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Abstract
Psoriasis is a chronic condition for

which multiple therapies are currently
available. In particular, in cases of moder-
ate-severe psoriasis, traditional systemic
drugs or the new biological drugs can be
administered. However, the treatment of
patients who require systemic therapy and
have multiple comorbidities can be particu-
larly complex. Some treatment options may
be in fact contraindicated or may lose effec-
tiveness over time, reducing the options
available to the dermatologists. In such cir-
cumstances, dimethyl fumarate may repre-
sent a safe and effective choice, also in
patients who have already attempted bio-
logical therapies. In this regard, we report
the case of a patient with moderate-severe
psoriasis treated over time with various
therapies (including topicals, phototherapy,
traditional and biological drugs) that were
discontinued due to ineffectiveness or
incompatibility caused by the occurrence of
concomitant diseases, who finally achieved
clinical remission with dimethyl fumarate.

Introduction
Psoriasis is a chronic, immune-mediat-

ed, inflammatory disease characterized by
the presence of indurated erythematous
plaques covered by silvery desquamative
scales that usually involve knees, elbows,
trunk and scalp.1 Nowadays there are multi-
ple therapeutic options available for the
treatment of psoriasis, including topicals,
phototherapy, traditional systemic and
novel biologic agents.2 Systemic therapies
used in severe forms of disease are based on
principles with immunosuppressive or
immunomodulating activity, so it can be
complex in patients with multiple underly-
ing comorbidities to find the best therapy.
We present the case of a psoriatic patient
with multiple pathologies and numerous
previous treatments in which it was finally
possible to obtain an excellent clinical con-

trol of the disease thanks to the use of
dimethyl fumarate (DMF).

Case Report
A 57-year-old Caucasian man has been

followed at our Dermatology Clinic since
2005 for plaque psoriasis with prevalent
localization to the scalp, elbows, knees,
inguinal and intergluteal folds. In his medi-
cal history, the patient presented chronic
hepatitis C virus (HCV) infection.

Until 2012, the patient experienced
good clinical control of the disease through
the application of topical products (steroids
and vitamin D analogues) together with bal-
neophototherapy and periodic cycles of nb-
UVB phototherapy.

In February 2013, the patient presented
a marked clinical worsening characterized
by numerous infiltrated erythematous-
desquamative plaques on the trunk and
limbs, with a Psoriasis Area Severity Index
(PASI) score of 16. After hepatological con-
sultation, a treatment with cyclosporine at
the initial dose of 2.5 mg/kg/day was there-
fore started with immediate clinical
response. However, after 4 months, therapy
was discontinued because of an increase in
serum creatinine and the patient returned to
topical treatments. After several months of
good clinical response, the patient had a
new relapse in September 2014, with
involvement of the scalp, trunk, limbs, and
nail onycholysis of the hands and feet. The
patient denied joint pain. At the same time,
the patient tested positive to the
QuantiFERON-TB Gold test and showed
certain pulmonary nodules on chest X-ray.
A pneumological diagnostic work-up was
carried out, including bronchoalveolar
lavage and microscopic and cultural exami-
nations, which excluded the presence of
Mycobacterium tuberculosis strains or
malignant tumor cells. Therefore, after hep-
atologic consultation and the initiation of
prophylactic therapy with isoniazid, the
patient in February 2015 began a therapy
with etanercept. At follow-up blood tests in
May 2015, the patient unfortunately showed
a significant increase in liver function
indices so etanercept and isoniazid were
discontinued, and the patient returned again
to topical treatments. Meanwhile, in 2016,
the patient began direct acting antiviral
treatment for HCV with excellent response
and normalization of liver function. Given
the further worsening of psoriasis, etaner-
cept in combination with topical treatments
was started again in December 2016. On
that occasion, the patient did not resume
antituberculous prophylactic therapy due to

previous intolerance, and we opted for close
follow-up visits. After an initial positive
response, the patient experienced progres-
sive secondary inefficacy so in June 2017
he was switched to adalimumab with imme-
diate skin clearance. Unfortunately, the
patient had at the same time a new progres-
sive worsening of liver function and was
listed for liver transplantation. In March
2018, following the finding of a liver nod-
ule suggestive of malignancy, adalimumab
therapy was discontinued. In April 2018,
the patient underwent liver resection with a
diagnosis of hepatocarcinoma. The psoria-
sis relapsed again; this time poorly respon-
sive to topical treatments. Therefore, in
September 2018, a therapy with apremilast
was initiated, with modest results. Given
the persistence of diffuse lesions after six
months of therapy (PASI 10), a new cycle of
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nb-UVB phototherapy was associated. In
May 2019, the psoriasis had further wors-
ened with a PASI of 13. We therefore decid-
ed to start a therapy with DMF, recently
available in Italy, at increasing dosage as
per drug data sheet.

To date, the patient is taking DMF 
600 mg/day, with good tolerability and
complete clinical resolution of psoriasis.

Discussion
Chronic plaque psoriasis is the most

common form of psoriasis, affecting about
90% of patients. Nowadays, as a conse-
quence of a better understanding of the
pathogenetic mechanisms of the disease,
many therapeutic options have become
available2. Nevertheless, finding the right
therapy, especially in complex patients, can
still be a challenging task. In moderate to
severe psoriasis, the use of systemic therapy
is recommended.

In some European countries, fumaric
acid esters (FAEs) such as Fumaderm®, a
combination of DMF and monoethyl
fumarate salts, have been used for years as
a systemic therapy for psoriasis.3 In this
combination, DMF is believed to be the pri-
mary active ingredient and responsible for
efficacy in the treatment of psoriasis.
Therefore in 2017, the European Medicines
Agency (EMA) approved Skilarence®, a
new oral formulation of DMF for the treat-
ment of adults with moderate-to-severe
chronic plaque psoriasis in need of systemic
medical therapy.2 The safety profile and
efficacy of DMF were investigated by the
BRIDGE trial,4 whereas other previous
studies had already investigated the efficacy
of FAEs in the treatment of psoriasis.3

In our patient’s case, the existence of
important comorbidities limiting the thera-
peutic range and the failure of multiple ther-

apies have made the management of his
psoriasis particularly complex. 

Moreover, the treatment of psoriasis in
patients with cancer history is especially
difficult: malignancy represents at least a
relative contraindication to the use of
immunosuppressive drugs such as
methotrexate or cyclosporine, while the use
of biologics is generally considered with
caution in patients that have been cancer-
free for at least 5 years.5 Data in the litera-
ture appear to indicate an increased risk of
certain malignancies in patients with psori-
asis, especially lymphohematopoietic, head
and neck, and gastrointestinal tract cancers.
There is also an increased risk of non-
melanoma skin cancers (NMSC), possibly
as a result of prior therapies such as p-UVA
phototherapy or cyclosporine. With regard
to biologic drugs, some studies suggest a
possible increased risk of NMSC in subjects
treated with anti-TNF alpha, while there are
no reports about the other molecules.6
However, there is a lack of long-term safety
data regarding newer biologic agents, which
leads to a very cautious use of them in
patients with a history of cancer. This also
tends to cause patients to be managed with
topical therapies that are less effective in
moderate-severe psoriasis, with a detriment
of quality of life.

In this multifaceted scenario, DMF
could represent a valid therapeutic choice in
terms of safety. In our experience, in fact,
DMF is an effective treatment option, gen-
erally well tolerated, with few side effects
that recede by adjusting the dose or by dis-
continuation of the drug. 

Conclusions
This case is of interest because in

patients with many comorbidities, there is a
tendency to use only topical therapies or

phototherapy even in cases of moderate-
severe psoriasis, with deterioration in the
patient’s quality of life. Thus, DMF is a
valid and safe therapeutic option in patients
requiring systemic therapy either as a first
line or in case of previous unsuccessful
treatments.
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