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Using Risankizumab and Ofatumumab in Combination

In regards to frequency of psoriasis reporting following administration of anti-CD20
therapies Imperial College Healthcare NHS Trust conducted a brief literature review
of PubMed/Medline and Embase databases looking at case reports, systematic
reviews and yellow card scheme reports for de novo psoriasis and worsening of
existing psoriasis, and have outlined the most recent findings below.

Ocrelizumab

A 2023 systematic review of a total 221 patients with multiple sclerosis explored
reports of psoriasis following ocrelizumab use within their centre.! The review found
10 (4.5%) of the patients in the cohort reported new onset or worsening of existing
psoriasis, where a majority had to be switched to alternative treatment. 3 of the
cases reported de novo psoriasis, whereas 7 reported flares in existing psoriasis
diagnoses. Median time to onset of symptoms were after 3 infusions but varied from
1 to 7. Limitations of this review include a small population size and lack of
information on the the severity of the symptoms or methods through which they were
assessed, making it difficult to draw clinical conclusions from it. Therefore, the
authors advise further study in this field in order to establish characteristics that may
elucidate an increased risk of this apparent adverse effect of ocrelizumab.

A U.S based 2022 review comparing frequency of psoriasis adverse effect reporting
between different biologic drugs found a higher proportion of reports associated with
B-cell depleting therapies, such as rituximab and ocrelizumab, over other biologics.?
Adverse event reporting data were collected from the FDA Adverse Event Reporting
System (FAERS) between 2009 and 2022 and 514 (1.13%) of the total 45,547
reported skin and subcutaneous tissue disorders were identified as psoriasis.
Rituximab and ocrelizumab had the highest reporting of psoriasis (6.5% and 3%
respectively) and reports were disproportionally higher in females. However, a
majority of the adverse events reports were by patient over healthcare professionals,
leading to possible misdiagnosis of psoriasis and therefore potential over-reporting.

Interestingly, a 2023 literature review presented 3 new case reports of de novo
psoriasis in patients taking ocrelizumab, within the first year of treatment.3 The
review highlighted that only 4 other reports of psoriasis had been presented until
then since its licencing in 2017 for the treatment of multiple sclerosis (MS). This
could indicate a growing increase of psoriasis as an adverse drug reaction (ADR). In
addition, The Yellow Card Individual Drug Analysis Profile (IDAP) for ocrelizumab
shows 242 reports of skin and subcutaneous tissue reactions in the last 5 years, 11
(4.55%) of which were described as psoriatic conditions.* This was further broken
down into 2 cases of dermatitis psoriasis, 8 cases of psoriasis, and 1 case of
pustular psoriasis.
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Ofatumumab

A 2024 case report highlights a 42 year old woman who developed scalp and nail
psoriasis 3 months after ofatumumab treatment was started, who had no previous
personal or familial history of psoriasis.® The study encourages close monitoring of
patients for similar adverse effects. Another case report from 2025 highlights a case
of worsening existing psoriasis in a Japanese patient following ofatumumab use
within 3 weeks of treatment.® This shows onset of psoriasis as an adverse effect can
range in this particular anti-CD20 drug. Similarly, another case report describes a
patient who developed a severe exacerbation of her psoriasis in 2021 within 1 week
of ofatumumab injections, and required starting secukinumab in order to achieve
remission, after high dose steroids (60 mg/day of prednisolone) failed to manage her
symptoms.” This highlights the serious nature of this potential side effect and how
continued adverse effect reporting should be encouraged.

The Yellow Card Individual Drug Analysis Profile (IDAP) for ofatumumab shows 118
skin and subcutaneous tissue reactions reported in the last 5 years, of which 7
(5.93%) were described as psoriasis and psoriatic conditions.? This shows a higher
proportion of psoriatic adverse effect reporting in ofatumumab compared to
ocrelizumab, although such conclusions should consider that these are reports from
both healthcare professionals and patients themselves and could therefore mean
over or under-reporting can again occur.

Rituximab

Rituximab has by far the largest reports of skin and subcutaneous ADRs, mainly due
to the drugs earlier formulation, prior to the development of ocrelizumab and
ofatumumab.® The IDAP for rituximab states a total 775 reports of skin and
subcutaneous tissue disorders in the last 5 years, of which 5 were fatal and
associated with bullous ADRs, such as Stevens - Johnson syndrome.'? 547 of the
skin reactions were reported as epidermal and dermal conditions, of which 6 (0.77%)
are specifically attributed to psoriasis. Interestingly, a lower volume is attributed to
psoriasis in comparison to the above anti-CD20 therapies, which contrasts
information present in the 2022 US literature review highlighted earlier, where a
higher proportion of reports were associated with rituximab compared to
ocrelizumab. Nevertheless, IDAPs fail to differentiate whether ADRs of psoriasis are
of de novo psoriasis, or exacerbations of existing psoriasis, and so conclusions must
be drawn from the available literature.

A literature review from 2022 outlines 18 new-onset psoriasis cases as ADRs to
rituximab had been reported in literature until that year and was mainly associated
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with its use in rheumatoid arthritis and non-Hodgkin lymphoma.' Onset of the
adverse effect ranged from between 2 weeks to 2 years, highlighting the importance
of continuous adverse effect monitoring following biologic therapy initiation. Since
then, brief searches return a further 2 case reports on the development of psoriasis
following rituximab use, 1 associated with new onset of plaque psoriasis, and 1 case
of an exacerbation of pre-existing psoriatic arthritis.?13

To conclude, psoriasis as an ADR to anti-CD20 therapies such as rituximab,
ocrelizumab, and ofatumumab is present in current reports. The Yellow Card
reporting scheme highlights large volumes of reports in the last 5 years, which aligns
with current present literature. A higher proportion of psoriasis reports can be
attributed to ofatumumab and then ocrelizumab, with the least percentage reported
in rituximab when looking at Yellow card data alone. However, it should be taken into
consideration that over and under-reporting is common via this scheme and it fails to
differentiate between new-onset and worsening of existing psoriasis cases. In
addition, no data is displayed prior to 2020 and so direct comparisons of whether
there is a rise in ADRs cannot be drawn. Nevertheless, the brief overview of
literature stated above does show there is clear continued reports of new cases in
recent years and onset of cases can range greatly, within weeks to years of biologic
therapy induction. As such, continued monitored of patients and encouragement of
ADR reporting should be done in order to gain further insight.
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