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Working with the Regulators

Regulators such as the FDA and EMA are often perceived as
roadblocks on the route to drug approval. Yet their role is not
to make life for drug developers as difficult as possible: they
are stakeholders in the development process, responsible
for ensuring the safety and efficacy of new medicines, and
a goal to do this without undue delay. Early — and frequent
— consultations with the regulators by pharma companies
and their clinical research organisations (CROs) and contract
manufacturing organisations (CMOs) will make the path to
market smoother.

Both the EMA and FDA have tools to assist sponsors and CROs
create R&D programmes that will meet regulatory needs. Requesting
scientific advice from the correct regulatory body at the appropriate
time is an important step in tailoring any programme to maximise
the likelihood of approval. Although it is voluntary, in reality, not
engaging the regulators early on will lead to delays.

When should scientific advice be sought, from which body, and
at what stage of the development process? The first point of call is
usually the regulator in the jurisdiction where the first launch is
planned.

US Advice

Scientific advice provision is the norm at the FDA, who expect
repeated meetings with sponsors throughout preclinical and
clinical development. This provides multiple opportunities to refine
development to meet FDA expectations, and for the FDA to refine

its own expectations based on current scientific and marketplace
realities. The interactions can be very labour-intensive, with a lot
of prospective planning.

Fees are set via the Prescription Drug User Fee Act, or PDUFA.
There are fee waivers and reductions for products with priority, fast-
track status, breakthrough designation, and those with significant
barriers to innovation.

There are three types of meeting: type A meetings are usually
for appeals or clinical holds, most common in Phase III trials; type
B meetings look at issues before Investigational New Drug (IND),
emergency use authorisation or New Drug Application/ Biologic
License Application (NDA /BLA) submission, and at the end of each
phase if FDA approval is required to proceed; and type C meetings
cover everything else, including biomarkers, surrogate endpoints
and labelling issues.

Filing an IND or NDA is the first step to accessing this advice.
In one case, SGS used a pre-IND meeting to avoid problems
with a new antimicrobial agent and the early FDA input allowed
the complexities of the agent targeting a single pathogen in a
single indication to be navigated. Its focused advice allowed a
development programme in an area with no GMP guidelines to be
created, and the FDA’s demands for validation and quality control
mechanisms to be met. Its recommendations are being incorporated
into an IND that is being prepared for submission.

European Advice
The situation is a little more complicated in Europe, as both the EMA
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and national regulatory bodies have to be satisfied, and it may
be advisable to liaise with both. Meetings with national bodies
are usually quicker, easier and cheaper to schedule than with
the EMA, and while their advice may not reflect a pan-European
perspective, it can be useful if sponsors are considering testing in
specific countries.

As an example, Belgian regulators assisted a small biotech
developing a mAb-insulin conjugate for diabetes. SGS asked
for early scientific advice because there were no EU or US
guidelines for such products. A Phase I design based on in-house
experience with multi-dose oncology programmes in patients
rather than healthy volunteers was presented for scientific
advice 18 months before the planned trial start. Regulatory input
was essential in moving forward with the clinical programme,
and the Phase I study will be filed for approval later in
2018.

EMA scientific advice is, unsurprisingly, more complex,
slower and more expensive because of its pan-European nature.
Requests for scientific advice are coordinated by the Scientific
Advice Working Party, and can focus on a broad range of
questions from product quality and novel study designs, to
endpoints, biomarkers and pharmacokinetic/pharmacodynamics
. modelling.

While the EMA’s scientific advice is not binding, any deviations
will have to be addressed in the marketing authorisation
application, particularly if there is no Committee for Medicinal
Products for Human Use (CHMP) guidance on the product class.
It is particularly important to incorporate and follow scientific
advice for biologics, cell and gene therapies, orphan drugs,
vaccines, immunomodulatory agents and drugs with a novel
mechanism of action.

The EMA advice process typically takes 40—70 days, or longer
if the questions are more complex or require multiple rounds
of clarifications. Allowing three to six months for the whole
process, plus further time to implement recommendations,
is advisable. EMA advice can be sought at any point in the
development process, including post-marketing, but it is cheaper
and quicker to deal with regulatory questions early, allowing
the submission package to be tweaked before it is sent to the
regulators.

Both European and US regulators are clear that it is never too
early to seek scientific advice, whether the questions are around
trial design or the chemistry and manufacturing controls (CMC)

- implications. Incorporating scientific advice into the product
- development programme is an effective way to reduce regulatory
risk, and maximise the likelihood of approval.
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