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ABSTRACT

This case report presents a patient with relapsing and remitting multiple sclerosis
(MS) and metastatic malignant melanoma treated with combination
immunotherapy. Ipilimumab and nivolumab was tolerated with no significant
adverse events. There was no progression of multiple sclerosis while she received
immunotherapy. This demonstrates that Ipilimumab and nivolimumab can be
considered in patients with multiple sclerosis who require treatment
with checkpoint inhibitors with close multidisciplinary monitoring.
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INTRODUCTION

Immune check point inhibitors (ICI) have revolutionized the management of malignancies.
Combination immunotherapy for malignant melanoma with ipilimumab (anti CTLA 4) and
nivolumab (anti PD-1) revealed longer treatment free survival for combination therapy with
unfortunately an increase in grade 3-4 adverse events [1,2]. While the ICI enhances the action
of the immune system by blocking negative regulators of T cells, they also disrupt the immune
homeostasis. The concern of life-threatening exacerbations of pre-existing autoimmune
disorders due to ICI therapy excluded these patients in previous clinical trials [3]. Immune
related adverse events (irAEs) are common with ICIs and include fatigue, rash, pruritis,
diarrhea and nausea. Rare irAEs which are potentially more critical include neurological
conditions such as Guilain Barre syndrome, encephalitis and myasthenia gravis.

The decision to provide immunotherapy to patients with pre-existing autoimmune disorders
with the possibility of flares in neuroinflammatory activity triggering relapses requires a
complex discussion due to evolving understanding of the long-term outcomes. Increasing
number of patients with autoimmune disorders require immunotherapy, resulting in its
cautious use with consideration of the risks and benefits. Fortunately, there is early
identification and management of irAEs improving the safety of ICI therapy.

CASE PRESENTATION
In this case report we present a lady of 59 years with known multiple sclerosis since July 1987.
She presented with optic neuritis of the right eye as clinically isolated syndrome, which failed
to respond to steroids. Subsequently she had remitting and relapsing disease for which she
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received pulse steroids. In March 2008, she was initiated on treatment with injections of
Glatiramer acetate. Since then, she has had no further relapses. Her Expanded Disability Scale
score was 5.

In September 2023 she underwent biopsy of right axillary node which was reported as
cutaneous malignant melanoma of unknown primary (B Raf mutation negative). CT scan of
brain, neck, chest and abdomen on 26 Sep 2023 revealed right axillary lymphadenopathy
measuring 4.5 X 5.1 cm. No left axillary mediastinal or hilar lymphadenopathy was noted.
Neither was a pleural or pericardial effusion noted or any aggressive bony lesions. She had a
PET scan in October 2023 that showed intensely hypermetabolic right axillary lymph nodes
with SUV of 24 measuring 5 X 4.5 cm. No other FDG avid disease was noted.

In view of unresectable stage 3 metastatic melanoma, she was offered treatment with
Ipilimumab and Nivolumab. We had an in depth discussion on the benefits and risks of receiving
combination ICI with pre-existing MS which may cause exacerbation of MS. She initiated
therapy with Ipilimumab and nivolumab on November 23, 2023. When seen in the medical
oncology clinic subsequently, she complained of a skin rash (grade 1). She responded to
cortisone ointment and Benadryl tablets and was also provided with oral prednisone tablets.
Her rash disappeared completely in 3-5 days. Her swelling in her right axilla was noted to have
reduced in size. She had side effects of immune therapy such as fatigue and diarrhea. She
complained of peripheral neuropathy (grade 1) of lower limbs which was treated by the MS
clinic with gabapentin. Her ECOG status remained at 1 and she was able to carry out all her pre-
disease activities without restriction. She completed the 4 cycles ipilimumab and nivolumab
without any further adverse events and then was given maintenance protocol with single agent
nivolumab for 4 cycles.

PET scan done in April 2024 revealed the right axillary node had decreased in size to 1.8cm
with SUV 22. Reassessment by the surgeons considered this to be resectable and she underwent
an axillary lymph node dissection in June 2024. Maintenance single agent nivolumab was given
for a total of one year. Repeat CT scans at regular intervals showed no evidence of recurrence.
She was followed up in the clinic and last MRI Brain on 24 Sep 2024 showed stable intracranial
demyelinating disease. Her latest CT scan done in April 2025 reported no evidence of metastatic
disease.

DISCUSSION

Combination therapy with ipilimumab and nivolumab significantly increases risk of immune
related adverse events including neurological ones, when compared with monotherapy in those
with autoimmune diseases [4]. There have been reports of severe neurological immune related
adverse events and even exacerbation of MS in those patients treated with immune therapy [5].
The survival benefits of those with autoimmune disease were similar to non-autoimmune
cohorts when treated with ICI [6]. This was found on retrospective analysis, but no multiple
sclerosis specific efficacy data was available. At present there is no prospective data on the
response of MS patients to ICI, and no information available about monotherapy versus
combination ICI in this cohort.

We have observed in this case that combination ICI therapy is possible in MS patients when
coupled with close multidisciplinary monitoring. A new trial (AIM-Nivo) by the National Cancer
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Institute on the use of Nivolumab in patients with autoimmune disease and advanced,
metastatic and unresectable cancer may eventually shed more light on this [7]. Canada has one
of the highest prevalence rates for Multiple Sclerosis [8]. Within Canada, Saskatchewan has a
higher prevalence than many other provinces. While ICIs have transformed melanoma
treatment, their safety in patients with pre-existing autoimmune diseases, such as Multiple
Sclerosis, remains unclear due to limited clinical data and the frequent exclusion of such
patients from clinical trials [6,9]. MS is an immune-mediated disorder characterized by T-cell
dysregulation, and multiple case reports have documented severe MS exacerbations following
ICI therapy [1,2,5]. Retrospective cohort analyses indicate that patients with autoimmune
diseases, including MS, experience higher rates of irAEs, particularly neurological toxicities,
when treated with ICIs [3,6,10,12].

Glatiramer acetate (GA) is a common immunomodulatory therapy for MS that induces
regulatory T-cell activity and skews immune responses toward an anti-inflammatory
phenotype. However, no studies have directly examined the interaction between GA and ICIs in
melanoma patients with MS, creating a significant knowledge gap. There has been no clinical
evidence available regarding possible interactions between ICIs and Glatiramer. Existing
research on neurological irAEs from ICIs suggests that demyelinating complications and central
nervous system toxicity are rare but severe, particularly in oncology patients with pre-existing
neuro-autoimmune conditions [12,13,15]. Case reports document new-onset demyelination,
encephalitis, and exacerbation of MS symptoms following ICI initiation [5,12,14,15].

Given the increasing use of ICIs in melanoma treatment and the expanding population of
patients with pre-existing autoimmune diseases, further prospective studies are critically
needed to optimize treatment strategies and mitigate risks. Factors which may be considered
are patients age, inactivity of MS disease and use of disease modifying therapies. While there
is caution in the use of ICI therapy in MS it is not an absolute contraindication and must be
assessed on a case-by-case basis.

CONCLUSION
There is a paradigm shift to provide patients with autoimmune disease with the benefit of
treatment with immunotherapy. In previous clinical trials we excluded patients with
autoimmune disease due to risk of exacerbation. We speculate that the risks are considerably
reduced when the autoimmune disease is well controlled on treatment. A recent ongoing
clinical trial will provide us with the necessary information to safely utilize the benefits of
immunotherapy in patients with autoimmune disorders.
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