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Fabry disease was first described

Independently in 1898 by two physicians

Liin Beitrag zur Keuntniss der Purpura .

haemorrhagica nodularis (Purpura papu-
losa haemorrhagica Hebras),
Von
Dr. med. Joh. Fabry in Dortanond.
: {ftierze Tafel VI-X)

"7 Die im Folgenden mitgetheilte Kranikengeschichte, welche
wiv in letstoc Zeit zu beobachten Gelegenheit hates, “bietet,
wie wir glwuben, ein nicht geringes Intaresse dar, weil der
Fall -pach genauner Durchsichl der Literalur Klinisel als ein
Unicum bezsichnot werden nwds uod ebeaso pathologisch-anu-
tomisch. Zugleich aber begelen wir uni ilberhaupt 3w
Gobict der Dermatonosen, wilches anch der Eintheil

: wr 3 shilder, -
nach der patholegisclion Anatomie uod endlich nach”der Aetio-
logie ein allerdings. viel bobaules, aber Leineswegs ausgebautos

Feld duarstelit.

Es zeigt sich dax heispiclaweise schon davin, diss sellut
die Lehrhiicher iiber [Tantkaankheiten, auch dis neworan, kino
L ki don - Staitisnkt. af

Wenn wir nun elwas weiter awsholén, so wmicliten wiv

invichtlich der Purpuwra-Erkravk am liebsten dov Anf-

fassung Schwimmer's in Ziemssen's llandbuch folgen, der -

1. Purpurs simplex laem,, 2. Purpura rheumalica hsem.,
3, Morbus maculosus Werlhofii und 4. Pirpira scorbulica unter
ein Geous bringen wnd als Abarten ein und derselben Er-
krankung bezeichuen will. Und zwar aus folgenden Griinden
mit Recht,

Binbeillich wnd allen Afectionen grmeinssm ist die
Primireforesconz, das klinische Charakleristicum, nimlich ein
tief dunkelblawer bis brounrotler Fleck, der ael Fingerdrack
elwas abblasst, uber nicht verschwindel. Petochien, Vibices,
Ecchymosen und Ecchymomata xind nichts weilor uls Boxeich-

(18607 1930)

TIE BRITISIT
JOURNAL OF DERMATOLOGY.

APRIL, 1808.

A CASE OF * ANGEIO-KERATOMA*
BY WILLIAM ANDERSON, .0

Ir is twonty years ago since tho dissase now known as Angeiv-
Leratoma was fiest described by Cotlle in the St George's Mospital
Reparts (1876), but Wi record Jong ascapad nokice. - A case.seen Liy.
Croekar in 1885 is mentioned in his work on ** Discases of the Bkin.”
n 1886 and 1830 a nuniber of cases wero published independontly by
Colcott Fox. In 1880 tho anatomical seat of the condilion wnn
vosognized by Alibelli, and further enceful and winuls obssrvations
were added by Pringle in 1801, Sinco this lime inany casas have
been reported by Dubreuilh, Tommasoli, Thiliergo, Aodry, Joseph,
Tordyee,t ond otbers.

The disease may he descrihad a5 & multiple copillury angejectusis,
tending to the formation of sraait tumour-like prominences wlor tho
epidermis. It is elmost invariably localised lo the hauds or fect,
or both, but occasionally invading other parts of the hody. In
tho hands and feol if is neatly always associntod with n Lemdoncy Lo
chilbining, and somotimes with moro oc loss loeal nsphyxia, and the
wuperjacent epidermi d n hickening (whence the
name *“keratoraa "), but the cubioular hypertrophy is absent wheu thy
growths afiect other pocts of the body, and is, therelors, not an
essential part of tho complaint. It appears to be equally common in

* The cass was shown b the Dermatologioal Socinty of Loadea in Decsmbar
Jast, Bal tha notus wers beld ovar uniil thay oould be publised in (ol.

| Journal of Cutemeous and Genito.Urinary Diseasss, N.., Macch, 1800,
Full hibliozeaphizal roferoncor witl he fornd in this articls. :
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Angiokeratoma corporis diffusum in
Johannes Fabryos patale




Distribution of angiokeratoma corporis
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tlﬁun hypothesis i

Mother
Females inherit one X chromosome
from each parent. In each cell, one
\ ¥ of the X chromosomes is randomly
@ @ Gamotes inactivated, and the remaining X
chromosome provides the genetic

Y Fertilization information.

@

Female embryo
CeII division

Random inactivation of one X chromosome
in each cell

@@ Degree of X inactivation will determine whether females

have a favourable or unfavourable phenotype

nactive X chromosome




- %aytlon of the GLA gene that encodes the
- sosomal enzyme A-galactosidase A

E 4 Q Position of band X
\ the X chror

Chromosome X
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Signs and symptoms of Fabry disease

A Fabry disease is a progressive multisystemic condltlon .
3 ct| g both males and females - .
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€ igns and symptoms begin during

! r

cence. In general, men are more severe
en, although some women may show s
tions of the disease o

/omen develop signs and symptom
ly 5i 10 years later than men, &
lably the case [1] g

18 ql_lghave an

S uIar or cerebrc

& Ginsberg, Acta Paediatr :9 3. MacDer =il Gene
lombi et al., Helv Med Acta 1967; 3467| 83 | 'mot et al., J enet 200



Lungs
Q{}o Kidneys

Skin

Peripheral nerves




-

=

- B
- - Y ‘
-

-

ey .* mptoms of Fabry disease according to
| e at entry in Fﬂa_ d the Fabry Outcome Survey
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Neurological features of Fabry disease

Peripheral nervous system Sensory organs

~ Peripheral neuropathy /\ Ear manifestations ,
4 ally small fibre, painful i Vertigo -
Ssweating i Hearing loss

re insensitivity I Tinnitus
Us system A Eye manifestatior

ar manifestations i Cornea vertic

I Subcapsular
haemic attacks i Tortuous \

®

yduced from Mehta & Ginsberg, Acta Paediatr 2005:94



‘. Areas of the body affected by
- acroparaesthesiae in Fabry disease

~ 4




Reproduced from Ginsberg et al., Acta Paediatr 2006;95 (Suppl 451):57i 62 with permission from Blackwell Publishing



Lipid deposition in the kidneys
begins in the glomerulus

o - ST oG .
w" L] "l“":
O . ~ :

> =% aih . o % /

. ’ AN R
= »

Lipid deposition
in glomerular

-

All rights reserved



Electron micrographs showing podocytes
In the kidney in Fabry disease

Lamellar myeloid bodies are
- Glomerular podocytes appear evident in different regions of

» ”
enlarged and vacuolated the glomerulus
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Cardiac signs and symptoms and
their cause in Fabry disease

Leading cause

Diastolic LV dysfunction

Pulmonary involvement

Arrhythmias

Systolic LV dysfunction (late, infrequent)
Valvular regurgitation
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| ~ Typical electrocardiogram from
l‘“"“:. ~a patient with Fabry disease
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/als are short, there is marked left ventricular hypert
nd prominent ST depressions and T-wave ir

Voltage criteria fo
left ventricular
| hypertrophy

inversion



Hypertrophic cardiomyopathy
In a patient with Fabry disease




