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Introduction

Abstract: GC-MS operates as a robust analytical method that chemistry labs
commonly use because it effectively separates chemicals while identifying
their components with precise accuracy. Research instruments like GC-MS
provide high quality separation and molecular identification which makes
them indispensable for environmental studies as well as pharmaceutical
insights and forensic investigations and quality control applications.
Extensive usage of GC-MS remains incomplete because researchers must
develop an organized framework which illustrates system elements and their
supporting functions together with application boundaries. The main
objective of this research is to establish a systematic examination of GC-MS
core functioning and equipment alongside examining operational details and
system constraints. The research shows how GC-MS components including
injectors, columns, ionization techniques, mass analyzers and detectors
function together to achieve optimal performance results. The research
presents current uses of GC-MS in environmental monitoring and
pharmaceutical analysis and forensic science through methodological
examples while supplying reference spectra. This comprehensive study
combines GC-MS principles with practice to provide a unified framework
which includes reviews regarding recently developed hyphenated methods
and ionization approaches and column development. The research
results

function as a useful guide for scientists as well as practitioners to help them
select systems properly and develop methods and advance GC-MS systems
for intricate analytical tasks.

Keywords: GC-MS, Techniques, Applications

Despite the numerous analytical techniques available, gas chromatography-mass

spectrometry (GC-MS) remains popular, highly reliable, and widely used throughout food,

environmental, forensic, and chemical industries (Wang et al, 2020). There are two ways to

gain useful information from the analysis of the components eluting from a gas

chromatograph (Valdez, 2022).

First, the components may be isolated, and following suitable work-up procedures,

their structures can be determined. After the structure is known, the identification of

unknowns within that same material must be based on the structural fragment ion pattern

https://digital-science.pubmedia.id/index.php/pslse


https://doi.org/10.xxxxx/xxxxx
mailto:hasn.hh570@gmail.com

Physical Sciences, Life Science and Engineering Volume: 2, Number 3, 2025 2 of 10

from that same component, unless the complete or partial library spectra can provide the
correct identification (Teonata et al, 2021).

Second, the components from a gas chromatograph can be transferred into a mass
spectrometer wherein they can impart their mass spectral characteristics (Shi et al., 2020).
By analyzing these characteristics, researchers can discern valuable information about the
components, such as their molecular weight, fragmentation patterns, and even their
isotopic ratios, which can be crucial in determining the compound's origin or verifying its
authenticity. With the advancements in technology, GC-MS systems have become
increasingly powerful and versatile, allowing for improved sensitivity, resolution, and the
ability to analyze a wide range of compounds. Additionally, the advent of hyphenated
techniques, such as GC-MS/MS (tandem mass spectrometry) and GCxGC-MS
(comprehensive two-dimensional gas chromatography-mass spectrometry), has further
expanded the capabilities of GC-MS, enabling the detection and identification of even
trace amounts of compounds in complex samples (Russ-Eft et al, 2024). These
advancements have solidified GC-MS as a cornerstone technique in analytical chemistry
and have made it an indispensable tool in various fields, including environmental
monitoring, food safety, forensic investigations, and quality control in the chemical
industry (Ranjan et al., 2023). The future of GC-MS looks promising, with ongoing
research efforts focused on enhancing instrument performance, developing novel sample
preparation techniques, and exploring new applications in emerging fields. As technology
continues to evolve, GC-MS will undoubtedly play a vital role in advancing our
understanding of the chemical composition of complex matrices and addressing the
analytical challenges of the modern world (Putri et al, 2022).

Gas chromatography is a fundamental technique of GC-MS. This involves the
separation of components of a sample into individual peaks with a defined retention time.
The separation relies on the volatility of the compounds and their interaction with the
stationary phase within the column (Meziani et al, 2022). The column is regulated by the
flow rate of the carrier gas and a programmed temperature regime to facilitate the
separation of compounds. The flow rate is the velocity at which the carrier gas passes from
the column inlet to where the column ends in the detector, mainly the mass spectrometer
interface. The temperature program is a series of time and temperature instants, called
temperature ramps, in which conditions change to allow the volatilization and the use of a
differential volatility of the compounds within the mixture. The importance of optimal
separation is paramount for the identification of by-products, impurities, and degradation
products in excipients and active pharmaceutical ingredients. The combination of GC-MS
using full scan functionality and library search software has been shown to be effective
and efficient at identifying compounds (Martinez-Huitle et al, 2023). Efficiently packed
columns can have theoretical plate counts in the range of 75,000 and high-quality capillary
columns up to 2 million. This efficiency can be expressed by two key variables: N, the total
number of plates, and H, the height equivalent to a theoretical plate (Marriott et al, 2021).
H is calculated by dividing the column length by the total number of plates or dividing the
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column by the number of theoretical plates. N increases with an increase in capillary
column length, but the number of plates per column is important as well. Key separating
factors for a GC column are that it provides efficient separation and good peak shape and
reproducibility. These factors are described in more detail in the section below, which
covers resolutions, efficiencies, and selectivity (Lago-Rivera et al, 2021).

Methodology

The study methodology uses literature-based studies and technical analysis of Gas
Chromatography-Mass Spectrometry (GC-MS) to examine fundamental principles and
instrumentation and practical application aspects. Synthesis of detailed information
occurred through a qualitative descriptive methodology from peer-reviewed academic
sources and scientific manuals and technical documents which explain GC-MS operational
mechanisms and performance parameters. The research analyzed secondary data sources
about gas chromatography and mass spectrometry device structures which incorporated
sample injectors, chromatographic columns, ionization approaches, mass analyzers
alongside detectors. Scientists evaluated both separation techniques and detection
procedures in GC-MS platforms and their hardware configuration approaches that
improve analysis accuracy while maintaining reproducibility standards. Scientific
publications and technical standards were extensively used to gain precise up-to-date
information about GC-MS systems. The application review section included
environmental analysis techniques and pharmaceutical quality control as well as forensic
science to showcase the real-world operational value of this technology. This paper
evaluates critical GC-MS system factors including selection methods for columns and
stationary phases along with carrier gas optimization and detector sensitivity to explain
system configurations for multiple research and industrial applications. All interpretations
within the study were researched using validated data sources that formed the solid base
of discussion and implications. The document-based methodological framework
authorizes a complete assessment of GC-MS in its role as an analytical instrument with
multiple capabilities.

Result and Discussion

To the point at which the component has zero concentration. As the component
diffuses into the stationary phase, it encounters the different internal surfaces of the
column material, which leads to selective interactions. The different components have
varying affinities for the stationary phase, resulting in differential adsorption. This causes
the components to interact with the stationary phase to varying extents and exhibit
different retention times. The retention time is the time it takes for a component to travel
from the injection port to the detector. The interaction between the components and the
stationary phase allows for their separation based on their chemical properties
(Kumarajith, 2023). In gas chromatography, the type of stationary phase used plays a
crucial role in the separation process. The stationary phase can be a solid support material

https://digital-science.pubmedia.id/index.php/pslse



Physical Sciences, Life Science and Engineering Volume: 2, Number 3, 2025 40f 10

or a liquid coated on a solid support. The choice of stationary phase depends on the
analytes of interest and the separation requirements. Solid support materials can include
porous polymers or powders, while liquid phases can be various types of liquid coatings.
The selection of the appropriate stationary phase is crucial as it directly influences the
separation efficiency and selectivity of the analytes (Keum et al, 2020). The carrier gas used
in gas chromatography also contributes to the separation process. Typically, inert gases
such as helium, nitrogen, or hydrogen are used as carrier gases. The choice of carrier gas
depends on factors such as the analytes being analyzed, the column dimensions, and the
desired analysis speed. The carrier gas carries the sample components through the column
and towards the detector. It is important to optimize the carrier gas flow rate to ensure
efficient separation and detection (Ghazi et al, 2022). The detector in gas chromatography
plays a vital role in analyzing the separated components. Various types of detectors can be
used, such as flame ionization detectors (FID), thermal conductivity detectors (TCD),
electron capture detectors (ECD), or mass spectrometry detectors (MS). Each detector has
its own advantages and limitations, and the choice of detector depends on the analytes
being analyzed and the sensitivity required. The detector generates an electrical signal in
response to the components eluting from the column, allowing for their identification and
quantification (Blumberg, 2021). Gas chromatography is a widely used analytical
technique in various fields such as pharmaceuticals, environmental analysis, forensics, and
food analysis, among others (Yuan et al, 2022). Its ability to separate and analyze complex
mixtures makes it invaluable in research and quality control. The advancements in column
technology, stationary phases, carrier gases, and detectors continue to enhance the
capabilities of gas chromatography, leading to more accurate and sensitive analyses . In
conclusion, gas chromatography is a powerful analytical technique that utilizes the
different velocities and interactions between sample components and a stationary phase to
achieve separation. Its versatility and reliability make it an essential tool in various
scientific disciplines. The continuous advancements in gas chromatography technology
contribute to its continued relevance and application in solving complex analytical
challenges (Xie et al, 2020).

Column Selection and Stationary Phases

GC columns and stationary phase media are crucial constituents of the
configuration of a gas chromatography system. They are the central narrows of separation
by the chromatographer. Columns are usually divided into packed and capillary columns;
the section discussing the column packing materials concept is included in the next section.
Capillary columns, otherwise known as open tubular or empty columns, are the most
commonly used, and the introduction of the capillary column changed the course of GC
from a technique that could not resolve different classes of volatile compounds to a very
powerful and essential separation technique. The application of packed columns is endless,
stretching from analyzing ppm levels of pollutants to biogas and fracking (Wei et al, 2023).
Stationary phases or adsorbents are the luminal fillers causing the separation of substances,
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and their properties are discussed along with the properties and applications of the
columns. The dimensions of the columns, like length and 1.D., as well as the film thickness
of the capillary column, are very important for the speed of analysis, thermal stability, and
the quality of the output. Proper polarity, in addition to the required surface activity, is
essential for the stationary phase to have a higher binding power for the solute,
contributing to a good record-out (Umapathi et al, 2021). The chromatographic factors, like
selectivity, efficiency, resolution, solute compound distribution between media, and
retention time, as well as the prevailing application to the enduser, are contributing factors
in choosing the packing material of the column to be used in analysis. Columnrelated
problems can be appalling, as the cost implication of mismatching the different column
units will cascade to the GC-MS module. It is necessary to have adequate information and
the correct matching of these column units at the first instance in order to achieve
meaningful data and maximum reproducibility for all recurring analyses in GC-MS
(Tsuchida et al, 2020).

Basics of Mass Spectrometry Mass spectrometry is employed within GC-MS for
analysis, making it essential to understand. The basic concepts involve generating ions
and using electric and magnetic fields to manipulate ionized samples before they are
detected. These sophisticated techniques are categorized based on the ionization technique
used, all applicable in various research contexts (Srivastava et al, 2021). As the mass
spectrometry unit suggests, these instruments record and characterize the mass of various
ions produced through the ionization techniques. These masses are usually characterized
by their corresponding mass-to-charge (m/z) ratios to allow for easy characterization. Most
mass spectrometers contain an ion source, a mass analyzer, and a detector. The ion
samples are produced and then moved into the mass analyzer, where they are
characterized based on their mass. The detector then records the mass of these samples,
with the end product being a spectrum showing mass versus intensity, indicating the
abundance of these masses. Spectra generated and calibrated from these instruments can
be used to elucidate an object's molecular and elemental composition. Data interpretation
and calibration procedures are just a couple of processes in mass spectrometry. An
understanding of mass analyzers and other ionization techniques discussed in the
following sections is imperative for better understanding these processes (Roth et al, 2022).

Ionization Techniques

Ionization is one of the most crucial steps in mass spectrometry. It involves the
conversion of a sample to ions so that they can be manipulated and analyzed in the MS
system. The choice of ionization technique can greatly influence qualitative and
quantitative data. Early mass spectrometers employed electron ionization for the
ionization process. Electron ionization is a harsh ionization source that is now being
replaced by chemical ionization, fast atom bombardment, and thermospray (Prabhu et al,
2023). There have been some phenomena reported that could affect the ionization
efficiency in electron ionization mass spectrometry. For example, cooling the nebulized
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droplets in an electron ionization mass spectrometry interface caused a drop in the
abundance of detected ions. The reason for this decrease was proposed to be the
evaporation of ion-precursor analogs from the droplets that were produced by the
ionization of squalene present in the droplets (Liang et al, 2021). Electrospray ionization is
widely utilized in existing liquid chromatography-mass spectrometry and its applications.
Electrospray ionization ionizes the sample by the application of high voltage. For
electrospray ionization to be effective, the sample must be in solution and the solvent must
be volatile. Electrospray ionization has been demonstrated to be very effective for the
ionization of proteins and peptides, as well as small organic compounds (Li et al, 2021).
Although electrospray ionization has extensive advantages, it also has significant
limitations. For instance, electrospray ionization is prone to ion suppression when
contaminants are sprayed into the mass spectrometry system. Matrix-assisted laser
desorption ionization is extensively used for the ionization of biological molecules such as
nucleic acids, peptides, and proteins. Currently, besides electrospray ionization and
matrix-assisted laser desorption ionization, electrospray ionization-declarative mass
spectrometry and atmospheric pressure chemical ionization are being widely used. These
four ionization techniques have expanded the use of mass spectrometry in defining many
functions of biological systems, such as those in vitamins and alloys. Plasma, as well as
some features of human serum. Most research articles and reviews related to mass
spectrometry published over the last 10 years utilized one of these four methods. The
mechanism and characteristics for both electrospray ionization and matrix-assisted laser
desorption ionization will be described in the subsequent section. "lonization of large
molecules" will be described in Part IV. In addition, the applications of various ionization
sources in conjunction with various detection devices will be discussed in the next section
(Kabir & Furton, 2021).

Gas Chromatograph Components

This subsection emphasizes the elements of the gas chromatograph itself and
highlights their features.

As described in Figure 1, It also covers the injector, column, and detector in detail,
showing their impact on the separation mechanism. A gas chromatograph consists of at
least a means of sample introduction (injector), a capillary column, and a detector plus
data system.
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Figure 1. A schematic representation of GC-MS instrument

The Injector

The quality of separation using a GC is often dictated by the performance of the
chromatograph injector. This is a convenient location at which the sample may be
introduced to the chromatograph. A sample solution is typically injected into the flowing
carrier gas in the GC inlet, vaporized, and driven onto the column by the carrier gas(Gao
et al.,, 2023). Overfilling the inlet liner by injecting too much sample can lead to sample
losses and sample discrimination if the sample discriminates between the liquid phase in
the liner and the loading stage onto the column. There are various ways to inject a sample,
the simplest being a syringe capable of delivering a known volume of sample apportioned
to either manual or automatic injection where the valve controller triggers the injection of
the sample through the septum. Split injectors are used when large sample volumes are
injected to prevent column contamination with the sample. However, the problem with
this injector is venting the excess carrier gas and samples (Chiu & Kuo, 2020).

The Column

The latter is the heart of the gas chromatograph. Its function is to separate the
components of the sample mixture, typically into bands of similar compounds, and the
actual degree of separation is a quantitative measure of the quality of the chromatogram.
The column is enclosed in an oven to maintain the column at an optimal separation
temperature, which is another critical method parameter, as will be seen in the next
section. Helium and nitrogen are commonly used carrier gases, the former due to
abundant sources which mean the gas is cheap to purchase. Nitrogen, while less abundant
and less cheap, analysis has shown can also be used as an alternative. Column flow rate
must also permit sample loading onto the column while at the same time avoid excessive
retention times for the long column used to optimize chromatographic separation
(Alseekh et al, 2021).
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The Detector

The resolution of the gas chromatography system is determined by its performance
and, in particular, the performance of the detector. There are numerous types of detectors
available, each with its own unique sensitivities and suitability depending on the sample,
analyte, and application (Aliyari & Konermann, 2022). Ultimately, the detector should be
in common use for trace level work if at all possible. Variability in the detector
performance contributes to the wuncertainty in the concentration measurement.
Manufacturers supply calibration standards and their own methods, thereby supporting
the need for a QC comparison which can demonstrate that the instrumentation is
operating within accepted reference criteria. An increase in the number of applications
utilizing GC-GC-MS in the food testing sectors will require greater control on the GC-GC-
MS detection step with the deployment of hyphenated detectors such as a flame
photometric detector or nitrogen phosphorus detector and mass spectrometer, as well as
an increase in the number of under lab or field adopted external scientific reports or
guidance documents. It is important that laboratories are aware that there are no
restrictions on the use of any hyphenated detectors in conjunction with high throughput
MS concentration assays.

Conclusion

GC-MS has profoundly influenced multiple domains, including academia, industry,
and research, due to its efficiency, portability, and automation, producing swift and
reproducible outcomes. Its diverse uses encompass quality control and planetary research,
utilizing attributes such as sensitivity, selectivity, and comprehensive separation. GC-MS
is essential in medicinal chemistry, pharmaceutical analysis, pharmacognosy, process
control, and pharmaceutical biotechnology, demonstrating its significance in chemical
synthesis, stability assessment, and impurity characterization. It facilitates research,
quality assurance, and the production of diverse pharmaceutical components within the
industry. Although computational technologies aid in data analysis, the determination of
chemical structures from mass spectra using GC-MS still depends on human experience
because of the complexities involved in data interpretation. The continued study of GC-
MS capabilities has possibilities for future breakthroughs, although the analysis of
complex materials necessitates continuous technological and instrumental growth.
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