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Psoriatic Arthritis Treated With Etanercept
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Abstract

The connection between malignancy risk and tumor necrosis factor 
alpha (TNFa) inhibitors is still a working field. Generally, less atten-
tion has been paid to their association with solid tumors compared 
to the mostly accepted risk for lymphoma. Etanercept is somewhat 
underrepresented compared to other drugs in the class and entities 
other than rheumatoid arthritis (RA) have not been widely included in 
large cohort studies exploring malignancy correlations. Nonetheless, 
lymphoma association to etanercept has been found in some series 
and many solid malignancies cases in the context of etanercept use for 
conditions other than RA have been described as single reports. We 
present the first described case of rectal carcinoid tumor developing 
after treatment with etanercept in a patient with psoriatic arthritis and 
explore the literature for evidence about the association between solid 
tumors and etanercept use in autoimmune diseases.

Keywords: Etanercept; Carcinoid; Psoriatic arthritis

Introduction

Tumor necrosis factor alpha (TNFa) inhibitors have become an im-
portant treatment option for several inflammatory conditions and 
are considered a milestone in the therapy of rheumatic diseases. 
However, blocking this inflammatory cytokine, involved in the de-
velopment of synovitis and joint destruction, also interferes with its 
role in lysing tumors and regulating the apoptotic cell cycle, there-

fore causing a theoretical risk for malignancy. Most empirical evi-
dence on this regard comes from post-marketing experience and 
clinical practice [1]. Its study is a challenge since concomitantly 
used medications may also confer similar risks and there is an in-
herent malignancy association in several autoimmune diseases  [2].

It is widely accepted that TNFa inhibitors confer an in-
creased risk for malignancy, especially for lymphoma, based 
on several trials and meta-analyses [3]. This relationship has 
mainly been studied in rheumatoid arthritis (RA), initially 
from reports to the US Food and Drug Administration (FDA) 
[4] and later by series of increased rates of lymphomas after 
starting all types of TNFa inhibitors for RA [5] as well as spe-
cific etanercept series [6]. There are, however, smaller series in 
RA that found no difference in lymphoma rates with or without 
TNFa inhibitor treatment [7], suggesting that RA itself, and not 
the treatment used, might account for the observed association.

Although initially extrapolated from the RA studies, lym-
phoma concerns have been specifically addressed in psoriatic 
arthritis (PsA) as well. While studies comparing malignancy 
incidences between PsA and RA from large cohorts in the 
United States suggest similar increased malignancy subtypes 
rates [8], a study in Sweden showed that, in contrast to RA, the 
risk of lymphoma in PsA was not higher than that of a control 
population, nor did TNFa inhibitors affect this risk [9].

More recent trials explored TNFa inhibitors’ association 
with solid malignancies. A meta-analysis including over 5,000 
patients and placebo-controlled trials of RA treated with inf-
liximab or adalimumab concluded that malignancies, including 
solid tumors, were not only significantly more common with 
TNFa inhibitor treatment, but also showed a dose-dependent in-
creased risk of malignancy for these agents [10]. Data in PsA, 
however, are conflicted, with some reviews showing no solid 
malignancy association with the use of TNFa inhibitors [11, 12].

TNFa inhibitors have been mostly studied as a group and 
etanercept has been underrepresented. When individually ana-
lyzed, two etanercept series have shown significant correlation 
with solid malignancies when used for Wegener’s disease [13] 
and with non-melanoma skin cancers in psoriasis [14] while one 
study found no increase in overall malignancies in psoriasis [15].

Case Report

A 45-year-old Hispanic female with a history of psoriasis since 
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childhood first developed bilateral symmetrical polyarticular 
arthralgias at age 33. On initial presentation, she had bilateral 
humeroradial, radiocarpal, metacarpophalangeal, proximal 
and distal interphalangeal joint pain associated for morning 
stiffness. Her symptoms worsen progressively over the course 
of a year and she was subsequently diagnosed with psoriatic 
arthropathy after serological studies for rheumatoid factor 
(RF), anti-cyclic citrullinated peptide antibodies (anti-CCP 
Ab), anti-Smith antibody (anti-Sm), anti-Sjogren’s syndrome-
related antigen A (anti-SS-A), Sjogren syndrome antigen B 
(SS-B), U1 ribonucleoprotein antibodies (anti-RNP), and anti-
nuclear antibodies (ANA) tested negative.

After treatment with varying doses of methotrexate for 
approximately 2 years with poor response, addition of a bio-
logical agent was considered and etanercept was started, with 
subsequent significant symptomatic improvement and main-
tenance of stable disease for long time. Several years into the 
treatment, an intractable upper respiratory tract infection man-
dated holding of the biologic agent which resulted in signifi-
cant recrudescence of arthritis and psoriasis manifesting with 
pain and new scalp lesions. A re-challenge with etanercept 
showed excellent symptomatic control and maintenance treat-
ment was permanently resumed.

Few months after restarting etanercept treatment, she de-
veloped intermittent but persistent diarrhea and her laboratory 
work showed new onset and mild anemia. These findings were 
attributed to side effects from methotrexate and the patient re-
mained under careful monitoring; however, she subsequently 
developed occasional palpitations, hot flashes, profuse sweat-
ing episodes and worsening of baseline anemia. Workup for 
these new symptoms included colonoscopy study which found 
a rectal polyp for which pathology was consistent with a neu-
roendocrine tumor.

Aware of the theoretic malignancy potential of etanercept, 
the drug was promptly discontinued and the patient was re-
ferred for sigmoidoscopic surgical resection. Pathology showed 
a 1.1 cm low-grade well-differentiated rectal carcinoid tumor 
restricted to the lamina propia and submucosa, with minimal 
identified mitoses, a proliferation rate (Ki-67) of less than 1% 
and uninvolved circumferential margins. Immunohistochemi-
cal stains confirmed the histological diagnosis as tumor cells 
were positive for synaptophysin, chromogranin and CD56. 
After surgical resection the patient underwent medical oncol-
ogy evaluation which included normal serum chromogranin A 
and urine 5-hydroxyindoleacetic acid (5-HIAA) levels as well 
as unremarkable contrasted computerized tomography scan 
of the chest, abdomen and pelvis and octreotide scintigraphy 
scan. After complete evaluation revealed no evidence of re-
sidual or metastatic disease, the tumor board consensus was 
yearly endoscopic surveillance according to National Compre-
hensive Cancer Network (NCCN) guidelines.

Discussion

There is no question that TNFa inhibitors play a key role in 
the modern treatment of PsA [1] but it is important to consider 
their potential side effects as biological medications [8]. As 
such, development of solid malignancies may be a particu-

larly alarming potential side effect from TNFa inhibitors [10] 
but minimal data are available about this issue since studies 
have mostly concentrated on the relationship between TNFa 
inhibitor treated RA and lymphoma [4, 5]; furthermore, most 
of them study other drugs in the group and etanercept is un-
derrepresented [3, 5, 10]. Our case distinguishes from others 
as we report a solid tumor, not lymphoma, occurring in the 
setting of etanercept use for PsA, an entity much less explored 
than RA.

Despite a specific observational post-marketing study 
showed that rates of lymphomas, skin cancer and other malig-
nancies were not higher than expected with the use of etaner-
cept in psoriasis [14], it is worth pointing that it was a safety 
study and only explored cases requiring hospitalization and 
thus, could have certainly missed cases like ours.

We found several recently reported malignancy cases as-
sociated with etanercept in the literature. They include a pa-
tient who developed non-Hodgkin’s lymphoma (NHL) after 
etanercept treatment for ankylosing spondylitis [16], a pa-
tient with rapid onset development of a rare human papilloma 
virus-negative squamous cell carcinoma of the penis shortly 
after starting etanercept therapy for psoriasis [17], a patient 
who developed oropharyngeal carcinoma after combination of 
methotrexate and etanercept for RA [18] and a series of seven 
patients who developed one or more squamous cell carcinoma 
after starting etanercept treatment for RA [19]. Also, although 
infrequent, solid tumor cases have been specifically reported 
in PsA patients treated with etanercept such as a primary thy-
roid marginal zone B-cell lymphoma [20] and a rare variant of 
squamous cell carcinoma called carcinoma cuniculatum [21].

Carcinoid tumors as the one we report have been described 
in other rheumatologic conditions treated with TNFa inhibitors 
such as an endobronchial carcinoid tumor found in a patient 
with Crohn’s disease treated with adalimumab [22] and an 
atypical thymic carcinoid tumor was found in a patient treated 
with etanercept for unspecified refractory spondyloarthropathy 
[23]; however, they have also been reported in patients with 
autoimmune conditions not treated with TNFa inhibitors, spe-
cifically, a case of multicentric carcinoid tumor of the lung and 
rectum in a patient with PsA [24] and a pulmonary carcinoid 
tumor in a patient with RA [25].

To our knowledge, this is the first description of rectal 
carcinoid tumor in a patient treated with etanercept. This oc-
curred in a patient with PsA and the time from treatment to 
tumor development was years. The only other carcinoid tumor 
described in a patient under treatment with etanercept is an 
atypical thymic carcinoid that developed 9 months after treat-
ment initiation in a patient with unspecified spondyloarthropa-
thy [23]. To the authors of that case, the rarity of the tumor 
location pointed to association between the two events; this 
of course is insufficient to prove causation, but it is interest-
ing that the only other case of thymic malignancy in a patient 
receiving TNFa inhibitors occurred with etanercept [20].

Despite conflicting data, many clinicians would agree 
there is consensus about the risk of lymphoma [4-6, 10] but the 
potential of TNFa inhibitors to cause or facilitate the formation 
of solid malignant tumors still requires much study. As pre-
sented above, there have been several case reports of cutaneous 
solid malignancies developing after treatment with etanercept 
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and in some of them the short time spam between initiation of 
the drug and the development of the tumor was used as indirect 
prove of association [17, 18]; other cases, however, do not fol-
low this timeline pattern and long periods of time have been 
reported between initiation of etanercept and the development 
of the tumor, particularly in PsA [19]. Furthermore, the rapid 
onset may point to subclinical tumors already present at the 
time of initiating therapy that manifest clinically after the sup-
pressed immunity conferred by the agent [19].

Since there are contradictory data and some studies even 
show no statistically significant increase in malignancy risk 
with TNFa inhibitors, it is impossible at this point to differen-
tiate between causality and chance in our case. Nevertheless, 
although causality cannot not be proven from the collection of 
cases reported thus far, it is important to recognize that they 
inevitably generate the need to consider that TNFa inhibitors, 
like etanercept, by affecting the cytokine in all its functions, 
could potentially affect key regulatory steps in the apoptotic 
pathway in certain cell types leading to an increased risk of 
solid malignancies. Moreover, as it is the case for the response 
to the anti-inflammatory effect, the malignant potential could 
be determined by genetic factors and complex interactions 
between the biological drug and the host’s cellular pathways 
[21]. We believe our patient represents another case pointing to 
the need for larger cohorts and basic science studies on patients 
receiving TNFa inhibitors and their potential increased risk for 
developing solid malignancies.
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