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Crohn’s disease and alopecia areata universalis; case report

and review of the literature
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SUMMARY

Alopecia areata (AA) is a non-scaring alopecia in which the
characteristic initial lesion is a circumscribed totally bald,
smooth patch. The term alopecia universalis is applied to
total or amost total loss of all body hair. A 48-year old man
presented with a two-month history of diarrhea and a two-
week history of low-grade fever. Patient was diagnosed
twelve years ago with AA universalis treated with pulse use
of systemic steroids. Physical examination revealed
circumscribed totally bald, smooth patches in eyebrows,
eyelashes, upper and lower extremities. Diffuse hair loss
was apparent over the whole of the scalp without the
development of bald areas. Total colonoscopy with ileoscopy
showed Crohn’s disease, which was confirmed by multiple
bowel biopsies. The patient was administered prednizolone
systemically at a dose of 50 mg with satisfactory results.
Although rare cases of AA correlation with other derma-
toses and ulcerative colitis have already been reported, alo-
pecia areata has not been reported so far in co-existence
with Crohn’s disease.
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INTRODUCTION

Dermatological lesions in patients with inflammatory
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bowel disease (IBD) can be categorized as specific lesions
(perianal fissures, metastatic Crohn’s disease), as reactive
lesions (erythema nodosum, pyoderma gangrenosum, hid-
radenitis suppurativa) and finally, as cutaneous manifes-
tations (dermatoses) which are connected, with high prob-
ability, to IBD such epidermolysis bullosa acquisitia and
acne fulminans."* Alopecia areata (AA) is a non-scaring
alopecia that accounts for about 2% of new dermatologi-
cal outpatient attendances in the United Sates and Brit-
ain. Alopecia areata (AA) has not so far been reported in
co-existence with Crohn’s disease, although rare cases of
AA correlation with other dermatoses and ulcerative col-
itis have already been reported.

It is not possible to attribute all or indeed any case of
AA to a single cause to date. Among the many factors,
which appear to be implicated in at least some cases, are
the patient’s genetic constitution, the atopic state, non-
specific immune and organ-specific autoimmune
reactions and possibly emotional stress®'’. There is
widespread agreement with the hypothesis that AA is an
autoimmune disease despite the fact that the evidence is
at best circumstantial.

We report a patient with a twelve-year history of AA
universalis who was diagnosed with Crohn’s disease.

CASE REPORT

A 48-year old man presented with a two-month his-
tory of diarrhea and a two-week history of low-grade fe-
ver. Patient was diagnosed twelve years ago with alopecia
areata (AA) universalis treated quite effectively with
pulse use of systemic steroids. Furthermore, the patient
was on calcium channel blockers and non-steroid anti-
inflammatory drugs following a coronary artery bypass,
which was performed one year ago.
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A detailed medical history, including recent use of
steroids, and other skin treatments was obtained. Last
pulse use of steroids was six months before admission
and the patient was not receiving any therapy for AA at
this period of time. The patient had no history of atopic
state and no family history of possibly inherited diseases.

Physical examination revealed circumscribed totally
bald, smooth patches in eyebrows, eyelashes, moustache,
beard, upper and lower extremities (Figure). Diffuse hair
loss was apparent over the whole of the scalp without
the development of bald areas. Remaining hair had lost
its normal caliber and color and was very readily extract-
ed. In addition the patient had signs of androgenic type
I alopecia in the temporal area of the scalp which,
according to the patient, started twenty-five years ago.
No neurological, eye or nail involvement was evident.

Skin punch biopsies (2mm) showed a dense, peribul-
bar and intrafollicular lymphocytic infiltrate and pulse
test from alopecia patches was negative meaning that
alopecia areata had already turned to chronicity.

The results of laboratory investigation included rou-
tine hematological, biochemical and immunological tests,
and were all within normal limits including vitamin B12,
neoplastic serum markers, hepatoviruses antigens and
antibodies, RPR test, HIV antibodies, thyroid function
tests and dexamethasone test. Fecal examination and cul-
tures were negative for any kind of bacteria or parasites.

Upper gastrointestinal endoscopy and abdominal ul-
trasound did not show anything remarkable. Total colon-
oscopy with ileoscopy showed a patchy pattern of in-
flamed mucosa with diffuse aphthous ulcers in the ter-
minal ileum and the descending colon. The endoscopic

fig. Alopecia areata universalis in Crohn’s disease.

appearance of Crohn’s disease was confirmed by multi-
ple bowel biopsies taken from all parts of the examined
bowel. There was no evidence of dysplasia or bowel epi-
thelial cell atypia in all biopsies.

The patient received prednizolone systemically at a
dose of 50 mg with satisfactory results after two weeks of
treatment. In fact hair, eyebrow and eyelashes regained
growth and pigmentation while bowel disease showed re-
markable remission. The patient is currently on close fol-
low up for his alopecia areata and Crohn’s disease.

DISCUSSION

The characteristic initial lesion of AA is commonly a
circumscribed totally bald, smooth patch; it is often no-
ticed by chance by a parent, hairdresser or friend. Subse-
quent progress is very varied; the initial patch may regrow
within a few months, or further patches may appear after
an interval of 3-6 weeks and then in a circular fashion.
The scalp is the first affected in over 60% of cases. In dark-
haired men patches in the beard are conspicuous and in
such individuals are often the first to be noticed. The eye-
brows and eyelashes are lost in many cases of AA and may
be the only sites affected. The term alopecia totalis is ap-
plied to total or almost total loss of scalp hair and alo-
pecia universalis is the loss of all body hair. The extension
of alopecia along the scalp margin is known as ophiasis.
Finally, AA strictly confined to one-half of the body has
been reported after a head injury.”® The single consistent
histological feature in AA is the presence of a dense, per-
ibulbar and intrafollicular lymphocytic infiltrate. The up-
per, permanent portion of the hair follicle may also be
involved in the infiltrate either in anagen or telogen.”®

It is not at present possible to attribute all or indeed
any case of AA to a single cause. Among the many fac-
tors, which appear to be implicated in at least a propor-
tion of cases, are the patient’s genetic constitution, the
atopic state, non-specific immune and organ-specific
autoimmune reactions and possibly emotional stress.**"
There is widespread agreement with the hypothesis that
AA is an autoimmune disease despite the fact that the
evidence is at best circumstantial. Support has come from
three main areas of research: association with autoim-
mune diseases, humoral immunity and cell-mediated
immunity"'. Thyroid disease is the most frequently de-
scribed disease in association with AA but the published
figures are contradictory'>. The following disorders, all
of a possible immunological nature, have also been re-
ported in association with AA: pernicious anemia, sys-
temic lupus erythematosus and rheumatoid arthritis,



Crohn’s disease and alopecia areata universalis; case report and review of the literature 175

polymyalgia rheumatica, myasthenia gravis, ulcerative
colitis, lichen planus and the candida-endocrinopathy
syndrome.>" In no case of AA is a completely confi-
dent prognosis justifiable; of those patients developing
AA before puberty 50% may become totally bald. In con-
trast, only 25% of those developing AA after puberty
become totally bald and 5.3% recover completely.>"*

In fact, rare cases on the association of AA with vitili-
go, scleroderma, myasthenia gravis, atypical lichen pla-
nus and ulcerative colitis have been reported.”"*" An in-
creased frequency of thyroid antibodies and gastric pari-
etal cell antibodies has been reported in children and adults
with AA."? Available clinical and laboratory investigations
on our patient, as well as patient follow-up failed to prove
any co-existing cutaneous or other extraintestinal mani-
festations except from androgenic alopecia diagnosed
twenty five years ago. Genetic testing for IL-1r antagonist
gene or measurement of IL-1r levels was not performed
on this patient, because this testing was not available. As
known, a genetic association with IL-1r antagonist gene
has been described in AA.* So, in our patient, an under-
lying genetic association with AA could not be excluded,
despite his negative family history.

Clinical changes associated to AA may involve nail
dystrophy, Horner’s’ syndrome, ectopia of the pupil, iris
atrophy and tortuosity of the fundal vessels.”** Howev-
er, no neurological, eye or nail involvement was evident
in this patient.

The incidence of a family history in AA ranges from
4% to 27%". The mode of AA inheritance has been sug-
gested to be autosomal with variable penetrance. Racial
factors may also be important, however, HLA studies have
shown conflicting results’. In addition, AA has an increased
incidence in patients with Down’s syndrome.”

Alopecia areata has rarely been associated with ul-
cerative colitis as familial aggregation and HLA associa-
tion have been reported in both disorders. The occur-
rence of both AA and ulcerative colitis in a mother and
her son has been reported.” In this case, cyclosporine
proved beneficial to the child leading in inflammatory
bowel disease remission and nascent growth of scalp and
body hair.

In a large Italian study a significant, although indirect,
association of AA with ulcerative colitis was found as
both correlated with lichen planus history.*** According
to another study, a common characteristic that AA and
ulcerative colitis probably share is the increased
prevalence of juvenile rheumatoid arthritis in first and
second-degree relatives.” Furthermore, in analogy with

the clinical severity in ulcerative colitis, a significant
association between severity of AA and polymorphism
in the interleukin-1 receptor antagonist gene has been
reported®.

The only study correlating, although indirectly, fam-
ily history of Crohn’s disease with AA occurrence is a
case control study where risk of type 1 diabetes was sig-
nificantly associated among others with a positive family
history of Crohn’s disease and alopecia areata®.

As far as humoral immunity is concerned, studies of
organ-specific antibodies in AA have given conflicting
results, perhaps due to small groups of patients and
controls and differing methodology. The possible role
of immunoglobulins’ polymorphisms in the physiopa-
thology of autoimmune diseases including AA and
inflammatory bowel disease has been analyzed in several
studies.”?

In addition, circulating total T-cell numbers in AA
have been reported as reduced, normal or increased. The
strongest direct evidence for autoimmunity in AA comes
from the consistent findings of a lymphocytic infiltrate
in and around hair follicles and Langerhans cells, which
have also been seen in the peribulbar region’. This histo-
logic protype of lymphocytic infiltrate is also common in
many bowel biopsies taken from Crohn’s disease patients.

As compared with inflammatory bowel disease, a
wealth of case reports suggest that stress may be also an
important precipitating factor in some cases of AA"
despite the fact that this patient did not report any
stressful event occurring at the time of Crohn’s disease
diagnosis or AA relapses.

Furthermore, in patients with longstanding AA the
possibility of an underlying inflammatory bowel disease
should never be neglected even in the absence of bowel
symptoms. Many new or unusual cases may represent a
separately identifiable entity as the biochemical abnor-
malities and the pathogenetic mechanisms involved have
not been described in detail in these diseases.’

The process of AA can be reversed to a variable extent
by several very different therapeutic measures: corticos-
teroids, local irritants, photochemotherapy, induction of
contact dermatitis, or by cyclosporin®?. Thus, cases with
Crohn’s disease and AA should be treated carefully and
on a close follow up as there is no experience on immuno-
suppressive drug use in such a group of patients®.
Systemic corticosteroids will restore normal hair growth
in many cases of AA*. The hair shows abrupt repigmen-
tation and thickening without discontinuity of the shaft.
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Controversy remains, however, as to the justification for
prescribing these potentially hazardous in long term use
drugs, because most cases relapse at some stage during
or after withdrawal of treatment®. Topical and intra-
lesional steroids™ have a small but useful role and topical
cyclosporin seems to do slightly better than placebo. In
this patient we decided to start with prednizolone in order
to achieve bowel and AA remission. After several years
we will be able to report the safety and efficacy of
immunosuppresants in this patient®*,

This case raises the question of whether Crohn’s dis-
ease was secondary to AA or AA was the cutaneous
manifestation of a silent Crohn’s disease or whether each
of these diseases developed independently as co-exist-
ence by chance cannot be excluded. However, as the only
treatment used for AA all these years was pulse systemic
corticosteroid administration we can not exclude the
possible effect of corticosteroids maintaining a Crohn’s
disease in complete remission all these years.

To the best of our knowledge this is the first case of
documented Crohn’s disease occurring in a patient with
alopecia areata universalis.
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