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 Eligibility Criteria

* Randomization * Study and Site Feasibility
« Masking S Accrual

* Types of Controls

 Data Quantity pé(;;?;:‘,.

« Endpoints

» Procedures Supporting ] . Informed Consent
Study Endpoints and Third-Party \ y « Withdrawal Criteria

Engsgement I and Trial Participant

S Retention

» Signal Detection and
Safety Reporting

¥ + DMC/Stopping Rules

Study (if applicable)

Reporting

Data Integrity

* Investigational Product
(IP) Handling and
Administration

» Delegation of Sponsor
Responsibilities

« Collaborations Training

« Data Recording and Reporting
Data Monitoring and Management
 Statistical Analysis

CTTI: EXPLORING THE CRITICAL TO QUALITY (CTQ) FACTORS
https://ctti-clinicaltrials.org/our-work/quality/gbd-quality-by-design-toolkit/teach-
20 others-about-gbd/exploring-the-critical-to-quality-ctg-factors/

« Dissemination of Study Results
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Risk Indicators

“Trend"P3EE (31) , BISPANIIRCBOTNSEDI(E,
EENRIVAIDIEIRT, & THEIE

Suspected Unexpected Serious Adverse Reactions
Concerns regarding processing of safety information

»  Pl/designee receipt/accessing of safety documents
»  Timeliness of reporting of safety information to site’s local IRB/IEC (as
applicable

Safety Non-serious Adverse Events

= Qutliers { trends in number of events per subject or per site

Serious Adverse Events

= Outliers [irends in number of events per subject or per site

=  Timeliness of reporting (e.g. date of event compared to date of data enfry)

= lncidence pof potentially unreported SAEs based on information from data
review

Concerns regarding accountability, dosing, administration, or compliance

= Receipt at site (e g. timeliness of acknowledgement in IVRS)

» Dispensation (e.q. compare CRF entries to VRS assignments); bar code scan
errors (e.q. erof rate based on comparison of IVRS container number assigned
vs. IP dispensed numbers as documented in CRF)

» Compliance (e.g_amount assigned versus administered)

» _Number of IP interruptions compared to average across sites

» _Incidence of temperature excursions

Investigational Product

http://www.transceleratebiopharmainc.com/rbm-resources/



Risk Indicators

Subject Recruitment
Outliers in screen failureate/ enroliment ate

« _Number of screen failures compared to average across sites — protocol

dependent
=  Planned versus actual enroliment
Subject Recruitment and *  Inconsistent recruitment
Discontinuation
Subject Discontinuation

Outliers / trends in ratio of subjects discontinued to subjects randomized

*  Reason for discontinuation (e.g. pumber per each category vs. total number of
discontinuations)

Protocol Compliance

Outliers / frends in number or type of deviations

=  Number of deviations (e.q. per subject/site and compared fo average across
sites)

»  Type of deviations (e.g. significant/non-significant)

Issue Management

General Issues
Concerns about number and/or severity of Issues

=  Number of issues (e.q. overall, by category, by severity)
=  MNumber of unresolved issues




Risk Indicators

Abnormal Trends in Data

Abnormal trend or lack of variability in data, for example
©oDwpleates ——— REKRNSYFOME
» Risk score too low for high enrolling site

CRF Completion
Concems about overdue data entry, number of incomplete pages

Data Quality *  Visit date to CRF completion date
*  Missing pages
»  Timeliness of eCRF Approval (Pl)

Discrepancy Management
Concems about:

Number of queries

Number of overdue queries

Number of queries requiring re-addressing
Cluery response time




Risk Indicators

on-site Workload-Based Workload-Based Triggers Per Monitoring Plan (e.g. the amount of data pending SOV
Triggers or review reguirements On-site)

Concerns about processing or storage of essential documents

Essential Documents »  Number of overdue or missing documents (e.q. IRB approval of protocol
amendment)

» _Numper of documents

Concerns about staffing or supplies / equipment

Staffing, Facilities, and

Amount of staff turn-over
Supplies

Staff training needs
Inappropriate delegation of responsibilities
Adequacy, maintenance, calibration, storage of supplies/equipment

Salsburgld, EERIREROEBEIE(CDeming PrincipleZzi@ 93zl
[B5fE1Z2BORELLTHWVWSIEZIERL TS

David Salsburg, Deming Principles Applied To Processing Data From Case Report Forms, Drug
Information Journal 36:135-141(2002)
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BIEE (control Chart approach)
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AUNUZFIHDEBAL ! (ICH E8(R1)&KD)

E8(R1) 3.2 Critical to Quality Factors

Perfection in every aspect of an activity is rarely achievable or can only be achieved by use of resources that are
out of proportion to the benefit obtained. The quality factors should be prioritised to identify those that are critical
to the study, at the time of the study design, and study procedures should be proportionate to the risks inherent in
the study and the importance of theinformation collected. The critical to quality factors should be clear and should
not be cluttered with minor issues (e.g., due to extensive secondary objectives or processes/data collection not
linked to the proper protection of the study participants and/or primary study objectives).
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[H5W3EIMEIELTETSELT (an effort to be all-INclusive)
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David Salsburg, Deming Principle Applied to Processing Data
from Case Report Form,
Drug Information Journal, Vol.36, p135-141, 2002
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It's like looking for a needle in a haystack.
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