CARTA A0 EDITOR

A COINCIDENCE OF FMF AND VITILIGO,
A CASE REPORT
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Dear Editor,

Familial Mediterranean Fever (FMF), the best
known of the recurrent hereditary autoinflamma-
tory diseases, is characterized by typical clinical
signs one of which could be cutaneous manifesta-
tions. As one of the most commonly seen pigmen-
tary disorders, vitiligo appears to have strong sup-
ports for an autoimmune origin.

A 24 year-old woman suffering since childhood
from attacks of ankle arthritis accompanied by fe-
ver and abdominal pain was referred to our de-
partment. She was diagnosed as FMF due to these
typical symptoms. In the physical examination, in
addition to ankle arthritis signs, there were also de-
pigmented lesions in the form of generalized viti-
ligo which progressively appeared for 10 years. Be-
cause vitiligo is perhaps the most common pig-
mentary disorder and FMF predominantly affects
our population, these two distinct entities can be
present coincidentally in our patient. However, it
has been reported that aside from its classic symp-
toms, cutaneous manifestations with a wide range
of polimorfism can be seen approximately in one
thirds of the cases with FME!

FMF is an autosomal recessive autoinflamma-
tory disorder, which is the most prevalent periodic
fever syndrome, affecting more than 10,000 pa-
tients worldwide. It predominantly affects people
from the Mediterranean basin, including Sephar-
dic Jews, Arabs, Turks, and Armenians.? This con-
dition is characterized by short attacks of serositis
(peritonitis, pleuritis, or arthritis) and fever and in
most cases and the first episodes appear before the
age of 20 years.® There are no specific diagnostic la-
boratory tests for FME although genetical analysis
may be helpful for such a patient. Its gene, MEFV,
is located on chromosome 16 and has autosomal
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recessive transmission, with incomplete penetrati-
on. It codes for a protein called pyrin or marenos-
trin, which is probably involved in the inflamma-
tory process.’ The FMF diagnosis is usually made
on clinical grounds only, when recurrent attacks of
abdominal pain, fever, and arthritis are observed in
a patient with an appropriate ethnic background
and family history. The abdomen is the classic site
of FMF and acute abdominal flares masquerade as
abdominal emergencies. Musculoskeletal involve-
ment is revealed by episodes of arthritis (more of-
ten mono- than oligoarthritis) and muscle pain.
Chest pain due to unilateral pleuritis is reported in
30 percent of the patients, whereas pericarditis oc-
curs in less than 1 percent.?

Besides these clinical signs, cutaneous involve-
ment occurs in 7 to 46% of cases and mainly con-
sistsin erysipela-like erythema.* These lesions cha-
racterized by tender erythematous plaques on the
shins or feet have been considered to be a specific
clinical finding for the disease. Histological exami-
nation of these findings have been found to be in
accordance with those in the peritoneum of pa-
tients with FMF and it has been also suggested that
erysipela-like erythema belongs to the spectrum of
neutrophilic dermatoses and supports a pathoge-
nesis that involves abnormal inhibition of the in-
flammatory cascade.® There are also some studies
reporting FMF patients who developed several cu-
taneous lesions other than erysipela-like skin le-
sions. In a previous study, a high rate of cutaneous
manifestations (47% of 91 patients) were observed
in patients with FMF and erythema, oedema and
recurrent oral ulcers were reported as the most fre-
quent findings.® Also in another six-year observa-
tion study, it has been indicated that 43% of 46 chil-
dren with FMF developed cutaneous manifesta-
tions most of them were erysipela-like erythema;
the other cutaneous manifestations included epi-
sodes of non-specific purpuric rash, Henoch-
Schonlein purpura, diffuse erythema of the face
and/or trunk, angioneurotic oedema, diffuse ery-
thema of the palms, Raynaud’s phenomenon and
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asubcutaneous nodule. Also it has been concluded
that the high incidence of these manifestations and
their response to colchicine strongly suggested that
skin involvement is an integral part FME’ In pati-
ents with FME some unusual cutaneous lesions of
FMF such as pseudo-erysipela, Sweet’s syndrome-
-like lesions, long lasting panniculitis, persistent
and lichenified erysipela-like plaque* and severe
recurrent pyoderma® were also reported. Similar
to our case, progressively appeared vitiligo over ye-
ars in a patient with FMF was also indicated in a
case presentation.! These reports illustrate the
polymorphism of cutaneous manifestations of
FME

On the other hand, vitiligo, as one of the most
common pigmentary disorder, involves complex
interactions of several factors that ultimately con-
tribute to melanocyte destruction, resulting in the
characteristic depigmented lesions. It has been
considered that generalized vitiligo appears to be
an autoimmune disease of multifactorial origin
that results from a combination of multiple inhe-
rited genetic risk factors and environmental sti-
muli.® Studies on generalized vitiligo have led to the
recognition that vitiligo is part of a broader, gene-
tically-determined, autoimmune/autoinflamma-
tory diathesis. Vitiligo has been found to be asso-
ciated with some disorders including autoimmu-
ne thyroid disease, pernicious anemia, Addison’s
disease, and lupus; these same disorders occur at
increased frequency in patients’ first-degree rela-
tives. Affected members of the vitiligo families have
been shown having elevated frequencies of au-
toimmune thyroid disease, rheumatoid arthritis,
psoriasis, adult-onset insulin-dependent diabetes
mellitus, pernicious anemia, and Addison’s disea-
se.!? Several candidate genes and genetic linkages
have been identified that could mediate suscepti-
bility to both generalized vitiligo and to a specific
group of other autoimmune/autoinflammatory di-
sorders with which vitiligo is epidemiologically as-
sociated and additional genes may mediate sus-
ceptibility to vitiligo itself.®

The case we have presented has demonstrated
a possible coincidence of FMF and vitiligo. These
observations might contribute to illustrate the
polymorphism of cutaneous manifestations in
FME and FMF might be involved in autoimmune/
/autoinflammatory disorders that could be asso-
ciated with vitiligo. Further documentations of the-
se kind of observations of possible coincidences
are needed to yield results that shed light on bio-

logical pathways of cutaneous as well as systemic
inflammation.
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