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ZvH Introductie en voorkomen

wZvHvoor het eerst beschreven in 1872
wis een erfelijke neurodegeneratieve ziekte
wVodorkomen (prevalentie): 1/10,000/20,000

wGemiddelde beginleeftijd: 380|r
wMaar varieert tussen:-85 jaar
wZiekteduur gemiddeld 220 jaar
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ON CHOREA.

By Georss Huntincron, M, D.,
Of Pomeroy, Ohio.

Bamay read hefore the Meigs and Mason Academy of Medl-
cine at Middleport, Ohio, February 15, 1872

- Chorea is essentially a disease of the ner-

vous system. The name *“chorea” is given to
the disease on account of the dancing propen-
sities of those who are affected by it, and it is
s very appropriate designation. The disease,
88 it is commonly seen,is by no means a
dangerous or serious affection, however dis-
tressing it may be to the oue suffering from it,
or to his friends. Its most marked and char-
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Huntington's disease: a clinical revieRoos RA.Orphanet] Rare Dis. 2010 Dec 20;5:40. Review

affected, or both simultaneously. All the
voluntary muscles are liable to be affected,
those of the face rarely being exempted.
Ifthe patientattempt to protrude the tongue
it is accomplished with a great deal of diffi-
culty and uncertainty. The hands are kept
rolling—first the paims upward, and then the
backs. The shoulders are shrugged, and the
feet and legs kept in perpetual motion; the
toes are turned in, and then everted; one foot
is thrown across the other, and then suddenly
withdrawn, and, in short, every conceivabla,
attitude and expression is assumed, and so
varied and irregular are the motions gone
through with, that a complete description of
them wanld he imnnssible. Sometimes the
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ON CHOREA.

By Georgk Hunmincron, M. D.,
Of Pomeroy, Oblo.

read hefore the Melgs and Mason Academy of Medl-

‘“ine at Middleport, Ohio, February 16, 185

The upper extremities may be the first
affected, or both simultaneously. All the
voluntary muscles are liable to be sffected,
those of the face rarely being exempted.
Ifthe patientattempt to protrude the tongue
it is accomplished with a great deal of diffi-
culty and uncertainty. The hands are kept

" Chorea is essentially a disease of the ner- | rolling—first the paims upward, and then the
vous system. The name * chorea” is given to | backs. The shoulders are shrugged, and the
the disease on account of the dancing propen- | feet and legs kept in perpetual motion; the
sities of those who are affected by it, and it is | toes are turned in, and then everted; one foot
a very appropriate designation. The disease, is thrown across the other, and then suddenly
8 it is commonly seen,is by no means a | withdrawn, and, in short, every conceivabla
dangerous or serious affection, however dis- | attitude and expression is assumed, and so
tressing it may be to tho oue suffering from it, | varied and irregular are the motions gone

or to his friend:
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Its most marked and char- | through with, that a complete description of

them wonld he imnossihle. Sometimes the

The Huntington's Disease Collaborative
Research Group*

Summary

The Huntington's disease (HD) gene has been mapped
In 4p16.3 but has eluded Identification. We have used
haplotype analysis of linkage disequilibrium to spot-
light a small segment of 4p16.3 as the likely location
of the defect. A new gene, IT15, isolated using cloned
trapped exons from the target area contains a poly-
morphic trinucleotide repeat that is expanded and
unstable on HD chromosomes. A (CAG). repeat longer
than the normal range was observed on HD chromo-
somes from all 75 disease families examined, com-
prising a variety of ethnic backgrounds and 4p16.3
heplotypes. The (CAG). repeat appears to be located
within tha roding sanuanca nf 8 nradicter ~ 4R ki

Nancy Wexler

Col, Vol. 72, 971-963, March 26, 1993, Copyright © 1993 by Cell Press

A Novel Gene Containing a Trinucleotide Repeat
That Is Expanded and Unstable
on Huntington’s Disease Chromosomes
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ative disorder characterized by motor disturbance, cogni-
tive loss, and psychiatric manifestations (Martin and Gu-
sella, 1986). It is inherited in an autosomal dominant
ffects ~ 1in 10,
lations of European origin (Harper et al., 1991). The hdl-
mark of HD is a distinctive choreic movement disorder
that typically has a subtle, insidious onset in the fourth to
fifth decade of life and gradually worsens over a course
of 10 to 20 years until death. Occasionally, HD is ex-
pressed in juveniles, typically manifesting with more se-
vere symptoms including rigidity and a more rapid course.
Juvenile onset of HD is associated with a preponderance
of paternal transmission of the disease allele. The neuro-
pathology of HD also displays a distinctive pattern, with

and nutaman. Tha hinchamical hasis for nauronal death
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Symptomen en kenmerken /

Bewegingsstoornis: hyperkinesie:chorea
hypokinesie: oparkinsonisme
andere problemen met de motoriek: gestoorde e0g
bewegingen, spraalen slikproblemen, loopen
balansproblemen

Psychiatrisch/gedragsveranderingdepressie en angst
apathie
prikkelbaarheid/agressie

Cognitieve veranderingen (denkergdementie (planning ed.)
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Demogelijkeimpact vanverschillendelevenfasen
op ziekte mijlpalen op kwaliteit vanleven
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[0 Disease milestone getsajob
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Onderliggendeout op het DNA /

DNA CAQepeat(herhaling)

CAG coding Glutamine

Protein Huntingtinemet polyglutamine staart
CAG repeat

¥ Transcription
CAG repeat

CUERAGRAGEAGRAGRAGRAGEAGRAGRABRAGRAGEUEAKRICAAG

* Translation
Polyglutamine

Let Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin A'Z1B The Lys

In deZvHis eenverminderdeexpressiezannormaal
huntingtineen eentoenamevaneentoxischeffect van het
mutante huntingtine (met te langepolyglutaminestaart)
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CAG repeagrenzen

Codon (triplet of 3 CAGoodes!of Repea ing CAG ¢ odo

nucleotides which code the amino acid The normal gene has less than 36 repeats.
for a specific amino acid) gutamine Mutated gene has more than 36 reneats
. | o Normal Abnormal huntingtin (mHtt) with
J - cytoplasmic protein, more than 36 glutamine
( ( A A Q! ) [ 1 huntingtin (Htt) with > residues
- s less than 36 glutamine

residues

HD allele ( > 40)
36 HD allele with reduced penetrance (36-39)
7 mutable normal allele (27-35) C
normal allele (< 26) 80 -

— g 60

gxon 1 o
IT-15 gene % 4

ATG <
20-

35 40 45 50 55 60

.. . . . _ Expanded HD CAG
CAG repeat expansion in Huntington disease determines age at onset in a
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Pathologie: nucleugaudatusatrofie
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Maar daarnaasiook:
T Ernstige hersenatrofie
(meeste in basale kernen)
T Verlies van zenuwcellen en steuncellet
T Inclusies van stoffen in de celkernen
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