Table 2. Comparison of phenotype frequency in the NR2F1 database with clinical synopses referenced in the gold standard disease databases.

	
	HPO ida
	OMIM:615722b
	ORPHA:401777c
	LSDBd
	Refinee

	INHERITANCE 
	
	
	
	
	

	- Autosomal dominant inheritance
	HP:0000006
	P
	
	4%
	N/A

	- Sporadic
	HP:0003745
	
	
	79%
	N/A

	NEUROLOGIC 
	
	
	
	
	

	Central Nervous System
	
	
	
	
	

	- Abnormal nervous system physiology
	HP:0012638
	
	
	90%
	

	   - Intellectual disability 
	HP:0001249
	P
	Frequent
	30%
	=

	   - Global developmental delay
	HP:0001263
	P
	Frequent
	9%
	-

	   - Seizure
	HP:0001250
	
	Frequent
	43%
	++

	   - Delayed speech and language development
	HP:0000750
	
	
	59%
	+++

	      - Absent speech
	HP:0001344
	
	Occasional
	20%
	

	   - Motor delay
	HP:0001270
	
	
	52%
	+++

	- Morphological central nervous system abnormality
	HP:0002011
	
	
	51%
	

	   - Abnormality of brain morphology
	HP:0012443
	
	
	39%
	

	      - Abnormal cerebral morphology
	HP:0002060
	
	
	32%
	+

	         - Hypoplasia of the corpus callosum
	HP:0002079
	
	Frequent
	13%
	

	      - Abnormal hippocampus morphology
	HP:0025100
	
	Very rare
	1%
	

	- Delayed myelination
	HP:0012448
	
	Very rare
	5%
	

	Behavioral Psychiatric Manifestations 
	
	
	
	
	

	- Behavioral abnormality
	HP:0000708
	
	
	60%
	

	   - Autistic behavior
	HP:0000729
	In some patients
	
	43%
	++

	   - Attention deficit hyperactivity disorder
	HP:0007018
	
	Occasional
	15%
	

	   - Obsessive-compulsive behavior
	HP:0000722
	
	Occasional
	4%
	

	- Repetitive compulsive behavior
	HP:0008762
	
	Occasional
	4%
	

	HEAD & NECK 
	
	
	
	
	

	Eyes 
	
	
	
	
	

	- Optic atrophy
	HP:0000648
	P
	Frequent
	82%
	=

	- Optic disc pallor
	HP:0000543
	P
	
	Implied
	=

	- Optic disc hypoplasia
	HP:0007766
	
	Occasional
	
	

	- Optic nerve hypoplasia
	HP:0000609
	
	Occasional
	23%
	

	- Keratoconus
	HP:0000563
	
	Very rare
	1%
	

	- Visual impairment
	HP:0000505
	P
	Frequent
	73%
	=

	   - Reduced visual acuity 
	HP:0007663
	P
	Frequent
	45%
	=

	      - Amblyopia
	HP:0000646
	
	Occasional
	11%
	

	   - Cerebral visual impairment 
	HP:0100704
	P
	Occasional
	32%
	=

	   - Visual field defects 
	HP:0001123
	P
	Occasional
	12%
	-

	- Nystagmus 
	HP:0000639
	P
	Very rare
	34%
	=

	- Strabismus 
	HP:0000486
	P
	Occasional
	30%
	=

	   - Esotropia
	HP:0000565
	
	Occasional
	9%
	

	   - Exotropia
	HP:0000577
	
	Occasional
	1%
	

	- Hypermetropia
	HP:0000540
	
	Very rare
	11%
	

	- Myopia
	HP:0000545
	
	Very rare
	1%
	

	Ear
	
	
	
	
	

	- Hearing impairment
	HP:0000365
	
	Occasional
	17%
	

	- Protruding ear
	HP:0000411
	
	Occasional
	11%
	

	- Abnormality of the helix
	HP:0011039
	
	Occasional
	4%
	

	Face 
	
	
	
	
	

	- Abnormal facial shape
	HP:0001999
	Var./nonspecif.
	Frequent
	2%
	

	- Epicanthus
	HP:0000286
	Var./nonspecif.
	Occasional
	6%
	

	- Upslanted palpebral fissure
	HP:0000582
	Var./nonspecif.
	Occasional
	4%
	

	- Anteverted nares
	HP:0000463
	Var./nonspecif.
	Occasional
	4%
	

	- Prominent nasal bridge
	HP:0000426
	Var./nonspecif.
	Occasional
	1%
	

	- Short nasal bridge
	HP:0003194
	Var./nonspecif.
	Occasional
	
	

	ABDOMEN
	
	
	
	
	

	Gastrointestinal
	
	
	
	
	

	- Feeding difficulties
	HP:0011968
	
	
	34%
	+

	MUSCULATURE
	
	
	
	
	

	- Hypotonia
	HP:0001252
	
	Frequent
	56%
	++

	- Spasticity
	HP:0001257
	
	Very rare
	4%
	

	SKELETAL 
	
	
	
	
	

	- Delayed skeletal maturation
	HP:0002750
	
	Very rare
	1%
	

	Hands
	
	
	
	
	

	- Tapered finger
	HP:0001182
	P
	Occasional
	2%
	--

	GROWTH
	
	
	
	
	

	Height
	
	
	
	
	

	- Short stature
	HP:0004322
	
	Very rare
	4%
	



a HPO term identifier.
b Section Clinical Synopsis of OMIM entry #615722. Var./nonspecif.: dysmorphic features, variable, nonspecific; “P”: term listed in the synopsis.
c Section Clinical Signs and Symptoms of Orphanet entry #401777.
d Frequency in the NR2F1 LSDB (data as of May 7, 2021).
e Proposal to refine the clinical synopsis in relation to the OMIM reference. N/A: not applicable; “=”: confirmed; “+”: suggested addition; “-”: suggested deletion.

