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ABSTRACT

Paclitaxel is commonly used for the treatment of breast, ovarian, gastrointestinal, and carcinoma of the head and neck. Paclitaxel treatment is often
associated with hair loss, myalgia, acral erythema, scleroderma and Stevens-Johnson syndrome, peripheral neuropathy, nausea, vomiting, bone marrow
suppression, and rarely cardiac electroconductive pathway abnormalities. However, its association with cutaneous/systemic lupus erythematosus has

been sparsely described. In this case report, we are discussing a case of nab-paclitaxel-induced subacute cutaneous lupus erythematosus which has been

described only once in the published literature.
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INTRODUCTION

Paclitaxel is a commonly administered chemotherapeutic
agent, derived from the bark of the Pacific yew tree that
exerts its chemotherapeutic effect by preventing microtubule
breakdown causing cell death.! It is commonly used for the
treatment of breast, ovarian, gastrointestinal, and carcinoma
of the head and neck. Paclitaxel treatment is often associated
with hair loss, myalgia, acral erythema, scleroderma,
and Stevens-Johnson syndrome, peripheral neuropathy,
nausea, vomiting, bone marrow suppression, and rarely
cardiac electroconductive pathway abnormalities.”"” Drug-
induced subacute cutaneous lupus erythematosus (DI-
SCLE) secondary to paclitaxel is a very rare occurrence.
Cutaneous lupus erythematosus induced by paclitaxel was
first reported by the Adachi and Horikawa in two patients
with breast carcinoma.” To the best of our knowledge, only
six case reports have described the occurrence of DI-SCLE
secondary to either novel albumin-bound (nab) paclitaxel or
Cremophor EL containing paclitaxel and none from India.!*!
We are describing a case of DI-SCLE secondary to nab-
paclitaxel (Cremophor-free formulation) in a patient with
advanced pancreatic carcinoma and it is the second case
report linking nab-paclitaxel to subacute cutaneous lupus
erythematosus (SCLE), the first being reported in 2013 by
Lamond et al.

CASE REPORT

A 59-year-old woman presented with multiple, mildly pruritic
scaly papules to a few annular plaques on an erythematous
background over the “V” area of the neck and chest for
10-12 days. On closer inspection, erythematous macules
with minimal scaling were present bilaterally on the malar
eminences [Figure 1]. Mucosae were normal. There was
no history of arthralgia, myalgia, and fever or any other
constitutional symptoms suggesting the absence of systemic
involvement. She also denied itching, burning, or eruption
of cutaneous lesions on exposure to sunlight indicating the
absence of photosensitive events in the past. Her medical
records revealed a history of single nab-paclitaxel infusion for
metastatic pancreatic carcinoma 2 weeks back. She could not
recall the occurrence of similar-looking lesions in the past.
She also reported the absence of any such skin illness in the
family. Due to the close association between the intake of a
new drug (nab-paclitaxel) and the acute onset of the cutaneous
symptoms and their typical morphology, she was thoroughly
evaluated for the possibility of the DI-SCLE. Routine
investigations were normal except for hypocytic hypochromic
anemia and raised ESR (37 mm/h). Histopathological
examination suggested the findings of SCLE [Figure 2]. The
serum antibody profile revealed high anti-Ro/SSA titers.
However, ANA and anti-histone antibodies were not detected.
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Figure 1: Multiple

scaly
annular papules to few plaques
over the “V” area of the neck
and chest and malar erythema

with minimal scaling and
sparing of nasolabial folds.

Figure 2: examination

showing
epidermal atrophy, basal cell degeneration, and vacuolar
interface dermatitis with mild lymphocytic infiltration of
the upper dermis in a perivascular pattern.

The case was discussed with the treating oncology team, and
nab-paclitaxel was replaced with cisplatin. Oral antihistamine
was given and she was advised to apply an emollient cream
twice a day. She was re-examined after 2 weeks and showed
marked improvement in terms of decreased pruritus, scaling,
and erythema [Figure 3]. She was given her first “gemcitabine-
cisplatin” infusion after the 2 weeks of nab-paclitaxel infusion
which was continued onward. There was no aggravation of
existing lesions or onset of new lesions with the gemcitabine-
cisplatin regimen. Our differentials included drug-induced
photosensitive dermatitis, de novo development of SCLE, and
lichenoid drug rash. Based on the characteristic morphology of

Figure 3: Clinically improving
lesions of drug-induced subacute
cutaneous lupus erythematosus
after 4 weeks from the last dose
of nab-paclitaxel.

the lesions over photo-exposed sites, and the close association
with a drug infusion, resolution on withdrawal of the drug,
and positive anti-Ro/SSA antibodies, the final diagnosis of DI-
SCLE secondary to Nab-paclitaxel was agreed upon.

DISCUSSION

DI-SCLE is a photosensitive subtype of cutaneous lupus
erythematosus which shares cutaneous features with its
idiopathic counterpart, but systemic involvement is rarely seen.
It presents with symmetric, non-scarring, erythematous annular,
or papulosquamous eruptions in sun-exposed areas such as
face, “V” area of the neck, arms, upper back, and shoulders.
The lesions heal without scarring, although, vitiligo-like
hypopigmentation may be left behind." ¢! DI-SCLE is known to
develop secondary to more than 80 drugs including terbinafine,
tumor necrosis factor-ot inhibitors, anti-epileptics, anti-
hypertensives, and proton-pump inhibitors™ and constitutes a
major proportions of the cases of SCLE (38%).”

Both nab-paclitaxel and Cremophor EL containing paclitaxel
have been reported to cause DI-SCLE. Cremophor EL
(vehicle agent in paclitaxel formulations) is utilized to
enhance the solubility of the drug and is composed of
polyoxyethylated castor oil in 50% ethanol and has also been
implicated in the causation of DI-SCLE.!"?) Gemcitabine has
also been reported to be the causative factor of DI-SCLE in a
few previous case reports.””!

Pathogenesis of DI-SCLE remains elusive. However, taxanes
such as paclitaxel have been postulated to favor apoptosis
leading to a release of nucleosomes which, in turn, can trigger
a local autoimmune response leading to the development
of SCLE. In addition to this, increased ultraviolet light-
induced apoptosis is also associated with local inflammation
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and increased lesional cytokine release. Both of these have
been speculated to contribute to the development of typical
cutaneous lesions of DI-SCLE.”) As compared to other drugs,
taxanes (paclitaxel and docetaxel) show rapid disease onset
which has been highlighted in the previous case reports.!*!
The immunological profile of DI-SCLE may include the
presence of anti-Ro/SSA and/or anti-La/SSB, together with
ANA and anti-histone antibodies. However, anti-Ro/SS-A
is almost equally prevalent in both DI-SCLE (80%) and
idiopathic SCLE (90%)."! Anti-histone antibodies are positive
in one-third of the cases. The histopathologic findings of
DI-SCLE do not differ from idiopathic SCLE, and tissue
eosinophilia is not an indicator of drug-induced SCLE.!"”

In cases of drug-induced adverse reactions with combination
regimen, it is difficult to point toward any one particular
drug as the definitive precipitating factor. However,
in our case, erythema and pruritus developed within
48 hours of the first infusion of the nab-paclitaxel. Later
on, characteristic lesions of DI-SCLE appeared gradually
over 8-10 days. Dermatological findings were discussed
with the oncology team treating her and nab-paclitaxel was
replaced with cisplatin. Symptoms started to resolve in the
form of decreased scaling, erythema, and pruritus after the
onset and initial progression during the first 2 weeks. The
morphological transition of the lesions of DI-SCLE after
the nab-paclitaxel therapy is depicted in [Figure 1] (at the
12™ day) and [Figure 3] (at the 27" day). Gemcitabine has
also been implicated in the DI-SCLE,"! but, in our patient,
cutaneous lesions of DI-SCLE were already present at the
time of gemcitabine infusion (started at the end of 2" week)
and did not progress with its subsequent infusions.

Based on the typical clinical features and their close association
with drug infusion, disappearance of the lesions during the
drug-free period, positive antibody profile, previously published
literature,"*! and a score of six on Naranjo drug probability
scale, nab-paclitaxel was considered as the most probable cause
of DI-SCLE in this patient. Given the expected resolution
of skin lesions after drug withdrawal, discontinuation of the
implicated medication is the cornerstone of drug-induced
SCLE management. However, various therapies applied for
idiopathic SCLE may also be used, including photoprotection,
topical corticosteroids, and systemic antimalarials.”!

CONCLUSION

This case is interesting as it is the second case linking the
solvent (Cremophor EL) free paclitaxel to SCLE indicating
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that the parent drug molecule is potentially responsible for
the drug reaction.
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