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Off-label use and
prescription of
medicines: legal and
ethical implications

Introduction

Prescription and medicines usage, like all aspects of healthcare service provision,
could render professionals liable for their actions or failure to take certain steps. The
practice of doctors using medications for patient populations, symptoms or diseases
for which they have not been officially approved by an appropriate regulatory
agency such as the South African Health Products Regulatory Authority (SAHPRA) is
known as off-label prescribing. Although practitioners may use medicines off label,
legal frameworks in South Africa necessitate extreme caution, particularly in respect
of malpractice. Liability could also arise from non-compliance with the Consumer
Protection Act (CPA). Informed consent and the issuance of warnings to patients are
critical when prescribing medicines off label; these aspects are difficult to implement
due to the fact that unregistered uses do not have scientifically proven facts/data,
or are not approved by health authorities.

The use of medicines off label is now, in the time of a pandemic, very topical
and remains an important area of risk for healthcare professionals. Elsabe Klinck
navigates South African law and legislation in this regard. Dr Julien Trokis considers
the clinical interpretations of ethical on-label/off-label prescribing in diabetes today,
using common clinical situations that require careful thought with regard to the
ethical and legal consequences for individual prescribing clinicians.

LEARNING OBJECTIVES

You will learn:
¢ How South African law relates to off-label usage of medicines and malpractice liability

¢ The approach of the medical schemes legislative framework to the funding of off-label
medicines

¢ Ethical considerations when justifying off-label prescription.
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Off-label use and prescription of medicines: legal and ethical implications

Off-label promotion
is an offence under
the Act in terms

of section 29(b),
rendering the
company and its
officials who do so
liable to a fine or
imprisonment

In the context of
medicines and
healthcare, such
reasonability
would need to
be scientifically
determined, and
cannot merely
be based on case
studies or personal
experience
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How does South African law and legislation relate
to off-label usage of medicines?

The Medicines and Related Substances Act, 1965 (Medicines Act)’

The Medicines Act requires medicines to
be registered, and in terms of section 15
such registration relates to the medicine
being proven to be safe, efficacious and
of good quality. This registration pro-
cess includes the evaluation of a package
insert (as part of the medicine’s labelling
requirements) and affirms that everything
recorded therein can be proven. This
means that those aspects of the medi-
cine have been tested and it can therefore
safely be used as documented.

In terms of the Medicines Act, using a
medicine off label is therefore ‘risky’, as it
has not been tested for use in, for example,
a specific patient population. This use can
therefore not be backed up by SAHPRA
approval and, in many cases, there are no
studies to scientifically support such use.

Companies are also prohibited in
section 18 and the General Medicines
Regulations? from marketing any medi-
cine for treatment that goes beyond its
package insert, i.e. the approved indica-
tions under the approved circumstances,
and for the approved populations or sub-
population groups. Off-label promotion
is an offence under the Act in terms of
section 29(b), rendering a company and
its officials who do so liable to a fine or
imprisonment.

Using a medicine off label therefore
carries a liability risk, as the healthcare
professional would not be able to rely on
any regulatory approvals to support or
justify its use for certain indications, in
certain populations and/or under certain
conditions.

The Consumer Protection Act 68 of 20083

The CPA applies to all goods, includ-
ing medicines. Its section 55 states that a
consumer (and in the case of healthcare,
therefore a patient) is entitled to receive
goods that are reasonably suitable for the
purposes for which they are intended.
The purpose of a medicine is set out in its
package insert.

Furthermore, if the patient has
expressed an intention to be supplied
with certain goods, and the supplier (in
this case the prescriber) acts in a man-
ner that suggests they are knowledgeable
about the goods, a patient has the right to
expect that the goods are indeed reason-
ably suitable for that purpose. This means
that, under consumer legislation, there is
a general expectation that prescribers will
prescribe medicines that are reasonably
suitable for the specific purpose for which
the patient intends to use it.

case that a medicine being used off label is
‘reasonably suitable’ for a particular pur-
pose, there would need to be some level of
proof thereof. Such reasonability would
need to be scientifically determined, and
cannot merely be based on case studies or
personal experience.

Section 55 also obliges the prescriber
to warn the consumer (patient) about the
goods. Such warnings, in the case of an
oft-label prescription, cannot be made
with any certainty; this uncertainty means
there are wide margins for consumers to
take action in cases of harm. Providing
inadequate warnings creates strict (guilt-
less) liability under section 61 of the
CPA 3 Where a risk could lead to death or
serious consequences (e.g. the loss of an
unborn child), the consumer’s attention
must be drawn to those risks explicitly
and specifically.
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The standard

for determining
negligence is what
the reasonable
practitioner would
have done in the
same circumstances

The law of delict — malpractice

The field of law within which practition-
ers may be sued is called the law of delict,
but is commonly referred to as ‘malprac-
tice law’. The elements of the law of delict
are as follows:
1. That there was an act or an omission,
i.e. something was done or not done
2. There was harm to a patient
3. The specific act or omission caused the
harm, and nothing else. This causality
is important, as it must be this act or
omission that caused the harm
4. Culpa (guilt) is a requirement. This
could take the form of negligence or
intent. Negligence is at the heart of
malpractice cases. In some cases, there
could be intent, i.e. a clear desire to
harm someone. However, negligence is
where there has not been an intention
to harm, but the harm resulted from
a failure to take the care one should
have, e.g. by issuing the right warnings
or informing the patient, as is expected
of a reasonable healthcare practitioner
Wrongfulness is also a criterion, and
requires that society views what hap-
pened as wrong. In Latin, this is called
the boni mores (good morals) test.

bl

In respect of the first criterion, the act
could be that of off-label prescription
or even the failure to inform the patient
of the risks that could materialise from
that. And, what makes this even more
pertinent is that as there is no approved
package insert there are limited warnings
and indications of such risks for the spe-
cific indication, e.g. use in a patient (sub-)
population.

Negligence is also about foreseeing
potential issues (e.g. harm as a result of
off-label use) and taking steps to prevent
or mitigate such risks. Treatment guide-
lines, protocols and standard operating
procedures, for example, are therefore all
important to establish whether there has
been negligence or not. The standard for
determining negligence is what the rea-
sonable practitioner would have done in
the same circumstances. This includes,
for example, the obligation to obtain
informed consent. It also includes the
duty of the practitioner not to be swayed
by, for example, funding issues and in
doing so, keeping quiet about medicines
duly registered for the specific circum-
stances of the patient.

The General Medical Schemes Regulations framework

Prescribed minimum benefits (PMBs)
must be funded by all schemes on all
options ‘in full’ and without co-payment,
according to Regulation 8 of the General
Medical Schemes Regulations.* In the
explanatory notes to the PMBs, the fol-
lowing provision is found:

“The following interventions shall
however be excluded from the generic
medicallsurgical management catego-
ries unless otherwise specified:

(vii) Treatments, drugs or devices not
yet registered by the relevant author-
ity in the Republic of South Africa.”

This means that, unless a treatment has
been approved (registered) for a particu-
lar indication, schemes should not be
funding it. However, this rule related to
Regulation 8 is not always consistently
adhered to and issues of price often dic-
tate a medication’s acceptability, or not,
to medical schemes.

Medical schemes have, in terms of sec-
tion 47(4)(h), to adhere to ‘all applicable
law’. This means they have to consider the
provisions in the Medicines Act on issues
such as substitution (therapeutic substitu-
tion being prohibited) and the labelling of
medicines.
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Practitioners should
insist that medical
scheme formularies
be guided by
evidence-based
medicine, and that
cost-effectiveness
and not price be a
determining factor

EARN FREE
CPD POINTS

Join our CPD community at

www.denovomedica.com

and start to earn today!

4 | JuLy 2020

Regulation 151 and medical scheme formularies

Regulation 151 permits medical schemes

to set formularies. However, in doing so,

they have to abide by the criteria in this
regulation, and regulation 15 itself:

e The formulary must be set on evidence-
based medicine, which is defined as
‘current-based evidence, whereby indi-
vidual clinical experience is integrated
with the best available evidence from
external sources’. It would be difficult
for a medical scheme to prove that per-
mission for off-label use of a product
is indeed evidence based

e The formulary must consider ‘cost-
effectiveness’, and not price per se.
There is a definite cost associated with
the risk of off-label use, in particular
in vulnerable patient populations, as
well as a risk of adverse events

e Regulation 15I(c) envisages this poten-
tial risk of harm, in that it refers to
‘cause, or would cause’ an adverse
reaction in a patient. It therefore

recognises that one should not wait for
harm to occur but must take steps to
avert such harm. Prescribers need to
motivate for a non-formulary medi-
cine if a formulary-listed medicine
will cause harm, instead of using a
formulary-listed medicine off label.
In such cases, schemes are obliged to
fund a non-formulary-listed medicine
without penalty (e.g. co-payment) to
the patient.

Importantly,  off-label  prescription
prompted by medical schemes on the
basis of price would fall foul of medical
schemes law. Practitioners should insist
that formularies be guided by evidence-
based medicine, and that cost-effective-
ness and not price be a determining factor.
Furthermore, exceptions must be created
in the case of potential adverse reactions
that could result from off-label use.

How does Regulation 15J relate to off-label use of medicines?

Regulation 15] is also relevant to off-
label use, in particular where such use is
linked to a formulary where an in-formu-
lary prescription and/or dispensing fee is
awarded by the scheme. Subregulation (2)
of Regulation 157 states:

“Notwithstanding anything to the
contrary in these regulations -

(a) amedical scheme and a managed
health care organisation may not use
any incentive that directly or indirectly
compensates or rewards any person for

ordering, providing, recommending or
approving relevant health services that
are medically inappropriate.”

Schemes are therefore prohibited from
incentivising or rewarding compliance
with an off-label medicine prescription
or dispensing where this would not be
medically appropriate. It is unlikely that
unregistered indications would be deemed
medically appropriate, in particular where
there is a risk of harm to the medical
scheme beneficiary (patient).

Clinical interpretations of ethical on-label/off-label
prescribing in diabetes today

Off-label prescribing occurs for a variety
of reasons, including advances in medi-
cine that occur faster than the ability of
manufacturers or regulatory authorities
like the United States’ Food and Drug
Administration (FDA) to approve or re-
label medications. It is suggested that this
practice is justified when current scientific
evidence supports the efficacy and safety
of a medication for which it does not have
regulatory approval and, most impor-
tantly, the practice is supported by expert
consensus or practice guidelines.**

An example of this is the use of
intra-ocular bevacizumab in choroidal

neovascularisation, seen in so many South
African diabetic patients. An article in the
South African Medical Journal written
in 2009 suggested that the off-label use
of bevacizumab in age-related macular
degeneration (AMD) was neither careless,
imprudent nor unprofessional, due to the
fact that it had been used regularly and
for a long time for this indication, and
its use was endorsed in protocols devel-
oped by the Ophthalmological Society
of South Africa. Its preferential use was
also precipitated by the on-label product
being 50 times more expensive at the time.
Bevacizumab remains off-label for AMD
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Approximately
20-30% of patients
with T2DM have
renal impairment

Degludec does

not require dose
adjustments in renal
impairment

to this day, but medical schemes now
encourage its use since it costs approxi-

mately R500 per month, as compared to
R7000-R11 000 for on-label competitors.”

Clinical scenarios of off-label prescribing dilemmas

Limited data in certain populations, such
as children or pregnant women, may
result in clinicians feeling pressured to
prescribe off label. In children, the inci-
dence of off-label drug use appears to
be greatest in critically ill children and
neonates. However, the implications for
safety and risk are significant compared
to prescribing in accordance with the
product licence.? In children, adverse drug
reactions are more common with off-label
prescribing, partly because dosing sched-
ules developed for adult populations have
not been assessed in children.’ In some
countries, there is the additional issue that
reimbursement of off-label or unlicensed
prescriptions may be refused by medical
insurance funders.'°

Off-label prescribing is also common
in elderly patients, often due to the poor
representation of this group in pre-mar-
keting clinical trials of therapeutic effi-
cacy and safety of novel therapies.!! This
can present challenges in the management
of patients with type 2 diabetes (T2DM),
many of whom are elderly and have
comorbidities.

Approximately 20-30% of patients
with T2DM have renal impairment, with

an estimated glomerular filtration rate
(eGFR) <60ml/min/1.73m?.'> Of patients
with type 1 diabetes (T1DM), about
20-30% will develop evidence of kidney
disease.!* Kidney dysfunction is diagnosed
in more than 50% of patients aged above
75 years.'* One can appreciate the chal-
lenge of diabetes management in elderly
patients who often have impaired renal
function, as well as co-existing cardiovas-
cular disease. Given the high cardiovascu-
lar risk in patients with renal impairment,
as well as their greater vulnerability to
hypoglycaemia, this is a high-risk group
to prescribe off label.

Patients with diabetes also have a high
risk of liver disease, encompassing vir-
tually the entire spectrum thereof. This
includes abnormal liver enzymes, non-
alcoholic fatty liver disease, cirrhosis,
hepatocellular carcinoma and acute liver
failure."> One can therefore appreciate the
challenges facing the clinician treating
these patients, particularly when deciding
whether it would be appropriate to pre-
scribe off label. Furthermore, evidence
obtained solely from clinical trials might
not be generalisable where off-label pre-
scribing occurs in real-life.!6

Prescribing dilemmas in the high-risk diabetes patient with renal or

hepatic impairment
There are occasions in higher-risk patients

when it is difficult to avoid prescribing
newer agents that have fewer long-term

How to choose a GLP-1 receptor agonist

If one feels compelled to prescribe a
glucagon-like peptide 1 (GLP-1) recep-
tor agonist in a patient with known
renal impairment, exenatide and lira-
glutide are the only two choices in
South Africa. Exenatide is predomi-
nantly renally excreted, with signifi-
cant reduction in clearance in end-
stage renal disease.!”> Liraglutide shows

How to choose an insulin?

The choice of a basal insulin is important
in patients with renal or hepatic impair-
ment. A study utilising the insulins glar-
gine and detemir demonstrated that in

data, so the product chosen remains criti-
cally important.

reduction in the development and pro-
gression of diabetic kidney disease.!” No
dose adjustment is required for patients
with mild or moderate renal impairment
(creatinine clearance between 60-90 ml/
min and 30-59ml/min respectively). There
is no therapeutic experience in patients
with severe renal impairment (creatinine
clearance below 30ml/min).

patients with an eGFR <60ml/min/1.73m?
as compared to those with eGFR >90ml/
min/1.73m?, glargine doses needed to be
reduced by 29.7%, and detemir doses by
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With regard to
bolus insulin, insulin
aspart does not
cross the placental
barrier and can be
used in pregnancy
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27.3%."° A study using insulin degludec in
patients with different stages of renal fail-
ure and terminal chronic kidney disease
(CKD) showed no statistically signifi-
cant differences in absorption or release
profiles when compared to patients with
normal renal function. Therefore, deglu-
dec does not require dose adjustments in
renal impairment.”’ While the package
insert for glargine merely cautions that
dose reductions may be needed in renal or
hepatic impairment, therefore not making
these conditions strictly off label, it would
seem that degludec would be the more on-
label choice of the two.?!

The pharmacodynamic properties of
degludec have been shown to be preserved

in patients with hepatic impairment, and
there were no significant differences in
absorption or clearance compared with
patients with normal hepatic function.?
This suggests on-label prescribing when
using degludec in patients with hepatic
impairment, compared to another basal
insulin where some guess at dose adjust-
ment would have to be made.

The FDA has approved its use in
patients with both TIDM and T2DM
from the age of one year.?> Comparable
pharmacokinetics of degludec in elderly
subjects and younger adults with TIDM
have meant that its use in elderly patients
is not off label, although cautions about
dosing are noted in the package insert.?*

How can SGLT-2 inhibitors be used in CKD patients?

As a clinical trial investigator, Dr Trokis
has often used SGLT-2 inhibitors at
eGFR levels around 30ml/min/1.73m?
during trials, with no safety issues arising.
“While conceding that the glycaemic-low-
ering effect would be minimal at this level

Insulin usage in pregnancy

As per recommendations by the Society
for Endocrinology, Metabolism and
Diabetes of South Africa (SEMDSA)
2017 guidelines,?” long-acting insulin ana-
logues (detemir or glargine) may be con-
tinued in women with diabetes who have
established good blood glucose control
before pregnancy. It should, however, be
noted that only insulin detemir is cur-
rently approved by the FDA for use in
pregnancy (category B).2» With regard
to bolus insulin, insulin aspart does not
cross the placental barrier and can be
used in pregnancy.

Intensified blood glucose control and
monitoring of pregnant women with
TIDM, T2DM or gestational diabetes
are recommended throughout pregnancy
and when contemplating pregnancy.
Both hypoglycaemia and hyperglycaemia,
which can occur in inadequately con-
trolled diabetes therapy, may increase the
risk of malformations and death in utero.
Insulin requirements usually start in the
first trimester and increase during the
second and third trimesters. After deliv-
ery, insulin requirements rapidly return to
pre-pregnancy levels. There are no restric-
tions on treatment with insulin aspart
during breastfeeding as it does not cross
into breast milk.*

of eGFR, I feel somewhat comfortable
around safety issues, due to my experience
in clinical trials,” he says.?>* Clinicians
who have not had the opportunity to use
these agents in off-label scenarios may be
less comfortable.
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As clinicians we

may often not
offer the patient
the best option,
even between two
different on-label
medications, due to
cost differences

How to find the balance between on-label and off-label prescribing?

Many clinicians adopt a pragmatic
approach by trying to prescribe on label
whenever possible, and only prescribing
off label when this is supported by good
clinical data that are ethically justifiable
and withstand medicolegal scrutiny.

One may find it difficult to justify the
use of NPH insulin as the sole basal insu-
lin in children with T1DM, when there
are data to show that detemir and deglu-
dec are associated with a significantly
lower risk of hypoglycaemia in this popu-
lation.?'*? Consequently, one may view
detemir (2 years and older) and degludec
(1 year and older) as the more on-label
choice in paediatric patients.

A final point about on-label prescribing
is that as clinicians we may often not offer

KEY LEARNINGS

of 2008 and the law of delict

these populations.

¢ In South Africa, off-label usage of medicines falls under the Medicines Act of 1965, the CPA 68

e The medical schemes legislative framework states that schemes should not fund a treatment
unless it is registered for a particular indication; this rule is not always consistently adhered to

¢ For the management of hepatic, renal, pregnancy, paediatric and elderly populations, the choice
of drug is critical; on-label prescribing decisions should be necessary in the management of

the patient the best option, even between
two different on-label medications, due
to cost differences. This is particularly
topical in view of some of the recent car-
diovascular outcomes trials. If the best
option offers the patient significantly bet-
ter outcomes, such as lower hypoglycae-
mia risk or reduction in cardiovascular
risk, and we do not inform the patient of
the different options and potential conse-
quences, this may amount to negligence.

Most importantly, when one is not pre-
scribing on label, it is imperative that the
patient be fully informed to enable shared
decision-making and ensure proper
informed consent that meets ethical and
medicolegal requirements.
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