Additional file 4. 
Table 1. Included diagnoses.
	Diagnosis
	ORPHA
	ICD-10
	Number of reports
	Number of patients
	Number of carers
	Author

	Autoimmune Addison
	85138
	E27.1
	1
	5
	 
	Mälstam 2018 [1]

	Charcot Marie Tooth disease
	166
	G60.0
	1
	24
	 
	Socha Hernandez 2020 [2]

	Churg-Strauss syndrome (Eosinophilic granulomatosis with polyangiitis)
	183
	M30.1
	2
	
	 
	Carpenter 2011 [3]

	
	
	
	
	29
	
	

	 
	 
	 
	 
	3
	 
	Mooney 2013 [4]

	Congenital dysfibrinogenemia
	98891
	D68.2
	1
	1
	 
	Arya 2021 [5]

	Congenital hypogonadotropic hypogonadism
	174590
	E23.0
	1
	105
	 
	Dwyer 2014 [6]

	Cystic Fibrosis
	586
	E84.0, E84.1, E84.8, E84.9
	14
	49
	50
	Beinke 2017 [7]

	 
	 
	 
	 
	91
	 
	Chaudry 2013 [8]

	 
	 
	 
	 
	42
	 
	David 2015 [9]

	 
	 
	 
	 
	10
	10
	Dellon 2018 [10]

	 
	 
	 
	 
	250
	 
	Flewelling 2019 [11]

	 
	 
	 
	 
	 
	241
	Ioannou 2010 [12]

	 
	 
	 
	 
	251
	 
	Jackson 2019 [13]

	 
	 
	 
	 
	22
	 
	Kazmerski 2017 [14]

	 
	 
	 
	 
	24
	 
	Keyte 2020 [15]

	 
	 
	 
	 
	97
	182
	Kirk 2016 [16]

	 
	 
	 
	 
	45
	 
	Lewis 2016 [17]

	 
	 
	 
	 
	78
	65
	Lonabaugh 2018 [18]

	 
	 
	 
	 
	42
	 
	Pakhale 2016 [19]

	 
	 
	 
	 
	39
	 
	Sylvain 2016 [20]

	Diffuse cutaneous systemic sclerosis
	220393
	M34.0
	1
	10
	 
	Gumuchian 2018 [21]

	Duchenne muscular dystrophy
	98896
	G71.0
	1
	9
	9
	Hiermeier 2020 [22]

	Epidermolysis bullosa
	303
	Q81.2
	1
	33
	 
	Parvizi 2017 [23]

	Erythropietic protoporphyria
	79270
	E80.0
	1
	10
	14
	Naik 2019 [24]

	Familial amyloid polyneuropathy
	85447
	E85.1
	1
	8
	2
	Theaudin 2014 [25]

	Familial chylomicronemia syndrome
	444490
	E78.3
	1
	50
	 
	Salvatore 2018 [26]

	Fragile X syndrome (symptomatic)
	449291
	Q99
	1
	142
	 
	Smolich 2020 [27]

	FXTAS syndrome carriers
	93256
	G11.2
	1
	10
	 
	Walsh 2021 [28]

	Glanzmanns thrombasthenia
	849
	D69.1
	1
	1
	 
	Arya 2021 [5]

	Guillain-Barre syndrome
	2103
	G61.0
	1
	16
	 
	Akanuwe 2020 [29]

	Hemophilia
	448, 169808, 1690805, 169802, 169796, 169799, 169793
	D66, D67
	5
	4
	 
	Kesselheim 2015 [30]

	 
	 
	 
	 
	17
	 
	Le Dore 2021 [31]

	 
	 
	 
	 
	39
	 
	Mohan 2021 [32]

	 
	 
	 
	 
	23
	 
	Torres-Ortuno 2018 [33]

	 
	 
	 
	 
	413
	 
	Lindvall 2010 [34]

	Hemophilia type A
	98878
	D66
	5
	78
	 
	Arnold 2014 [35]

	 
	 
	 
	 
	54
	 
	De la Corte-Rodriguez 2019 [36]

	 
	 
	 
	 
	130
	 
	Mohan 2021 [32]

	 
	 
	 
	 
	23
	 
	Mulders 2012 [37]

	 
	 
	 
	 
	12
	 
	Van-Balen 2019 [38]

	Hemophilia type B
	98879
	D67
	4
	26
	 
	Arnold 2014 [35]

	 
	 
	 
	 
	12
	 
	De la Corte-Rodriguez 2019 [36]

	 
	 
	 
	 
	7
	 
	Mulders 2012 [37]

	 
	 
	 
	 
	6
	 
	Van-Balen 2019 [38]

	Mild hemophilia A
	169808
	D66
	1
	8
	 
	Bhatt 2021 [39]

	Moderate hemophilia A
	169805
	D66
	1
	4
	 
	Bhatt 2021 [39]

	Severe hemophilia A
	169802
	D66
	3
	21
	 
	Bhatt 2021 [39]

	 
	 
	 
	 
	11
	 
	Hoefnagels 2020 [40]

	 
	 
	 
	 
	75
	 
	Le Dore 2021 [31]

	Mild hemophilia B
	169799
	D67
	1
	1
	 
	Bhatt 2021 [39]

	Moderate hemophilia B
	169796
	D67
	1
	2
	 
	Bhatt 2021 [39] 

	Severe hemophilia B
	169793
	D67
	1
	5
	 
	Bhatt 2021 [39]

	Symptomatic hemophilia A carrier
	177926
	D66
	1
	5
	 
	Arya 2021 [5]

	Symptomatic hemophilia B carrier
	177929
	D67
	1
	2
	 
	Arya 2021 [5]

	Hermansky-Pudlak syndrome
	79430
	E70.3
	1
	1
	 
	Arya 2021 [5]

	Huntington disease
	399
	G10.0
	7
	87
	 
	Arran 2014 [41]

	 
	 
	 
	 
	 
	683
	Braisch 2016 [42]

	 
	 
	 
	 
	 
	55
	Domaradzki 2016 [43]

	 
	 
	 
	 
	15
	9
	Etchegary 2011 [44]

	 
	 
	 
	 
	20
	 
	Ringqvist 2021 [45]

	  
	 
	 
	 
	 
	227
	Skirton 2010 [46]

	 
	 
	 
	 
	 
	58
	Smedley 2021 [47]

	Hypermobile Ehler-Danlos syndrome
	285
	Q79.6
	1
	19
	9
	Chaleat-Valayer 2019 [48]

	Idiopathic basal ganglia calcification 3
	1980
	G23.8
	1
	6
	 
	Takeuchi 2016 [49]

	Limited systemic sclerosis
	220407
	M34.0
	1
	7
	 
	Gumuchian 2018 [21]

	Marfan syndrome
	558
	Q87.4
	1
	11
	 
	Depping 2021 [50]

	Microscopic polyangiitis
	727
	M31.7
	2
	18
	 
	Carpenter 2011 [3]

	 
	 
	 
	 
	1
	 
	Mooney 2013 [4]

	Moebius syndrome
	570
	Q87.0
	1
	50
	57
	Bogart 2017 [51]

	Monosomy 22q13.3
	48652
	Q93.5
	1
	5
	 
	Kesselheim 2015 [30]

	Motor neuron disease
	98503
	G12.2
	1
	34
	 
	Foley 2014 [52]

	Myasthenia gravis
	589
	G70.0
	2
	51
	 
	Katavic 2016 [53]

	 
	 
	 
	 
	5
	 
	Katavic 2019 [54]

	Myelomeningocele
	93969
	Q05.0-Q05.9
	1
	35
	 
	Dicianno 2016 [55]

	Myotonic dystrophy type 1
	273
	G71.1
	3
	40
	 
	Coathup 2016 [56]

	 
	 
	 
	 
	200
	 
	Laberge 2010 [57]

	 
	 
	 
	 
	9
	 
	LaDonna 2015 [58]

	Neurofibromatosis (type not defined)
	 
	 
	1
	22
	 
	Depping 2021 [50]

	Neurofibromatosis type 1
	636
	Q85.0
	3
	49
	 
	Rosnau 2016 [59]

	 
	 
	 
	 
	41
	 
	Merker 2018 [60]

	 
	 
	 
	 
	40
	 
	Riklin 2017 [61]

	Neurofibromatosis type 2
	637
	Q85.0
	2
	34
	 
	Merker 2018 [60]

	 
	 
	 
	 
	33
	 
	Riklin 2017 [61]

	Oculopharyngeal muscular dystrophy
	270
	G71.0
	1
	25
	 
	Kurtz 2019 [62]

	Phenylketonuria
	716
	E70.0, E70.1
	1
	21
	 
	Borghi 2020 [63]

	Polyarteritis nodosa
	767
	M30.0
	1
	2
	 
	Mooney 2013 [4]

	Primary adrenal insufficiency
	101958
	many
	1
	10
	 
	Shepherd 2017 [64]

	Primary sclerosing cholangitis
	171
	K83.0
	1
	41
	 
	Depping 2021 [50]

	Pulmonary arterial hypertension
	182090
	 
	2
	15
	 
	Depping 2021 [50]

	 
	 
	 
	 
	3
	 
	Kesselheim 2015 [30]

	Rare diseases
	not specified
	many
	4
	22
	12
	Garrino 2015 [65]

	 
	 
	 
	 
	55
	13
	Litzkendorf 2020 [66]

	 
	 
	 
	 
	9
	 
	Molster 2021 [67]

	 
	 
	 
	 
	37
	 
	Rovira-Moreno 2020 [68]

	Rare abdominal surgical disease
	165711
	 
	1
	1
	 
	Molster 2021 [67]

	Rare allergic disease
	98050
	 
	1
	17
	 
	Molster 2021 [67]

	Rare bone disease
	93419
	 
	2
	19
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	5
	 
	Molster 2021 [67]

	Rare cardiac disease
	97929
	 
	1
	2
	 
	Bryson 2021 [69]

	Rare circulatory system disease
	98028
	 
	1
	1
	 
	Molster 2021 [67]

	Rare developmental defect during embryogenesis
	93890
	 
	1
	80
	 
	Molster 2021 [67]

	Rare endocrine disease
	97978
	 
	2
	36
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	39
	 
	Molster 2021 [67]

	Rare gastroenterologic disease
	97935
	 
	1
	21
	 
	Molster 2021 [67]

	Rare genetic eye disease
	101435
	 
	2
	2
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	1
	 
	Molster 2021 [67]

	Rare gynecologic or obstetric disease
	96344
	 
	1
	1
	 
	Molster 2021 [67]

	Rare hematologic disease
	97992
	 
	2
	11
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	21
	 
	Molster 2021 [67]

	Rare hepatic disease
	57146
	 
	2
	9
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	9
	 
	Molster 2021 [67]

	Rare immune disease
	98004
	 
	2
	63
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	41
	 
	Molster 2021 [67]

	Rare inborn errors of metabolism
	68367
	 
	2
	21
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	50
	 
	Molster 2021 [67]

	Rare infectious disease
	68416
	 
	1
	13
	 
	Bryson 2021 [69]

	Rare neoplastic disease
	250908
	 
	2
	236
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	11
	 
	Molster 2021 [67]

	Rare neurologic disease
	98006
	 
	2
	501
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	263
	 
	Molster 2021 [67]

	Rare otorhinolaryngologic disease
	98036
	 
	2
	33
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	3
	 
	Molster 2021 [67]

	Rare pervasive developmental disease
	168778
	 
	1
	59
	 
	Bryson 2021 [69]

	Rare renal disease
	93626
	 
	2
	3
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	6
	 
	Molster 2021 [67]

	Rare respiratory disease
	97955
	 
	2
	10
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	55
	 
	Molster 2021 [67]

	Rare skin disease
	89826
	 
	2
	40
	 
	Bryson 2021 [69]

	 
	 
	 
	 
	22
	 
	Molster 2021 [67]

	Rare systemic disease
	182222
	 
	1
	90
	 
	Bryson 2021 [69]

	Rare systemic or rheumatologic disease
	98023
	 
	1
	90
	 
	Molster 2021 [67]

	Rare urogenital disease
	101433
	 
	1
	1
	 
	Bryson 2021 [69]

	Schwannomatosis
	93921
	Q85.0
	2
	7
	 
	Merker 2018 [60]

	 
	 
	 
	 
	7
	 
	Riklin 2017 [61]

	Scleroderma
	801
	 
	4
	297
	 
	Delisle 2016 [70]

	 
	 
	 
	 
	5
	 
	Gumuchian 2018 [21]

	 
	 
	 
	 
	53
	 
	Katavic 2016 [53]

	 
	 
	 
	 
	5
	 
	Katavic 2019 [54]

	Spina bifida
	823
	Q05.0-Q05.9
	3
	21
	11
	Lindsay 2016 [71]

	 
	 
	 
	 
	74
	 
	O`Mahar 2010 [72]

	 
	 
	 
	 
	25
	 
	Shoshan 2012 [73]

	Spina bifida aperta
	268369
	Q05.0-Q05.9
	1
	37
	 
	Stubberud 2015 [74]

	Systemic lupus erythematosus
	536
	M32.0, M32.1, M32.8, M32.9
	2
	42
	 
	Katavic 2016 [53]

	 
	 
	 
	 
	5
	 
	Katavic 2019 [54]

	Takayasu arteritis
	3287
	M31.4
	1
	12
	 
	Carpenter 2011 [3]

	von Willebrand disease type 1
	166078
	D68.0
	1
	1
	 
	Arya 2021 [5]

	von Willebrand disease type 2
	166081
	D68.0
	1
	3
	 
	Arya 2021 [5]

	Vulvar epidermal neoplasia
	137583
	D07.1
	1
	49
	 
	Raphaelis 2018 [75]

	Wegener's granulomatosis (Granulomatosis with polyangiitis)
	900
	M31.3
	2
	138
	 
	Carpenter 2011 [3]

	 
	 
	 
	 
	9
	 
	Mooney 2013 [4]

	 
	 
	 
	Sum
	6223
	1707
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