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BERIBERI

BERIBERI

Primary Disciplinary Field(s): Medicine (Nutritional Science, Cardiology, Neurology, Public
Health)

1. Core Definition

Beriberi is a severe, systemic disease resulting from a profound deficiency of thiamine (Vitamin
B1). Thiamine is an essential micronutrient, acting as a critical cofactor, Thiamine Pyrophosphate
(TPP), for several key metabolic enzymes, most notably those involved in the tricarboxylic acid
(TCA) cycle and the pentose phosphate pathway (PPP). These pathways are indispensable for
generating cellular energy (ATP) and synthesizing essential biochemical components necessary
for cell function, particularly in highly metabolically active tissues such as the nervous system and
the myocardium.

The clinical manifestations of Beriberi are highly varied, depending significantly on the duration and
severity of the deficiency, as well as the patient's underlying nutritional status and physical
demands. The disease typically presents along a spectrum encompassing two primary forms:
neurological dysfunction (known as Dry Beriberi) and cardiovascular abnormalities (known as Wet
Beriberi). In its severe, acute forms, particularly Wet Beriberi and infantile Beriberi, the condition
can lead rapidly to high-output cardiac failure and death if not immediately recognized and treated
with exogenous thiamine supplementation.

2. Etymology and Historical Development

The term "Beriberi" originates from the Sinhalese language, historically spoken in Ceylon (modern-
day Sri Lanka). The duplication of the word, often translated as "I cannot, | cannot," powerfully
reflects the paralyzing weakness, fatigue, and difficulty in locomotion that characterize patients
suffering from the advanced stages of the neurological form of the disease. While descriptions of a
severe wasting disease matching the symptoms of Beriberi date back to ancient Chinese texts as
early as 2600 BCE, the disease rose to prominence as a major global epidemic during the 19th
century.

The massive public health crisis resulting from Beriberi in the late 19th and early 20th centuries
was intrinsically linked to changes in dietary practices, specifically the mass consumption of highly
processed, polished white rice, particularly among naval forces, prisoners, and populations in
Southeast Asia. This technological shift, which removed the outer husk (bran and germ) containing
the vast majority of the thiamine, created a large-scale nutritional deficiency. The breakthrough in
understanding the cause was spearheaded by Christiaan Eijkman, a Dutch physician working in
the Dutch East Indies (now Indonesia). Eijkman observed that chickens fed polished rice
developed symptoms mirroring Beriberi, whereas those fed unpolished rice remained healthy.
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Though he initially theorized a toxin, his successor, Gerrit Grijns, correctly deduced that the rice
husk contained a protective nutritional factor. This work paved the way for Casimir Funk in 1912 to
propose the concept of "vitamines" (vital amines), specifically identifying the anti-Beriberi factor as
a critical nutrient, later chemically isolated and named thiamine.

3. Pathophysiology of Thiamine Deficiency

Thiamine, in its biologically active form, thiamine pyrophosphate (TPP), is an essential cofactor
for four critical enzymes. The disruption of these enzymatic processes forms the basis of Beriberi's
diverse pathology. Firstly, TPP is necessary for pyruvate dehydrogenase (PDH), which converts
pyruvate into acetyl-CoA, the entry point into the TCA cycle. Secondly, TPP is required by alpha-
ketoglutarate dehydrogenase, a crucial enzyme within the TCA cycle itself. Deficiency severely
limits cellular energy production, causing a bottleneck in aerobic respiration and leading to the
systemic accumulation of metabolic intermediates, notably pyruvate and lactate, which contributes
significantly to lactic acidosis, particularly in Wet Beriberi.

Furthermore, TPP is a cofactor for transketolase, a central enzyme in the pentose phosphate
pathway (PPP). The PPP is vital for generating NADPH, essential for antioxidant defense
(protecting cells from oxidative stress), and for producing ribose-5-phosphate, a precursor for
nucleic acid synthesis. Impairment of transketolase profoundly affects rapidly dividing and
metabolically demanding cells, such as glial cells and neurons, leading to the demyelination and
neuronal damage characteristic of Dry Beriberi and its more acute central nervous system
manifestation, Wernicke's encephalopathy. The cardiovascular effects are believed to stem from

impaired endothelial function and sympathetic nervous system overdrive caused by reduced
energy production and increased circulating vasodilators.

4. Key Clinical Classifications and Characteristics

Beriberi is clinically divided into several major types based on the predominant organ system
affected, although overlap often exists between these categories. The primary clinical
manifestations derived from the source material--loss of muscle function, difficulty walking,
increased heart rate, and shortness of breath--map directly onto these classifications.

Dry Beriberi (Neurological Form):

This chronic form of the disease primarily affects the peripheral nervous system. It is characterized
by progressive peripheral neuropathy, which is often symmetrical and affects both sensory and
motor nerves. Early symptoms may include tingling and numbness in the extremities, progressing
to severe pain, muscle weakness, and eventual muscle wasting (atrophy). Patients experience
significant difficulty in walking, often exhibiting an unsteady, wide-based gait, reflecting the severe
loss of muscle function and impaired reflexes. In advanced cases, motor function is severely
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compromised, leading to significant disability and reliance on assistance for movement.
Wet Beriberi (Cardiovascular Form):

Wet Beriberi is characterized by severe cardiovascular abnormalities and is often the more acutely
life-threatening manifestation. The cardinal feature is a high-output congestive heart failure.
Thiamine deficiency leads to peripheral vasodilation, reducing systemic vascular resistance and
forcing the heart to work harder to maintain blood pressure, resulting in an increased heart rate
(tachycardia) and elevated cardiac output. Over time, this stress leads to biventricular failure. Key
symptoms include significant peripheral edema (swelling, hence "wet"), shortness of breath
(dyspnea), palpitations, and rapid onset of heart failure symptoms, which can lead to
cardiovascular collapse and shock if not treated immediately. This form progresses much more
rapidly than Dry Beriberi.

Infantile Beriberi:

This form occurs in infants (usually between two and four months old) who are exclusively
breastfed by mothers who are thiamine deficient, often due to poor maternal diet or metabolic
abnormalities. Infantile Beriberi is extremely acute and often mimics Wet Beriberi, presenting with
acute cardiac failure, cyanosis, and aphonia (inability to produce vocal sounds). Neurological
symptoms can include convulsions and meningeal irritation. Due to the rapid progression, it carries
a very high mortality rate if diagnosis and treatment are delayed.

Cerebral Beriberi (Wernicke-Korsakoff Syndrome):

While often categorized separately, Wernicke-Korsakoff syndrome (WKS) represents the central

nervous system manifestation of acute thiamine deficiency, particularly prevalent in chronic
alcoholics due to poor diet and thiamine malabsorption. WKS begins with Wernicke's
encephalopathy, characterized by the classic triad of ophthalmoplegia (eye movement
abnormalities), ataxia (gait imbalance), and global confusion or delirium. If untreated, Wernicke's
encephalopathy may progress to Korsakoff syndrome, which involves irreversible memory deficits
(anterograde and retrograde amnesia) and confabulation, profoundly impacting cognitive function.

5. Predisposing Factors and Modern Epidemiology

While historically associated with nutrient-poor staple diets like polished rice, the modern
epidemiology of Beriberi is largely concentrated among specific high-risk populations where
nutritional intake is severely compromised or absorption is impaired. The single most common
cause of thiamine deficiency in industrialized nations today is chronic, heavy alcoholism. Alcohol
impairs intestinal absorption of thiamine, interferes with TPP formation, and often substitutes for a
nutritionally adequate diet.
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Other significant modern predisposing factors include bariatric surgery, where malabsorption due
to altered digestive anatomy prevents adequate uptake; persistent vomiting (hyperemesis
gravidarum); chronic illnesses causing severe cachexia; HIV/AIDS; and extended periods of
parenteral nutrition or dialysis without proper vitamin supplementation. Furthermore, Beriberi
remains a major concern in global public health settings, particularly in refugee camps, areas of
famine, or populations reliant on highly restricted, monotonous diets (e.g., populations relying on
highly processed cassava or polished rice without appropriate fortification).

6. Diagnosis and Management

The diagnosis of Beriberi often relies heavily on clinical suspicion given the non-specific nature of
many symptoms, particularly in the early stages. Laboratory confirmation typically involves
measuring thiamine levels in plasma or whole blood, or assessing the activity of the TPP-
dependent enzyme transketolase in red blood cells--specifically, by determining the percentage
increase in transketolase activity after adding exogenous TPP (the TPP effect). An increase of
15% or more confirms deficiency.

Management mandates immediate and high-dose replacement therapy with thiamine. Because
Wet Beriberi and Wernicke's encephalopathy are medical emergencies, treatment must be initiated
empirically, even before laboratory confirmation, to prevent irreversible damage or death. Thiamine
is typically administered intravenously or intramuscularly to ensure rapid bioavailability, especially
in cases of malabsorption or acute cardiac failure. Oral therapy is generally insufficient for acute,
severe deficiency. Rapid improvement is often seen in Wet Beriberi symptoms (within hours to
days), while recovery from neurological damage (Dry Beriberi or Korsakoff syndrome) may be
partial and protracted, sometimes requiring extensive physical and occupational therapy.

7. Further Reading

Wikipedia: Beriberi
StatPearls: Thiamine Deficiency (Beriberi)

Linus Pauling Institute: Thiamin
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