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Once a planning method has been selected, it is important to make sure that the entire scope of the submission
is accounted for. The submission planner will be a living document that will most likely change multiple times
throughout the submission process. The key elements to a submission planner are: all of the submission
components in their appropriate place, the individual responsible for each piece, and target completion/vendor

deliverable dates (see Figure 1).

Figure 1: Sample Submission Planner
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Depending on the type of application (NDA, IND, ANDA, BLA, MAA, NDS, etc.), the required submission
components will vary. Staying up to date on the most recent releases of Regulatory Authority Guidances and
Regulations will help to ensure the team’s awareness of all required components. In addition, it is important

to stay abreast of industry initiatives (evolving submission formats) so that the company is not blind-sided by
requirements communicated by the regulatory authority. To ensure a quality deliverable, it is always best practice
to maintain a version control system. This is typically handled through a Document Management System (DMS).
Early documentation of emerging submission components should be tracked on the submission planner
throughout the authoring process so team members understand interdependencies among developing
documents. Rarely do companies know right from the beginning exactly what will be included in their
submission, so planning for more is encouraged.

By tracking who is responsible for each section on the submission planner, you are holding people accountable
for meeting their deadlines. Because authors will be located throughout many functional and geographic areas,
which may include multiple vendors, sharing the submission planner with team members will keep them
aware of the current status of their documents in relation to other pieces of the submission. In addition, this will
allow for the authors to plan accordingly if they are dealing with projects with competing priorities.

Tracking target dates for each submission component on the submission planner will help keep the filing on
time. It is one way to hold authors responsible for meeting their deadlines for deliverables. Target dates should
be established as early in the submission planning process as possible, so that authors are aware of the amount
of time available to produce the documents. These timelines and the submission planner should be communi-
cated to the authoring/contributing team. It is a good idea to meet on a regular basis to discuss and evaluate
target dates and review progress. Inevitably, timelines will shift and target dates will be altered. If, and when, this
happens, it is essential to communicate the altered timelines to the authoring team and to discuss the impact of
these timeline shifts.

The submission planner should also incorporate time to perform a quality control step on all authored documents.
Often, there is a rush to finalize documents in order to send them through the publishing process. If, however, a
quality control check is not performed on the documents before being sent to the publishing group or vendor, the
possibility exists for a substantial amount of rework. Issues that are identified during the publishing process may
require a document to be sent through the authoring process again, which may adversely affect timelines.

Target dates should also be added to the submission planner for document publishing, quality control of the
published document, and submission compilation. Whether you utilize an in-house publishing team or a vendor,
the target dates should be shared with the publishing team well in advance of the planned submission date.
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The publishing team should review the timelines and assess whether or not the target dates are achievable. It is
a good idea to establish “drop-dead” dates early on, or dates by which certain documents MUST be delivered to
the publishing team. For example, you may decide that the final clinical study report should be delivered to the
publishing group no later than three weeks prior to the planned submission date, the final summary document
should be delivered no later than two weeks prior to the submission date, and the final administrative document
should be delivered no later than one week prior to the submission date. Establishing “drop-dead” dates ensures
accountability and allows adequate time at the end of the submission to publish and perform a quality control
check on all documents.

Target dates should also be established for the submission compilation process. Whether the submission is paper
or electronic, adequate time must be allowed prior to the planned submission date to assemble the submission
components. If submitting in eCTD format, the submission compilation process will involve entering all necessary
metadata and generating and validating a backbone. If submitting in paper, the submission compilation process
involves printing and binding the volumes. The submission should be compiled with enough time left over for a
final submission quality control check. The final check should be thorough enough to allow all project team
members to be comfortable with the quality of the deliverable.

Always leave yourself a buffer in the submission planning process, as there will always be unexpected events
that you cannot plan for.

COMMUNICATION PLAN

One of the keys to successfully managing a submission is a complete and thorough communication plan. It is
important that all parties are aware of the main points of contact from each functional area, including vendors,
and how to contact them (name, title and/or role, mailing address, email address and phone number(s)). A
primary submission/project manager is essential to ensure that all administrative tasks, such as maintaining the
contact list and updating timelines, are performed. This individual will be responsible for bringing all of the pieces
together and following-up with each contributor, as necessary, to ensure that the submission plan is accurate.
See Figure 2 for a sample communication structure.

Once the team has been formed, it is critical that everyone meets early and often. In order for all parties to be on
the same page, an initial “kick-off” meeting is recommended. It’s nice to meet all team members in a
face-to-face meeting to begin building a relationship with the individuals with whom you will be working so
closely over the next several months, or even year(s). The initial meeting is essential to set expectations so that
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everyone is aware of their responsibilities, as well as those of their fellow team members. This information
sharing session can be used to update the submission planner, as well as the team contact list.

Depending on team members’ locations, additional face-to-face meetings may be required. However, at a
minimum, the team should hold regularly scheduled teleconferences, either monthly, biweekly, weekly, or
potentially more often, depending on the activity of the project at any given time. It is important that a
representative from each functional group or organization is present so that decisions can be made, instead of
creating a need for further off-line discussions. The submission/project manager is also responsible for provid-
ing structure to each meeting, by way of meeting agendas and minutes. Well-organized agendas will allow all
participants to be properly prepared, while meeting minutes are important to provide accountability. A lot of
decisions are made during these meetings, so it is important that they are documented and communicated to
all team members. Minutes should also include a list of ongoing action items that are reviewed during each
teleconference. In order to be as effective as possible, meeting agendas and minutes should be distributed in
a timely manner.

In addition to maintenance of the submission planner, it is beneficial to generate high-level status reports. The
status reports will assist in discussions regarding the current status of the submission, and prove to be an invalu-
able communication tool to keep senior management informed. Additionally, should timelines be altered in

any way, whether they are moved up or back, it is essential to keep senior management and other stakeholders
up-to-date. Key decision-makers are unable to make an informed decision if they are not provided with all of the
necessary details.
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Figure 2: Sample Communication Structure
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EDUCATION/TRAINING

When a submission project commences, the team will inevitably be comprised of individuals with varying levels
of experiences. It may be an “old hat” for some and for others it may be un-chartered territory. In order for the
application to be a success, the appropriate knowledge needs to be present throughout the team. Knowledge

iS power.

It is important to train early and train often. The first and foremost training that should be conducted is on the
submission format. All contributors should have knowledge of the format no matter what their role is on the
project team. Members from each functional area should be included in these types of training. It is essential
for everyone to understand the bigger picture that they are contributing to. A minimal cost approach would be
to have an experienced internal person conduct some level of training on the submission format. If there is no
internal resource with this type of knowledge, there are many external training opportunities, through vendors
or industry associations, like the Drug Information Association (DIA), or Regulatory Affairs Professional Society
(RAPS).

Cost is often a point of consideration when sending employees to training programs. There are creative ways to
obtain funding for education and training. Grants and scholarships can be obtained for certain types of training.
This option may allow for some training that may not be otherwise approved due to budgetary constraints.
Check with your Human Resources department to investigate this option. Whether you will be compiling your
submission internally or outsourcing it, knowledge of submission format and compilation tools is crucial to the
submission process. There will be unexpected technical glitches along the way and the more training and
knowledge you have, the more comfortable you will be with your tools and the greater your ability will be to
troubleshoot issues promptly. Training early and often will result in saving time in the long run!

SUBMISSION STRATEGY AND ROW SUBMISSIONS

Another key component to submission project management is knowing your submission strategy. Alithough what
has to be done may seem obvious, there are specific nuances that are often overlooked that could potentially
have a drastic impact on submission timelines. For many companies, the product(s) they plan to take to market
was developed by another organization. With this in mind, organizations need to stress the importance of
performing their due diligence in order to be prepared for any hurdles that may come up during the submission
process. With proper due diligence, an organization can effectively start building their submission upon
inheritance of a compound, as long as they are willing to do their homework.
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Regardless of where an organization is in their drug development lifecycle, it is never too late to develop a
strategy around styles and presentations. The goal of an application, other than the obvious: filing acceptance,
is to present a consistent message and style in the documents of the application. One way to achieve this is to
implement a set of templates that allows all of the authors in your organization, or even contracted authors from
CROs or Medical Writing firms, to present the information in documents that have standardized headers and
footers. Most template suites also provide guidance to authors, by providing text from industry guidances or
sample text. This allows authors the ability to ensure that the information being presented in a document is
consistently formatted for the reviewer. An additional best practice regarding document presentation, recom-
mends incorporating a standard style guide for the authors. This will give that aesthetic appeal to the application
that all Regulatory Affairs professionals love. More importantly, it gives your authors a set of rules for authoring
techniques (font size and style, cross referencing techniques and document organization) allowing consistency
across the entire application.

Even after you have your authoring strategy in place, it’s never too early to start planning what will be presented
to the reviewers at the time of the application. It is always recommended that organizations have their
pre-submission meetings as soon as reasonably possible so that an organization is not blind-sided by any spe-
cific requests from the regulatory authority. It is important to be very specific regarding the content that will be
presented at the time of filing, and the strategy in which the application will be presented (both from a clinical
data perspective as well as a regulatory perspective). Finally, it'’s never too early to prepare for any questions
that may arise during the review period. Specifically, it is important to prepare items that you know may have an
impact on your filing. From a submission perspective it would be beneficial to prepare items like additional Case
Report Forms (such as Serious Adverse Events or Adverse Events of Special Interest) or alternative data
presentations should they be requested, as these take a significant amount of time for processing.

This brings us to the holy grail of submissions...simultaneous filings!!! Not to say that this is not possible, but it
requires that all of the above be in place to make this achievable. The biggest factor in a successful simultane-
ous filing for a product across multiple regions is the ability to reuse submission documents across applications,
both from an authoring perspective and a publishing perspective. Of note, authoring to a very high level of docu-
ment granularity, specifically for Module 5 is essential for maximum reuse. This will allow organizations to easily
remove items from a submission without causing too much rework. Finally, it is absolutely crucial that during the
authoring process an organization takes all of the regional regulations and requirements into consideration. There
is usually a lag between regional filings, however if an organization can submit applications across regions within
a month of each other, it can be considered a great success!
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ISSUE MANAGEMENT

Plan for unplanned events in your timelines. This statement is ironic but it is good practice to allow some padding
into the overall timelines for unpredictable events. The truth is that issues almost always occur. This section will
discuss the tricks that make dealing with the bumps in the road a little bit easier.

Everyone is concerned with timelines so it is best that every issue be resolved as quickly as possible. As you get
closer to the submission date, an organization may consider putting standard turn-around times for the issue
resolution process. One month away from the submission date you may ask that all outstanding issues be
resolved within 48 hours. Then when you get into the last month of a submission you may want to adhere to a
24-hour turn-around time for resolutions. Whatever your method, make sure that your team is on the same page
so that issues do not take up more of your time than necessary.

Another time saving trick is to keep one person in charge of tracking all issues for a submission. One gatekeeper
that keeps track of all issues is the best way to make sure nothing falls through the cracks. Your issue handler
will need to liaise with each contributing area in order to obtain the appropriate resolutions. In addition, it is
often best to have this person in charge of applying the resolution to the submission.

Resolutions can range from very minor fixes to the more complicated ones, but there is a turning point in which
your cost of fixing the issue will outweigh the benefit. Consider the bigger picture, like reviewability and approv-
ability of the application. One example may be in the case of a typographical error in a signed off legacy
document. It may be in your best interest to create an errata or “Note to File” instead of revising your legacy
documentation to fix these typographical errors. Whatever your opinion is about this issue, you must make sure
that you discuss how to handle these types of issues before they begin accumulating. It would also be good
practice to implement issue handling guidelines in order to maintain a standard.

CONCLUSION

There are many aspects of this complex activity that an organization must understand and address in order to
undertake a successful submission process. Many companies take submission management for granted, how-
ever this is not something that will fall into place on its own. The development a strong submission management
approach can be tailored to fit each organization’s needs. Planning for the submission is just as important as
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actually submitting. Always remember that it is never too early to start planning, training and communicating
about the submission for what will eventually be a defining moment in an organization

An organization must also come to terms with their internal knowledge base and capabilities. There are many
avenues for companies to learn the various aspects of the submission process and develop internal expertise.
There are also outsourcing programs that allow an organization to participate in the process with an experienced
partner and then internalize their learnings so they are better prepared to handle the next submission on their
own. Regardless of how an organization plans on creating the application, allow for time to accommodate and
learn from the challenges that you will experience.
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