Supplementary information: Van Montfort et al.
Protocol for crystallographic soaking experiments, which yield the sulfenic, sulfinic sulfonic acid and sulfenyl-amide PTP1B derivatives.

The soaking solutions yielding the sulfenic, sulfinic and sulfonic PTP1B derivatives were prepared by addition of 2 l of a compound cocktail to 18 l of standard mother liquor (16% PEG4000, 0.1M Hepes pH 7.5, 0.2 M magnesium acetate and 10 mM DTT). The compound cocktails were composed of 500 mM of four different compound dissolved in DMSO. PTP1B crystals were soaked overnight in 20 l soaking solution at 4 ºC, after which they were harvested for crystallographic data collection. Soaking of PTP1B crystals with 2-Phenyl-isoxazolidine-3,5-dione, was carried out using the same protocol but instead of a compound cocktail a DMSO stock solution of 2-Phenyl-isoxazolidine-3,5-dione was added to a final concentration of 100mM 2-Phenyl-isoxazolidine-3,5-dione. All compounds used were obtained from commercial suppliers and the cocktail compositions are listed below.
Cocktail composition used in the soaking experiment resulting in the sulfenic acid (Cys-SOH) PTP1B derivative:
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Cocktail composition used in the soaking experiment resulting in the sulfinic acid (Cys-SO2H) PTP1B derivative:
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Cocktail composition used in the soaking experiment resulting in the sulfonic acid (Cys-SO3H) PTP1B derivative:
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Structure of 2-Phenyl-isoxazolidine-3,5-dione used in the experiment yielding the sulfenyl-amide PTP1B derivative. 
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Table 2: Data collection and refinement statistics for native PTP1B


Native PTP1B

Data collection


Beamline
SRS 9.6

 (Å)
0.86

Resolution (Å)
2.1

No. Observations
429143

No. Unique reflections
29623

Completeness (%)*
100 (100)

Rmerge*
0.073 (0.282)

I/<I>*
7.9 (2.5)

Refinement


Rcryst/Rfree
0.192/0.233

Rmsd Bond lengths
0.019

Rmsd Bond angles
1.7

Footnote table 2: *Numbers in parentheses indicate the highest shell values.1Rmerge = hi|I(h,i)-<I>(h)|hSi<I>(h); I(h,i) is the scaled intensity of the ith observation of reflection h and <I>(h) is the mean value. Summation is over all measurements. The native PTP1B structure was refined using the protocol described previously. Rcryst =hkl,work||Fobs|-k|Fcalc||/hkl|FobsI, where Fobs and Fcalc are the observed and calculated structure factors, k is a weighting factor and work denotes the working set of 95% of the reflections used in the refinement. Rfree=hkl,test||Fobs|-k|Fcalc||/hkl|Fobs|, where Fobs and Fcalc are the observed and calculated structure factors, k is a weighting factor and test denotes the test set of 5% of the reflections used in cross validation of the refinement. refers to wavelength, Rmsd to root mean square deviations.

