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Abstract

Patients with rheumatoid arthritis (RA) are traditionally treated with disease modifying anti-rheumatic drugs
(DMARDs). DMARDs have evolved throughout the years with an accelerated rate. Better understanding of
molecular biology has made it possible to develop newer drugs with newer mechanisms of action. One of these
drugs is abatacept, inhibiting the CD80 and CD86 on the antigen presenting cell from binding to the CD28 of the T
cell. For some, this drug works amazingly. There are however side effects to these drugs, including increased risk
for opportunistic infections and malignancies. The case we present in this paper is a gentleman with RA who was
treated effectively with abatacept who then developed stage-IV Kaposi’'s sarcoma.
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Introduction

Rheumatoid Arthritis (RA) is a chronic systemic autoimmune
disease which primarily causes a symmetric erosive arthritis of the
peripheral joints but can also have debilitating systemic effects as well.
Treatment of RA in years past has included very high dose aspirin and
gold salts which are now very foreign to the newer generation of
rheumatologist who are more apt to prescribe methotrexate and tumor
necrosis factor inhibiting drugs. Using newer agents to treat RA is
exciting, but clinicians must be cognizant of the fact that these drugs
all carry risks.

Kaposi’s sarcoma (KS) is an angioproliferative disorder that is
caused by infection of human herpes virus 8 (HHV-8) also known as
Kaposi’s sarcoma-associated herpes virus [1]. While this is true,
HHYV-8 alone does not cause KS. There are now recognized cofactors
that play a vital role in the development of KS after infection with
HHV-8 [2]. Traditionally Kaposi’s sarcoma is thought to be caused by
immunosuppression of an individual with HIV and a co-infection
with HHV-8. This is not entirely true. There are, in fact four subtypes
of Kaposi’s sarcoma. HIV-induced immunosuppression is only one of
these four subtypes. The four subtypes are classic, endemic, AIDS-
associated, and iatrogenic [3]. We will focus on the iatrogenic subtype
in this paper.

Abatacept is a soluble fusion protein that binds to the CD80 and
CD86 on the antigen presenting cell, blocking its interaction with
CD28 on the T cell [4]. This action inhibits T cell proliferation and B
cell immunological responses [4,5]. Abatacept consist of a cytotoxic T-
lymphocyte antigen 4 (CTLA-4) linked to a modified Fc portion of
human IgG1 [6]. Abatacept is used for the treatment of moderate to
severe rheumatoid arthritis in adults and moderate to severe juvenile
idiopathic arthritis in pediatrics 6 years of age and older [7]. Abatacept
can be used by itself and in combination with other disease modifying
anti-rheumatic drugs (DMARDs) other than tumor necrosis factor
inhibiting agents [7]. The package insert for abatacept warns that in

those treated with abatacept there are increased risks for certain
malignancies such as lung cancer and lymphoma [7].

When considering a treatment for any condition it is of great
concern to the physician and patient when the treatment itself is cause
for illness. The same holds true for treatment of rheumatoid arthritis
(RA). There was a recent publication sponsored and funded by Bristol-
Myers Squibb on the 7-year safety and efficacy of abatacept and
methotrexate for the treatment of rheumatoid arthritis [8]. The study
showed that of 219 patients treated with abatacept and methotrexate,
there was an incidence ratio (IR) of 1.78 events per 100 patient-years
of developing non-melanoma skin cancers, solid organ malignancies,
or hematologic malignancies [8]. Other studies have shown that the IR
of developing malignancy while on abatacept is equivalent to
developing malignancies while on non-biologic DMARDS [9].
Therefore, abatacept in general has been considered relatively safe
when treating RA.

According to Bristol-Myers Squibb, abatacept has been approved
for use in rheumatoid arthritis (RA) since 2005 [7]. A search for any
publications about Kaposi’s sarcoma caused by abatacept was
completed. There have never been any case reports of Kaposi’s
sarcoma caused by abatacept. This paper presents the case of an RA
patient, treated with abatacept who later went on to develop stage-IV
Kaposi’s sarcoma.

Case

Our patient was a 57 year old white male who had recently moved
from Arkansas to Florida during the spring of 2010. He was originally
from Houston, Texas where he was a pharmacist of 30 years duration.
He was diagnosed with seropositive erosive rheumatoid arthritis (RA)
which was cause for early retirement. He was a notable smoker with a
35 pack-year history and rarely used alcohol. He denied prior IV drug
abuse. He originally presented to our rheumatology clinic March 2279,
2010. Prior treatments for his RA included methotrexate 25 mg PO
weekly, prednisone 5 mg PO daily, folic acid, meloxicam 15 mg daily
and hydrocodone as needed for pain. Initial labs in our office showed
CCP to be >250, rheumatoid factor of 44, ESR of 16, and CRP of less
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than 8.6. X-Rays of the hands showed mild erosive changes in the
MCP joints. MRI findings also showed synovitis with severe erosive
changes in the distal radius and lunate with small erosive changes of
the MCP joints. Patient was started on infliximab June 7th 2010.
Infliximab was continued and dosages were increased however patient
was an inadequate responder. On February 3", 2011 it was decided to
stop infliximab and start abatacept due to lack of efficacy. He
continued to take methotrexate 15 mg weekly, folic acid and
hydrocodone as needed for pain. He continued with this course of
treatment for about three years with very good clinical response. May
of 2014 the patient, now a 61 year old male, began to notice multiple
telangiectatic lesions on his face and shoulder area. He was referred to
a dermatologist. A shave biopsy was done of the right neck lesions.
Pathology revealed Kaposi’s sarcoma with HHV-8 and CD31
positivity. Because he was also having progressive dysphagia to liquids
over the prior 6 months he was also seen by gastroenterology to
evaluate the patient for possible gastrointestinal Kaposi’s sarcoma.
Biopsies were taken during an EGD which revealed gastric
involvement of the Kaposi’s sarcoma. CT scan of the chest, abdomen,
and pelvis revealed innumerable periaortic, aortocaval and pericaval
lymph nodes. Patient was seen by two separate oncology groups and
was diagnosed with Stage-IV, HHV-8 positive Kaposi’s sarcoma.
Abatacept and methotrexate were both discontinued when he was
diagnosed with Kaposi’s sarcoma. HIV testing was done and was
negative. Late June of 2014 it was decided to start pegylated liposomal
doxorubicin 20 mg/m? given every three weeks. Without complication
the patient had a total of four cycles of chemotherapy. At that point,
exam showed that skin lesions and retroperitoneal adenopathy had
improved considerably. He underwent repeat EGD with biopsy which
showed resolution of the gastric Kaposi’s sarcoma. From a
rheumatology perspective abatacept and methotrexate were never
restarted. Patient did continue to take prednisone 10 mg PO daily.
During this period his HAQ and DAS-28 (CRP) scores indicated his
RA in general was flaring with increased frequency. Sulfasalazine was
started on August 5%, 2014. One month later prednisone was tapered
slowly as the patient’s rheumatoid arthritis symptoms were more
controlled. Last office visit was December 2"9, 2014 which confirmed
resolution of the skin lesions, and improved overall health.

Discussion

This case presents a patient who was diagnosed with rheumatoid
arthritis and treated with various DMARDS. Originally an inadequate
responder to infliximab, he was switched to abatacept. Abatacept
offered considerable relief of the patient’s symptoms. Methotrexate
and low dose prednisone were continued during this time. After
having been on abatacept for 39 months our patient started developing
lesions which were confirmed to be Kaposi’s sarcoma. As discussed

above, Kaposi’s sarcoma is traditionally thought to be due to HIV
however research shows that there are four types of Kaposi’s sarcoma.
By definition our patient has iatrogenic Kaposi’s sarcoma.

Tatrogenic Kapsoi’s sarcoma is classically due to drugs given after
organ transplant but has been associated with various biologic
DMARDS such as rituximab [10] and infliximab [11]. While there
have not been any prior publications on abatacept-induced Kaposi’s
sarcoma it is the purpose of this case presentation to make clinicians
aware that there is an increased risk for developing opportunistic
infections and malignancies alike.
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