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Suspension of marketing authorization for
ingenol mebutate

DOI: 10.1111/bjd.19330

Linked Article: de Berker et al. Br ] Dermatol 2017; 176:20—43.

Dear Eprror, The authors of the British Association of Dermatol-
ogists” (BAD) clinical guidelines for managing actinic keratosis'
and the BAD’s Therapy & Guidelines subcommittee wish to
notify readers of the 2017 guideline publication that the mar-
keting authorization for ingenol mebutate has been suspended
by the UK’s Medicines and Healthcare products Regulatory
Agency (MHRA), as of 27 January 2020.” This is due to emerg-
ing evidence®* suggesting possible links between use of the
product and an increased risk of developing skin cancers. The
manufacturers are recalling all stocks of this medication.” Fur-
ther advice is available at the MHRA website.®
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Reduction in skin cancer diagnosis, and
overall cancer referrals, during the COVID-19
pandemic
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Dear Eprror, The COVID-19 pandemic has led to a marked
reduction in the number of patients accessing the UK's
National Health Service for emergency reasons.' The cause for
this decline is as yet unknown, and it is likely to be multifac-
torial. We investigated whether there had been a similar
reduction in urgent cancer referrals — known in England as
the two-week wait (TWW) pathway — and subsequent diag-
nosis of skin cancer in our dermatology service.

Malignant melanoma (MM) is the fifth most common can-
cer in the UK.” Cutaneous squamous cell carcinoma (SCC) also
has a significant risk of mortality.®> The early diagnosis of MM
and SCC is critical to improving patient survival,* a principle
that applies to all cancers.

The number of TWW referrals our department has received
over the past 5 years has increased (Figure la). Using our
cancer tracking database, we identified a dramatic 34-3%
reduction in referrals in February to April 2020 compared
with the same period in 2019 (Figure 1b). The largest
decrease was in April 2020, with 335 TWW referrals received,
which was 56-4% lower than in April 2019 (768).

More concerning is that the number of skin cancers diag-
nosed in patients referred on the TWW pathway in March
2020 was lower than in previous years (28 in March 2020,
52 in March 2019; Figure 1c). Using our average conversion
rate (percentage of TWW referrals with a histological diagno-
sis of skin cancer) over the last 5 years (6:95%), and based
on the average increase in referrals, we expected to diagnose
125 MMs and SCCs in March and April 2020. Assuming the
conversion rate remains stable, this number will drop to 59, a
53% reduction. The reduction in referrals and subsequent skin
cancer diagnoses in our patient population is a major concern.
Ultimately, many of these cases may present with more
advanced disease and poorer outcomes as a consequence.

We investigated whether this trend was observed across a
range of other TWW cancer referral pathways in our hospital.
We report here the same concerning pattern of decreased
referrals across a wide variety of cancer types (Figure 1d).

© 2020 British Association of Dermatologists
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Figure 1 Skin cancer referrals and diagnoses dropped in the period of February to April 2020. (a) Increasing trend of two-week wait (TWW)
referrals over the last 5 years. (b) The number of referrals made from February to April 2020 compared with the same period in previous years.

(c) The number of skin cancer diagnoses among referred patients in March 2020 compared with previous years. (d) The number of TWW

referrals across a range of specialties in our hospital in April 2020 compared with April 2019.

During the post-COVID pandemic recovery phase there may
be a significant rebound wave of TWW skin cancer referrals
to dermatology departments across the country. This may fur-
ther test already stretched resources. Predicting this peak will
enable advance planning of the provision of appropriate clinic
capacity and associated levels of staffing.

The detrimental consequences of the COVID-19 pandemic
to clinical practice will not be understood for some time to
come. These findings are a wake-up call to prepare for an
upswing in skin cancer referrals later this year. The findings
also suggest this trend in referrals may lead to delayed

diagnosis, with poorer prognosis, of a wide range of cancers.
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I graduated from Oxford University
and Guy’s Hospital Medical School
in 1971. My training in Dermatol-
ogy and Infectious Disease was in
Guy’s Hospital, the St John’s Insti-
tute of Dermatology, the London
School of Hygiene and Tropical
Medicine (LSHTM) and the Centre
for Disease Control, Atlanta, USA.
My first appointment as a consultant
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dermatologist was at St Johns in 1979 and as a Senior Lecturer
at LSHTM and honorary consultant microbiologist at Univer-
sity College Hospital. I moved to the Mary Dunhill Chair of
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Cutaneous Medicine, Kings College London (KCL) in 1989,
becoming Dean of the St John’s Institute in 1996. I moved to
Queen’s University Belfast as Dean of the Faculty of Medicjne
and Health Sciences in 2001 and returned to KCL as Professor
of Cutaneous Infection in 2009 where I am currently emeri-
tus.

My clinical and scientific interests are skin infections and
global health dermatology and have worked or carried out
research in different parts of Africa, Latin America and the
West Pacific. I was Chairman of the International, Foundation
for Dermatology between 2001 and 2015 and am a technical
adviser to WHO on Neglected Tropical Disease of the Skin.
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