described under Experimental Secti@guencies are reported in'¢m

Protein L-Arg analogues Vres Y12 V7 Vig \ V3 Vo Wuinyi  Ref
iNOSoxy L-Arg 337 498 676 754 (65)
L-Arg 337 495 675 753 1372 1489 1562 1625 (a)
CFs-(CH,)s-Gual 337 498 674 753 1371 1486 1562 1624 (a)
Pentyl-Gua3 339 499 675 753 1372 1487 1562 1625 (a)
F-Ph-Guab 339 498 675 754 1372 1488 1562 1627 (a)
Cl-Ph-Guar 339 498 675 751 1371 1486 1560 1625 (a)
CR-Ph-Guas 338 495 675 752 1372 1487 1563 1626 (a)
-/- nd 496 676 751 1373 - 1562 1626 (a)
eNOS L-Arg 338 678 1370 1489 1563 1625 (64)
bsNOS L-Arg 342 498 676 754 (65)
P450 Camphor 351 677 756 1368 1488 1570 1623 (67)

(a) : this work.



Table S4: Porphyrin vibration modes for iNOSoxy F&-CO complexes in the presence of L-Arg
analoguesDetailed protocol is described under the Experime®éction. All experiments were achieved
in the presence of B, except for the (-/-) experiment that is achiewedhe absence of both L-Arg

analogues and jB. Data were obtained with a laser excitation dt.84m. Frequencies are given in'tm

Protein Compound vg V7 Vig Va V3 Vs V1o Vyinyl Ref

iINOSoxy L-Arg 344 674 748 1369 1492 1576 1601 1620 (a)

3 340 678 750 1367 1463 1569 1600 nd (40)
1 340 678 750 1367 1463 1569 1600 nd (40)
4 nd 675 748 1367 1492 1573 1597 1617 (a)

NOHA 344 676 750 1369 1491 1575 1603 1622 (a)

6 340 678 750 1367 1463 1569 1600 nd (40)
7 340 678 750 1367 1463 1569 1600 nd (40)
8 343 676 750 1368 1492 1575 1600 1622 (a)
-I- 345 675 751 1369 1495 1579 1601 1628 (a)
5 346 675 748 1367 nd 1575 1598 1617 (a)
9 345 676 749 1368 nd 1576 1599 1619 (a)

nNOS L-Arg 345 676 752 1369 1493 1572 1602 1618 ) (58
NOHA 345 676 751 1369 1493 1572 1602 1618  (58)
- 343 676 751 1369 1493 1572 1602 1618  (58)

saNOS L-Arg 344 676 751 1370 1495 1573 1603 1622 5) (5
-I- 344 676 751 1370 1489 1573 1600 1626 (55)

P450 Camphor 352 676 749 1371 1497 1588 nd nd (67)
- 348 677 754 1372 1498 1583 nd 1626 (67)

(a) : this work.



