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INTRODUCTION

You’ve made incredible strides in forming a viable You have to think about things like technology tranfers, shipping and

h biooh ith . t logistics, not to mention comparator drugs and ancillaries such as needles,
pharma or biopharma company with a mission to glucometers and IV sets. Then there are also increasingly complicated

help transform the lives of patients. But as you move regulatory expectations across countries.
deeper into development, complexity will arise that Large pharma companies often have the staff and experience to manage
involves much more than jUSt your molecule. and move drug products and ancillaries within and across borders, but new

and emerging companies tend to run lean and be scienti cally focused.
As a result, you may not have the resources or expertise to coordinate
development programs across multiple sites, geographies or vendors.

On paper, it’s easy to draw a streamlined process leading to clinical
development success—but with complex modern molecules you're likely
to encounter unexpected risks and challenges along the way that may
threaten the resilience of your plan.

This eBook is designed to help you map seven key risk areas in drug
development and clinical services—and build a plan to overcome them.

The Seven Seas of Risk

1. Scale 5. Quality
2. Expertise 6. Technology Transfer
3. Supply Chain 7. Liability

4. Management







2. EXPERTISE RISK

Assumptions you may make:
Specialty CDMOs can give me what
| need to get to my next milestone.

Potential risk:

Specialty CDMOs may not have
the skill sets to focus on what
you’ll need for the next several
milestones.

Smaller pharma companies may choose CDMO
partners for the skills they need today rather than
focusing on what they are also likely to need
downstream. This can be a risky decision. For
example, if the performance of your API in tablet
form during trials isn’t as good as expected, you'll
need the ability to try different approaches, such
as spray drying or milling, while still in the drug
substance stage. If your CDMO can’t offer a broad
range of formulation options, you may be putting
yourself at risk for delay and additional cost.

The same may apply if your CDMO’s limitations
make it dif cult to reformulate your dose for niche
audiences such as pediatric patients.

If your CDMO runs up against a challenge on a
program with a speci c site, they should have
enough expertise from another part of their company
to help address it. The same holds true for alternate
sites if the work has to be transferred. However,

if a CDMO you chose for early development is

more focused on commercial-phase development,
you could quickly see misalignments cropping up
between your early-phase goals and the ability of
the CDMO to meet them.

Some considerations:

e A commercial-focused CDMO may insist on
a tablet for your formulation when a powder
would be adequate. You can end up spending
a lot more money than you need to.

< Commercial quality standards are likely to be
higher than you need for pre-Phase | work
while the necessary exibility for the same kind
of work is less likely to be offered.

e Your CDMO should have an understanding of
IND Phase | expectations from the FDA or the
EMA, and be able to apply the right level of
phase-speci c quali cation. If your CDMO is
too commercially focused, they could require
many extra steps that might add months to
your program.

Broad expertise can help you address
considerations before they become problems or
delays. For example, have you thought about how
your injectable is going to be used in the clinic?

Is it a transfusion treatment or is it subcutaneous?
If the latter, it will have to be developed as a
high-concentration formulation. And will you need
different needle types, which may be in short
supply because of a pandemic, for adult and
pediatric patients?

As drug repurposing continues to grow in
momentum, it’s also important to consider working
with a broad-capability CDMO now so that
repurposing is easier—two, ve or even twenty
years into the future. Repurposing drugs with

a larger CDMO, especially the one that initially
developed it, saves time and additional investment.

Key questions for planning

« Does my partner have expertise across
multiple development areas to help
problem-solve downstream before we
get there?

< Will my partner’s good intentions be
undermined by a lack of breadth across
drug substance, product, regulatory,
planning or scheduling?







4. MANAGEMENT RISK

Assumptions you may make:
Stringing together multiple best-
of-breed CDMOs just requires
some dedicated management
from our team.

Potential risk:

Small pharma companies are
typically unprepared for the
substantial amount of time
involved in managing multiple
contract vendors.

Many large pharmas can afford a staf ng model
that can support a “string-of-pearls” multi-CDMO
program, but new and emerging pharmas who
try to follow the same path or manage the
process themselves may be opening themselves
up to signi cant risk. As many new pharmas
have discovered, even something as seemingly
simple as obtaining placebo doses is far more
complicated and time-consuming than placing an
order on a website and waiting for your materials
to arrive.

Small pharma companies are typically unprepared
for the amount of time involved in managing
multiple contract vendors. Weekly or even daily
meetings with each vendor mean that you are

managing direct communications as well as back-
and-forth communications between vendors. This
can quickly become overwhelming. If your drug
substance and drug product or drug product and
packaging teams aren’t communicating because
they’re in separate companies, you may miss vital
information that can impact your downstream
success. Multiply this by number of vendors and
it expands quickly.

For example, imagine that you hit a development
lag in your program. If you are managing your
CDMOs yourself, you will be accountable for the
fees and suffer the schedule consequences for
moving out a deadline such as a batch slot.

With an integrated CDMO, the onus is on them
to make these scheduling changes.

It’s also helpful in mitigating risk to be able to
connect analytics and development teams,

and to allow drug substance teams who have
developed your formulation to transmit this
knowledge downstream to the drug product

site. This is especially important if something in
your formulation triggers a question; e.g., sterile
formulation related to lyophilization, or what your
drug substance team looked at when they did
their matrix of formulations. With separate vendors
for each, this rarely happens ef ciently.

Key questions for planning

e Can | generate clear line of sight across
drug development phases if I’'m managing
multiple vendors?

Will the CDMO choices I’'m making add
value to our asset in the event of a sale,
or decrease that value?

Would a potential acquisition partner be
impressed enough with our CDMO to

keep the work with them versus transferring
it out?







6. TECHNOLOGY TRANSFER RISK

Assumptions you may make:
Tech transfer is table stakes. That
should be every CDMO'’s specialty.

Potential risk:

Overlooking the subtleties of tech
transfer can cripple your schedule
or sap the value of your molecule.

In a tech transfer, an integrated CDMO can

qualify assays from drug substance to drug product
ahead of time, thereby enabling a fast transition

to manufacturing on the drug product side. With
two separate (and likely competing) CDMOs, the
risks and costs are higher because the analytical
teams are unlikely to be communicating. Assay
information required for transfer would go

Some new and emerging
pharma companies don’t
realize that simply transferring
files is not the real technology
transfer. The bench-level
touch, feel and know-how of
the transfer are often lost when
multiple CDMOs are involved.

to the pharma company, which would then have
to transfer that information on to the other CDMO.
Transferring or re-creating and re-qualifying
methods is another risk you will have to bear.

As you move into Phase Il and Phase Il trials, drug
product assays will still need to be transferred to
the next vendors in your network, because the FDA
places more responsibility on the drug product

site to release their own material. Some new and
emerging pharma companies don’t realize that
simply transferring les is not the real technology
transfer. The bench-level touch, feel and know-how
of the transfer are often lost when multiple CDMOs
are involved.

Aligning on equipment being used at drug
substance versus drug product sites is critical as
well. You face a much lower risk if there is a direct
ow of assays, instrumentation and institutional
knowledge across sites. Mismatches in timing
from sites based on disconnects in how schedules
will work together are more common than you
may think. Even if the schedule milestones are
six months away, it’s essential to ensure that all
parties are aligned. With multiple vendors this
level of coordination rarely happens. Risk
mitigation ahead of time is a powerful antidote
to future problems.

Key questions for planning

e What can go wrong in a tech transfer, and
are we prepared for that risk?







CONCLUSION

As a new or emerging pharma, every minute
counts—but so does every employee’s time
and expertise. When dealing with multiple
small CDMOs, even seasoned project
managers can become frazzled by the
oceans of detail they are required to manage
and the questions they’re expected to know
to ask. To slay—or better yet, avoid—the
“dragons” of risk, your company will be
better served by working with a CDMO

that has the scale, expertise and scope of
services that free your time to focus on the
business of discovery and transforming
patient lives.
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ABOUT US

With unwavering commitment to service, science
and process engineering, Thermo Fisher Scienti c is
powered by people with an exceptional commitment
to quality, deeply instilled ethics of personal
responsibility and unrivaled expertise.

Thermo Fisher Scienti c provides industry-leading pharma services solutions
for drug development, clinical trial logistics and commercial manufacturing to
customers through our Patheon brand. With more than 55 locations around
the world, we provide integrated, end-to-end capabilities across all phases
of development, including API, biologics, viral vectors, cGMP plasmids,
formulation, clinical trials solutions, logistics services, and commercial
manufacturing and packaging. We give pharma and biotech companies of

all sizes instant access to a global network of facilities and technical experts
across the Americas, Europe, Asia and Australia.

Our global leadership is built on a reputation for scienti ¢ and technical
excellence. We offer integrated drug development and clinical services
tailored to t your drug development journey through our Quick to Care™
program. As a leading pharma services provider, we deliver unrivaled quality,
reliability and compliance. Together with our customers, we’re rapidly turning
pharmaceutical possibilities into realities.

12





https://patheon.com/
mailto:pharmaservices%40thermofisher.com?subject=
http://www.thermofisher.com/patheon

