Disease group

100,000 Genomes Project
Rare Disease: Disease Group

Neurology and neurodevelopmental disorders 40.92%

Cardiovascular disorders 11.13%

Renal and urinary tract disorders 10.38%

Ophthalmological disorders

Ultra—rare disorders

Tumour syndromes

Endocrine disorders 2.58%

Haematological and immunological disorders 2.55%

Skeletal disorders 2.46%

Hearing and ear disorders 2.31%

Metabolic disorders 2%

Dysmorphic and congenital abnormality syndromes 1.75%

Dermatological disorders 1.15%

Ciliopathies 0.99%

Respiratory disorders 0.93%
Rheumatological disorders 0.77%
Growth disorders-# 0.55%
Gastroenterological disorders 4 0.36%

Psychiatric disorders-§§ 0.24%

Other disorders0.05%
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Fig 1. 100kGP rare disease probands, grouped by normalised disease group.



Disease Type
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100,000 Genomes Project
Cancer: Disease Type

0.39%

10.22%

17.77%

19.8%

ENDOCRINE ¥ 0.19%
Other cancers 4 0.19%
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Fig 2. 100kGP cancer participants, grouped by disease type.
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Clinical indication

NHS-GMS
Rare Disease: Clinical Indication

Paediatric disorders

Intellectual disability

Retinal disorders

Early onset or syndromic epilepsy

Cystic renal disease
4.76%

4.64%

Hereditary ataxia with onset in adulthood

Primary immunodeficiency or monogenic inflammatory bowel disease

3.52%
2.94%
2.61%
2.39%
1.73%

1.47%

1.35%

1.19%

1.13%

1.03%

1.01%

0.95%

0.88%

0.87%

0.63%

0.61%

0.6%

0.35%

Adult onset neurodegenerative disorder

Other rare neuromuscular disorders

Hereditary neuropathy or pain disorder

Likely inborn error of metabolism

Ultra—rare and atypical monogenic disorders

Skeletal dysplasia

Childhood onset hereditary spastic paraplegia

Hereditary ataxia with onset in childhood

Adult onset dystonia, chorea or related movement disorder
Adult onset hereditary spastic paraplegia

Childhood onset dystonia, chorea or related movement disorder
Structural eye disease

Cerebral malformation

Hypotonic infant

Bilateral congenital or childhood onset cataracts

Adult onset leukodystrophy

Unexplained young onset end-stage renal disease
Childhood onset leukodystrophy

Cerebellar anomalies 4 0.32%

Arthrogryposis-# 0.32%

Hydrocephalus #8 0.28%

Rare syndromic craniosynostosis or isolated multisuture synostosis 4l 0.24%
Paediatric or syndromic cardiomyopathy 4 0.23%

Severe microcephaly 4 0.22%

Other disorders4 0.07%

19.61%
19.03%
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Fig 3. NHS-GMS rare disease probands, grouped by clinical indication.
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Clinical indication

NHS-GMS
Cancer: Clinical Indication

Acute Lymphoblastic Leukaemia 18.54%

Acute Myeloid Leukaemia 11.83%
Paediatric Tumours

Glioblastoma — Adult

Solid Tumour Exhausted all Standards of Care Testing and Treatment— Adult
Spindle Cell Soft Tissue Tumour Differential

High Grade Ovarian Carcinoma (WGS PILOT)

High Grade Glioma — Adult

Neuroblastoma — Paediatric

Osteosarcoma

Wilms Tumours — Paediatric

Ewing Sarcoma of Bone

Pilocytic Astrocytoma — Paediatric 1.43%

Meningioma — Adult 1.28%

Glioma — Adult 1.28%

Undifferentiated tumour 1.24%

Astrocytoma — Adult 1.24%

Alveolar Rhabdomyosarcoma 1.24%

Proven or Suspected Haematological Tumours Exhausted all Standard of Care Testing and Treatment 1.09%

High Grade Glioma — Paediatric

Other cancers 24.33%

10% 20%
Percentage of samples
Fig 4. NHS-GMS cancer participants, grouped by clinical indication.
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