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Diagnosis unknown!
- Example from real life

- Some general thoughts

- Take home messages



Girl born in 1981

• Second child
• Cleft palate
• Fallot tetralogy
• Scoliosis
• Dysmorfism

• Clinical diagnosis of Haspeslagh syndrome



Chromosomes, FISH study, all normal over the years



Follow up because of marriage of her sister



34 years of age: moderate/severe ID

Exome sequencing:

DDX3X; ChrX(GRCh37)

g.41204440G>T; NM_001356.4
c.1033G>T (p.(Val345Leu))
heterozygoot/ DE  NOVO





• Cleft palate 3/38
• Scoliosis 4/38
• ID mild to severe

• Not recognizable!





Do we need to solve the unsolved rare diseases?

YES!

Perspective from patiënts 

Perspective from professionals

Better care with a correct diagnosis
Genetic counseling needs a correct diagnosis



Influencing factors in finding a rare disease
A child with congenital anomalies/developmental delay is 
under medical care

Adults may be lost from medical care; the role of the GP is 
more pronounced

With or without intellectual disability matters



Molecular technology eg exome sequencing
Increasingly effective in solving rare diseases eg those with an
intellectual disability and/or neurological disease.

For specific diseases the gene may be known.

For medical issues eg immunologic diseases gene panels exist. 
The yeald varies.

Not everything is genetic! 80% of the rare disease is!



How to deal with our goal to solve the unsolved?
- Awareness is a continous issue
- Teaching: students, collegues

- Creating platforms for patiënts and professionals
- VSOP with platform ZON, Witte Raven, UMC’s, EMRaDi, 

ERN’s

- How to avoid confounding physical complaints to be mistaken
for rare diseases?



There is so much expertise
Recognized expertise centers in the Netherlands, Belgium 
and Germany

ERN’s have databases to discuss unknown patients



Where is the gap?
Is it awareness?

Is it knowlegde?

Is it the drive to solve the unsolved?

Is it the patience/acceptance of not knowing?



Take home messages

• Be aware and curious
• Do not give up

• Learn from each other

• Care, Share and Cure is the ERN motto!
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