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Drug and therapeutics committees as guardians of safe and

rational medicines use

1 | INTRODUCTION

The Royal College of Physicians published the Pharmacopoeia
Londinensis, “the first standard list of medicines and their ingredients
in England”, in 1618. It had been more than 30 years in the making.
Catalogues of available medicines and their composition have gradu-
ally evolved. The British National War Formulary, a “selection of medi-
caments sufficient in range to meet ordinary requirements of
therapeutics” was in this mould, but the new-style British National For-
mulary (BNF), first published in 1981, contains in addition essential
information on the indications, contraindications, cautions, dosage,
and drug interactions of almost all licensed medicines used in general
practice, and most drugs used in hospitals.

The Medicines Act 1968 and its European successors demand that
marketing authorizations (“licences”) are only issued if medicines fulfil
three criteria—quality of manufacture, efficacy in the licensed indica-
tion, and reasonable safety. These are not, however, sufficient to
ensure safe, rational, and cost-effective therapeutic choices. There

are several reasons for this.

2 | PROBLEMS

2.1 | Multiplicity of medicines

There is a multiplicity of agents with similar or identical therapeutic
properties. The current BNF lists 14 beta-blockers licensed for treat-
ment of arterial hypertension: 10 angiotensin-converting-enzyme
inhibitors; eight angiotensin-2 antagonists, eight calcium antagonists,
and five diuretics; and at least 25 preparations combining two or more
anti-hypertensives. The mere existence of so many alternatives means
that patient safety is compromised by the potential for confusion
among and between drugs of the same class but with different prop-
erties or dosage. There are also financial consequences, because some
drugs may be more costly than others and because the need to keep
several very similar drugs in stock carries costs both in acquisition
(and wastage) and in space for storage. Thus, choosing to limit the
local availability of drugs with similar actions should make patients

safer and should reduce costs.

2.2 | Safety and cost-effectiveness of new medicines

Secondly, the BNF gives information on guidance from the National
Institute for Health and Care Excellence (NICE), but only after the
guidance has been formulated. This can take months or years from
the time a medicine is licensed.! Yet, and for clear reasons, pharma-
ceutical companies are likely to encourage early adoption of novel
agents. This explains in part, for example, the very large numbers of
patients exposed to rofecoxib (Vioxx) in the 5 years from licensing to

withdrawal.2

2.3 | New or non-standard treatments

The time has passed when every practitioner was free to practice
medicine in whatever way he or she chose. Some unlicensed or off-
label prescribing is supported by strong evidence of efficacy or at least
by wide adoption. Someone, though, has to sanction the use of med-
icines outside their licensed indications. For paediatric practice, the
BNF for Children (BNF-C) covers much of the likely unlicensed pre-
scribing, from acetazolamide (“Not licensed for the treatment of glau-
coma”) to zolmitriptan (“not licensed for use in children”). For off-label
or unlicensed use of medicines outside the recommendations of BNF
and BNF-C, health care organizations and practitioners are at risk
unless the reasons for use are logical and the appropriate safeguards

are in place.

2.4 | The influence of the pharmaceutical industry

Pharmaceutical companies owe a duty to their shareholders to make
profits. They do this by selling medicines that are already licensed
and by undertaking research on novel drugs. It is uncertain whether
companies spend more on research than on marketing.® It is clear that
substantial sums are spent on marketing: $17 700m on medical mar-
keting in 1997, which rose to $20 900m in 20164 Marketing is not
always constrained by ethics or self-regulation: between 2003 and
2012, there were 74 cases of off-label promotion in the United King-
dom, and 43 companies were ruled in breach of the relevant regula-
tion at least once.” It is also clear that prescribers are influenced by
such marketing. A study in the United States found that “Gifts from
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pharmaceutical companies are associated with more prescriptions per
patient, more costly prescriptions, and a higher proportion of branded
prescriptions with variation across specialties. Gifts of any size had an
effect and larger gifts elicited a larger impact on prescribing

behaviors.”®

3 | POTENTIAL SOLUTIONS

The favoured solution to the problems outlined above is to control
prescribing in the local environment through a committee, variously
called a medicines committee, a drug and therapeutics committee, a
prescribing and medicines committee, or something similar. The com-
mittee's role may vary from one health care organization to another.
Briefly, the committee would concern itself with the rules and regula-
tions governing the use of drugs in its organization, publish a list of
permitted medicines based on efficacy, safety, tolerability and cost,
consider any restrictions on their use, and supervise the addition and
removal of medicines from the list.”””

When it comes to new or off-label medicines, the committee can
help protect patients from poorly founded claims for new medicines,
and the organization from the financial burden of a medicine with only
marginal benefits but substantially higher costs. An additional task is
to guide the judicious use of drugs locally through extensions to the
committee's main roles, for example, through antibiotic stewardship,
management of demand for intravenous immunoglobulin, and over-

sight of the switch from originators to biosimilars.

4 | THE FUTURE OF FORMULARY
COMMITTEES

The role of formulary committees is evolving. Bodies such as NICE in
the United Kingdom now evaluate the evidence for new treatments
and make judgements of cost-effectiveness at a national level. NICE
guidelines influence, and its Technology Appraisals mandate, the adop-
tion of recommended treatments in both primary and secondary
health care. This relieves local committees of the duty to judge medi-
cines considered in a Technology Appraisal. Regional Medicines Opti-
misation Committees (RMOC), established in England and Wales in
2017,%° aim to provide a single strategic medicines optimization sys-
tem for England, taking on many of the tasks that currently fall to local
formulary committees; this aim has not yet been realized, although the
process is still in evolution.

Local committees have adapted to these changes but continue to
face their own substantial challenges. The Early Access to Medicines
Schemes (EAMS) introduced by the UK Medicines and Healthcare
products Regulatory Agency (MHRA) aims to give patients with life-
threatening or seriously debilitating conditions access to medicines
that do not yet have a marketing authorization. Free of charge (FOC)
schemes organized directly by the pharmaceutical industry operate
in a similar manner. Such schemes raise difficult problems: first, robust
evidence of efficacy is often lacking, yet access to a medicine can

falsely raise expectations; secondly, data on outcomes are not
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systematically collected, so that information that would help to assess
the true value of a drug is lost; and thirdly, the cost of giving early
access and potential market share to some drugs is recouped by the
pharmaceutical industry after the drug is licensed and the NHS pays
the cost.

High-cost drugs with little or no evidence on safety or efficacy
pose similar problems. Individual funding requests made to NHS
authorities for exceptional patients who do not fit into a standard evi-
dence-based cohort are often denied. Trials on such small groups of
individuals will not be possible, but grouped in an observational set-
ting, large treatment effects can inform clinical decisions, and if data
are appropriately harnessed with ethical approval, they can also begin
to inform the biology of rare and refractory diseases. Formulary com-
mittees with an allied research arm could then have an enhanced data-
gathering role embedded into routine care, working effectively as an
NHS network for both drug discovery and repurposing, with shorter
implementation times.

The role of the drug and therapeutics committee continues to
evolve. Now NICE has been established for 20 years, the committee
has been largely relieved of the burden of making complex assess-
ments of the effectiveness and cost-effectiveness of newly licensed
drugs; regional medicines optimization committees may also remove
some of the decisions from local committees. However, there are con-
tinued and evolving challenges to ensuring the safe, effective, and
cost-effective use of medicines within a single health care facility,
and the drug and therapeutics committee needs to continue and to
evolve to meet them.

5 | ANEW BJCP SERIES ON DRUGS AND
THERAPEUTICS COMMITTEES

Clinical pharmacologists have specific knowledge and skills to guide
rational therapeutics and improve patient care. As a result, they com-
monly participate in committees responsible for overseeing the use of
medicines in health care organizations, often called drugs and thera-
peutics committees (DTCs) in the United Kingdom and pharmacy
and therapeutics committees in the United States.

This editorial describes some important aspects of DTCs and how
a changing landscape creates both challenges and opportunities. It
introduces a BJCP series called “Drugs and Therapeutics Committees”
to allow clinical pharmacologists and those participating in DTCs to
share data and practices on how best to contribute to DTCs and to
adapt to the changing landscape.

We encourage contributions from all over the globe so that we can
learn and share good practice. We hope to publish articles on topics
such as the management of high-cost drugs and how this is applied
to individual funding requests; how DTCs manage off-label use of
drugs; the relationship between the DTC and the pharmaceutical
industry; and how to manage n-of-1 studies. The first contribution
to the series describes an approach to the successful introduction of

biosimilars.
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We welcome the submission of original studies or reviews, related

to DTCs as part of the series.
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