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Anal Cancer in Systemic Lupus Erythematosus
Patients is a Neglected Condition

Cancer anal em pacientes com ldpus eritematoso
sistémico é uma condicao negligenciada
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Resumo

Patients with systemic lupus erythematosus have a higher incidence of neoplasms
associated with human papillomavirus infections, such as those that affect the vulva,
the vagina, and the cervix; however, little is known about the frequency of anal cancer
among these patients. Although there are recommendations for screening for this
cancer inimmunosuppressed individuals, it is possible that this procedure is not strictly
followed. We describe the case of a 47-year-old woman with systemic lupus eryth-
ematosus who was treated with immunosuppressants and developed advanced anal
squamous cell carcinoma after adequate treatment and healing of a high-grade cervical
squamous intraepithelial lesion. Five years after the completion of the anal cancer
treatment, the patient presented with cystic hepatic lesions that were histopathologi-
cally confirmed to be metastatic squamous cell carcinoma. This report aimed to
highlight the need for anal cancer screening in patients with lupus, particularly if there
was a history of cervical cytopathological alterations.

Pacientes com ltipus eritematoso sistémico apresentam maior incidéncia de neoplasias
associadas a infeccées por HPV, como aquelas que acometem a vulva, a vagina e o colo
do Gtero, mas pouco se sabe sobre a frequéncia de cancer anal entre essas pacientes.
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Embora existam recomendacOes para o rastreamento desse cancer em individuos

Palavras-chave
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= infeccdo por
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Introduction

There is a higher incidence of malignancies among patients
with systemic lupus erythematosus (SLE) than among the
general population, with hematological malignancies, such
as non-Hodgkin’s lymphoma, being the most frequent.! In
addition, the prevalence of human papillomavirus (HPV)
cervical infection in patients with SLE is trippledz; thus,
there is an increased risk of HPV-associated neoplasia, such
as vulvar, vaginal, and cervical cancer.? Cervical high-grade
squamous intraepithelial lesions (HSIL) have been described
nine times more frequently in women with SLE than in those
without SLE* particularly in low-income countries. Not-
withstanding these concepts, there is insufficient data on
the frequency of anal cancer among these patients, despite
sharing pathophysiologic mechanisms similar to those of
cervical origin.

Presentation of the Clinical Case

A 30-year-old white woman who presented with malar rash,
polyarthritis, serositis, pleural effusion, hemolytic anemia,
nephrotic syndrome, and positive antinuclear antibody
(1:1280, nuclear homogeneous) was diagnosed with SLE.
She also presented antiphospholipid syndrome character-
ized by fetal loss at the 24™ week of pregnancy, mesenteric
thrombosis, positive lupus anticoagulant, and anticardioli-
pin antibodies. During treatment, she received methylpred-
nisolone pulse therapy followed by oral prednisone and
several immunosuppressive drugs, including intravenous
cyclophosphamide (cumulative dose [CD] 13.8 g), azathio-
prine (CD 5,210 g), and mycophenolate mofetil (CD 360 g), in
addition to hydroxychloroquine. Ten years after the diagno-
sis of SLE, a routine gynecological examination revealed
cervical HSIL. Total deoxyribonucleic acid (DNA) extracted
from cervical cells was used for HPV detection using poly-
merase chain reaction (PCR)-based assays with 2 primer sets
(MY09/11 and GPO5 +/06 + 2), which identified two differ-
ent HPV types (62 and 83). In 2009, the patient was treated
with curative cervical conization and subsequent cytopatho-
logical examination results remained negative until 2021. In
2014, at 47 years old, the patient presented with anal pain,
bleeding, and changes in bowel habits. Proctological exami-
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imunossuprimidos, é possivel que esse procedimento ndo esteja sendo rigorosamente
seguido. Descrevemos uma mulher de 47 anos com lapus eritematoso sistémico,
tratada com imunossupressores, que desenvolveu um carcinoma escamocelular anal
avancado apds tratamento adequado e cicatrizacdo de lesdo intraepitelial escamosa
cervical de alto grau. Cinco anos apés o término do tratamento do cancer anal, a
paciente apresentou lesoes cisticas hepaticas cujo resultado citopatolégico confirmou
ser carcinoma escamocelular metastdtico. O presente relato teve como objetivo
chamar atencdo para a necessidade do rastreamento do cancer anal em pacientes
com ltpus, principalmente se houver histdria prévia de alteracdes citopatoldgicas

nation revealed a small lump around the anus. Histopatho-
logical analysis confirmed the diagnosis of advanced-stage
anal squamous cell carcinoma (ASCC) (=Fig. 1) based on
magnetic resonance staging (I1IB-T2N3MO). Anal cancer was
treated with chemotherapy and radiation with a complete
local response, with no indication for surgery. One year later,
the patient developed liver metastasis, requiring additional
treatment with capecitabine, and she presented with a
complete response to treatment. In 2022, five years after
the last chemotherapy, despite having no further anal and/or
cervical lesions and her control colonoscopies being normal
except for actinic retitis, she was admitted because of poor
general condition, fever, and abdominal pain. Abdominal
computed tomography (CT) and magnetic resonance imag-
ing (MRI) confirmed the presence of liver lesions with cystic
features. Cytopathological and immunohistochemical stud-
ies performed after percutaneous puncture of these lesions
confirmed the diagnosis of metastatic squamous cell
carcinoma.

The present case report was approved by the Ethics and
Research Committee of the Pedro Ernesto University
Hospital/Universidade do Estado do Rio de Janeiro. An in-
formed consent form was signed by the patient and is under
our responsibility in case it is requested.

Discussion

In the present case report, we present the case of a patient
with SLE who developed HSIL in the cervix and subsequently
ASCC, despite adequate treatment with cervical conization.
Notably, anal cancer was diagnosed at an advanced stage
despite cervical Papanicolaou tests within this interval not
showing any new significant cervical lesions.

Anal cancer is rare in the general population and accounts
for ~ 0.5% of all neoplasms. It is mainly squamous cell
carcinoma (85% of all cases) and has a mortality rate of ~
32% over 5 years.>® A striking feature of this specific cancer is
its association with HPV infection, particularly high-risk HPV
types, wherein DNA is found in 88.3 to 90% of cases, and is
considered a necessary etiologic factor.”-® Other risk factors
for ASCC include cervical premalignant and malignant
lesions, anal intercourse, a high number of sexual partners,
genital warts, cigarette smoking, human immunodeficiency
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Fig. 1

Island of atypical basoloid cells infiltrating connective tissue
consistent with squamous cell carcinoma.

virus (HIV) infection, and men who have sex with men
independently of HIV infection.>'®

Although high-risk HPV types 16 and 18 are the most
commonly associated with cervical cancer and ASCC, low-
risk HPV has also been described.” Curiously, in the present
case, HPV types 62 and 83, which belong to the Alphapapil-
lomavirus genus, were classified as low-risk."" In a study that
analyzed cervical samples in Mexico, DNA derived from HPV
type 62 was found in 4.6% of cervical cancer samples, and
among these cases, 90.5% were coinfected with other types,
frequently including HPV type 83.'2 In the present case, it
was not possible to perform a molecular study of HPV in the
ASCC sample; however, the high agreement between cervical
and anal HPV types, as reported in previous studies, suggests
that the HPV types found in the cervix of the patient are
probably the same in the anal canal.’® There is a higher
frequency of ASCC among patients with previous vulvar,
vaginal, and cervical cancer; however, little is known about
the relationship between cervical lesions and anal cancer in
patients with lupus, despite a recently published meta-
analysis that described an anal cancer incidence rate of
10/100,000 person—years.9 Immunosuppressants are the
standard of care for lupus nephritis and other complications
of the disease. The continuous use of these agents, as
reported in the present case, may be one of the most
important risk factors associated with the higher frequency
of ASCC observed in patients who underwent solid organ
transplantation.' The use of immunosuppressants may
further enhance immune disturbances and the risk of virus
persistence, since patients with SLE treated with these
agents have an even higher risk of presenting with HPV
infection and/or HPV-related cervical lesions.?

Screening for anal intraepithelial lesions and anal cancer
is imperative in HIV-positive populations. However, little is
known about the cost-benefit balance of implementing this
guideline in other high-risk populations, such as patients
with autoimmune diseases or chronic immunosuppressant
use. Given that the patients with lupus and severe clinical
manifestations, including nephritis, may be maintained un-
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der therapeutic immunosuppression for long periods, they
may be considered a high-risk population for ASCC. It is
important to emphasize that women with SLE have a 7 times
greater risk of having some type of dysplasia and an 11 times
greater risk of having premalignant cervical lesions than
women without SLE."

The primary prevention of anal cancer is vaccination,
which covers the most common types of high- and low-
risk HPV involved in oncogenesis.'® However, patients with
SLE may present with other types of high-risk HPV that are
not covered by the currently available vaccines.? Secondary
prevention of anal cancer is based on the model used for
cervical cancer screening, in which anal cytology is per-
formed. When abnormalities are detected, the patient is
referred for anal colposcopy, known as high-resolution ano-
scopy, which allows for biopsy and treatment of anal canal
premalignant lesions.!” The vaccine alone would not have
protected the patient, since the HPV type detected in the
cervix was different from that commonly covered by the
vaccine. However, knowledge about cancer prevention
through anal cytology, particularly in immunosuppressed
patients and in those with a history of premalignant cervical
lesions, could have prevented the evolution of anal dysplasia
into advanced cancer in this patient.

In summary, the present case report aims to draw atten-
tion to the fact that patients with SLE, particularly those
receiving immunosuppressive drugs, should be referred not
only for cervical Papanicolaou smears but also for anal
cytology analyses to promptly identify and treat malignant
and premalignant lesions and prevent progression to inva-
sive cancer.
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