Leave No Manufacturer Behind

While the new regulations principally
target medical device manufacturers,

pharmaceutical companies
manufacturing products with a medical
device component would be wrong to
assume that they are exempt from
the unprecedented upheaval and
the tightening of supervision taking
place across the European regulatory
landscape. With the global combination
product market size expected to
reach $177.7bn by 2024 coupled with
increasing technological innovation
in the medical device market, it has
become essential to strengthen safety
and efficacy. Accordingly, the new EU
MDR updates the requirements for
combination products to address the
regulatory gap that existed under the
previous directives and to establish
regulatory harmonisation for these
products.

Combination Products Must

Play by the Rules

Combination products can be
composed of any combination of an
ancillary drug, a device or biologically
active product. Examples of
combination products are drug-eluting
stents and medicated dressings, where
the medicinal component contained
within the device coating has an
ancillary purpose to the medical device
claims. Other types of combination
products are insulin injector pens and

metered dose inhalers which function
as prefilled drug delivery systems,
as well as bone cements containing
antibiotic, root canal fillers containing
medicinal substances with ancillary
action and intrauterine contraceptives
containing copper or silver — the list
goes on. Confusion may arise when
manufacturers package together more
than one component, but which are
not necessarily dependent on each
other at the point of use. For instance,
syringes packaged with vaccines do not
constitute a combination product, as
it is possible to use a syringe to deliver
other drugs just as another syringe may
be suitable to administer the target
drug. Assessing a product’s intended
purpose and principal mode of action
helps to understand why certain
products are regulated as two separate
products rather than as a combination
product.

In the European Union, combination
products are either regulated as
medicinal products or medical devices,
depending on which component has
the ancillary function. As such, the EU
MDR will particularly impact ancillary
medical devices that are used to
administer medicinal products, for
this represents a big change than for
those already regulated as medical
devices. The products in which the
device serves as the applicator of the
integral drug component are currently
regulated as a medicinal product under
the EU Medicinal Product Directive
201/83/EC (MPD) but will now also fall
under Article 117 of the EU MDR, which
serves as an amendment to Annex |
of the EU MPD. This adjustment is in
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part a result of the recognition that
combination products are becoming
increasingly complex, making the
need for tighter regulation and control
an absolute must. From here on out,
ancillary device components will be
dealt with equally careful examination
as purely medical device products.

In preparing their clinical evaluation
reports (CER), pharmaceutical
companies will most Llikely be
missing some of the required data
to demonstrate the clinical safety,
performance and clinical benefit of
their device components. If this is the
case, it may be necessary to carry out
new studies and clinical evaluation —
particularly for manufacturers of legacy
devices, given that historical market
clearance does not apply under the
EU MDR. With such studies costing
time and money, businesses should
begin assessing which data they are

48 INTERNATIONAL PHARMACEUTICAL INDUSTRY

Winter 2019 Volume 11 Issue 4



missing to submit a complete report.
It is important not to underestimate
the time it takes to complete a CER,
particularly for companies that are
writing one for the first time and who
do not have CER authors available
in-house or other internal expertise.

Learning the art of interpreting the
regulation, applying that knowledge
and developing the compliance
documentation are all things that
medical device manufacturing
companies have invested much time,
resources and energy into, to ensure
effective regulatory compliance.
Pharmaceutical companies
investing proper resources into this
process will be the ones to reap
the long-term benefits, as having
accessible, up-to-date clinical data
will be crucial for the maintenance of
clinical records and for post-market
surveillance activities in the future.
As compliance is an ongoing activity
that lasts throughout the lifecycle of
a device, businesses are furthermore
encouraged to incorporate a device
compliance process into their
operations as soon as possible.

Reaching out to a notified body to
get the ancillary device component
certified will be a new venture for
many manufacturers of combination
products. Previously, pharmaceutical
manufacturers of combination
products and companion diagnostics
were solely required to liaise with a
national Competent Authority (CA).
Now, pharmaceutical companies
will need to gather clinical data and
liaise with a notified body to obtain
a CE mark for the device component.
Pharmaceutical companies should
immediately be made aware of
the current shortage of designated
notified bodies in Europe if they

are to truly understand the urgency
of getting an early start with their
preparations. Today, there are only
eight notified bodies available to
review technical documentation
under the EU MDR. It is expected that
this number will rise before the end
of the year, but regardless, companies
will need to join a waiting line to
have their documentation reviewed.
Device-regulated products will also
require a consultation between the
notified body and a national CA or
the European Medicines Agency
(EMA), to assess the ancillary drug
function, which may further prolong
the approval process.

Inevitably, it will be a lengthier
procedure under these circumstances
and manufacturers should be prepared
for likely delays. By submitting their
clinical evaluation reports in a
timely manner, manufacturers are
at least minimising, to the best of
their capacity, the duration of the
compliance procedure on their
side. With significant challenges
to overcome and a high demand
for notified bodies, pharmaceutical
companies unfamiliar with the
regulatory system for medical
devices may wish to partner with
third-party specialists to facilitate
the process and alleviate the weight
on the shoulders of European notified
bodies.

The deadlines for EU MDR and IVDR
compliance are May 2020 and 2022
respectively, however manufacturers
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should note that products holding a
CE mark under the current Medical
Device Directive 93/41/EEC can claim
a two-year extension so long as no
changes are made to the products.
Failing to achieve compliance within
the deadline means a total removal
of any non-compliant products from
the market. Such an outcome would
not only limit market access to the
affected business but would also
negatively impact their company
reputation, as well as potentially
patient treatment if no alternative is
available. Pharmaceutical businesses
are encouraged to get ahead of the
game and begin their preparatory
compliance procedures as soon as
possible, to avoid such unwanted
conseqguences.

Companion diagnostics must go

by the book

Companion diagnostics are I1VD
devices which help improve the
safety and efficacy of a medicinal
product by determining which
patients would most benefit from
treatment, and which may experience
adverse effects from it. These kinds
of devices will fall under the scope of
the EU IVDR. The IVDR establishes a
new risk-based classification system
which labels products according to
risk — with Class A presenting the
lowest risk and Class D presenting the
highest risk. Lower risk devices will
be assessed on a sampling basis by
notified bodies, which may make their
progression into the EU market faster
than with the higher risk devices that
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first require assessment. Companion
diagnostics will be considered Class
C under the IVDR and will receive a
higher level of clinical scrutiny and
may require more time before being
placed on the market.

Making matters worse, the IVDR
is experiencing a similar, if not much

worse, shortage of notified bodies;
currently only two notified bodies
have been designated under the
EU IVDR. There are also far fewer
notified bodies awaiting designation
in comparison with the EU MDR.
With a limited number of notified
bodies presently available to review
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documentation, manufacturers
should begin researching which
organizations will be available to
review the documentation for their
specific products area. In doing so,
manufactures can only help reduce
the inevitably long process by gaining
a place at the front of the queue.

Under the new European
regulations, combination products
and companion diagnostics will be
subjected to more stringent clinical
scrutiny. Medical device manufacturers
are most likely informed about the
ins and outs of the new EU MDR and
IVDR regulations, but pharmaceutical
companies may not be as aware of the
new requirements. Their unfamiliarity
with the entire process means they
are likely to require more time for
each step. Given the overdemand
for notified bodies in the regulatory
arena, getting an early start can be
the crucial step away from product
market freeze to full compliance
and market access. Pharmaceutical
companies must take the issue of
compliance seriously and allow for
extra time and resources to get to the
finish line, or else face the negative
consequences of missing the cut-off
point. Proactive organisations who
take the long view when it comes
to combination products will be
well prepared to create sustainable
regulatory compliance that drives
their business.
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