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The proposed new list of paroxysmal movement disorders
	New designation 
	Less common movement phenotype
	Clinical clues
	Inheri-tance
	Locus symbol

	Predominant dyskinesias

	PxMD-PRRT21
	
	Paroxysmal kinesigenic dyskinesia (PKD), rarely other paroxysmal movement disorders (PNKD, PED, episodic ataxia, writer’s cramp) or hemiplegic migraine. The PRRT2-associated disease spectrum also includes benign familial infantile epilepsy (BFIE) and combined phenotypes (paroxysmal kinesigenic dyskinesia with infantile convulsions (PKD/IC))
GeneReview: http://www.ncbi.nlm.nih.gov/books/NBK1460/
OMIM 128200
	AD
	DYT10 or DYT19

	PxMD-PNKD
(formerly MR1)2
	
	Paroxysmal non-kinesigenic dyskinesia (PNKD)
GeneReview: http://www.ncbi.nlm.nih.gov/books/NBK1221/
OMIM 118800
	AD
	DYT8

	PxMD*-SLC2A13
	
	Paroxysmal exercise (exertion)-induced dyskinesia,
Allelic phenotype: Glut1 deficiency syndrome (see footnote) 
GeneReview (for GLUT1-deficiency syndrome): http://www.ncbi.nlm.nih.gov/books/NBK1430/
OMIM 612126
	AD
	DYT18/DYT9

	PxMD-KNCMA14, 5
	
	Paroxysmal non-kinesigenic dyskinesia (mainly dystonic) with no clear trigger, developmental delay, generalized epilepsy 
	AD
	

	Disorders  that usually present with other phenotypes but can have predominant paroxysmal dyskinesias

	PxMD – SCN8A6
	
	Phenotype: Paroxysmal kinesigenic dyskinesia, seizure disorder (wide spectrum with benign infantile seizures in some and epileptic encephalopathy in others), intellectual disability
	
	

	GLDC
	PxMD7
	Glycine encephalopathy 
Intermittent chorea during febrile illness
GeneReviews: 
http://www.ncbi.nlm.nih.gov/books/NBK1357/
OMIM 605899 
	
	

	CHOR/DYT/PxMD-ADCY58
	
	Pleiotropic dyskinesia (choreiform, myoclonic, dystonic) mainly involving the limbs, neck, and/or face. Paroxysmal worsening triggered by anxiety or drowsiness. Axial hypotonia, developmental delay, abnormal saccades, spasticity.
GeneReviews
https://www.ncbi.nlm.nih.gov/books/NBK263441/
OMIM 600293
	AD
	

	Predominant ataxias

	PxMD-KCNA19
	
	Paroxysmal ataxia with interictal myokymia
GeneReviews
http://www.ncbi.nlm.nih.gov/books/NBK25442/
OMIM 160120
	AD
	EA1

	PxMD-CACNA1A10
	
	Paroxysmal ataxia with vertigo, nausea, headaches, weakness and other manifestations, often favorable response to acetazolamide
GeneReview http://www.ncbi.nlm.nih.gov/books/NBK1501/
OMIM 108500
	AD
	EA2

	PxMD-SLC1A311
	
	Paroxysmal ataxia with vertigo, nausea, seizures, migraine, weakness, alternating hemiplegia and other manifestations
GeneReview n/a
OMIM 612656
	AD
	EA6

	PxMD-PDHA112
	
	Pyruvate dehydrogenase deficiency 13, 14: Paroxysmal episodes of ataxia, dystonia, occasionally parkinsonism
Additional clinical features: Developmental delay / intellectual disability, encephalopathy, truncal hypotonia, seizures, microcephaly, spasticity, facial dysmorphism, peripheral neuropathy14
GeneReviews n/a
OMIM 300502
	X-linked
	None


* Mutations in this gene more commonly cause infantile-onset epileptic encephalopathy, delayed development, acquired microcephaly, ataxia, dystonia, spasticity, atypical phenotypes without epilepsy include patients with mixed movement disorders and mental retardation or adult-onset cases with minimal symptoms (Glut1 deficiency syndrome).118

1.	Ebrahimi-Fakhari D, Saffari A, Westenberger A, Klein C. The evolving spectrum of PRRT2-associated paroxysmal diseases. Brain 2015;138(Pt 12):3476-3495.
2.	Rainier S, Thomas D, Tokarz D, et al. Myofibrillogenesis regulator 1 gene mutations cause paroxysmal dystonic choreoathetosis. Archives of neurology 2004;61(7):1025-1029.
3.	Seidner G, Alvarez MG, Yeh JI, et al. GLUT-1 deficiency syndrome caused by haploinsufficiency of the blood-brain barrier hexose carrier. Nat Genet 1998;18(2):188-191.
4.	Zhang ZB, Tian MQ, Gao K, Jiang YW, Wu Y. De novo KCNMA1 mutations in children with early-onset paroxysmal dyskinesia and developmental delay. Mov Disord 2015;30(9):1290-1292.
5.	Du W, Bautista JF, Yang H, et al. Calcium-sensitive potassium channelopathy in human epilepsy and paroxysmal movement disorder. Nat Genet 2005;37(7):733-738.
6.	Tian WT, Huang XJ, Mao X, et al. Proline-rich transmembrane protein 2-negative paroxysmal kinesigenic dyskinesia: Clinical and genetic analyses of 163 patients. Movement disorders : official journal of the Movement Disorder Society 2018;33(3):459-467.
7.	Brunel-Guitton C, Casey B, Coulter-Mackie M, et al. Late-onset nonketotic hyperglycinemia caused by a novel homozygous missense mutation in the GLDC gene. Molecular genetics and metabolism 2011;103(2):193-196.
8.	Chen YZ, Matsushita MM, Robertson P, et al. Autosomal dominant familial dyskinesia and facial myokymia: single exome sequencing identifies a mutation in adenylyl cyclase 5. Arch Neurol 2012;69(5):630-635.
9.	Browne DL, Gancher ST, Nutt JG, et al. Episodic ataxia/myokymia syndrome is associated with point mutations in the human potassium channel gene, KCNA1. Nat Genet 1994;8(2):136-140.
10.	Jodice C, Mantuano E, Veneziano L, et al. Episodic ataxia type 2 (EA2) and spinocerebellar ataxia type 6 (SCA6) due to CAG repeat expansion in the CACNA1A gene on chromosome 19p. Hum Mol Genet 1997;6(11):1973-1978.
11.	Jen JC, Wan J, Palos TP, Howard BD, Baloh RW. Mutation in the glutamate transporter EAAT1 causes episodic ataxia, hemiplegia, and seizures. Neurology 2005;65(4):529-534.
12.	Endo H, Hasegawa K, Narisawa K, Tada K, Kagawa Y, Ohta S. Defective gene in lactic acidosis: abnormal pyruvate dehydrogenase E1 alpha-subunit caused by a frame shift. Am J Hum Genet 1989;44(3):358-364.
13.	Castiglioni C, Verrigni D, Okuma C, et al. Pyruvate dehydrogenase deficiency presenting as isolated paroxysmal exercise induced dystonia successfully reversed with thiamine supplementation. Case report and mini-review. European journal of paediatric neurology : EJPN : official journal of the European Paediatric Neurology Society 2015.
14.	Patel KP, O'Brien TW, Subramony SH, Shuster J, Stacpoole PW. The spectrum of pyruvate dehydrogenase complex deficiency: clinical, biochemical and genetic features in 371 patients.[Republished from Mol Genet Metab. 2012 Jan;105(1):34-43; PMID: 22079328]. Molecular Genetics & Metabolism 2012;106(3):385-394.

