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Introduction

Blood is a complex, dynamic fluid that carries oxygen, nutrients, hormones, and waste products throughout the 

body. Among its various components, plasma and serum stand out as the liquid fractions that play critical roles in 

maintaining homeostasis, facilitating immune responses, and serving as the foundation for countless diagnostic 

tests. Understanding the chemical composition of blood plasma and serumis essential for clinicians,

researchers, and anyone interested in the biochemical underpinnings of health and disease. This article delves into

the intricate makeup of these two fluids, exploring the proteins, electrolytes, metabolites, and other molecules that

define them, as well as the methods used to analyze and interpret their content.

Blood: A Brief Overview

Whole blood consists of cells suspended in a liquid medium. The cellular portion includes red blood cells, white

blood cells, and platelets, while the liquid portion—plasma—comprises approximately 55% of blood volume. When

plasma is allowed to clot, the resulting liquid is called serum. The distinction between plasma and serum may seem

subtle, yet it has profound implications for laboratory testing and clinical interpretation.

Plasma: Definition and Key Features

What Is Blood Plasma?

Plasma is the yellowish, protein-rich fluid that remains after blood cells are removed by centrifugation. It constitutes

the majority of the non-cellular component of blood and serves as the transport medium for various substances.

Plasma contains water (about 90% by weight), electrolytes, dissolved gases, proteins, hormones, and metabolic

byproducts.

Why Plasma Matters

Plasma provides a stable environment for cellular functions, maintaining osmotic balance and pH. It also delivers

nutrients and removes waste, making it indispensable for sustaining life. In clinical settings, plasma is often used in

transfusions, clotting factor replacement, and as a substrate for in vitro assays.

Serum: The Clotted Counterpart

What Is Serum?

Serum is the liquid that remains after blood has clotted and the clot has been removed. Unlike plasma, serum lacks

clotting factors such as fibrinogen. The clotting process consumes these proteins, resulting in a fluid that is

chemically similar to plasma but with some distinct differences.

Clinical Relevance of Serum

Serum is the preferred specimen for many biochemical tests because the absence of clotting factors eliminates

interference with certain assays. However, some tests—particularly those measuring coagulation parameters—

require plasma to preserve clotting proteins.



Core Components of Plasma and Serum

The chemical composition of blood plasma and serum can be grouped into several major categories: proteins,

electrolytes, organic molecules, gases, and trace elements. Each category plays a vital role in physiological

processes and diagnostic evaluation.

Proteins

Plasma proteins constitute about 7–8% of plasma by weight, with serum proteins slightly lower due to the loss of

fibrinogen during clotting. The primary protein families include:

•  Albumin – the most abundant protein, responsible for maintaining oncotic pressure and transporting various 

substances.

•  Globulins – divided into alpha, beta, and gamma globulins, these proteins carry hormones, lipids, and 

antibodies.

•  Fibrinogen – present only in plasma, it plays a critical role in blood clot formation.

Electrolytes

Electrolytes are charged ions essential for nerve conduction, muscle contraction, and pH regulation. Key

electrolytes found in plasma and serum include:

•  Na+ (sodium)

•  K+ (potassium)

•  Cl– (chloride)

•  Ca2+ (calcium)

•  Mg2+ (magnesium)

•  HCO3– (bicarbonate)

Metabolites and Nutrients

These small molecules provide energy, support metabolic pathways, and reflect dietary intake:

•  Glucose – the primary energy source for cells.

•  Lactate – a byproduct of anaerobic metabolism.

•  Urea – a nitrogenous waste product excreted by the kidneys.

•  Bilirubin – a breakdown product of hemoglobin.

•  Creatinine – a marker of renal function.

Hormones and Cytokines

Plasma and serum transport endocrine signals and immune mediators, including:

•  Insulin, glucagon, thyroid hormones.

•  Adrenaline and noradrenaline.

•  Cytokines such as interleukins and tumor necrosis factor.

Gases

Dissolved gases such as oxygen and carbon dioxide are present at low concentrations but are crucial for

respiratory function. Their levels are measured in arterial blood gas analyses.

Trace Elements and Vitamins

Micronutrients, though present in minute quantities, are vital for enzymatic activity and overall health. Examples

include:



•  Iron, zinc, copper.

•  Vitamins A, D, E, K, and B-complex.

Detailed Protein Profile

Albumin: The Unsung Hero

Albumin accounts for roughly 50% of total plasma protein concentration. It binds fatty acids, bilirubin, and drugs,

thereby influencing their distribution and clearance. Hypoalbuminemia can indicate malnutrition, liver disease, or

kidney loss.

Globulins: The Diverse Family

Globulins are subdivided into:

1.  Alpha globulins – include alpha-1 antitrypsin and haptoglobin.

2.  Beta globulins – comprise transferrin and complement proteins.

3.  Gamma globulins – predominantly immunoglobulins (IgG, IgM, IgA).

Alterations in globulin levels can signal infections, autoimmune disorders, or malignancies.

Fibrinogen: The Clotting Catalyst

Present only in plasma, fibrinogen is converted to fibrin strands during coagulation. Its concentration is a key

indicator in coagulation profiles and is often measured in thrombin time or clotting factor assays.

Electrolyte Balance: The Body’s Internal Thermostat

Electrolytes maintain cellular membrane potentials, regulate blood pressure, and buffer pH. Imbalances can

manifest as muscle weakness, arrhythmias, or metabolic acidosis/alkalosis. Clinical tests routinely assess serum

sodium, potassium, chloride, bicarbonate, calcium, and magnesium.

Metabolite Insights: What They Reveal About Health

Glucose: The Energy Gauge

Fasting glucose levels are used to diagnose diabetes mellitus. Postprandial glucose measurements assess insulin

sensitivity and glucose tolerance.

Lactate: A Marker of Oxygen Utilization

Elevated lactate levels can indicate hypoxia, sepsis, or strenuous exercise. Lactate clearance is often monitored in

critical care settings.

Urea and Creatinine: Renal Function Indicators

Both urea and creatinine are filtered by the kidneys. Their serum concentrations, when combined with age, sex,

and body size, help estimate glomerular filtration rate (GFR).

Bilirubin: The Liver’s Signature

Serum bilirubin levels help evaluate hepatic function and detect hemolysis. Elevated unconjugated bilirubin

suggests increased red blood cell breakdown, while elevated conjugated bilirubin points to liver or biliary

obstruction.

Hormonal and Cytokine Transport



The endocrine system relies on plasma and serum as vehicles for hormones. For instance, thyroid hormones (T3

and T4) are bound to transport proteins like thyroxine-binding globulin, which influences their bioavailability.

Cytokines, produced by immune cells, circulate in plasma and modulate inflammatory responses.

Analytical Techniques for Composition Assessment

Spectrophotometry and Colorimetry

These methods measure absorbance at specific wavelengths to quantify proteins, glucose, bilirubin, and other

analytes. They remain staples in clinical laboratories due to their simplicity and speed.

Electrophoresis

Protein electrophoresis separates plasma proteins based on charge and size, providing a profile that can detect

monoclonal gammopathies or liver disease.

Chromatography

High-performance liquid chromatography (HPLC) and gas chromatography (GC) allow precise separation and

quantification of small molecules, including drugs and metabolites.

Mass Spectrometry

Mass spectrometry, often coupled with liquid chromatography (LC-MS), offers unparalleled sensitivity and

specificity for detecting trace elements, hormones, and metabolic intermediates.

Clinical Applications and Diagnostic Significance

Analyzing the chemical composition of plasma and serum informs diagnosis, prognosis, and therapeutic monitoring

across a spectrum of conditions:

•  **Cardiovascular disease** – lipid profiles and troponin levels.

•  **Endocrine disorders** – thyroid function tests and insulin levels.

•  **Infectious diseases** – cytokine panels and antibody titers.

•  **Renal dysfunction** – serum creatinine, urea, and electrolyte balance.

•  **Hepatic impairment** – bilirubin, aminotransferases, and coagulation factors.

Factors Influencing Plasma and Serum Composition

Several variables can alter the biochemical milieu of blood fluids:

•  Diet – carbohydrate intake influences glucose; protein consumption affects urea.

•  Hydration status – dehydration concentrates plasma constituents.

•  Medications – drugs can modify electrolyte levels or protein binding.

•  Physiological stress – exercise elevates lactate and cortisol.

•  Genetic predispositions – inherited metabolic disorders alter specific analytes.

Future Directions in Plasma and Serum Analysis

Advancements in omics technologies—proteomics, metabolomics, and transcriptomics—are expanding our

understanding of the plasma and serum proteome and metabolome. These approaches promise more

personalized diagnostics, enabling clinicians to detect subtle biochemical shifts before overt disease manifests.

Conclusion



The chemical composition of blood plasma and serumis a rich tapestry of proteins, electrolytes, metabolites,

hormones, and gases that together sustain life and provide a window into our physiological state.
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