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Basics

- Two genes in RTS

a. CREBBP

located on chromosome 16

60-65%

b. EP300

located on chromosome 22

8-10%

Genes
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Differences CREBBP – EP300

CREBBP EP300

(n=308) (n=52)

small head 54% 86%

more hair 76% 52%

typical smile 94% 47%

broad thumbs 96% 70%

thumb not straight 49% 2%

Genes

Fergelot, Am J Med Genet 2016



Differences CREBBP – EP300

CREBBP EP300

(n=308) (n=52)

mild delay 14% 61%

more delay 48% 32%

marked delay 36% 7%

autism 49% 25%

pm pre-eclampsia 3% 23%

Genes

Fergelot, Am J Med Genet 2016



What about the other ~30%?

- mosaicism (= change in CREBBP/EP300

cannot  be detected in blood)

- one candidate (unpublished)

- studies for other genes

Genes
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- new “screening” DNA techniques

- unexpected gene changes

- is this still RTS?

Defining RTS

Changes



CREBBP mutation

Defining RTS

But RTS??



All CREBBP mutation

Menke, Am J Med Genet 2016
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- one has RTS if one has clinically RTS

- need for definition

- internationally accepted

Defining RTS

Defining RTS
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Natural History Site

- information!

- what will the future bring

- future therapies

Natural history



Natural History Site

- many rare disorders, few doctors

- and the true specialists are…

- Internet

- Wiki

Natural history



Natural History Site

- once (!) all early data

- pdf

- follow-up questionnaires

- behavior

- translations in 8 languages

Natural history



Natural History Site

- wikipedia 

wiki = Hawaiian for fast

Natural history

http://upload.wikimedia.org/wikipedia/commons/4/42/HNL_Wiki_Wiki_Bus.jpg
http://upload.wikimedia.org/wikipedia/commons/4/42/HNL_Wiki_Wiki_Bus.jpg


Natural History Site

- waihonapedia 

waihona = Hawaiian for treasure

Natural history

http://www.google.nl/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=whCq-iCq7v6nvM&tbnid=m5KjP6sfILyyDM:&ved=0CAUQjRw&url=http://nieuwkoop.rtvlokaal.nl/nieuws/op-zoek-naar-de-schat/990c06d0-8bdf-45a5-87a3-5a47775c4b69/&ei=3MqgUsfXIeaK0AXJ-YCADw&bvm=bv.57155469,d.d2k&psig=AFQjCNFdNVkf0_oV4WyLWOcbaZK0-7N4GA&ust=1386355661276927
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Keloids

- 15/62 Dutch RTS individuals had keloids

- mean age 1st keloid 11.9yr

- 1: 18%; 1-5: 52%; >5: 30%

- after surgery: 13; spontaneous 8

Van de Kar, Br J Dermatol 2014;171:615
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Keloids

- no effective treatment

- further studies in Norway

Van de Kar, Br J Dermatol 2014;171:615

Keloids
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Behavior

- 24/7

- influence on daily life

- earlier lectures

Behavior



Behavior: progression?
Behavior



Behavior: progression?

- CBP has brain functions

- function: clearing ‘used’ proteins

- in some more ‘used’ proteins, in others less

- determined by genes

Behavior

compare - CREBBP mutation  

- genes that regulate protein use

- behavior 




