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Background

Leukocytoclastic vasculitis (LCV) is an uncommon cutaneous adverse event that may
occur in association with chemotherapy. Although capecitabine is widely prescribed for
colorectal cancer, LCV remains an exceptionally rare complication, with only a few cases
reported in the literature.

Case Report:

We present the case of a 67-year-old man with stage III colorectal adenocarcinoma who
underwent curative resection. His past medical history included hypertension and type 2
diabetes mellitus, rendering him unsuitable for oxaliplatin-based chemotherapy; he was
therefore initiated on adjuvant capecitabine monotherapy. After the third cycle, he
developed a purpuric rash predominantly affecting the lower extremities. Clinical
examination revealed multiple palpable purpura without systemic involvement.
Laboratory investigations—including complete blood count, autoimmune markers,
complement levels, cryoglobulins, and viral serologies—were unremarkable. Based on the
temporal relationship with treatment initiation and exclusion of alternative causes, a
diagnosis of capecitabine-induced LCV was established. Capecitabine was discontinued,
and corticosteroid therapy led to progressive resolution of the lesions.

Conclusion

Capecitabine-induced LCV is a rare but clinically significant adverse event. Oncologists
should maintain a high index of suspicion for this entity when evaluating new-onset
purpura in patients receiving chemotherapy. Prompt recognition and discontinuation of
the causative drug are crucial to prevent unnecessary investigations and ensure
appropriate management.

INTRODUCTION Although fluoropyrimidine-induced vasculitis is exceed-
ingly rare, isolated cases have been reported with both 5-FU
Capecitabine, an oral prodrug of 5-fluorouracil (5-FU), is and capecitabine.2* Recent reviews have highlighted
widely used in the treatment of colorectal and breast can- chemotherapy-induced vasculitis as an emerging but un-
cers, both in the adjuvant and metastatic settings.! Al- derrecognized adverse event, stressing the importance of
though generally well tolerated, capecitabine is associated early recognition to avoid unnecessary investigations or de-
with common toxicities such as hand—foot syndrome, di- 1ays in treatment.®?
arrhea, and myelosuppression. Rarely, cutaneous adverse Here, we report a rare case of capecitabine-induced

events such as vasculitis may occur and pose significant di- leukocytoclastic vasculitis in a patient with colorectal can-
cer, underscoring the importance of prompt diagnosis and

drug withdrawal to ensure optimal patient management.

agnostic and therapeutic challenges.24

Leukocytoclastic vasculitis (LCV) is an immune com-
plex-mediated small vessel vasculitis characterized by neu-
trophilic infiltration, fibrinoid necrosis, and leukocytocla- CASE REPORT
sia.> Clinically, it manifests as palpable purpura, typically
on the lower extremities, and may be associated with infec- A 67-year-old man with a history of hypertension and type
tions, systemic autoimmune diseases, malignancy itself, or 2 diabetes mellitus was followed at the Department of Med-
drug exposure.5’ ical Oncology, Emile Durkheim Hospital, Epinal, France, for

stage III colorectal adenocarcinoma. He underwent curative
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Figure 1. Multiple palpable purpuric lesions
distributed symmetrically on the lower extremities
without ulceration or necrosis.

surgical resection and was subsequently started on adju-
vant capecitabine monotherapy, as his comorbidities ren-
dered him unfit for oxaliplatin-based chemotherapy.

After the third cycle of capecitabine, he developed a pur-
puric rash predominantly affecting both lower extremities.
Clinical examination revealed multiple palpable purpuric
lesions symmetrically distributed on the legs and ankles,
without ulceration, necrosis, or mucosal involvement. No
systemic manifestations such as fever, arthralgia, abdomi-
nal pain, or renal symptoms were observed (Figure 1).

A closer view of the ankles showed erythematous and
purpuric lesions consistent with leukocytoclastic vasculitis
(Figure 2).

Laboratory investigations were performed to exclude al-
ternative etiologies. Complete blood count was normal,
with no thrombocytopenia or leukocytosis. Serum elec-
trophoresis and immunoglobulin levels were within refer-
ence ranges. Autoimmune markers, including antinuclear
antibodies (ANA), anti-dsDNA, anticardiolipin antibodies,
and antineutrophil cytoplasmic antibodies (ANCA), were
negative. Complement levels (C3, C4, CH50) were normal,
and tests for cryoglobulins and circulating anticoagulants
were unremarkable. Viral serologies, including hepatitis B,
hepatitis C, cytomegalovirus, and parvovirus B19, were all
negative.

The patient was not receiving any concomitant medica-
tions other than his usual antihypertensive and antidiabetic
treatments at the time of capecitabine therapy, and had no
additional relevant past medical history.

A skin biopsy was not performed due to the rapid im-
provement of lesions following discontinuation of
capecitabine and initiation of corticosteroid therapy. The

Figure 2. Close-up view of the ankles showing
erythematous and purpuric lesions consistent with
leukocytoclastic vasculitis.

diagnosis was therefore established on clinical grounds,
supported by the exclusion of alternative etiologies.

Capecitabine was discontinued, and the patient was
managed with supportive care and oral corticosteroids.
Over the following weeks, the cutaneous lesions progres-
sively resolved, with no recurrence during subsequent fol-
low-up.

DISCUSSION

Drug-induced leukocytoclastic vasculitis (LCV) is a rare but
important differential diagnosis in oncology patients pre-
senting with new-onset purpura. Classically, LCV presents
with palpable purpura on the lower extremities, as in our
patient, but it may mimic other etiologies such as thrombo-
cytopenia, infectious vasculitis, disseminated intravascular
coagulation, or paraneoplastic syndromes.5~7

The gold standard for diagnosing LCV is a skin biopsy
of a recent lesion, ideally within 24-48 hours of appear-
ance, which typically demonstrates neutrophilic infiltra-
tion, fibrinoid necrosis, and leukocytoclasia.>10:11 Direct
immunofluorescence (DIF) may further help to identify im-
mune complex deposits and guide toward specific etiolo-
gies.11 In our case, a skin biopsy was not performed due
to the rapid improvement of lesions following discontinu-
ation of capecitabine and initiation of corticosteroid ther-
apy. The diagnosis was therefore established on clinical
grounds, supported by the exclusion of alternative etiolo-
gies. Importantly, the patient had no additional relevant
past medical history and was not receiving any concomitant
medications other than his usual antihypertensive and an-
tidiabetic treatments, further reducing the likelihood of al-
ternative drug-induced or systemic causes. While the ab-
sence of histopathological confirmation represents a
limitation, the typical clinical presentation, absence of sys-
temic involvement, negative laboratory work-up, and the
temporal relationship with capecitabine initiation strongly
supported the diagnosis.
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Several recent reports have described capecitabine-in-
duced LCV with variable presentations. Jallouli et al. re-
ported one of the earliest cases in gastrointestinal oncol-
ogy,2 followed by Ribeiro et al.# and more recent
observations.3 In a 2021 case, Dogan et al. confirmed the
diagnosis histologically.3 More recently, Arici et al. (2024)
described a case of capecitabine-induced LCV successfully
managed with corticosteroids, in which the diagnosis was
pathologically confirmed.!2 These cases emphasize the im-
portance of considering drug-induced vasculitis when eval-
uating new purpuric lesions in patients on chemotherapy.

Management of capecitabine-induced vasculitis relies
primarily on drug withdrawal. Supportive care alone is suf-
ficient in mild cases, while corticosteroids may be used in
severe or extensive presentations.3*12 Rechallenge is gen-
erally avoided due to the risk of recurrence, though occa-
sional reports describe cautious reintroduction under close
monitoring.3

Recent systematic reviews have emphasized that
chemotherapy- and targeted therapy-related vasculitis, al-
though rare, may be underreported in oncology.8 Further-
more, updated analyses highlight the importance of mul-
tidisciplinary evaluation in suspected cases, as early
recognition avoids unnecessary biopsies, extensive investi-
gations, or inappropriate treatment interruptions.13

Our case illustrates the limitations of routine diagnostic
work-up and emphasizes the importance of considering
drug-induced vasculitis early in the evaluation of purpura
in cancer patients. Oncologists should remain vigilant for
this rare toxicity to ensure accurate diagnosis and timely
management.

CONCLUSION

Drug-induced leukocytoclastic vasculitis is a rare but im-
portant differential diagnosis in oncology patients present-
ing with new-onset purpura. Classically, LCV presents with
palpable purpura on the lower extremities, as in our pa-
tient, but it may mimic other etiologies such as thrombo-
cytopenia, infectious vasculitis, disseminated intravascular
coagulation, or paraneoplastic syndromes.57

In our case, the absence of systemic involvement, nor-
mal platelet count, negative infectious and immunological
work-up, and the temporal relationship with capecitabine
strongly supported a drug-induced mechanism. Resolution
of the lesions after discontinuation of capecitabine further
confirmed the diagnosis, consistent with previously re-
ported cases.24

Management of capecitabine-induced vasculitis relies
primarily on drug withdrawal. Supportive care alone is suf-
ficient in mild cases, while corticosteroids may be used in
severe or extensive presentations. Rechallenge is generally
avoided due to the risk of recurrence, though occasional re-
ports describe cautious reintroduction under close moni-
toring.2-3

Recent systematic reviews have emphasized that
chemotherapy- and targeted therapy-related vasculitis, al-
though rare, may be underreported in oncology.8 Further-
more, updated analyses highlight the importance of mul-
tidisciplinary evaluation in suspected cases, as early
recognition avoids unnecessary biopsies, extensive investi-
gations, or inappropriate treatment interruptions.?

Our case illustrates the limitations of routine diagnostic
work-up and emphasizes the importance of considering
drug-induced vasculitis early in the evaluation of purpura
in cancer patients. Oncologists should remain vigilant for
this rare toxicity to ensure accurate diagnosis and timely
management.
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