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and urticarial dermatosis asso-
ciated with k-chain IgA micro-
molecular myeloma
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Cutis laxa (CL) is a group of rare cuta-
neous disease, inherited or acquired, char-
acterized by inelastic, redundant, wrinkled,
loose skin, with loss of elasticity and fea-
tures of premature aging. Genetic CL can be
inherited with variable transmission: reces-
sive, dominant and X-linked.1,2 The clinical
outcome and life expectancy are variable
and depend on the disease severity and sys-
temic involvement: localized CL guarantees
normal life expectancy while generalized
forms can be fatal. Acquired CL (ACL) is a
rare subtype which usually occurs in the
adulthood. There are two main forms of
ACL, type 1 and type 2. In Type 1 ACL,
which can be either localized or generalized
with systemic involvement, the elastin dam-
age can occur in both inflammatory and
non-inflammatory areas. Type 2 is a local-
ized form where the elastin damage is
restricted to the inflammatory area without
systemic involvement.3,4 ACL has been
associated with many different diseases:
hematological disorders (such as heavy
chain deposition disease, light chain deposi-
tion disease, multiple myeloma and mono-
clonal gammopathy of undetermined signif-
icance), infections (such as toxocara canis,
borrelia burgdorferi, treponema pallidum
and onchocerca volvulus), inflammatory
diseases (including urticaria, systemic lupus
erythematosus, dermatitis herpetiformis),
renal alterations, connective tissue diseases,
alpha-1 antitrypsin deficiency, amyloidosis
and mastocytosis.5 Some forms of ACL can
be induced also by drugs such as isoniazid
and penicillin or by arthropod bite reac-
tions.1 In patients with ACL low lysyl oxi-
dase activity, high cathepsin G levels, and
reduced alpha-1-antitrypsin have been
demonstrated: these factors presumably can
determine a decrease in cutaneous elastin.6
Mutations in some inherited CL genes,
which may increase susceptibility to
inflammatory destruction of elastic fibers,
have been reported in patients with ACL.
Histologically, in ACL elastic fibers are
reduced, especially in the papillary dermis.1

As concerns therapeutic management of
ACL, up to now a lot of drugs have been
used such as antihistamines, corticosteroids,
cyclosporine, azathioprine and dapsone

with controversial results. Early plastic sur-
gical procedures are recommended to
improve the progressive aging and wrinkled
skin. 

We report a case of a 39-year-old
woman, who came to our attention for a
chronic urticarial itching dermatosis associ-
ated with a progressive aging of the skin
occurred from approximately one year. She
has undergone multiple treatments as anti-
histamines, corticosteroids (prednisone 25
mg/day for three months) and cyclosporine
(250 mg/day for four months), without any
improvement. The physical examination
showed anelastic and wrinkled skin on the
face, arms, trunk and back, associated with
urticarial lesions and an “orange peel”
aspect of the paraumbilical area (Figure 1).
We considered as differential diagnosis
anethoderma, mid-dermal elastolysis, ACL,
Ehlers-Danlos syndrome and pseudo-xan-
thoma elasticum. The patient underwent eye
examination, total body CT, screening for
chronic urticaria and immunological
screening for connective tissue diseases
(rheumatoid factors, anti-nuclear and anti-
ENA antibodies), which returned normal
findings. Therefore, a biopsy was per-
formed for histological and ultrastructural
examination and direct immunofluores-
cence. Microscopic aspects showed clus-
tered or fragmented elastic fibers and
inflammatory infiltrate in collagen (Figure
2). The electron microscopy examination
revealed fragmented elastic fibers with
residual fragments of electron dense mate-
ria filled in a macrophage (Figure 2). Direct
immunofluorescence did not reveal any flu-
orescence. Therefore, the clinical, histolog-
ical and electron microscopy results were
suggestive for the diagnosis of generalized
ACL. Considering that dapsone has been
proved to be one of the most effective ther-
apeutic option to reduce protease release of
neutrophils, we decided to start a therapy
with Dapsone 100 mg/day. After one
month, the patient showed a complete dis-
appearance of the urticarial lesions but she
developed a fast alteration in renal function
that lead to acute renal failure in two weeks
(creatinine value: 3.6 mg/dl). A renal biopsy
was then performed and histological exam-
ination revealed a proliferative extracapil-
lary, focal necrotizing glomerulonephritis
and cast-type tubulopathy nephropathy
(myeloma kydney). Further evaluation
revealed Bence- Jones proteinuria.
Consequently, the patient underwent a bone
medullary biopsy with immunofixation
which showed a қ-chain IgA micromolecu-
lar myeloma. Thereafter, the patient started
dialysis, and underwent chemotherapy with
bortezomib (an anti-CD38 antibody therapy
utilized in multiple myeloma) and dexam-

ethasone (4 mg/day) for 4 months, followed
by bone marrow transplantation. After one
year the patient was in general good health
but unfortunately presented only a mild
improvement of the cutaneous disease.

In literature there are only a few cases
of ACL associated to myeloma and general-
ly dermatological symptoms occurs after
the development of hematological alter-
ations. Very recently Shalhout proposed the
term Monoclonal Gammopathy Of
Dermatological Significance (MGODS) to
underline the cutaneous aspects of parapro-
teinemia.5 The recognition of skin lesions
could suggest the progression from gam-
mopathy to myeloma. As regards the patho-
genesis, myeloma-associated immunoglob-
ulin deposition is thought to result in a cell-
mediated immune response and promotes
phagocytic destruction of elastic fiber. As
occurred in our patient, systemic treatment
of myeloma is not effective to resolve ACL.

In conclusion, we reported an usual
case of ACL and chronic urticarial dermato-
sis associated with қ-chain IgA micromole-
cular myeloma. Our case highlights the
importance to evaluate an underlying plas-
ma cell dyscrasias in all patients with cuta-
neous features of ACL.
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Figure 1. a) The patient before developing ACL; b) The patient after 12 months: aging of
the face and the neck with wrinked skin and increase of naso-labial folds; c) The patient
after 18 months: progressive aging of the face with periocular wrinkles; d) Urticarial rash
with “orange peel” skin; e-f ) Loosening and wrinkes of periumbilical area.

Figure 2. a,b) Histological examination: decreased elasticity of dermal tissue with clus-
tered or fragmented elastic fibers; c,d) Electron microscopy examination: fragmented
elastic fibers with residual fragments of electron dense materia filled in a macrophage.Non
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