
Abnormality of the nervous system
Neurodevelopmental delay

Seizures
Abnormality of brain morphology

Intellectual disability
Abnormal nervous system electrophysiology

Abnormality of vision
Abnormality of movement

Peripheral neuropathy
Ptosis

Hearing impairment
Abnormal myelination

Fatigable weakness
Migraine

Autism
Cranial nerve paralysis

Tremor
Ataxia

Apraxia
Gait disturbance

Bipolar affective disorder
Abnormality of head or neck

Abnormal facial shape
Microcephaly

Cleft palate
Macrocephaly

Abnormality of the skull
Abnormal sclera morphology

Ectropion
Abnormality of the cardiovascular system

Abnormality of cardiovascular system morphology
Cardiomyopathy

Abnormality of cardiovascular system electrophysiology
Myocardial infarction

Hemangioma
Abnormality of the respiratory system

Laryngomalacia
Abnormality of the digestive system

Morphological abnormality of the gastrointestinal tract
Gastrointestinal inflammation

Hepatosplenomegaly
Splenomegaly

Intestinal obstruction
Congenital diaphragmatic hernia

Abnormality of the genitourinary system
Abnormality of the testis

Renal insufficiency
Hypospadias

Abnormality of the integument
Abnormality of skin morphology

Abnormality of skin pigmentation
Inflammatory abnormality of the skin

Hypotrichosis
Hirsutism

Abnormality of connective tissue
Congenital contracture

Joint laxity
Abnormality of the musculature

Abnormal muscle tone
Muscle weakness

Myopathy
Myotonia congenita

Abnormality of the skeletal system
Skeletal dysplasia

Syndactyly
Abnormal bone ossification

Abnormal axial skeleton morphology
Ectrodactyly

Abnormality of limb bone morphology
Growth abnormality

Short stature
Failure to thrive

Intrauterine growth retardation
Abnormality of limbs

Talipes
Polydactyly

Abnormality of the immune system
Recurrent infections

Decreased antibody level in blood
Abnormality of immune system physiology

Opportunistic infection
Lymphadenopathy

Fasciitis
Abnormality of blood and blood-forming tissues

Lymphopenia
Thrombocytopenia

Macrothrombocytopenia
Neutropenia

Abnormality of prenatal development or birth
Polyhydramnios

Decreased fetal movement
Abnormality of metabolism/homeostasis

Abnormal enzyme/coenzyme activity
Abnormality of endocrine system

Cancer
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Supplementary Figure 1. Clinical phenotypes for all cases referred to GM-MDT (n=132). Human phenotype 
ontology terms used.



Supplementary Figure 2. Mosaic PRKAG2 variant c.1592G>A, p.(Arg531Gln). (A) Aligned ES 
reads for the proband visualised in IGV show the variant base change was present in 22/122 (18%) 
of Illumina reads mapping to the PRKAG2 gene (5’ to 3’ runs right to left). (B) Sanger sequencing 
confirmation (the reverse complement of the sequence in panel A, 5’ to 3’ from left to right) illustrates 
the presence of the variant adenosine base (indicated by the arrow).
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