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Malignancy Presenting as an 
Autoimmune Disease

CASE REpoRt
A 24-year-old lady presented to the Rheumatology clinic of a 
tertiary care hospital with complaints of painful swelling of small 
joints of bilateral upper limbs, knees and ankles associated with 
early morning stiffness lasting more than half an hour for almost 
six months. This was associated with a feverish feeling which was 
intermittent, and without chills and rigors. However, there was no 
documented fever. Initial fever workup done by the treating physician 
on OPD basis was unremarkable. With time, the shoulders and 
elbows also were affected. Past medical, family, personal and social 
history were insignificant. Her blood counts, liver and renal function 
tests were within normal limits [Table/Fig-1]. However, she was 
found to be positive for ACPA in high titers (375 IU/mL, normal <5 
IU/mL) though the Rheumatoid Factor (RF) was negative. She was 
diagnosed as Rheumatoid Arthritis (RA) and started on daily tablet 
hydroxychloroquine 200 mg twice daily and tablet diclofenac 50 mg 

on demand. She did not show any improvement even after three 
months. Later on she developed shortness of breath on exertion 
for which she was evaluated and revealed to have anaemia and 
thrombocytopenia for which she had been referred to our centre. 
General and systemic examination revealed severe pallor, pericardial 
rub, flow murmurs over the heart and hepatosplenomegaly. 
Musculoskeletal examination revealed synovitis of wrists, 
metacarpophalangeal, proximal interphalangeal, elbows and ankle 
joints. She was admitted as a case of connective tissue disorder 
probably Systemic Lupus Erythematosus (SLE) based on presence 
of polyarthritis, anaemia and pericardial rub and for further evaluation 
in this regard. Laboratory results revealed anaemia, leukocytosis, 
thrombocytopenia [Table/Fig-1]. Erythrocyte Sedimentation Rate 
(ESR) was 30 mm in first hour (normal range 0-20 mm in first 
hour for females by Westergrens method). Antinuclear Antibody 
(ANA) and RF were negative. ACPA was in high titers. Rest of the 
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ABStRACt
Carcinomatous Polyarthritis (CP) is defined as the development of arthritis in association with a malignancy but distinct from that 
associated with metastasis or direct invasion. It can occur before, with, or after onset of malignancy or with treatment. CP usually 
affects large joints and is negative for Anti Citrullinated Protein Antibodies (ACPA). CP is rarely if ever considered in the differential 
diagnosis of a case of symmetric polyarthritis with ACPA positivity. Presence of autoimmune disease related antibodies further 
obscures the diagnosis. We present a case of a young lady with symmetrical inflammatory polyarthritis with positive ACPA who 
was found to have haematological malignancy. This is one of the very few cases of CP of small joints with ACPA positivity reported 
worldwide and highlights the need to be vigilant for red flags while evaluating any case presenting with rheumatologic symptoms.

Investigations Investigation with Primary Care Physician
Investigations at the time of referring 

to the hospital
Investigations in our hospital at 

presentation

Haemoglobin (gm/dL) 10.8 5.6 3.2 

Total leukocyte count (cells × 109/L) 6.8 12.7 38.6

Differential count (percent) Polymorphs 66% Lymphocyte 34% Polymorphs 68% Lymphocyte 32%
Polymorphs 40% Lymphocyte 56% 

Eosinophil 4% 

Platelet count (cells × 109/L) 150 100 40

Urea (mg/dL) 28 45 36

Creatinine (mg/dL) 0.9 0.8 0.8

Total bilirubin (mg/dL) 0.3 Not available 1.3

Aspartate aminotransferase (IU/L) 41 Not available 32

Alanine aminotransferase (IU/L) 24 Not available 28

Alkaline phosphatase (IU/L) 147 Not available 152

Total serum protein (gm/dL) 5.8 Not available 5.9

Serum albumin (gm/dL) 2.9 Not available 2.4

Typhidot IgM Negative Not available Negative

Malaria antigen Negative Not available Negative

Widal Negative Not available Negative

[table/Fig-1]: Various investigations in the case done at different points of time.
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lymphoma and myelomas. They can also be associated with RF and 
ANA but usually lacks ACPA [4]. They may precede the diagnosis, 
occur during the disease or even be a complication of treatment 
[5]. The association of Immune Checkpoint Inhibitors (ICIs) used in 
treatment of malignancies with different rheumatologic entities has 
recently come into focus [6].

Recently however, few cases of malignancies presenting as RA like 
polyarthritis with ACPA positivity have been described, though their 
number remains in single digits. Handy CE et al., described three 
cases of such presentation [7]. Few other cases have been reported 
subsequently. One out of the two cases reported by Watson G 
et al., showed a case of breast malignancy which presented as 
oligoarthritis and ACPA positivity [8]. The case reported by Edavalath 
S et al., was that of a polyarthritis of RA pattern with ACPA positivity 
as presentation of multiple myeloma [9]. 

Our patient had symmetrical polyarthritis with early morning stiffness, 
anaemia, high titres of ACPA, no response to disease modifying 
anti rheumatic drugs (hydroxychloroquine) therapy and underlying 
promyelocytic leukaemia. The RA pattern along with the ACPA 
positivity which is the most specific marker of RA led to the initial 
diagnosis of RA. The red flag in our case were anaemia and fever 
and only when these were evaluated, was the underlying malignancy 
revealed. Also of interest is the presence of pericarditis evidenced 
by presence of a rub which prompted diagnosis of SLE initially. 
Pericarditis is a rare presentation of acute leukaemia with the very 
few cases reported in literature. This adds to the rarity of our case 
[10,11]. It needs to be mentioned that though specificity of ACPA is 
highest for RA, it is not only found in other rheumatologic disorders 
like psoriatic arthritis, SLE, juvenile idiopathic arthritis, systemic 
sclerosis, but also in infections like hepatitis B, and tuberculosis 
[12]. We predict that in future malignancy will also be added to the 
above list as clinicians become more sensitive and more cases 
similar to ours come to light. To the best of our knowledge, we are 
reporting only the sixth case of ACPA positivity in a malignancy with 
carcinomatous polyarthritis as its presentation. It also highlights the 
need to be vigilant about the well-known rheumatologic red flags 
even in cases where the diagnosis seems obvious clinically as well 
as serologically as lack of response to treatment may be the first 
indicator of an underlying malignancy thus providing an opportunity 
for earlier diagnosis and treatment of the underlying malignancy, 
which is also the treatment of CP [13,14].

CoNCLUSIoN
We conclude that the clinician should be vigilant about the red 
flags when seeing any case with rheumatologic symptoms even 
though the serology may be consistent with the rheumatologic 
diagnosis. Red flags may develop subsequently and may be the 
only indicator of an underlying malignancy, as has been in our case. 
It is also imperative to keep in mind the response to treatment of 
a rheumatologic entity as lack of response may indicate an entity 
different from the original diagnosis. This assumes importance in 
the light of the fact that treatment of CP is the treatment of the 
underlying malignancy.
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biochemical parameters such as renal function tests, liver function 
tests, electrolytes, thyroid function tests were normal. Her urine 
routine and microscopic examination was normal. Echocardiograph 
of the heart did not reveal any abnormality. Culture of blood and 
urine remained sterile after 72 hours. Tests for malarial antigen, Kala 
Azar (recombinant K39 antigen) and serological markers for human 
immunodeficiency virus, hepatitis B virus and hepatitis C virus as well 
as Mantoux test turned out to be negative. Her chest radiograph was 
within normal limits. Radiographs of both hands were normal with 
no joint space narrowing or erosions. However, her peripheral smear 
revealed presence of atypical cells, with blastoid morphology having 
large pleomorphic, folded and lobulated nuclei, constituting 25% of 
the cell count. A bone marrow aspiration showed 44% blasts which 
were 2-3 times the size of small mature lymphocyte, with moderate 
granular cytoplasm with Auer rods. The cells stained strongly with 
myeloperoxidase and were suggestive of promyelocytic blast cells 
[Table/Fig-2,3]. A diagnosis of Acute Promyelocytic Leukaemia 
(APML) was made. In view of the anaemia, she was transfused with 
2 units of packed red blood cells and then referred to a specialised 
oncology center for further evaluation and management where she 
succumbed to her illness.

DISCUSSIoN
Carcinomatous polyarthritis is used to describe development of 
arthritis in association with malignancy. Commonly it is explosive, 
has a temporal relation with onset of malignancy, asymmetrical, 
predominantly lower limb, and spares the small joints of the hand [1], 
though a symmetrical small joint polyarthritis, in pattern of classical 
RA has also been described [2,3]. However, these are mostly sero 
negative for ACPA. Polyarthritis can also be a manifestation of 
malignancies especially haematological malignancies, which are 
included in the differential diagnosis of polyarthritis. Rheumatic 
manifestations can be found in over 60% of cases of leukaemia, 

[table/Fig-3]: Light microscopy picture of Bone Marrow Aspirate showing Blasts 
with granular cytoplasm showing intense staining with Myeloperoxidase stain 
(100X).

[table/Fig-2]: Light microscopy picture of Bone Marrow Aspirate showing blasts 
(black arrow) which were two to three times the size of small mature lymphocyte, 
with moderate granular cytoplasm with Auer rods (thin arrow), Giemsa stain (100X).
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