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Abstract

Morphea is a localized form of scleroderma in which there is predominant skin involvement, with

occasional involvement of subjacent muscles and usually spares the internal organs. Thyroid
dysfunction has been reported in systemic sclerosis but it has been rarely reported in morphea.
There are few case reports of plaque-type morphea associated with autoimmune thyroiditis but
generalized morphea with hypothyroidism has been rarely reported. We report a 55-year-old

female with generalized morphea

involving trunk and proximal limbs who revealed

hypothyroidism on laboratory screening. Due to the rarity of this association we were obliged to

report the same.
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Introduction

Scleroderma is a spectrum of disorders
characterized by thickening and/ or hardening of
the skin and fibrosis of the involved tissues. It is
divided into systemic and localized forms. The
localized form is called morphea. It is
characterized by predominant skin involvement,
with occasional involvement of subjacent
muscles and usually spares the internal organs.!
Based on the morphologic findings, morphea has
been classified into five types by Paterson et al.?
plague, linear, generalized, deep and bullous.
Generalized morphea is a rare condition and
occurs in the cases of disseminated sclerosis
without systemic involvement.® It occurs mainly
in adults and is diagnosed when four or more
plaques become larger than 3cm and merge,
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involving two of the seven main anatomical
areas (head and neck, left or right upper limb or
lower limb, anterior or posterior trunk).* Thyroid
dysfunction is commonly reported in systemic
sclerosis but it has been rarely associated with
morphea.*>® Moreover there are only few cases of
plaque-type morphea reported to be associated
with autoimmune thyroiditis. There has been no
case of generalized morphea associated with
hypothyroidism reported to the best of our
knowledge.

Case report

A 55-year-old female from Kashmir reported to
us in the outpatient department with a chief
complaint of diffuse thickening and hardening of
the skin over abdomen, chest, neck, back,
proximal half of thighs with relative sparing of
skin over breasts for the last one month. There
was history of pruritus. Patient gave history of
xerosis of the skin involving trunk for the last
one and a half months. There was no history of
any sequential colour changes in the digits on
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Figure 1 Generalized morphea associated with
hypothyroidism. Diffuse induration and slightly
brownish  hyperpigmented skin  present over
abdomen.

exposure to the cold. There was no history of
sour eructations, epigastric burning sensation
and constipation. There were no such skin
complaints of hardening on hands and feet.
Patient didn’t give any history of preceding
trauma or application of some topical
medications prior to the complaints. Patient
denied any such complaints in her family
members. On examination, there was diffuse
induration of the skin over abdomen, chest,
neck, back, proximal half of thighs with relative
sparing of skin over the breasts (Figure 1). The
skin looked shiny and slightly hyperpigmented.
There was no digital pallor or cyanosis. Mouth
opening was normal. Nail fold capillaroscopy
did not reveal any abnormality. Chest expansion
was within the normal range. Skin biopsy on
histopathological examination showed epidermal
atrophy, a dermal and subcutaneous perivascular
lymphocytic and plasma cell infiltrate and
thickened and closely packed dense bundles of
collagen with sparse adnexal structures which
confirmed the diagnosis of morphea. Complete
blood count (CBC) did not reveal any
eosinophilia. Her anti-nuclear antibody was
negative. Both anti-Scl 70 and anti-centromere
antibodies were negative. Her thyroid-
stimulating hormone (TSH) was elevated
(TSH=29.57 mlU/ml; normal=0.30-5) but the

concentrations of total thyroxine (T4) and total
trilodothyronine (T3) were within normal limits
(T3=108 ng/dl; normal = 60-200: T4=7.50ug/dl;
normal= 4.5-12). Antithyroglobulin antibody
titer was elevated (1:500; normal <1:100).
Ultrasonography (USG) of the neck didn’t
reveal any thyroid abnormality. With these
investigations, a diagnosis of generalized
morphea with hypothyroidism secondary to
autoimmune thyroiditis was made. She was
treated with oral sodium levothyroxine
25ug/day. For dermatological complaints, she
was prescribed topical tacrolimus 0.1% ointment
and emollients. After two months, her skin
induration and xerosis improved.

Discussion

Generalized morphea is a rare condition
characterized by idiopathic sclerosis of the skin
in a widespread distribution usually starting on
the trunk and is not associated with systemic
disturbances. The plaques of generalized
morphea are larger (many centimeters in
diameter) as compared to localized plaque-type
morphea. Plaques start on the trunk and increase
in size gradually. The commonly involved areas
include the upper trunk, abdomen, breasts and
upper thighs.” The etiology of the disease is
unknown. However, excessive production of
collagen by fibroblasts in affected tissues is seen
in all forms of morphea. The mechanism by
which these fibroblasts are activated leading to
overproduction of collagen is not clear. Serum
autoantibodies are usually demonstrated in the
patients of morphea. Antinuclear antibodies are
present in half of the morphea patients. Anti-
Scl70 and anti-centromere antibodies have been
seen in less than 5% of the patients of morphea.?
However, in our case ANA, anti-Scl70 and anti-
centromere antibodies were negative.

Various studies have demonstrated that morphea
is an immune-mediated disease. This is

224



Journal of Pakistan Association of Dermatologists. 2015;25 (3):223-226.

supported by increased levels of circulating
cytokines in the patients of morphea which
include interleukin-2 (IL-2) receptor, IL-6
receptor, 1L-13 and toxic necrosis factor (TNF)
etc. Various organ-specific autoantibodies have
been demonstrated in the serum of these patients
and their relatives. Morphea has been associated
with carpal tunnel syndrome, nephritis, vitiligo,
dermatomyositis, pemphigus, primary biliary
cirrhosis and myasthenia gravis.” However, the
reports of morphea with hypothyroidism have
been rarely reported.

Thyroid  dysfunction  with  anti-thyroid
autoantibodies and systemic sclerosis has been
frequently associated. Such association is
usually seen in patients with personal or a
familial history of thyroid disease.*® However,
the simultaneous occurrence of morphea and
autoimmune thyroiditis has rarely been
described.*”® Thyroid hormones act at the
nuclear receptors of human fibroblasts and
modulate the synthesis and degradation of
collagen. Lee et al.** have described two cases of
plague type morphea associated  with
Hashimoto’s thyroiditis from Korea. However,
generalized morphea associated with
hypothyroidism has not been reported to the best
of our knowledge which makes our case a
unique one. Systemic sclerosis forms an
important differential diagnosis of generalized
morphea. Morphea can be easily differentiated
from systemic sclerosis by the absence of
Raynaud’s phenomenon, sclerodactyly, nailfold
capillary changes and other organ system
involvement.**? All these features were absent in
our case.

The prognosis of morphea is usually good. It
rarely evolves into systemic sclerosis. Isolated
plaque type, generalized and guttate types have
usually a self-limiting course. The course of the
disease activity usually lasts for three to four
months.#*

The treatment modalities for morphea include
phototherapy, topical tacrolimus, calcipotriol in
combination with betamethasone dipropionate,
Imiquimod, methotrexate in combination with
systemic steroids, cyclosporine, D-
penicillamine, mycophenolate mofetil,
photophoresis, etc.” Our case was managed with
topical tacrolimus 0.1% ointment and emollients
and with oral sodium levothyroxine 25 ug/day.
After two months of treatment, the induration
and the xerosis improved.

Conclusion

Thyroid dysfunction can occur in morphea.
Thyroid function tests should be done in cases of
morphea to rule out any concomitant thyroid
dysfunction.

References

1. Zancanaro PC, Isaac AR, Garcia LT, Costa
IM. Localized scleroderma in children:
clinical, diagnostic and therapeutic aspects.
An Bras Dermatol. 2009;84:161-72.

2. Peterson LS, Nelson AM, Su WP.
Classification of morphea (localized
scleroderma). Mayo Clin Proc.
1995;70:1068-76.

3. Mayes MD. Classification and epidemiology
of scleroderma. Semin Cutan Med Surg.
1998;17:22-6.

4. Laxer RM, Zulian F. Localized scleroderma.
Curr Opin Rheumatol. 2006;18:606-13.

5. Mourier-Clavreul MC, Rousset H, Claudy
A. Sclerodermie et pathologie thyroidienne.
Ann Dermatol Venereol. 1989;116:701-6.

6. Ghayad E, Tohme A, Haddad F et al.
Scleroderma with anomalies of the thyroid
function. Seven cases. Ann Med Interne
(Paris). 1997;148:307-10.

7. Goodfield MJD, Jones SK, Veale DJ. The
Connective Tissue Diseases. In: Burns T,
Breathnach S, Cox N, Griffiths C, Eds.
Rook’s Textbook of Dermatology, 8" edn.
Oxford, UK: Wiley-Blackwell; 2010; 51.64-
51.78.

8. Dimitrova V, Yordanova I, Gospodinov D.
Generalized morphea: A case report. J
IMAB. 2007;13:68-70.

225



Journal of Pakistan Association of Dermatologists. 2015;25 (3):223-226.

10.

11.

12.

Horita M, Takahashi N, Seike M, Nasu S,
Takaki R. A case of primary biliary cirrhosis
associated with Hashimoto’s thyroiditis,
scleroderma and Sjogren’s syndrome. Intern
Med. 1992;31:418-21.

Claudy AL, Segault D, Rousset H, Moulin
G. Facial hemiatrophy, homolateral cervical
linear sclerodema and thyroid disease. Ann
Dermatol Venereol. 1992;119:543-5.

Lee HJ, Kim MY, Ha SJ, Kim JW. Two
cases of morphea associated with
Hashimoto’s  thyroiditis. ~ Acta  Derm
Venereol. 2002;82:58-78.

Fett N, Werth VVP. Update on morphea: part
I. Epidemiology,clinical presentation, and

13.

14,

15.

pathogenesis. J Am Acad Dermatol.
2011:64:217-28.

Chung L, Lin J, Furst DE, Fiorentino D.
Systemic and localized scleroderma. Clin
Dermatol. 2006;24:374-92.

Sampaio C, Visentin MT, Howell K et al.
Morphoea. In: Harper J, Oranje A, Prose N,
editors. Textbook of Pediatric Dermatology.
2nd edn. Oxford: Blackwell Publishing;
2006. p. 2020-9.

Fett N, Werth V P, Update on morphea Part
Il. Outcome measures and treatment. J Am
Acad Dermatol. 2011;64:231-42.

226



