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Analysis of Biofluids by NIMS

Monday, March 30th, 2009

Prof. Gary Siuzdak and co-workers at the Scripps Research Institute along with collaborators at
Pfizer have just published a paper in Analytical Chemistry describing nanostructure initiated
mass spectrometry (NIMS) in tissue and biofluid analysis.  They first reported the NIMS
technique in a 2007 Nature paper and presented it as a complementary ionization technique to
MALDI.  NIMS differs from MALDI in that instead of a crystalline matrix, it uses “initiator”
molecules trapped on a nanostructured surface.  The initiator that has been found to be the most
useful to date is a fluorous siloxane.  MALDI can techniques can suffer from signal suppression
of low molecular weight entities from the matrix which is why it is best suited for proteins and
peptides.  NIMS, on the other hand, uses higher molecular weight initiator which does not
suppress signal of lower molecular weight analytes, thereby making it more conducive to
metabolite studies.  This is exactly what this most current paper describes.

The researchers used NIMS to detect various drugs and their metabolites in both tissue, in this
case brain tissue, and in biofluids such as urine, blood, and plasma.  There were several
advantages found using NIMS compared to other methods including little to no sample
preparation, greater sensitivity, and full scale MS-only mode detection, as opposed to MS/MS. 
Even greater sensitivity may be gained using NIMS in MS/MS mode, but MS mode could
provide information about the drug, its metabolites, and changes to endogenous metabolites that
would otherwise be nondistinguishable.  For example, the authors point out that while
autoradiography is the current gold standard in drug distribution, it only tells you where the
radioisotope is, it does not provide structural information that NIMS provides.

As for biofluids, the authors directly spotted the fluids on the NIMS surface, dried them down,
then analyzed.  They could increase sensitivity by conducting an on-target extraction. 
Essentially using the fluorous siloxane as a liquid phase version of reverse phase
chromatography.  Spotting a urine sample containing diazepam then subjecting to directly to
NIMS analysis could not detect diazepam.  Spotting, then washing with 80% methanol,
however, resulted in a on-target enrichment of the organic metabolites and provided a
observable signal for diazepam.

http://www.fluorous.com/journal/
http://www.fluorous.com/journal/?p=929
http://dx.doi.org/10.1021/ac802576q
http://dx.doi.org/10.1038/nature06195
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The on-target extraction could probably be made even more sensitive if coupled with fluorous
tagging.  This would require a fluorous tagging strategy thus adding a step to the analysis, but
could be very useful for analytes in very low concentrations.  The Siuzdak group has already
demonstrated this approach using a DIOS surface, so it will be interesting to see if they apply
the same strategy to NIMS.  They have also previously used the NIMS surface in what they call
a Nimzyme application where a fluorous tagged enzyme substrate is immobilized on the NIMS
surface then subjected to enzymatic reaction.  The product of the enzyme reaction could then be
analyzed after washing the NIMS surface clean of any non-fluorous materials.

The simplicity and sensitivity of NIMS certainly seems to make it an ideal method for the study
of small molecules in biological samples and it’ll be interesting to see how it develops over the
next few years.

Tags: biofluids analysis, diazepam, NIMS, Nimzyme, Siuzdak
Posted in Life Science Applications, Metabolomics | No Comments »

Search for:
 Search

Fluorous Technologies Inc.
Fluorous Home Page
Ordering from Fluorous

RSS Feeds
Comments RSS feed
Posts RSS Feed

Pages
Welcome to F-Blog

Fluorous Applications
Small Molecule Synthesis (36)

Parallel Synthesis (19)
Scavengers and Reagents (4)
Mixture Synthesis (10)

Biomolecule Synthesis (21)
Peptides (5)

https://sslvpn.pitt.edu/content/105/10/,DanaInfo=www.pnas.org+3678.full.pdf+html
https://sslvpn.pitt.edu/doi/abs/10.1021/,DanaInfo=pubs.acs.org+pr060608s
http://www.fluorous.com/journal/?cat=125
http://www.fluorous.com/journal/?tag=siuzdak
http://www.fluorous.com/journal/?p=929#respond
http://www.fluorous.com/journal/?tag=nims
http://www.fluorous.com/journal/?tag=biofluids-analysis
http://www.fluorous.com/journal/?tag=diazepam
http://www.fluorous.com/journal/?cat=126
http://www.fluorous.com/journal/?tag=nimzyme
http://www.fluorous.com/
http://fluorous.com/order.html
http://www.fluorous.com/journal/?feed=comments-rss2
http://www.fluorous.com/journal/?feed=rss2
http://www.fluorous.com/journal/?page_id=8
http://www.fluorous.com/journal/?cat=124
http://www.fluorous.com/journal/?cat=6
http://www.fluorous.com/journal/?cat=8
http://www.fluorous.com/journal/?cat=7
http://www.fluorous.com/journal/?cat=32
http://www.fluorous.com/journal/?cat=20


4/7/09 1:59 PMSiuzdak « F-Blog

Page 3 of 3http://www.fluorous.com/journal/?tag=siuzdak

Carbohydrates (13)
Oligonucleotides (4)

Life Science Applications (20)
Proteomics (6)
Metabolomics (1)
Microarray (13)

Separation Techniques (59)
FSPE (34)
F HPLC (8)
Liquid-Liquid Extraction (LLE) (12)

Assorted Fluorous Items (101)

Tags

ACS ACS meeting aldol Angewandte asymmetric Biphasic biphasic catalysis carbohydrate Carbohydrates

Catalysis conferences Diversity Oriented Synthesis DOS Events F-Blog FMS FSPE HPLC ISoFT '07 ISoFT'09

Isotope chemistry libraries Materials Microwave Multicomponent Reactions Nelson newsletter olefin metathesis pipette tips

Procter Quality Control reagents Reverse FSPE review samarium Sigma Aldrich sulfur surfactant Tad Thermomorphic
thionium Total Synthesis Triphasic User Interview wikipedia

Recent Comments
Marv on Fluorous Aryl and Alkyl iodine(III) Dichlorides as Recyclable Chlorinating
Reagents
Fa on Natural Products-Like Library Review
Jeff on Natural Products-Like Library Review
Fa on Carbohydrate Cat Skinning
Marv on Carbohydrate Cat Skinning

F-Blog is proudly powered by WordPress 
Entries (RSS) and Comments (RSS).

http://www.fluorous.com/journal/?cat=22
http://www.fluorous.com/journal/?cat=21
http://www.fluorous.com/journal/?cat=125
http://www.fluorous.com/journal/?cat=18
http://www.fluorous.com/journal/?cat=126
http://www.fluorous.com/journal/?cat=19
http://www.fluorous.com/journal/?cat=9
http://www.fluorous.com/journal/?cat=10
http://www.fluorous.com/journal/?cat=23
http://www.fluorous.com/journal/?cat=13
http://www.fluorous.com/journal/?cat=29
http://www.fluorous.com/journal/?tag=dos
http://www.fluorous.com/journal/?tag=asymmetric
http://www.fluorous.com/journal/?tag=isoft-07
http://www.fluorous.com/journal/?tag=sulfur
http://www.fluorous.com/journal/?tag=review
http://www.fluorous.com/journal/?tag=surfactant
http://www.fluorous.com/journal/?tag=f-blog
http://www.fluorous.com/journal/?tag=diversity-oriented-synthesis
http://www.fluorous.com/journal/?tag=multicomponent-reactions
http://www.fluorous.com/journal/?tag=total-synthesis
http://www.fluorous.com/journal/?tag=user-interview
http://www.fluorous.com/journal/?tag=thionium
http://www.fluorous.com/journal/?tag=aldol
http://www.fluorous.com/journal/?tag=thermomorphic
http://www.fluorous.com/journal/?tag=events
http://www.fluorous.com/journal/?tag=quality-control
http://www.fluorous.com/journal/?tag=materials
http://www.fluorous.com/journal/?tag=tad
http://www.fluorous.com/journal/?tag=procter
http://www.fluorous.com/journal/?tag=nelson
http://www.fluorous.com/journal/?tag=angewandte
http://www.fluorous.com/journal/?tag=carbohydrates
http://www.fluorous.com/journal/?tag=olefin-metathesis
http://www.fluorous.com/journal/?tag=acs-meeting
http://www.fluorous.com/journal/?tag=samarium
http://www.fluorous.com/journal/?tag=triphasic
http://www.fluorous.com/journal/?tag=hplc
http://www.fluorous.com/journal/?tag=pipette-tips
http://www.fluorous.com/journal/?tag=libraries
http://www.fluorous.com/journal/?tag=fms
http://www.fluorous.com/journal/?tag=conferences
http://www.fluorous.com/journal/?tag=reverse-fspe
http://www.fluorous.com/journal/?tag=newsletter
http://www.fluorous.com/journal/?tag=isotope-chemistry
http://www.fluorous.com/journal/?tag=wikipedia
http://www.fluorous.com/journal/?tag=reagents
http://www.fluorous.com/journal/?tag=catalysis
http://www.fluorous.com/journal/?tag=carbohydrate
http://www.fluorous.com/journal/?tag=biphasic
http://www.fluorous.com/journal/?tag=fspe
http://www.fluorous.com/journal/?tag=biphasic-catalysis
http://www.fluorous.com/journal/?tag=acs
http://www.fluorous.com/journal/?tag=microwave
http://www.fluorous.com/journal/?tag=sigma-aldrich
http://www.fluorous.com/journal/?tag=isoft09
http://www.fluorous.com/journal/?p=957&cpage=1#comment-1577
http://www.fluorous.com/journal/?p=804&cpage=1#comment-1548
http://www.fluorous.com'%20rel='external%20nofollow
http://www.fluorous.com/journal/?p=804&cpage=1#comment-1546
http://www.fluorous.com/journal/?p=765&cpage=1#comment-1544
http://www.fluorous.com/journal/?p=765&cpage=1#comment-1542
http://www.fluorous.com/journal/?feed=rss2
http://wordpress.org/
http://www.fluorous.com/journal/?feed=comments-rss2

