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Foreword.
A practical guide to streamlining the tracking of real-world
safety events, and delivering value from the data, as unlicensed
drugs are made accessible beyond clinical trials.
The current rate of innovation in life sciences is unprecedented in recent times,
and the high-profile progress of new drugs and treatments is generating
great expectation and hope in the global market.
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As important new products come through late-stage development, completing clinical trials
and edging closer to market authorization, physicians and their seriously ill patients can
request early access to medicines or therapies in return for important early
real-world feedback about the products’ use beyond controlled trials.
This includes information about any Serious Adverse Events (SAE), which need to be
monitored as closely as possible to ensure patient safety and proof of regulatory compliance.
This important pre-authorization activity will also feed into
early marketing and commercial planning.

Keeping control as first use cases move beyond the lab.
For drug sponsors and marketing authorization
applicants, managing these early access
programs can be a challenging task.

Secondly, but related to this first point,
is the fact that interested parties could
be located anywhere in the world.

Firstly, demand for much-anticipated
new treatments is higher than ever today,
because health care providers, patients
themselves and their families – particularly
in the case of rare and life-limiting diseases
– are much more aware than they were
10–20 years ago of the latest advances
in treatment from their earliest stages.

This introduces the potential for not only
language and cultural differences around
giving feedback, but also for variance in the
local treatment paradigms and regulatory
reporting requirements. That’s because each
jurisdiction will have its own terms under
which unlicensed drugs are made available
in unlicensed/compassionate use cases.

High levels of patient advocacy group and
social network activity, and centralized public
information about clinical trial on web sites,
are contributing to this heightened awareness.

This guide summarizes companies’ obligations
for pharmacovigilance (PV) management and
reporting in an unlicensed/compassionate
use context; summarizes some key variances
in expectations between regulators globally;
then proposes some practical next steps
for companies looking to formalize and
streamline their associated AE reporting.

It is global, too: word spreads quickly among
connected communities with a shared interest,
transcending geographical boundaries.
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PV obligations & challenges with unlicensed drugs.

As new drugs and therapies move out of
clinical trials and into early real-world use
cases, it is in the sponsors’ interests that
those new treatments can be accessed
by the patients who need them most.
However, this presupposes that patients’
experiences and feedback can be captured,
documented and reported swiftly and easily, so
it is important to optimize early understanding
or real-world use, with the potential also
to facilitate guidance on product use.
For patients with as-yet unmet medical needs,
time is critical – so a streamlined AE capture
and quality management process is paramount.
While data capture processes will have been
robust during clinical trials, these are
less easy to control and harmonize
in this early real-world context.
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For one thing, requests for unlicensed/
compassionate use could come from anywhere,
and there isn’t any certainty over who will qualify.
There’s much less visibility of what’s going
on too: information may be lacking or
incomplete; and it can be hard to encourage
or even monitor physicians’ reporting of
SAEs and other specified safety data.
This reduced level of data collection and
control represents a significant change
from the clinical trial environment and is
likely to demand some adjustment in the
sponsor’s paradigm and approach, requiring
them to adapt their systems, resource and
data collection to optimize their value.
From a regulatory and safety perspective,
the onus is on these responsible companies to
gather and report on as much data as they can.

One aspect of this is taking whatever steps
they can to encourage a good response from
physicians – making it as easy and intuitive
as possible to report new findings promptly,
accurately and completely.
Where possible involvement from Medical
Science Liaisons can help, but this involvement
isn’t always applicable – or even sought by
the participating sites.
The pharmacovigilance requirements as
applied to Compassionate Use are, for the most
part, idiosyncratic when it comes to application,
collection, reporting, and periodic reporting,
and vary from one country to the next.
The lack of continuity between jurisdictions
adds significant complexity to these
projects, necessitating careful selection
of vendors, systems and processes.

Differences in international approach.
Below are some highlights of the differences in approach by major regulators around the world
to making new treatments available for early unlicensed/Compassionate Use:
Europe/the EU (EMA).

Guidelines available on Compassionate
Use, but specific adoption and requirements
implemented at a country level by each
National Competent Authority.
For reporting ICSRs, post-marketing
business rules per GVP Module IV apply.

The UK (MHRA).

While there are two key avenues available to
sponsors in the UK – obtaining a ‘Specials’
license; or the much more involved Early
Access to Medicines Scheme (EAMS) –
many sponsors opt for the former. ICSR
reporting rules aligned to GVP Module VI, but
submission is via MHRA portals/gateway.

The US (FDA).

Handled under the product’s IND, clinical trial
rules apply for the submission of IND Safety
Reports, contrary to the positioning in the EU.

Other major markets.
Between the application, ICSR and
periodic reporting requirements, there is
little harmonization between countries
in spite of the common guidance and
broad application of GVP Module VI.
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Streamlined use control: next steps.
Once products move
into the later stages of
development and into
commercial preparation,
sponsors need a formal
capability for managing
pharmacovigilance.
Very often pharma companies
will outsource at least some
aspects of unlicensed/
compassionate use study
management to a specialist
service provider unless they
are particularly well-resourced
and experienced in house.
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PV-related the criteria to look for?

>

P
 roven credentials in pharmacovigilance
services and solutions, and Good
Pharmacovigilance Practice (GVP), with a
model and approach geared to optimizing
PV right across the product lifecycle.

>

A
 n up-to-date global understanding of
unlicensed/compassionate use provision,
coupled with local presence in and
knowledge of all key markets, including
comprehensive insight into how the local
registration process is set up and countryspecific legislation.

>

A
 fit-for-purpose PV system that supports
global AE reporting, and a robust quality
management system (QMS).
These capabilities should accommodate
the particular demands of unlicensed/
compassionate use e under physician
supervision, with an intrinsic
understanding and pathway for the
exact requirements in each market.

>

U
 se of optimized processes and tools
to promote high levels of SAE and AE
reporting by physicians – benefiting from
intuitive ease of use and frictionless
reporting, so that as much data as
possible is collected with optimum quality
and value in onward use.

>

A streamlined interface and process
linking specialist ‘Compassionate Use’
teams or partners (whose role is to collate
and track incoming SAE and AE reports)
with the PV service provider.
This will promote an efficient and
effective information flow, while saving
any duplication of effort.

The value of getting
Compassionate Use PV right.

How Arriello can help.
Ultimately, although potentially a complex
and expensive undertaking operationally,
embracing unlicensed/compassionate use,
and all of the associated data-gathering
opportunities, can lead to excellent early
market exposure and provide easy access
to valuable real-world data.
Commercially, the practice adds
considerable value too, by providing a
change to engage at a deeper level with
key opinionleaders before products come
to market formally.

Arriello has a comprehensive, optimized and streamlined global pharmacovigilance service
capability, combining strong central expertise with on-the-ground knowledge and resources
in more than 150 countries.
We specialize in all aspects of PV, right across the life sciences product lifecycle from development
to market. Our model and approach are designed to optimize AE data capture and reporting, so that
sponsors and marketing authorization holders can benefit from the highest-quality data available.
Our clients range from small to medium-sized biotechs and specialty pharma to large international
pharma companies, who trust us to drive maximum value from their PV activities.

Find out how Arriello could help your organization streamline its PV activities,
in a Compassionate Use context or beyond at Arriello.com
at Arriello.com
7

From development to market.
Faster. Better. Smarter.
About us.
Arriello is a leading consultancy and solutions provider of risk management
and compliance services to the pharmaceutical industry. We’ve been making
the development-to-market process faster, better, and smarter since 2008.

With our extensive global network, decades of combined experience
and ISO:9001 certification, we are a trusted partner primarily
to pharmaceutical and biotech companies.

Our global services span the product life cycle from Clinical to post-submission
Regulatory Affairs and Pharmacovigilance, Quality Assurance and Auditing,
and innovative automation solutions.

Our valued clients rely on our ability to deliver, however complex their requirements,
through our proven expertise, global coverage, and technology.

Headquartered in Ireland, with operations across Europe, we consult and create
solutions across the EU, North America, LATAM, CIS, MENA, Asia, and South Africa.

Service inquiries: sales@arriello.com
l inkedin.com/company/arriello_group

ISO 9001 certified
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