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DESCRIPTION
In recent years, the instruments used to probe molecular
mixtures have grown far more capable. Amongst them, mass
spectrometry has progressed remarkably, and Nuclear Magnetic
Resonance (NMR) spectroscopy has extended its reach into more
complex settings. We offer a narrative of sensitivity, resolution
and quantitation have improved in mass spec, and NMR now
contends more effectively with real world samples in
metabolomic or structural studies.

Mass spectrometry, already a dominant tool for molecular
identification, has seen enhancements that allow detection of
trace species once buried under noise. One of the drivers has
been innovations in ionization. Electrospray Ionization (ESI) at
nano scale (nano ESI) reduces dilution effects and lowers
background, thereby improving detection of low abundance
analytes in complex matrices. Coupled with refined desorption/
ionization modes (for example, ambient ionization methods like
desorption electrospray ionization or direct analysis in real time),
samples can be probed more directly, often without elaborate
cleanup. These approaches reduce sample manipulation losses, a
critical factor when working near detection limits.

Simultaneously, new mass analysers and architectures deliver
finer discrimination of ions. Orbitrap instruments, for instance,
have achieved very high resolving power and mass accuracy,
enabling confident differentiation of closely spaced isotopic
peaks. Fourier Transform Ion Cyclotron Resonance (FT ICR)
instruments maintain a niche for ultra-high resolution demands,
especially when complex mixtures with isobaric species must be
separated. In parallel, Ion Mobility Spectrometry (IMS) has been
integrated as an extra separation dimension preceding mass
analysis. That orthogonal separation based on gas phase drift
time helps deconvolute overlapping spectral signals, particularly
useful when isomers or conformers coelute in chromatography.

Another leap involves data acquisition strategies. Traditional
“data dependent acquisition,” which picks a few precursor ions
for fragmentation, is being superseded by “Data Independent

Acquisition” (DIA) modes. In DIA, all ions in selected m/z
windows are fragmented systematically, thus offering more
consistent coverage across experiments and better quantitative
reproducibility. This reduces the issue of “missing values” for low
signal analytes across runs. Data handling has also included
advanced signal processing and algorithmic improvements,
enabling better peak picking, deconvolution, and quantification
even in noisy backgrounds. Indeed, handling MS datasets that
run into large sizes demands smarter computational approaches
to extract meaningful signals.

Progress in sample preparation has not lagged behind.
Enrichment techniques tailored for small molecules in a matrix,
including solid phase microextraction, ion selective trapping,
affinity capture, or surface assisted desorption supports, help to
isolate or concentrate analytes before they enter the
spectrometer. One example is the adaptation of Surface Assisted
Laser Desorption/Ionization (SALDI) with improved
enrichment methods to reduce matrix interference and better
sensitivity. These upstream optimizations have become vital
when pushing toward lower detection thresholds.

These enhancements translate directly into more confident
quantitation of scarce molecules: signaling compounds,
metabolites, modified peptides, or drug metabolites present at
parts per billion or less. They also enable spatial mapping: Mass
Spectrometry Imaging (MSI) techniques now resolve
distributions of lipids, metabolites, or peptides across tissue cross
sections, linking molecular chemistry with morphological
context.

While mass spec continues to ascend, NMR spectroscopy has
kept pace in its domain of structural information, non-
destructiveness, and quantitative potential. But classical NMR
has had limitations in sensitivity and toleration of complex
matrices (e.g. biofluids, plant extracts, cell lysates). To address
that, enhancements in hardware, methodology, and signal
amplification strategies are being pursued. High field magnets
reduce linewidths and increase signal strength; cryogenically
cooled probes reduce thermal noise. More advanced pulse
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sequences and spectral editing reduce overlap of signals, aiding
detection of minor species within crowded spectra.

One especially exciting route is the use of quantum defect
sensors nitrogen vacancy centers in diamond as miniature
detectors. In one demonstration, NMR spectroscopy with NV

sensors was combined with dynamic nuclear polarization to
achieve femtomole sensitivity from picoliter volumes of dilute
solutions. That opens possibilities for analyzing extremely small
quantities, perhaps even single cells or microdroplet samples, in
settings previously inaccessible to conventional NMR.
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