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We are reporting the case of a 53-year-old patient with a 10-year
history of PD admitted at our Hospital after multiple masses localized in
his abdominal wall. His previous records were unremarkable besides
past treated syphilis. He had been initially treated with levodopa/
benserazide and dopamine agonists, although the latter had to be dis-
continued due to impulse control disorder that subsequently resolved.
Over time, he required continuous subcutaneous apomorphine infusion
(CSAI) due to intractable motor fluctuations. However, he had missed a
number of follow-ups prior to being admitted.

On admission, abdominal indurations were seen at the examination
(Fig. 1, top). A peripheral blood test was performed showing no re-
markable findings, including white cell count within the normal range.
An abdominal MRI was performed, showing several foci of edematous
and trabecullated subcutaneous cellular tissue. A biopsy showed pan-
niculitis with acute mixed inflammatory reaction with fat tissue ne-
crosis (Fig. 1, bottom). Cultures were positive for Staphylococcus aureus.
On discharge, he was withdrawn from CSAI and his dopaminergic
treatment was adjusted. Interestingly, his external records were re-
markable for a previous admission in a different hospital, in which he
also was positive for Staph. aureus.

Amongst all the antiparkinsonian drugs in the market, apomorphine
has the largest history of use since it was first synthesized by Arppe in
1845. However, it had to overcome a long journey after the first at-
tempts made by Anderson in 1935 until its approval by FDA in 2004 for
Parkinson's disease (PD) [1] and the most recent TOLEDO trial, that
provides first-ever evidence from a double blind, placebo controlled
study of its safety and efficacy [2]. Skin side effects, mostly manifested
as skin nodules; with more severe forms being rare are the adverse
phenomena most frequently encountered in clinical practice.

Apomorphine is administered subcutaneously either by intermittent
injection or continuous infusion for PD patients whose motor fluctua-
tions remain under poor control despite optimal oral or transdermal
pharmacological treatment. In spite of its proven effectiveness in
moderately-advanced stages of PD, skin side effects can be troublesome
(and are much more frequent than other side effects such as hemolytic
anemia), often setting a drawback for many clinicians.

https://doi.org/10.1016/j.parkreldis.2019.06.011

Indurations on infusion sites, termed as skin nodules, develop with
time in the vast majority of the patients, with the prevalence reported
being as high as 92%, albeit more severe forms prompting dis-
continuation of treatment happen in only 3% of the patients.

In a large study involving several tertiary care centers in Spain, 4
patients out of a total of 166 (0.02%) who received CSAI therapy had to
be withdrawn from the drug. Given that, in that study, 87% of the
patients presented local adverse reactions of any severity and only an
extremely small number of them prompted discontinuation, the former
have been contemplated as well-tolerated, low-risk side effects [3]. In
the TOLEDO trial, only one patient was withdrawn due to skin side
effects. Skorvanek et al. proposed several non-pharmacological mea-
sures in their review of the relationship between skin and PD [4].

Causative mechanisms are yet to be clearly elucidated. It must be
taken in account that literature is scarce on pathologically proven
panniculitis. The 1989 report by Acland, K. M., et al. included 10 pa-
tients who underwent biopsy showing in half of the cases eosinophilic
infiltrates. However, neither raised Ig E levels nor other features clearly
pointing towards a hypersensibility —related pathogenia were found.
Although theoretically, opioid-related drugs can induce mast cell de-
granulation, there were no findings of increased number or de-
granulated mast cells at the time [5]. Other factors such as local cell
toxicity, vasoconstriction and worsening of pre-existing coagulation
have been hypothesized to play a role.

In our opinion, the rationale for performing a biopsy should merely
be ruling out alternative diagnosis or relevant complications, therefore
not being needed in the majority of cases. Irregular follow up and poor
hygiene often complicate the clinical picture, as it might have happened
to our patient.

Apomorphine is an effective treatment for advanced PD.
Dermatologic side effects, although generally mild, must be carefully
addressed in all patients, who should receive adequate information
about the risks of discontinuing follow-up and proper nursing cares.
Thorough monitoring of adverse effects is relevant for PD patients re-
ceiving invasive therapies, being this particularly true for patients un-
dergoing CSAIL Doctors and nurses must work closely with these pa-
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Fig. 1. Top: Multifocal masses are present at infusion sites on the patient's abdominal wall. Bottom: Hematoxilin-eosin staining showing the presence of lymphocites,
neutrophils and eosynophiles infiltraiting the subcutaneous cellular tissue. Small-size adypocites entangled with inflammatory cells represent ongoing fat tissue

necrosis.

tients in order to reduce the incidence and severity of skin adverse ef-
fects. Poor compliance to follow-ups poses, in our opinion, substantial
risk for severe complications, therefore, treatment discontinuation
might be required.
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