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“All	science	can	do	is	to	show	that	some	things	are	very	likely,	others	unlikely.”	

– C.H.	Waddington
Tools	for	Thought,	1977
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Vignette	#1.	Ogden	Syndrome	
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Vignette	#	2:	TAF1	Syndrome
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Proband 1A 1B 2A 3A 4A 5A 6A 7A 8A 8B 8C 9A 10A 11A
Sex M M M M M M M M M M M M M M
Age 15 13 5 6 9 3 11 9 4 1 3 16 8

Postnatal	Growth	Retardation;	HP:0008897 + + + + + + + + + + +
Delayed	Gross	Motor	Development;	HP:0002194 + + + + + + + + + + + + + +

Delayed	Speech	and	Language	Development;	HP:0000750 + + + + + + + + + + + + +
Oral-pharyngeal	Dysphagia;	HP:0200136 + + + + + + + + +

Prominent	Supraorbital	Ridges;	HP:0000336 + + + + + + + + + +
Downslanted	Palpebral	Fissures;	HP:0000494 + + + + + + + + + +

Sagging	Cheeks;	 + + + + + + + + +
Long	Philtrum;	HP:0000343 + + + + + + + + + + +
Low-set	Ears;	HP:0000369 + + + + + + + + + + + +

Protruding	Ear;	HP:0000411 + + + + + + + + + +
Long	Face;	HP:0000276 + + + + + + + + + + +

High	palate;	HP:0000218 + + + + + + + + +
Pointed	Chin;	HP:0000307 + + + + + + + + + + +

Anteverted	nares;	HP:0000463 + + + + + + + + + +
Hearing	Impairment;	HP:0000365 + + + + + + + +
Chromic	Otitis	Media;	HP:0000389 + + + + + + + + +

Strabismus;	HP:0000486 + + + + + + + + +
Microcephaly;	HP:0000252 + + + + + + + + + +

Hypoplasia	of	the	Corpus	Callosum;	HP:0002079 + + + + + + + + + +
Generalized	hypotonia;	HP:0001290 + + + + + + + + + + + +

Unusual	Gluteal	Crease	with	Sacral	Caudal	Remnant/	
Sacral	dimple	(abnormal	sacral	segmentation	HP:0008468)	

(prominent	protruding	coccyx	HP:0008472) + + + + + + + + + + +
Joint	Hypermobility;	HP:0001382 + + + + + + + +
Autistic	Behaviors;	HP:0000729 + + + + + + + + + +

Intellectual	Disability;	HP:0001249 + + + + + + + + + + + + +





Vignette	#3:	KBG	Syndrome

















De	novo	single	base	insertion	of	adenine	(A)	at	position	6015	in	exon	10	of	
ANKRD11 (c.6015dupA	,	p.Gly2006Argfs*26)	



p.Gly2006Argfs*26



Published	in	1975



Somewhat	low	level	of	5-methyltetrahydrofolate	(5-MTHF)	in	his	cerebrospinal	fluid	
(CSF)(32	nmol/L,	where	the	reference	range	is	40–128	nmol/L).











Vignette	#3:	SCN8A	Syndrome











Vignette	#4:	Complex	pedigrees











Vignette	#5:	Whole	Genome	Sequencing	
for	autism	families
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