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CONDITION

Gangliosidosis GM2 type 2

Gangliosidosis GM2 type 2 is an inherited condition that causes fatty material to build up
and damage nerve cells.

WHATITIS
Inherited lysosomal storage condition affecting nerve cells

BODY SYSTEM
Nervous system

MAIN SYMPTOMS
Developmental loss, muscle weakness, seizures, movement problems

WHAT CAUSES IT
Inherited changes in the HEXB gene

HOW IT IS DIAGNOSED
Hexosaminidase enzyme testing and genetic testing

MAIN TREATMENT
Supportive neurological, feeding, breathing, and mobility care

CAN IT BE CURED?
No - no approved treatment reverses nerve damage

IS IT AN EMERGENCY?
Sometimes - prolonged seizures or serious breathing difficulty

LONG-TERM OUTLOOK
Infantile form life-limiting; later-onset progression often slower

Overview

Gangliosidosis GM2 type 2 is a rare inherited condition that mainly affects the brain and spinal
cord. It is present from conception, although symptoms may not appear until infancy,
childhood, or adulthood.

The condition affects lysosomes, which are recycling compartments inside cells. Lysosomes
use enzymes to break down substances the body no longer needs. In GM2 type 2, the body
does not make enough working beta-hexosaminidase A and B enzymes.

Without these enzymes, a fatty substance called GM2 ganglioside builds up inside nerve cells.
The buildup gradually damages the cells and interferes with movement, development,
swallowing, breathing, vision, and other nervous system functions.
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There are infantile, juvenile, and adult-onset forms. The infantile form usually progresses most
quickly. Later-onset forms tend to develop more slowly, but their symptoms and course can
differ greatly from one person to another.

Symptoms

Babies with the infantile form often appear healthy at birth. During the first months of life,
development may slow or previously learned abilities may be lost. This is called developmental
regression.

Possible infantile symptoms include:

An eye examination may find a "cherry-red spot" on the retina at the back of the eye. This
finding can occur in several metabolic conditions, so it does not confirm GM2 type 2 by itself.

The liver or spleen may become enlarged in some people. This is more associated with GM2
type 2 than with some other forms of GM2 gangliosidosis, but it is not present in everyone.

Juvenile-onset symptoms may begin with worsening coordination, frequent falls, unclear
speech, learning difficulties, muscle weakness, or loss of previously acquired skills. Seizures
and swallowing problems may develop as the condition progresses.

Adult-onset symptoms can include:

Adult symptoms can resemble other neurological conditions. Having one or more of these
symptoms does not mean that you have GM2 type 2.

- Reduced head control or difficulty sitting

- Weak or unusually floppy muscles

- Anexaggerated startle response to sound

- Loss of movement, social, or communication skills
- Seizures

- Problems swallowing or feeding

- Increasing muscle stiffness

- Reduced vision or hearing

- Agrowing head size

- Poor balance and coordination

- Muscle weakness or wasting
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- Tremor, stiffness, or other movement problems
- Difficulty speaking or swallowing

- Changes in thinking, mood, or behaviour

Causes and risk factors

GM2 type 2 is caused by harmful changes in both copies of the HEXB gene. This gene provides
instructions for making the beta part of the hexosaminidase enzymes.

The condition follows an autosomal recessive inheritance pattern. This means a child must
inherit one altered gene copy from each biological parent. People with only one altered copy
are called carriers. Carriers usually do not have symptoms.

When both biological parents are carriers, each pregnancy has:

These chances start again with every pregnancy. They do not change based on the outcomes
of earlier pregnancies.

A known family history increases the chance of carrying a HEXB gene change. However, the
condition can appear in a family with no previous diagnosis. It can occur in people of any
ancestry.

The amount of working enzyme often influences when symptoms begin and how quickly they
progress. Other genetic and biological factors may also affect the course.

- Alin4 chance of an affected child
- Alin2chance of a child who is an unaffected carrier

- Alin4 chance of a child who is unaffected and not a carrier

Diagnosis

Diagnosis usually begins after developmental regression, progressive movement problems,
unexplained weakness, seizures, or a suggestive family history.

A blood test can measure beta-hexosaminidase enzyme activity. In GM2 type 2, the activity of
both hexosaminidase A and hexosaminidase B is greatly reduced. Enzyme testing may also be
performed using skin cells called fibroblasts.

Genetic testing looks for disease-causing changes in both copies of the HEXB gene. Finding
two relevant changes can confirm the diagnosis and help with testing relatives or future
pregnancies.
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Other tests may be used to understand how the condition is affecting the body. These can
include:

MRI findings can support the diagnosis or show changes over time, but an MRl alone cannot
confirm GM2 type 2.

When the test results are uncertain, specialists may review enzyme levels, genetic findings,
symptoms, and family history together. Genetic counselling can help families understand
results, inheritance, and testing options.

- Aneurological and developmental assessment

- Aneye examination

- Brain MRI

- Anelectroencephalogram, or EEG, to assess seizures
- Swallowing and nutrition assessments

- Breathing and sleep evaluations

- Hearing tests

Treatment and management

There is currently no approved treatment that cures GM2 type 2 or reverses established nerve
damage. Care focuses on comfort, safety, maintaining abilities where possible, and managing
specific symptoms.

Treatment may involve specialists in neurology, metabolic conditions, rehabilitation, breathing,
nutrition, and palliative care. Palliative care is not limited to the end of life. It can be introduced
at any stage to relieve symptoms and support quality of life.

Management may include:

A feeding tube may be considered if swallowing becomes unsafe or eating no longer provides
enough nutrition. It can support nutrition and medicine delivery, but it does not remove all risk
of saliva or stomach contents entering the lungs.

Care decisions should reflect the person's symptoms, stage of the condition, comfort, and
family goals. A written seizure or breathing plan can help caregivers know what to do when
symptoms change.

Research into approaches such as gene therapy, enzyme-based treatments, and treatments
that reduce GM2 production is continuing. Experimental treatment is generally available only
through formal research studies and should not be assumed to be effective.
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- Medicines to control seizures, stiffness, pain, or excessive saliva

- Physical and occupational therapy for comfort, positioning, and mobility
- Speech and communication support

- Swallowing assessment and safer feeding strategies

- Nutritional supplements or tube feeding when appropriate

- Airway-clearance techniques and treatment of respiratory infections

- Equipment for seating, bathing, sleeping, or mobility

- Emotional, practical, and respite support for families

Complications

As nerve damage progresses, the condition can affect several essential functions.

Swallowing difficulty can lead to poor nutrition, dehydration, or aspiration. Aspiration means
food, drink, saliva, or stomach contents enter the airway. This can cause coughing, choking, or
lung infections.

Weak breathing muscles and difficulty clearing mucus can increase the risk of respiratory
infections. Breathing may also become less effective during sleep.

Other possible complications include:

The emotional and practical demands on families can also be substantial. Social work,
counselling, hospice services, and respite care may help with planning and caregiver wellbeing.

- Recurrent or prolonged seizures

- Joint stiffness and painful contractures

- Reduced mobility and pressure injuries

- Loss of speech or other communication abilities
- Constipation and reflux

- Sleep problems

- Increasing dependence on others for daily care

Prevention

GM2 type 2 cannot be prevented through diet, exercise, vaccination, or changes during

General health information from sofidex. Not medical advice, and not a substitute for your own clinician. 50f8



SOﬂdeX sofidex.com

pregnancy. It results from inherited gene changes and is not caused by anything a parent did.

If a HEXB gene change is known in a family, carrier testing can identify relatives who may carry
it. Genetic counselling can explain options such as testing during pregnancy or testing
embryos created through in vitro fertilisation.

These are personal choices rather than required steps. Testing cannot alter the genes a person
has already inherited, but it may provide information for family planning.

Living with it and what to expect

GM2 type 2 is progressive, meaning its effects tend to increase over time. Skills lost because
of nerve-cell damage are generally not regained. Supportive treatment may still reduce
discomfort, improve safety, and help a person participate in daily life.

In the infantile form, development commonly slows during the first year of life and is followed
by loss of movement and communication skills. Feeding, seizure, and breathing support often
become increasingly important. This form is life-limiting, and many affected children die in
early childhood, often because of respiratory complications.

Juvenile forms usually progress over several years. Children may gradually need more help
with walking, school activities, communication, eating, and personal care.

Some people with adult-onset symptoms remain able to work or live with partial independence
for years. Others develop substantial mobility, speech, swallowing, or mental health needs. The
course cannot be predicted precisely from age at diagnosis alone.

Regular follow-up may include reviews of seizures, nutrition, swallowing, breathing, sleep,
movement, pain, and equipment needs. Care plans often change as abilities and symptoms
change.

School accommodations, accessible transport, communication devices, home modifications,
and financial or social support may become important. For a life-limiting form, early
conversations about comfort, emergency care, and family priorities can reduce uncertainty
without removing hope or ongoing treatment.

When to get medical help

Arrange routine follow-up if there are gradual changes in movement, feeding, sleep,
communication, behaviour, or seizure control. New falls, increasing stiffness, weight loss,
coughing during meals, or difficulty using equipment should also be discussed.
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Seek urgent medical advice for:
Call emergency services for:
If there is an existing emergency plan, follow it while help is being arranged.
- Afirst seizure
- Aclearincrease in seizure frequency
- Fever with coughing, rapid breathing, or unusual sleepiness
- Repeated vomiting or signs of dehydration
- New difficulty swallowing food, drink, or medicine
- Asudden decline that is not typical for the person
- Aseizure lasting about five minutes, or longer than the emergency plan allows
- Repeated seizures without recovery between them
- Severe breathing difficulty, blue or grey lips, or inability to breathe
- Choking when the airway cannot be cleared

- Unresponsiveness or a serious injury during a seizure

Common questions
Is GM2 type 2 the same as Tay-Sachs?

No. Both conditions cause GM2 ganglioside to build up, but they involve different genes and
enzyme patterns. GM2 type 2 is caused by HEXB changes and reduces both hexosaminidase A
and B activity. Tay-Sachs is caused by HEXA changes and mainly affects hexosaminidase A.

Can adults develop GM2 type 27?

The genetic condition is present from conception, but symptoms can first appear in adulthood.
Later-onset symptoms often involve balance, speech, muscle strength, movement, or mental
health.

Is there a cure?

There is no approved cure at present. Treatment manages seizures, feeding, breathing,
movement, pain, and other needs. Research treatments are being studied but have not yet
become established cures.

Does a cherry-red spot confirm the condition?

No. A cherry-red spot can support concern for a storage condition, but it is not specific to GM2
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type 2. Enzyme and genetic testing are needed for confirmation.
Could another child in the family have it?

If both biological parents carry a disease-causing HEXB change, each pregnancy hasalin 4
chance of being affected. Genetic testing can clarify whether parents and other relatives are
carriers.

Can it be detected before birth?

Testing during pregnancy may be possible when the family's HEXB changes are known.
Depending on the situation, enzyme testing may also be available. A genetics service can
explain what each test can and cannot show.
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