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Abstract

Introduction: Methotrexate-induced lymphadenitis (MILA), a rare adverse effect of methotrexate treatment, occurs in a

small percentage of patients using the drug for autoimmune diseases like rheumatoid arthritis and psoriasis. The

prevalence of MILA varies, with some studies suggesting higher incidence in rheumatoid arthritis cases. The exact

mechanisms are not fully understood but involve direct toxic effects on lymphoid tissue and methotrexate's

immunomodulatory actions. MILA may occur early or after prolonged use, presenting as localized or generalized lymph

node enlargement. Here, we are presenting a case where the patient developed lymphadenitis following methotrexate

therapy for rheumatoid arthritis.

Case report: In this case, a 39-year-old woman with a history of Rheumatoid Arthritis, undergoing methotrexate

treatment presented with complaint of swelling in the neck, joint pain, and local rise of temperature. She was admitted

for further investigation. Routine tests were normal, but Fine Needle Aspiration Cytology (FNAC) revealed reactive

lymphadenitis. Methotrexate was stopped on admission. The patient was kept under observation. Hydroxychloroquine

along with other medications were continued. Remarkably, neck swelling regressed within 36 hours. The patient was

discharged next day without any further complications. Causality assessment showed a possible relation between

methotrexate and lymphadenitis.

Conclusion: The association between lymphadenitis and methotrexate is complicated and requires further evaluation.

This patient presented with a small swelling in the cervical region which regressed completely on withholding the

medication. Such complications can be avoided with routine follow up if a definitive association can be established

between the two. Further studies are required in this regard.
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Introduction

Methotrexate-induced lymphadenitis (MILA) is considered a relatively rare adverse effect of methotrexate therapy,

occurring in a small percentage of patients. Methotrexate is commonly used in the treatment of various autoimmune

diseases, including rheumatoid arthritis, psoriasis, and inflammatory bowel disease. All individuals on methotrexate do not

develop lymphadenitis[1].

The prevalence of MILA varies across different studies and populations. Some research suggests that the incidence may

be higher in patients with rheumatoid arthritis compared to other conditions[2]. The exact mechanisms underlying the

development of methotrexate-induced lymphadenitis are not fully understood, but it is believed to involve a combination of

direct toxic effects on lymphoid tissue and immunomodulatory actions of methotrexate.

Despite its relatively low frequency, healthcare providers have to be aware of the possibility of methotrexate-induced

lymphadenitis in patients undergoing methotrexate therapy. Monitoring for signs and symptoms of lymphadenopathy,

particularly in the cervical region, is important during routine follow-ups[3].

In some cases, lymphadenitis may occur early in the course of methotrexate treatment, while in others, it may develop

after prolonged use[4]. The lymphadenopathy associated with methotrexate can manifest in various ways, ranging from

localized to generalized lymph node enlargement, particularly in the cervical region[5].

Case report

In this case discussion, we explore the scenario of a 39-year-old female with a history of seropositive Rheumatoid Arthritis

currently undergoing methotrexate(7.5mg once weekly) treatment. Diagnosed with rheumatoid arthritis seven years ago,

she initially responded well to methotrexate, experiencing a notable reduction in pain. However, one month prior to the

present examination, she developed pain and swelling in her left wrist joint, accompanied by an enlarging swelling on the

left side of her neck. Her disease activity score (DAS 28) was 2.5. Seeking medical attention at the outpatient department,

she presented with neck swelling and joint pain, accompanied by a localized temperature increase. While there were no

additional symptoms or signs of fever, the patient was admitted for thorough investigation.
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Fig. 1. Arrows indicate swelling of the neck on the right side.

Upon admission, routine tests, including Complete Blood Count, ECG, RBS, and Uric Acid, were conducted. An

ultrasound-guided Fine Needle Aspiration Cytology (FNAC) was also performed. While her other test results fell within

normal ranges, the FNAC revealed reactive lymphadenitis.

Fig. 2. Polymorphous population of lymphocytes(yellow arrow), centrocytes(green arrow),

neutrophils(white arrow) and plasma cells(red arrow) in a background of lymphoglandular bodies and

blood.
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Management

Given the findings, methotrexate was immediately discontinued. The patient was admitted for observation and continued

on hydroxychloroquine and other supportive medications. Over the next 36 hours, the neck swelling showed significant

regression, and the patient reported a decrease in pain and discomfort. The patient was discharged the following day with

instructions for close follow-up. At the follow-up visit one week later, the neck swelling had completely resolved, and the

patient remained asymptomatic. A causality assessment by WHO-UMC scale suggested a probable link between

methotrexate and the development of lymphadenitis.

Conclusion

In conclusion, the presented case highlights the importance of prompt intervention and monitoring in patients with

rheumatoid arthritis under methotrexate therapy[6]. The emergence of pain, swelling in the left wrist joint, and the

subsequent development of reactive lymphadenitis, particularly in the context of methotrexate use, necessitated a careful

reassessment of the patient's treatment plan[7]. This case emphasizes the dynamic nature of autoimmune disease

management, necessitating a nuanced approach to medication regimens and close attention to emerging clinical

manifestations. The successful resolution of symptoms following therapeutic adjustments shows the importance of

individualized patient care and ongoing vigilance in the management of rheumatoid arthritis and its complications[8].

Methotrexate induced lymphadenitis is a rare adverse effect of the drug. Diagnosis and early detection plays a major role

in this regard. The causality assessment by WHO-UMC criteria showed a probable relation between the drug and the

condition which is evidenced by spontaneous and early regression of the swelling. As the actual pathophysiology for

methotrexate induced lymphadenitis is not known, further studies are needed for establishing a definitive relationship

between the two.
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