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PLCG2-associated antibody deficiency and immune
dysregulation

Description

PLCG2-associated antibody deficiency and immune dysregulation (PLAID) is an
immune system disorder characterized by an allergic reaction to cold temperatures.
Other immune system problems can also occur. The hallmark feature of PLAID is the
development of a red, itchy rash (hives) when the skin is exposed to cool temperatures,
which is known as cold urticaria. In PLAID, the hives typically develop in response to
evaporative cooling, such as when a cool breeze or air conditioning blows on damp or
sweaty skin. Being in a cold swimming pool can also trigger hives. In contrast, people
with PLAID do not have a reaction when they touch a cold object, like an ice cube. (The
ice cube test is a common test for a cold allergy; it triggers a reaction in people with
other forms of cold urticaria, which usually begin later in life than PLAID.) However,
some people with PLAID do experience a burning sensation in their throats when they
eat cold foods, like ice cream. In PLAID, the hives go away once the skin warms up.
Prolonged exposure to cold can lead to loss of consciousness or a serious allergic
reaction known as anaphylaxis.

Other skin problems can also occur in PLAID. A small number of affected individuals
develop a blistering rash on the tip of their nose, ears, and fingers shortly after birth.
The rash usually heals on its own in infancy, although in rare cases, it worsens over
time. After the initial rash goes away, a different rash sometimes develops on the torso
and limbs later in life. This rash, called a granuloma, can affect small patches of skin or
be widespread. In people with PLAID, the granulomas do not occur in warm regions of
the body, such as the armpits and other skin folds.

In many people with PLAID, immune system function is reduced, leading to recurrent
infections such as frequent colds, ear infections, or bouts of pneumonia. The infections
are likely related to lower-than-normal levels of special proteins called antibodies or
immunoglobulins, particularly immunoglobulin M (IgM) or immunoglobulin G (I1gG).
Antibodies attach to specific foreign particles and germs, marking them for destruction.
The number of immune system cells called natural killer (NK) cells may also be reduced.

Autoimmune disorders, which occur when the immune system malfunctions and attacks
the body's own tissues and organs, can also occur. Autoimmune disorders associated
with PLAID include autoimmune thyroiditis and vitiligo. Autoimmune thyroiditis results
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from damage to the butterfly-shaped, hormone-producing gland in the lower neck (the
thyroid). Vitiligo is caused by attacks on the pigment cells in the skin, resulting in a
patchy loss of skin coloration. Most people with PLAID have abnormal antibodies called
autoantibodies in their blood. One such antibody common in people with PLAID is
known as antinuclear antibody (ANA). Autoantibodies attach to normal proteins and can
trigger an immune attack against the body's own tissues. However, not everyone with
these abnormal antibodies has an autoimmune disease.

Frequency

PLAID is a rare disorder whose prevalence is unknown. Only a few affected families
have been reported in the medical literature.

Causes

PLAID is caused by mutations in the PLCG2 gene, which provides instructions for
making an enzyme called phospholipase C gamma 2 (PLCg2). This enzyme is found
predominantly in immune system cells and is critical for the cells' roles in preventing
infection by recognizing and attacking foreign invaders, such as bacteria and viruses.

The PLCG2 gene mutations that cause PLAID remove (delete) segments of DNA from
the gene. These changes alter a region of the PLC@2 enzyme that controls whether it is
turned on or off. The altered enzyme does not function properly. At lower temperatures,
the enzyme is constantly active, rather than being turned on only when needed. It is
thought that when the skin is cooled, the PLC@2 enzyme is turned on, and the abnormal
activity triggers an immune reaction, resulting in hives and skin rashes. Researchers are
unsure if a similar mechanism underlies autoimmune disease in people with PLAID.
Researchers speculate that the abnormal activity of the enzyme occurs in only a small
range of cool temperatures. Direct contact with a cold object, such as an ice cube, may
be too cold to turn on the enzyme, which might explain why people with PLAID do not
react to the ice cube test.

In contrast, at normal body temperature, the PLCQ2 enzyme's activity is reduced. The
resulting impairment of immune cell function prevents the body from effectively fighting
foreign invaders, leading to recurrent infections.

Learn more about the gene associated with PLCG2-associated antibody deficiency and
immune dysregulation

* PLCG2

Inheritance

This condition is inherited in an autosomal dominant pattern, which means one copy of
the altered gene in each cell is sufficient to cause the disorder.

In most cases, an affected person has one parent with the condition.

Reprinted from MedlinePlus Genetics (https://medlineplus.gov/genetics/)


https://medlineplus.gov/genetics/gene/plcg2/
https://medlineplus.gov/genetics/gene/plcg2/

Other Names for This Condition

» Antibody deficiency and immune dysregulation, PLCG2-associated
« FACU

» Familial atypical cold urticaria

» Familial cold autoinflammatory syndrome 3

* Familial cold urticaria with common variable immunodeficiency

» FCAS3

 PLAID

* PLCG2 associated antibody deficiency and immune dysregulation

Additional Information & Resources

Genetic Testing Information

* Genetic Testing Registry: Familial cold autoinflammatory syndrome 3 (https://www.n
cbi.nlm.nih.gov/gtr/conditions/C3280914/)

Genetic and Rare Diseases Information Center

e Cold urticaria (https://rarediseases.info.nih.gov/diseases/6131/index)

Patient Support and Advocacy Resources

» National Organization for Rare Disorders (NORD) (https://rarediseases.org/)

Catalog of Genes and Diseases from OMIM

* FAMILIAL COLD AUTOINFLAMMATORY SYNDROME 3; FCASS (https://omim.org
/entry/614468)

Scientific Articles on PubMed

* PubMed (https://pubmed.ncbi.nim.nih.gov/?term=%28Immune+System+Diseases%
5BMAJR%5D%29+AND+%28%28PLCG2+associated+antibody+deficiency+and+im
mune+dysregulation%5BTIAB%5D%29+0OR+%28PLAID%5BTIAB%5D%29%29+0
R+%28%28PLCG2%5BTIAB%5D%29+AND+%28cold+urticaria%5BTIAB%5D%29
%29+AND+english%5Bla%5D+AND+human%5Bmh%5D+AND+%22last+3600+day
$%22%5Bdp%5D)

Reprinted from MedlinePlus Genetics (https://medlineplus.gov/genetics/)


https://www.ncbi.nlm.nih.gov/gtr/conditions/C3280914/
https://rarediseases.info.nih.gov/diseases/6131/index
https://rarediseases.org/
https://omim.org/entry/614468
https://pubmed.ncbi.nlm.nih.gov/?term=%28Immune+System+Diseases%5BMAJR%5D%29+AND+%28%28PLCG2+associated+antibody+deficiency+and+immune+dysregulation%5BTIAB%5D%29+OR+%28PLAID%5BTIAB%5D%29%29+OR+%28%28PLCG2%5BTIAB%5D%29+AND+%28cold+urticaria%5BTIAB%5D%29%29+AND+english%5Bla%5D+AND+human%5Bmh%5D+AND+%22last+3600+days%22%5Bdp%5D

References

Aderibigbe OM, Priel DL, Lee CC, Ombrello MJ, Prajapati VH, Liang MG, LyonsJJ,
Kuhns DB, Cowen EW, Milner JD. Distinct Cutaneous Manifestations andCold-
Induced Leukocyte Activation Associated With PLCG2 Mutations. JAMA Dermatol.
2015 Jun;151(6):627-34. doi: 10.1001/jamadermatol.2014.5641. Citation on PubMed
(https://pubmed.ncbi.nim.nih.gov/25760457) or Free article on PubMed Central (http
s://'www.ncbi.nlm.nih.gov/pmc/articles/PMC5664155/)

Milner JD. PLAID: a Syndrome of Complex Patterns of Disease and
UniguePhenotypes. J Clin Immunol. 2015 Aug;35(6):527-30. doi:10.1007/s10875-
015-0177-x. Epub 2015 Jul 25. Citation on PubMed (https://pubmed.ncbi.nim.nih.gov
126206677) or Free article on PubMed Central (https://www.ncbi.nlm.nih.gov/pmc/art
icles/PMC4575258/)

Ombrello MJ, Remmers EF, Sun G, Freeman AF, Datta S, Torabi-Parizi P,
Subramanian N, Bunney TD, Baxendale RW, Martins MS, Romberg N, Komarow H,
Aksentijevich I, Kim HS, Ho J, Cruse G, Jung MY, Gilfillan AM, Metcalfe DD,Nelson
C, O&#x27;Brien M, Wisch L, Stone K, Douek DC, Gandhi C, Wanderer AA, Lee H,
Nelson SF, Shianna KV, Cirulli ET, Goldstein DB, Long EO, Moir S, Meffre E,
Holland SM, Kastner DL, Katan M, Hoffman HM, Milner JD. Cold urticaria,
immunodeficiency, and autoimmunity related to PLCG2 deletions. N Engl J Med.
2012Jan 26;366(4):330-8. doi: 10.1056/NEJM0a1102140. Epub 2012 Jan 11.
Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/22236196) or Free article on
PubMed Central (https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3298368/)

Schade A, Walliser C, Wist M, Haas J, Vatter P, Kraus JM, Filingeri D,Havenith G,
Kestler HA, Milner JD, Gierschik P. Cool-temperature-mediatedactivation of
phospholipase C-gammaz2 in the human hereditary disease PLAID. CellSignal. 2016
Sep;28(9):1237-1251. doi: 10.1016/j.cellsig.2016.05.010. Epub 2016May 17.
Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/27196803)

Last updated September 1, 2019

Reprinted from MedlinePlus Genetics (https://medlineplus.gov/genetics/)


https://pubmed.ncbi.nlm.nih.gov/25760457
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5664155/
https://pubmed.ncbi.nlm.nih.gov/26206677
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4575258/
https://pubmed.ncbi.nlm.nih.gov/22236196
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3298368/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3298368/
https://pubmed.ncbi.nlm.nih.gov/27196803

