The Plasma Crash Method:

1.) Place 50 µls of plasma or serum in a 0.5 ml tube.

2.) Add 10 µls of internal standard.

2.) Add 140 µls of cold (refrigerated) organic (ACN or MeOH) and vortex.

4.) Refrigerate sample for 2 hrs.

5.) Micro-Centrifuge the sample to pellet out the precipitated proteins.

6.) Remove 150 µls of the supernatant to a clean tube and add 150 µls of the HPLC A solvent (aqueous solvent). 

(at this point the organic content of the sample is approximately 38% organic.  If your compound requires a lower organic content to stick to the column raise the aqueous addition in step six to lower the organic)

7.) Inject an appropriate amount of the solution from step six for PK/LC/MS/MS analysis.
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