
Eye (2019) 33:519–520
https://doi.org/10.1038/s41433-018-0281-2

EDITORIAL

Bevacizumab: a new way of doing business. Part 2

Andrew J. Lotery 1
● Michael A. Burdon2

Received: 30 October 2018 / Accepted: 7 November 2018 / Published online: 27 November 2018
© The Royal College of Ophthalmologists 2018

In 2006, I (AJL) co-wrote an editorial in Eye entitled
'Bevacizumab: a new way of doing business' [1]. This
article described how an unlicensed drug, bevacizumab, had
recently been reported to be very effective in treating “wet
AMD”. This editorial pointed out that bevacizumab uptake
was rapid due to its low price, but that clinical trials were
needed to ensure it was safe. Since then two landmark
clinical trials, IVAN performed in the UK and CATT per-
formed in the USA, confirmed the efficacy of bevacizumab
when compared to ranibizumab [2]. These trials were
challenging to do and to achieve with public money.
Despite these data, due to various regulatory hurdles bev-
acizumab was not adopted in the NHS. These challenges
were discussed in an editorial I (AJL) wrote with our then
college President Prof MacEwen [3]. This editorial was
cited by NHS commissioners when they wrote to the
Secretary of State for Health asking to be allowed to use
bevacizumab due to cost press. The response from the
Department of Health was that “It would not only be
unlawful but against the wider public interest if ministers
were to attempt to set aside that licensing system in order
purely to cut costs.” [4]. This would seem to be the end of
the matter, but the increasing challenge of delivering health
care equitably continued to vex health commissioners when
a very cheap drug, bevacizumab, was clinically as effective
as ranibizumab [2].
To estimate what savings could be achieved, a group of
junior ophthalmologists used freedom of information
requests to identify how much bevacizumab, ranibizumab

and aflibercept were being used in the NHS in January 2015
[4]. They calculated that if all injections used divided
bevacizumab this would save the NHS £449 196 354 per
year.

If this money was reinvested in ophthalmology, then
many of our capacity problems could be addressed. A
survey by the Royal College of Ophthalmologists identified
that patients go blind because of delays in accessing the
hospital eye service [5]. Frankly, this should be a public
outcry.

Therefore, should doctors worry about the cost of the
medicines they prescribe? The General Medical Council
thinks yes. Their Chief Executive stated “We expect doctors
to make good use of the resources available to them and
sympathise with the concerns of ophthalmologists making
decisions between using a cheaper product outside the terms
of its license or a more expensive licensed alternative. We
cannot of course give specific clinical or legal advice. But
we can say that where doctors are working in partnership
with patients, following clinical guidance and making pre-
scribing decisions in good faith on the basis of evidence and
experience, the use of Avastin would not cause us any
concerns.” [6].

There are interesting paradoxes regarding bevacizumab.
In the USA it is the commonest anti-VEGF agent prescribed
overall. The 2018 preferences and trends survey presented
at the American Academy of Ophthalmology annual
meeting noted bevacizumab was the first-line anti-VEGF
agent for wet AMD for 70.2% of US ophthalmologists. In
the UK it is frequently used in private health care as private
health insurers will not pay for the licensed medications.
The World Health Organisation lists it as an essential
medicine for the treatment of AMD [7].

Therefore, it is clear there is an established market for
bevacizumab, which again raises the question why can the
NHS not use it? Further, NICE recently stated there are no
clinically significant differences in the effectiveness and
safety of anti-VEGF medications that are licensed for
treating AMD and those that are not licensed, such as
bevacizumab [8].
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Therefore, a group of NHS commissioners recently asked
clinicians to use bevacizumab as a treatment for AMD.
They felt this was justifiable as the more expensive drugs
ranibizumab and aflibercept had no increased benefit in
terms of visual outcome. Two drug companies, Bayer PLC
and Novartis Pharmaceuticals UK Limited, asked for a
judicial review of this practice and their legal challenge was
dismissed [9]. Mrs Justice Whipple, who heard the case,
said that the companies’ arguments that the NHS could not
consider bevacizumab unless Roche applied for a licence
for it as an eye treatment was an “absurd proposition.” She
said, “It would give unbounded power to the pharmaceu-
tical companies to decide which medicines to make avail-
able for which purposes.” She added, “That would be
seriously detrimental to the wider public interest in main-
taining a cost effective public health system.” [10].

Clinicians are concerned with this ruling for various
reasons. Some of the issues are discussed in the accom-
panying paper in this week’s edition by Roos et al. [11].
Other issues include a concern that drug companies will no
longer innovate in the field of “wet” AMD and develop
novel drugs. However, there is no sign of this in the USA,
where the majority of “wet” AMD patients receive bev-
acizumab. Another issue raised is the lack of post-marketing
pharmacovigilance for an unlicensed medicine. However,
bevacizumab remains subject to pharmacovigilance for its
licensed use in cancer therapy.

Perhaps the greatest concern is that compared to the
licensed medicines, bevacizumab will require more follow-up
visits and injections. The LUCAS study showed that using a
treat-and-extend approach patients required on average 8.9
injections of bevacizumab compared to eight injections of
ranibizumab in a year [12]. For centres that follow the VIEW
2 protocol only seven injections of aflibercept are required
[13]. So it is likely that more capacity will be required in
terms of manpower and space to deliver a bevacizumab anti-
VEGF service. Patients will also have to be willing to have
more clinic visits. However, if these issues are addressed by
investment in the hospital eye service it should be possible to
deliver a bevacizumab service and improve capacity in the
hospital eye service. This would be a very welcome devel-
opment. The Royal College of Ophthalmologists supports
doctors being allowed to use bevacizumab as a choice for
AMD, but only in the context that extra resources are pro-
vided to allow such a service to develop [14]. Therefore, after

12 years of debate, the recent judicial review outcome sug-
gests that for NHS ophthalmologists bevacizumab finally
represents a new way of doing business.
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