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BEST PRACTICES FOR ACHIEVING
TMF QUALITY

e Utilizing the TMF Reference Model

« Harnessing the power of an eTMF to drive
quality and ensure inspection readiness

e Strategies for successfully implementing an
eTMF



TRIAL MASTER FILE

The collection of documentation that allows the
conduct of the clinical trial, the integrity of the
trial data and the compliance of the trial with GCP
to be evaluated......

..the TMF being a stand-alone set of
documentation that does not require additional
explanation from the associated sponsor or site
staff.

Article 16 of Directive 2005/28/EC



TMF REFERENCE MODEL

 Originated in 2009 as a single unified
Interpretation of regulations and practices
across the industry

 Provides a standardized structure for organizing
the TMF

e Comprised of 11 different zones that are made
up of subsections and artifacts with content at
the trial, country, and site level
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11 ZONES

Trial Management
Central Trial Documents
Regulatory

IRB/IEC and other Approvals
Site Management

IP and Trial Supplies
Safety Reporting
Centralized Testing
Third Parties

Data Management
Statistics

TMF Reference Model

TMF Zone Section Artif
Trial
1 ranagerment 11 |Trial Overzight 111 Trial Maz
Trial
1 tanagement 11 | Trial Oversight 112 Trial Man|
Trial
1 hanagernent 11 |Trial Oversight 113 Cuality P
Trial
1 ranagerment 11 |Trial Overzight 114 Ligt of SO
Trial
1 Management 11 |Trial Owersight 115 Cperation
Trial
1 tanagernent 11 |Trial Oversight 116 Recruitrng
1 ranagernent 11 |Trial Oversight 117 Carnrmuni
Trial
1 ranagerment 11 |Trial Overzight 118 Pelomiitariny
Trial
1 Management 11 |Trial Owersight 119 rdedical
Tei=l




TMF Reference Model Version 2.0 25-Jun-12
10
TMF Artifacts (Non- Investigator Initiated Study Process Based Used ta define paper TMF format ai
11 device] ots (Device) YD Metadata electronic metadata
Con ArtiFact name in -|- Lk ek, [k Countrg!
e [ +1.0 EDM uUnique n| Sponsor | Investigater | Sponser | Investigate- | dependentuponthetype of | oo | progess | Trial Levet | Region Levst| site Le
12 v | TMF Zone ~ | Section | Artifact name * | Alternate name ~ n ¢ Purpose for inclusio ~ |Codi ~ | Reference Mod ~ | Numb| * [Docum: ~ | Document ~ |Docum: ~ | Document ~ | Studs. B: recommender - |,y ~ HName Documer ™ | Dacumen ™ |Docum
F\Ewrds Tanagement
rne plan the trial will be d 3nd stored Dewelop Trisl
Filing instrutians durlr\g and after the trial, including pracedure and documentation for fManagement
13 01| TrialManagement | 0101 | Trial Owersight 010101 | Trial Master File Plan Filing and archive plan__| archiving and destrustion. Ta include TMF fiing structure to be used. | Recommended 657 o0 % s} ] s} ] 2 |Swatey %
Diewelop Trial
Froject To for timelin and condust of Management
14 0 | TrislManagement | 0101 | Trial Owersight 010102 | Trisl 0 |Plan the trial snd typically makes reference to other anifacts. Fecommended |22 i) % e} % s} ] 2 |Susteq % %
Ta outiine the aperations| weehriques 2nd awumes urdertaken within
the qualin werify that the qualty
of the trial-related activities have been fulfilled. Relevant parts may
include but not be imited 1o 3 plan written for intemal oversight of
study quality management, an audit plan, data verification steps; alsa Develop Trial
of being identified and Management
15 Joillr 0101 | Trial Owersight 010103 | Quaiity Plan Il corrective and ive actions determined, 51 003 % e} % e} A 2 |Suateqy % %
To document which standard operating procedures (SUF's] and which
wersions were in effect bor the duration of the trial, and trial-specific Dewvelop Trial
List of S0P Current During procedures créated for the tial, To include Spansor and third party Management
o7 0101 | Trial Owersight 010104 | Trial S0Ps. This artifact does not include the S0P themselves are. 511 04 % e} % e} A 12 |Suateqy % %
To Tated processes not oo standard Develop Trial
Operstionsl Procedure | Study Fieference clud 10 sites for I5F and Mansgement
A7 0T 0101 Trial Owersight 01.01.05 wal “work Instruction wendor studs 511 005 = =6 " it R 12 Strategy = =
Diewelop Trial
To document the planned subject enralmentrecruitment goals during Management
18 0|7 0101 | Trial Owersight 010108 Fian the il including 56 006 % e} % e} R 12 |Swateqy % % %
Develop Trial
Ta sustegy and il Management
0T 0101 | Trial Quersight 007 _|co Plan 007 " nNO. % nNO. R 1?2 Strateqy " "
Diewelop Trial
To deseri manitering willbe fManagement
20 01 |TrialManagement | 0101 | Trial Owersight 010108 |Monitoring Plan inoluding stratequfor source data verfication, Core 5133 it} % s} ] s} M 2 |Swatey % %
Dieselop Trial
T deseribe how medical surveillance of il subjects will be assured Management
21 T 0101 Trial Owersight 01.0103 [ Medical lan during the trial. Core 51 o3 = NO " NO L) 12 Strategy =
Develop Trial
Tas describe the policy for publishing the tial results i publicatian Management
22 01| TrialManagement 0101 | Trial Oversight 010110 | Publiation Folicy policy s not captured within the protosol, Fecommended __|B15 om0 ® MO ® MO R 17 Strategy ®
Ta certify whether the applicant, or any of itz principals, (5 currently
debarred, suspended proposed for debalmenl of declared \n?llglh\? tal
whether witt
3gplisant,or any ofits principals, has besn conuicted of or had 3 civl
judgment rendered against it for, of been indicted For, commissian of
fraud or certain criminal offenses; and whether the applicant has had
nyfeders! syard terminated for causs or defaultin the past three Diebarment
o7 0101 | Trial Owersight 010141 | Debarment Statement years. Dften part o the site qualification process Certification ot % e} % e} R % |Setupsitefs] % %
Tanage Froject
Fioutine trisl status progress report gensrated by the spanzor or Jrd tFieport an
01 | TrislManagement | 0101 | Trial Owersight 010142 | Trisl Status Fepor Paanty and disty is! Fecommended | 5194 (g) o2 % e} % s} A 2 |Progress % %
Manage Froject
Ta i staff of i issues snd tFeport an
o1 |7 0101 | Trial Owersight 010143 |Investigator Meusletter of the progress of the i, 013 % G % i R 2 |Frogress % b3
T document that an 2udit was performed. (Does nol contain the audt] Condust
01 | TrislManagement | 0101 | Trial Owersight 010114 | Audit Certficste tepart) are 844 ot % e} % s} o 27 |Audifs) % % %
Manage Froject
Too provide 3 consolidated listindex of il notes generated during the {Report on
27 01 |TrislManagement | 0101 | Trial Owersight 0novE List List |trial. FRecommended 5 % s} % s} 3] 21 |Progress % % %
[ B cument dentifing the ptentslfazants 5= coiated with the tial,
H 4 » M| Version 2.0 Version 2.0 feup from V1 Instruc Computer System V ion Feedback Form ") 4 »




VERSION 3

Released after DIA meeting In June

Some revisions to Version 2 structure
with minor content revisions

Addition of sub-artifacts
Application of interoperability



UTILIZING THE TMF RM WITHIN
YOUR ORGANIZATION

Using the RM to establish organizational core content -
often referred to as “Content List”

Review each artifact to determine the following
— Terminology is consistent

— Artifact is relevant

— ldentify metadata

Establish a study specific map
— Assign content owner
— ldentify location - during study and at archive



eTMF AS A BUINESS TOOL

« eTMF moves content from the filing cabinet
to the electronic environment

e TMF content held in an electronic
environment must be 21 CFR, Part 11
compliant

« An eTMF can be a very powerful business
tool



eTMF AS A BUINESS TOOL

TMF Quality

— Completeness
— Timeliness
— Record Quality

Time stamped records
Remote review of the record in real-time

Metrics



USING THE eTMF TO ASSESS

TRIAL QUALITY

« Metrics Reporting
— Completeness Reports
— Quality through metadata
— Timeliness

e Specific artifact review
— Monitoring Reports
— Investigator File Review



eTMF AS A BUSINESS TOOL

« CRO - oversight of alignment of study with
study plans

e Sponsor - oversight that CRO activities are
INn alignment with the study plans

« Poor quality TMF raises concerns of the
overall study quality



INSPECTION READINESS

« eTMF alone is not enough

 Quality Control of eTMF is critical to
ensuring inspection readiness

— Using the TMF map as a tool in
evaluating TMF completeness



CONSIDERATIONS WHEN
IMPLEMENTING AN eTMF

« TMF Structure - Standard Indexing

« Metadata to be tracked
— System dependent
— Searchability

— Consid_er information that will enhance business
operations

e Establish conventions



CONSIDERATIONS WHEN
IMPLEMENTING AN eTMF

 Organization wide implications
— Functional area needs
— Impact on processes beyond TMF content

« Business partner implications
Challenges



CHALLENGES TO
IMPLEMENTING eTMF

 Convincing internal business units that
they contribute TMF content

« Business partners that have not adopted
the TMF RM

e Content held in different Io_cations —~
secure vs non-secure solutions



MANAGING EXISTING TMF CONTENT

« Document plan for converting from
paper to electronic environment -
Include QC process



MANAGING EXISTING TMF CONTENT

e Integrating paper content into the
eTMF environment

PSI



MANAGING EXISTING TMF CONTENT

* Integrating electronic content into the
eTMF environment

.

s




MANAGING EXISTING TMF CONTENT

« Document what was done, by whom,
and results of QC check

Establishing the Authoritative Source



ESTABLISHING PROCESS

eTMF must be compliant with 21 CFR,
Part 11



STANDARD PROCESS

Maintaining Standard Indexing

Study Set-up

Quality Control Activities

TMFE Plan

Maintaining System Control of the TMF
TME Archiving



STANDARD PROCESS

e Procedural documents
 Supporting forms

* May go through a few iterations until
it works for your organization.



eTMF implementation is an opportunity
for process improvement

Balance this with an implementation
plan



ENSURING eTMF QUALITY

« TMF Plan
— Includes plan for ensuring quality

« Regular quality review
— Start-up
— Risk based
— Quarterly on-going review

 Document review



AT RISK CONTENT

Amendments (country specific versions,
translations)

ICFs (country, local, translations, QC checklist)
Ethics and regulatory submissions (translations)

Monitoring reports (confirmation letters, reports,
follow-up letters, sponsor review)



KEYS TO TMF QUALITY

Standard indexing
Standard process
Using the TMF to drive study quality

TMF Oversight

— Ongoing QC for completeness, timeliness, document
quality
— Sponsor review



Questions??

Donna Dorozinsky
ddorozinsky@dwdassoc.com

Chris Utterback
cutterback@transperfect.com
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ABOUT: DWD & ASSOCIATES

Quality Management Systems
TMF Management

Site Management with focus in Phase
|/Early Development

Sponsor Services



ABOUT: TRANSPERFECT

e 20+ Years in Global Clinical R&D:

— Translation & Language Service in 175+
languages

— eTMF Technology & TMF Services
— Part 11 Compliant eClinical Suite
— Global Call Center Services



TRANSPERFECT TECHNOLOGY

Portal SAE Endpoint Safety
orta Notifications Adjudication Database

Document

eTMF 21CFR Part11 Compliant Collaboration
Cloud-Based
Intuitive & Robust LMS &
elSF Reporting/Tracking Trainin
Audit Readiness &
KPI Portal
Study Non-Clinical
Start-Up Doc Mgmt
Licensing &
Alliances

GeasibiliD




