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Introduction

NRG Oncology has developed an audit program in compliance with the guidelines of the
Clinical Trials Monitoring Branch (CTMB) of the National Cancer Institute (NCI). The audit
program, which is under the direction of the Statistics and Data Management Center
(SDMC), ensures the integrity of the clinical trial data, compliance with federal regulatory
and Good Clinical Practice (GCP) requirements, patient safety, and protocol adherence,
while educating institutional staff.

The NRG Oncology Audit Program is administered and managed by the Director, Quality
Assurance and Operational Support, who interacts with the areas of Statistics, Data
Management, Regulatory, Information Technology, Membership and Administration.

Program Overview

A.

Scheduling

1. Site Selection

Each active NRG Oncology institution is audited at least once in an every three-year
(36 month) cycle. In general, audits are conducted at the “parent” institution (NRG
designated Main Member, NCORP office, or LAPS office — hereafter referred to as
Main Member Institution). All members, including those following patients but not
actively accruing, are at risk for being audited at any time. New and reactivated Main
Member Institutions are audited within 18 months of the first patient enrolled.
Occasionally, special audits may be arranged by NRG Oncology or by the NCI in
cooperation with NRG Oncology if warranted by significant data irregularities. The
primary consideration when scheduling audits is the time elapsed since the prior
audit. Other considerations include:

e prior audit designated as “acceptable needs follow-up” or as “unacceptable”
that requires a re-audit before the regular cycle;

e indication trials requiring more frequent audits;

e questionable data reports or decrease in data quality that necessitate an
early audit;

e accrual since the prior audit;

e site status (i.e., active or inactive); or

o early audit is requested by the site.

2. Notification and Logistics

The Main Member Institution Contact Principal Investigator (Pl) and Lead Research
Associate (LRA) are notified, via email, of a quality assurance audit two to four
months in advance of the date determined by NRG Oncology. Appendix | contains a
sample Audit Notification Letter which is accompanied by a document describing the
audit components that will be reviewed found in Appendix II.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024
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Determination of an on-site or remote audit is decided by NRG Oncology. General
considerations are prior audit history, enroliment/size of audit, and indication study
requirements.

Electronic medical record (EMR) access for remote or on-site audits needs to be
coordinated in advance of the audit to ensure access is available on the first day of
the audit. EMR access agreements need to be reviewed by NRG Oncology in
advance to ensure agreement language is not restrictive. Auditors are not required to
provide date of birth, SSN, etc. per NRG Oncology and the Clinical Trials Monitoring
Branch (CTMB) of NCI.

Remote audits may also utilize shared document portal access for review of source
documentation. Examples include BOX, Florence, SharePoint, or the CTSU Source
Document Portal (SDP).

On-site audits require Wi-Fi access and an adequate workspace. The site will be
required to provide one computer per auditor for EMR/source document access
review. Auditors will be using two computers each and will also need space to write.
Any source documents not available within the EMR should also be available for
onsite review including original signed informed consent forms.

Unless otherwise notified by the audit team, audits are expected to start at 8 a.m.
each day. Coordination of daily start and end times is to be done by the audit lead in
collaboration with the Lead Research Associate (or designee). Once the audit
commences, the audit schedule should not be altered.

The pharmacy inspection will be coordinated by the audit lead with the Lead
Research Associate (or designee) and pharmacy staff as required. The pharmacy
inspection will take place during the days scheduled for the audit. An on-site or
virtual inspection will be determined based on the audit location or local pharmacy
policies.

An Exit Interview, to review the audit findings, is to be scheduled by the audit lead in
collaboration with the Lead Research Associate(or designee) and conducted at the
end of the audit. The Contact Principal Investigator is expected to be present during
the Exit Interview along with designated staff. All other members of the research
team are encouraged to attend (in person or remotely) this educational opportunity
provided by the audit team.

3. Audit Team

The audit team is determined by the size of the audit and special requirements (e.g.,
including physicians). The team consists of NRG Oncology staff and may include
volunteer auditors. Volunteer auditors are current or former NRG Oncology
members, experienced in the conduct of NCTN trials and knowledgeable in NCI
Guidelines, GCP and federal regulations.

A team leader is designated for each audit and is responsible for the overall audit
process, conducting the exit interview, submitting the Preliminary Report of Audit
Findings to NCI, and drafting the Final Audit Report. The team leader is included on
all audit planning and conduct communication.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024 4
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4. Regulatory, Pharmacy and Patient Case Selection

Reqgulatory Documentation Selection

Regulatory review will consist of IRB, Informed Consent Content and Delegation of
Task Log (DTL), if applicable, for those protocols with patient enrollment during the
period of time covered by the audit. Protocols with no patient enroliment are not
required to be selected for regulatory review.

Pharmacy Selection

Records for all investigational agents used for NRG Oncology protocols within the
audit period (whether or not a case is selected) as well as those used for other group
protocol cases credited to NRG Oncology and selected for audit are reviewed.

In addition to investigational agent records review, an in person physical inspection
or virtual inspection of the control pharmacy is conducted to evaluate temperature
monitoring, investigational agent storage, and pharmacy security. Procedures to
ensure current CTEP registration for prescribing PMB-supplied agents are reviewed.
A cross-check of audited cases against the pharmacy logs is performed.

Patient Case Selection

Patient case selection is based on accrual. A minimum of 10% of the following study
categories (rounded up) for each CTEP ID are selected.

NRG and legacy NRG cases — treatment protocols

NRG and legacy NRG cases — DCP protocols

Other group protocol cases credited to NRG — treatment protocols
Other group protocol cases credited to NRG — DCP protocols
Registration trials (NRG and non-NRG protocols)

Advanced imaging trials (NRG and non-NRG protocols)

Some trials require 50-100% case review

For on-site audits, NRG Oncology selects unannounced case(s) if 3 or more cases
are selected for audit at a site (individual CTEP ID). NRG Oncology does not restrict
the unannounced case selection to the main site/site where the audit will take place.
The case selected is determined based on the protocols being reviewed (a
registration study for example). NRG Oncology caps at 5 unannounced cases per
network. A full review of the case(s) is completed. Sites are notified of the
unannounced case(s) the first day of the audit. NRG will consider logistical
challenges at the institution and may provide the unannounced case(s) 24 hours
before the first day of the audit when appropriate. Appendix Il depicts a sample QA
Review List which is used to notify the site of protocols that have been selected for
regulatory and/or pharmacy review. Appendix IV depicts a sample of the document
used to notify the site of the announced patient cases that will be audited. Appendix
V depicts a sample of the document used to notify the site of unannounced patient
cases that will be audited.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024 5
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B. Audit Conduct

In general, regulatory, including informed consent content and drug accountability records
are reviewed remotely prior to the audit at the NRG Oncology SDMC.

Whether an audit is on-site or remote, source documentation and adherence to protocol and
regulatory requirements are reviewed. The pharmacy is visited (on-site or virtual) for
storage, security, and shelf counts/balance verification. Patient cases are reviewed for
informed consent, eligibility, treatment, disease outcome/response, adverse events, and
general data management quality. Cases are reviewed for protocol adherence and reported
data are compared to source documentation. Site staff should be available throughout the
day to assist the auditor with any questions or concerns.

Audit findings are categorized by severity (critical, major, or lesser) in accordance with the
NCI Clinical Trials Monitoring Branch (CTMB) Audit Guidelines. For examples of Critical,
Major and Lesser Deficiencies that may be identified during audit, please refer to
Appendices VI - VIII.

At the conclusion of the audit, an exit interview takes place with the audit team explaining
deficiencies and general audit findings. The Main Member Institution Contact Pl and Lead
RA (or designee) are expected to attend, and all appropriate staff are encouraged to attend
and participate in the discussion. The exit interview should be an opportunity for education,
immediate dialogue, feedback, and clarification for both the institution staff and the
auditor(s). One week after the conclusion of the audit is granted to provide any additional
clarification or follow-up.

Once the final report is submitted to NCI, revisions are not typically made. Timely attention
should be paid to Regulatory and Pharmacy deficiencies provided in advance of the
scheduled audit. Additional documentation or clarification of audit findings are not accepted
in response to the final report review.

At any time during the audit, if research misconduct is suspected or critical deficiencies are
found, the Director, Quality Assurance and Operational Support, is immediately notified, who
in turn notifies the Clinical Trials Monitoring Branch (CTMB), the NRG Oncology Group
Chairs, the SDMC Chair, the Deputy Group Chair for Membership and Research Integrity,
and the NRG Executive Director.

Per 42CFR93.103, research misconduct means fabrication, falsification, or plagiarism in
proposing, performing, or reviewing research, or in reporting research results.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024 6
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Special Considerations:

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024

Study participants have the right to withdraw from a research study at any time. The
type of withdrawal needs to be clearly documented. Consent withdrawal is a withdrawal
from all components of a research study, all research activities discontinue, and data are
no longer reported after the participant withdraws. In this scenario, the case will be
audited up to the point of consent withdrawal. A participant may wish to withdraw from
the primary intervention component of a study such as receiving study drug, but wishes
to continue with the other research activities and/or follow-up procedures for which the
subject previously gave consent. Data continue to be submitted for the participant. Any
change in study participation and changes in consent status must be clearly
documented. The NRG Oncology Guidance on Consent Withdrawal is located on the
NRG Oncology website, under Clinical Trials: Clinical Trial Resources: SDMC: Data
Management Resources.

Subiject transfers are reviewed as a complete chart. The accepting site is responsible for
obtaining supporting documentation from the enrolling site. Audit findings resulting from
the enrolling site are to be assessed and documented in the final report. No CAPA
(Corrective and Preventative Action) Plan follow-up should be required if the deficiency
occurred prior to the accepting site receiving the subject.

In the absence of protocol-defined time windows for required assessments, (e.g. +/-
some number of days), the following will be considered at the time of audit unless there
are protocol specific requirements that otherwise define timelines. The following time
windows are not meant to guide how appointments are scheduled, or clinical decisions.
These are to establish reasonable windows for consideration at the time of audit when
not defined by the protocol.

o +/- 2 weeks is reasonable for a 3-month follow-up time point

o +/- 3 weeks is reasonable for a 6-month follow-up time point

o +/- 4 weeks is reasonable for an annual follow-up time point

Data reporting for Phase Il studies, per the CTSU Data Quality Working Group is

generally expected as follows:

o 15/15/30: corresponding to the number of days baseline, treatment and follow-up
forms are due. This expectancy is being implemented across NRG studies and is
meant to be the standard across the LPOs. Requirements for Phases | and Il are
protocol specific.
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C. Audit Outcome

Each audit component will have a designated outcome based on the identified deficiencies
of Acceptable, Acceptable Needs Follow-Up, or Unacceptable. An Acceptable assessment
means that no additional follow-up response is required from the site in response to the
audit. An Acceptable Needs Follow-up assessment always requires CAPA Plan follow-up
and also may result in a re-audit. An Unacceptable assessment always requires CAPA Plan
follow-up and requires a re-audit. The NCI CTMB Audit Guidelines are utilized to assess
outcome. This section presents general information that may be taken into consideration to
support making the assessment determinations.

NOTE: The following provides general considerations for audit outcomes and is not all-
inclusive. The assessment of an audit component, required CAPA Plan follow-up and re-
audit requirements will depend on the specific details of the audit.

Acceptable

¢ No deficiencies identified, no follow-up required

¢ A few Lesser deficiencies identified, no follow-up required

e A Major deficiency identified during the audit that was addressed and/or corrected
prior to being notified of the audit, a written and dated CAPA plan exists, and no
similar deficiency has occurred since the CAPA was implemented (may not be
applicable if safety concern or significant issues are involved)

e For Regulatory: acceptable assessments in all categories
For Pharmacy: compliance in all categories

Acceptable, Needs Follow-up

Acceptable, Needs Follow-up: CAPA Plan only required

e The site is aware of deficiencies, the audit team is confident in their ability to avoid
similar errors moving forward, and for the most part, the quality of the research
reviewed was acceptable

e Major deficiency identified during the review not corrected and/or addressed prior to
the notification of the audit

¢ No more than 30% of cases received a Major Deficiency (size of audit, nature of
major deficiencies and complexity of protocols are considered)

¢ Most Major deficiencies are the same due to a misconception that was explained at
audit and is now understood

e Multiple Lesser deficiencies identified that indicate a CAPA is needed to improve
overall performance

e For Regulatory: any finding, lesser or major, identified during the review

e For Pharmacy: any non-compliance identified during the review

Acceptable, Needs Follow-up: CAPA Plan and a re-audit required

e The site’s performance is acceptable, requiring follow-up, but significant deficiencies
were identified and the audit team believes an early re-audit will be valuable in
assessing the success of the CAPA Plan before the next required routine 3-year
audit time point

o Between 30 and 40% of cases received a Major Deficiency (consider size of audit
and complexity of protocols)

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024 8
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o Multiple Lesser deficiencies of a recurring nature found in most of the patient cases
reviewed

Unacceptable: CAPA Plan and Re-audit Required

e The site’s performance is deficient to the extent that there is evidence that the quality
of the research reviewed was compromised

o Critical deficiency identified
50% of cases received a Major Deficiency — unacceptable (consider size of audit and
complexity of protocols)

e 40% of cases received a Major Deficiency — probably unacceptable (consider size of
audit and complexity of protocols)

¢ Consistent multiple Major deficiencies in informed consent
Significant eligibility criteria are not met across cases (e.g. wrong diagnosis, staging,
assessments not done)

o Majority of Major deficiencies involve treatment issues which could involve patient
safety

e Pattern of errors in assessing disease outcome/response that affect overall response
reporting

e Adverse events on multiple cases not appropriately assessed which could involve
patient safety

¢ Consistent significant Major data reporting errors and or delinquency

¢ Many different Major deficiencies across patient case review components indicating
problems in all areas

e For Regulatory: multiple major deficiencies that indicate significant improvement is
required in any category

e For Pharmacy: a single critical-non-compliance or multiple non-compliance items

Submission timelines for required CAPA Plans will be included in the final report. Please
refer to Appendix IX for an example CAPA Plan template and tips.

A re-audit is mandatory for any audit component rated as Unacceptable. A re-audit should
be conducted no later than a year after an Unacceptable audit. If sufficient new
patients/study participants have not enrolled within a year from the previous audit, there will
be an extension of the re-audit timeline. Repeated unacceptable outcomes in the same audit
component will require the institution to develop and submit a Site Improvement Plan, in
addition to a re-audit, and CAPA Plan. Repeated unacceptable outcomes may result in
probation of the participating institution.

The audit should serve as an educational vehicle and the results of the audit should be used
by the site research staff to identify operational areas where improvements can be made.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024 9
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Appendix | — Sample Audit Notification Letter

Date

Contact PI
Address
City, State, Zip Code

Dear Dr.:

In accordance with CTMB guidelines, NRG Oncology will be auditing your institution on Monday through Friday,
January 4, 5, 6, 7, 8, 2024.

The details of this audit will be coordinated with Lead Research Associate, unless otherwise indicated. To avoid
confusion, Lead Research Associate will be the primary contact for this audit and will communicate the details to all
relevant staff across your NRG Oncology network/institutions.

Please note that audits of your affiliates will also be conducted at your site on this date. Please also be advised that if you
or your affiliates have enrolled patients to other network groups’ protocols through CTSU and have credited NRG
Oncology with these enrollments, these cases may also be selected for audit.

Approximately six weeks prior to the scheduled audit, we will provide you with a case list for all sites included in this
audit. If the selected records are located at an affiliate (off-site), it will be necessary for the pertinent information to be
available at the Network Main Member/NCORP where the audit is being conducted. (Complete copies of charts will be
acceptable.) In addition, drug accountability and regulatory records will be requested prior to the audit. Please notify
us if the auditors will need to access an electronic medical records system in order to review the data.

On the day of the audit, we may provide a list of unannounced cases included in this audit. These cases will be
reviewed for all audit components.

You need not be present during the audit, however we request your presence at the Exit Interview following the
completion of the audit. The Exit Interview has proven to be an excellent educational forum and provides the
opportunity for a discussion of the audit and to obtain your feedback. If you are unable to attend the exit interview
(in person or by phone), the results of the audit will be sent to you once the audit report has been finalized.

The attached document, NRG Oncology Audit Components, provides a list of items that will be reviewed. Please be
advised that, as with all case report forms, QOL/PRO submission is reviewed as part of the audit of trial data submission.

Please feel free to contact me at 412-383-4901 should you have any questions.

Sincerely,

Mary Jo Antonelli, MBA, MHA
Director, Quality Assurance and Operational Support

Attachment

MIJA/jaf

cc: Lead Research Associate, Institution
Lead Auditor, NRG Oncology

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024 10
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Appendix Il — NRG Audit Components

NRG Oncology Audit Components

The audit may include (but is not limited to) the following:

IRB/ICC/DTL Review

Documentation of all protocol approvals and annual renewals during the audit period

Documentation of approval of all protocol amendments during the audit period

Documentation of submission of external safety reports if applicable

Verification of appropriate and timely reporting of required local adverse events

Local informed consent content is consistent with model consent content (initial and all updated versions)
Delegation of Task Log implementation and maintenance (all versions)

Pharmacy Review

NCI DARFs are completely and correctly filled out

DAREFs are protocol and agent specific

Satellite DARFs and records are accounted for

Comparison of DARFs with patient records

Comparison of DARFs with shelf inventory at the audit location if applicable

Proper security and storage of investigational agents at the audit location if applicable
Retention of shipping, transfer and return forms

Verification of authorized prescription process

Patient Case Review

Informed Consent
Properly administered, original on file, re-consent obtained where applicable

Eligibility
Confirmation that patient met eligibility criteria and that required examinations/tests were conducted within the
protocol specified timeframes

Treatment

Verification of dates of therapy/scheduling; correct dose calculations and appropriate modifications;
documentation of therapy administration; compliance with all protocol requirements as well as appropriate
reporting of non-compliance

Disease Outcome/Response
Documentation of initial sites of involvement; evaluation of status of disease; claimed response verified,
appropriate follow-up examinations/tests obtained

Adverse Events
All studies required to assess adverse events performed; grades, types, dates of serious adverse events
accurately documented and reported; appropriate and timely AAEERS/CTEP-AERS reporting

General Data Management Quality
All source documents present; data reported accurately and timely; samples submitted in a timely manner

QOL/PRO Form Submission

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024 11
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NRG Oncology

Quality Assurance Review List

IRB / Informed Consent / DTL / Pharmacy

LAPS/Main Member/NCORP Name:

CTEP ID:

The following protocols have been selected for regulatory and/or pharmacy review during the NRG Oncology Quality

Assurance Audit on [DATE]. The IRB, Informed Consent Content, Delegation of Task Log (DTL) and Pharmacy review will

include any protocol that is listed as “YES” below.

The regulatory / pharmacy documentation review will be conducted at NRG Oncology Headquarters in advance of the
Please forward materials in a password protected file via a secure

audit.

The documents should be organized by site.

document portal to [NAME] via [E-MAIL] no later than [DATE].

Site Name — (CTEP ID)

Protocol Approvals / Informed Consent Delegation of Task Pharmacy Records
Amendments Content Review Log (DTL) Review ¥
1.
2.
3.
Site Name — (CTEP ID)
Approvals / Informed Consent Delegation of Task
Protocol Amendments Content Review Log (DTL) Review Pharmacy Records
1.
2.
3.
Site Name — (CTEP ID)
Approvals / Informed Consent Delegation of Task
Protocol Amendments Content Review Log (DTL) Review Pharmacy Records
1.
2.
3.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024
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Appendix IV — Patient Case List Announced

Quality Assurance Audit Announced Case List
Main Member/LAPS/NCORP Name:

CTEP ID:

The following cases have been selected for review during the NRG Oncology Quality Assurance Audit on
. Please ensure that you have the necessary patient records and hospital charts available
for all sites being audited.

There may be an unannounced case(s) reviewed.

Protocol | Patient ID | CTEP ID
Site Name (CTEP ID)
1.
2.
3.
4.
5.
6.
7.
8.
Site Name (CTEP ID)
9,
10.
Site Name (CTEP ID)
11.
12.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024 13
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Appendix V — Patient Case List Unannounced

Quality Assurance Audit Unannounced Case List

Main Member/LAPS/NCORP Name:

CTEP ID:
The following unannounced cases have been selected for review during the NRG Oncology Quality
Assurance Audit on . [These cases will be reviewed for all audit components.]
Protocol Patient ID CTEPID
Site Name (CTEP ID)
1.
Site Name (CTEP ID)
2.
Site Name (CTEP ID)
3.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024



Docusign Envelope ID: 3636B5FE-C121-4C0F-B403-1CE8112C12F1

Appendix VI — NRG Oncology Regulatory

Deficiencies

Critical Deficiency: Applies to ALL Regulatory audit categories (IRB, ICC, DTL)

Any condition, practice, process or pattern that adversely affect the rights, safety or wellbeing of the
patient/study participant and/or the quality and integrity of the data; includes serious violation of safeguards in
place to ensure safety of a patient/study participant and/or manipulation and intentional misrepresentation of
data (see http://www.ema.europa.eu/docs/en GB/document library/Other/2014/12/WC500178525.pdf).

IRB

“Maijor” Deficiencies

“Lesser” Deficiencies

e Expired reapproval.

e Enroliment of patient during a period of
delayed reapproval.

o Expedited review, when full board is required
for either protocol or amendment.

¢ Reapproval delayed more than 30 days.

e Amendment requiring full-board review
approved more than 90 days after date of
issue.

Enrollment of a patient without approval of an
amendment requiring full-board review, or an
amendment which includes risk/benefit
changes.

Failure to submit or submitted after 90 days, any
reportable external safety report to the IRB that
is considered an unanticipated problem as
defined by OHRP, or is required to be submitted
by the local IRB.

e Protocol reapproval delayed 30 days or
less. Delays of any length, for protocols
closed to accrual for which all patients
have completed therapy.

e Amendment requiring expedited review and
that does not include risk/benefit changes
approved more than 90 days after date of
issue.

Informed Consent Content Deficiencies

“Major” Deficiencies

“Lesser” Deficiencies

Missing one or more required elements of
the consent form.

Missing one or more risk/side effects listed in
the LPO model consent form.

Tissue/blood banking questions: additional,
fewer or modified questions without prior
approval from LPO.

Missing the statement that a copy of the
informed consent form will be given to the
subject.

Significant or substantial changes to the consent
form document deviating from the CIRB-
approved boilerplate (other than local context)
not approved by the CIRB.

e Failure to implement consent form within 30 days
of CIRB approval, if using CIRB.

Language/text is missing or added that is
administrative or editorial in nature (e.g.,
rephrasing a sentence/section to add clarity,
reformatting the document and/or changes made
related to contact information are examples of an
editorial or administrative change).

Delegation of Task

Log (DTL) Deficiencies

“Major” Deficiencies

“Lesser” Deficiencies

Performing study related tasks not assigned to the
individual.

Failure to maintain current DTL approval.

e Individual not listed on the DTL but performing study
related tasks.

e Gap in approval less than 30 days.

NRG Oncology Audit Guidelines Version 1.0, October 25, 2024
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7/9/2024

Appendix VIl — NRG Oncology Pharmacy Deficiencies

Critical Pharmacy Non-Compliance:

Any condition, practice, process or pattern that adversely affect the rights, safety or wellbeing of the patient/study
participant and/or the quality and integrity of the data; includes serious violation of safeguards in place to ensure
safety of a patient/study participant and/or manipulation and intentional misrepresentation of data (see
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/12/\WWC500178525.pdf).

CTMB - MCTM Auditing Guidelines
Effective: 10 April 2023

HCI DARFs COMPLETELY ANMD CORRECTLY FILLED OUT

Compliance

MCI DARF maintained and maintained
completely, accurately and on a timely basis

Oral NCI DARFmaintained for oral study
supplied agents, and maintained completely,
accurately and on a timely basis

DARF maintained to verify cancer
controlfimaging study-supplied agents are
administered to patients/study participants

Paper andfor electronic DARFs (eDARFz2)
contains all required information; paper printout
of eDARF is identical to NCI DARF

Mo erasures or whiteout used on paper DARF

Corrections are lined out, initialed and dated on
paper DARF

Corrections are appropriately documented on
eDARFs in electronic inventory system

Study-supplied agent is dispensed to a
registered patient'study participant is recorded
on the appropriate DARF

Multiple dose vials appropriately used for more
than one patient/ztudy participant and doses
documented comectly on separate lines of the
DARF

Mo dispensing of study-supplied agent to a
non-registered patient/study participant

Patient/study participant retums of oral study-
supplied agents are documented on the oral
DARF

Patient/study participant retums of non-oral,
non-patient-specific agent supplies are not
documented on the DARF

Patient/study participant retums of non-oral,
patient-specific agent supplies are documented
on the DARF

[For NCI sponsored study] NCl-supplied study
agents are not repackaged or reshipped to
other investigators or locations by mail or
exprass camier, only shipment of aral study
agents directly to study subjects iz allowed

Study agent final disposition of inventory is
documented on DARF

Non-Compliance

NCI DARF not maintained or not maintained
completely, accurately or on a timely basis

Cral NCI DARF not maintained for oral study-
supplied agents, not maintained completely,
accurately or on a timely basis

DARF not maintained to verify cancer
controlimaging study supplied agents are
administered to patients/study participants

Paper and/or electronic DARFz (eDARFz) are
not completed as required; paper printout of
eDARF is not identical to the NCI DARF

Erasures or whitzout used on paper DARF

Comrections are not lined out, initialed and
dated on paper DARF

Comrections are not appropriately documented
on eDARF in electronic inventory system

Study-supplied agent is dispensed to a
registered patient/study participant is not
recorded on the appropriate DARF

Multiple dose vials not used for more than one
patient/study participant and/or deses not
documented comectly on separate lines of the
DARF

Digpensing of study-supplied agent to a non-
registered patient/study participant recorded
on the DARF

Patient/study participant returns of oral study-
supplied agents not documented on the Cral
DaRF

Patient/study participant returns of non-oral,
non-patient-specific agent supplies are
documented on the DARF

Patient/study participant returns of non-oral,
patient-specific agent supplies are not
documented on the DARF

[For NCI zponsored study] NCl-supplied study
agents are repackaged and/or reshipped to
other investigators or locations by mail or
EXpress carmer

Study agent final dizposition of inventory is not
documented on DARF
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DARFs PROTOCOL AND STUDY AGENT SPECIFIC

Compliance

Mo substitution of any study-supplied agent,
with non-study supplied study agent, including
commercial agents

DARF not maintained by Lot #

Single DARF not used for more than one:
protocol

Separate DARFs used for a protocol using
multiple study agents

Separate DARFs used for multiple agents by:
sirength, dosage form, and by ordering
investigator

Separate DARFs used for patients/study
participant when patient-specific DARF must
be maintained

Study-supplied agent is not used for pre-clinical
or laboratory studies without written approval
by MCI

Hon-Compliance
Substitution of any study-supplied agent, with
non-study supplied study agent, including
commercial agents
DARF maintained by Lot #
Single DARF used for more than one protocol
Single DARF used for a protocol using
multiple study agents
Single DARF used for muliiple agent
sirengths, dosage forms, or ordering
investigators
Single DARF used for multiple patients/study
participantz when patient-specific DARF must
be maintained

Study-supplied agent used for pre-clinical or
laboratory studies without written approval by
MCI

SATELLITE RECORDS OF DISPENSING AREA

Compliance

Satellite Dispensing Area DARF iz used at
each location where study-supplied agent iz
received from the Control dispensing area
and is stored more than a day

Satellite Dispensing Area records are
available at the time of the review

Satellite Dispensing Area and Control records
match and are accurately maintained

Unused and un-dispensed study-supplied
agent iz documented as retumed to Control
dispensing area; Satellite Dispensing Area
appropriately returns study agent to Control
pharmacy for final disposition/destruction

Hon-Compliance

Mo satellite DARFs in use when reguired
{i.e., stored more than a day)

Satellite DARFs not available at the time of
the review

Satellite and Confrol records do not match
or are not accurately maintained

Unused and un-dispensed study-supplied
agent is not documented as returned to
Control dispensing area; Satellite
Dispensing Area is inappropriately
transferring and/or locally destroying study-
supplied agent
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HCI DARFs KEPT AS PRIMARY TRANSACTION RECORD

Compliance Non-Compliance

& Study-supplied agent order receipia/ + Study-supplied agent order receipts/
documentation (paper or electronic) are retained documentation {paper or electronic) are not
and available for review retained or not available for review

+ Documentation on Control DARF of study- * Mo documentation on Control DARF of
supplied agent transactions and local study-supplied agent transactions and local
destruction destruction

* (Cuantities accounted for in physical imentory, +* Quantities not accounted for in physical
and quantities match with DARF inventory; quantities do not match DARF

RETURHN OF STUDY AGENT [NCl-sponsored studies]

Compliance Hon-Compliance
* Study agent is transferred to authorized * Study agent is transferred to investigator or
investigator or protocol with NCI written protocol without MC| written approval
approval * Study agent retumed to PMB that should
+ Study agent not retumed to PMB and have been destroyed on-site or study agent
destroyed on-gite per site’s destruction policy, returned to PMB that was not supplied by
and study agent not supplied by PMB is not PMB

sent to PMB + Retumn Form or documentation of local
+ Retum Form or documentation of local destruction not maintained

destruction authorization is maintained o Unusedfun-dispensed NCl-supplied study

+ Unused/un-dispensed NCl-supplied study agents not returmed, transferred or locally
agent iz returned, transferred or locally destroyed within 20 calendar days when
destroyed within 90 calendar days when requested by the NCI, or when
requested by the NCI, and when patients/study participants are in follow-up,
patients/study participants are in follow-up, study is closad to enroliment and no MCI-
study is closed to enrollment and no MNCI- supplied study agent is being administered

supplied agent is being administered

STUDY AGENT STORAGE

Compliance Hon-Compliance
+ Each study-supplied agent is stored * Study-zupplied agent is not stored
separately by protocol, strength, dosage form separately by protocel, strength, dosage
(e.g., oral, injectable) and by ordering form (e.g., oral, injectable) and/or by
investigator ordering investigator

+ Study-supplied agent is stored under proper
temperature conditions; temperature
mionitoring documentation is maintained

* Study-supplied agent not stored under
proper temperature conditions;
temperature monitoring documentation
not maintained
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ADEQUATE SECURITY

Compliance

Study-supplied agent is stored in a secure
area

Only authorized individuals have access to
the secure areas

Hon-Compliance
Study-supplied agent is stored in an
unzecured area

Unauthorized individuals have access to
a secure area without supervision

AUTHORIZED PRESCRIPTION(S)

Compliance
[For NC| sponsored study] Prescribing
investigator (I'VR) or non-physician
investigator (NPIVR) writing orders for study-
supplied agent has an active registration
status in the CTEP Registration and
Credential Respository (RCR)
Prescribing investigator (IVR) or mon-
physician investigator (MPIVR]) is an
authorized, study- eligible person, and is
qualified to write orders per institutional
policy, their local, state laws and regulations,
and follow applicable intemational
requirements

Pharmacy has procedures in place to ensure
the person prescribing and writing orders for
study-zupplied agent is an authorized person

Non-Compliance

+ [For NCI sponsored study] Prescribing

investigator (I'VR) or non-physician
investigator (NPIVR) writing crders for
study-supplied agent does not have an
active registration status in the CTEP
Registration and Credential Repository
(RCR)

Prescribing investigator {IVR) or non-
physician investigator (NPIVR) writing
orders iz not an authorized, study-eligible
person, or is not qualified to write orders
per institutional policy, their local, state
laws and regulations, or follow applicable
international requirements

Pharmacy does not have procedures in
place to ensure person prescribing and
writing orders for study-supplied agent is
an authonized person
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Appendix VIII — NRG Oncology Patient Case Deficiencies

Critical Deficiency: Applies to ALL Patient Case audit categories (Informed Consent, Eligibility,
Treatment, Disease Outcome, Adverse Event, General Data Management Quality)

Any condition, practice, process or pattern that adversely affect the rights, safety or wellbeing of the patient/study
participant and/or the quality and integrity of the data; includes serious violation of safeguards in place to ensure
safety of a patient/study participant and/or manipulation and intentional misrepresentation of data (see
http://www.ema.europa.eu/docs/en GB/document library/Other/2014/12/\WWC500178525.pdf).

INFORMED CONSENT
“Maijor” Deficiencies “Lesser” Deficiencies
« Consent form not signed and/or dated by the patient. e Signature is dated by someone other than the patient.
e Consent form not signed and/or dated by the witness ¢ Patient not informed of new information (when re-consent
(and space is provided for signature and date). or signing of an addendum is not required).

e Consent form signed by patient and/or witness after
randomization.

¢ Consent form used differs from the current, IRB-
approved version at the time of randomization.

e Appropriate addenda not signed.

¢ Authorization for release of Protected Health
Information not signed.

e Required re-consent not obtained.

ELIGIBILITY
“Maijor” Deficiencies “Lesser” Deficiencies
« Pre-entry eligibility exam required by protocol not o Errors which result in incorrect stratification.
performed.
o Pre-entry eligibility exam required by protocol
does not meet protocol requirements, and not
reported as such.
o Documentation for pre-entry requirements missing.
TREATMENT
“Maijor” Deficiencies “Lesser” Deficiencies
Treatment beyond protocol-designated time frame. ¢ Dosage errors within 10%.
Incorrect treatment used. ¢ Timing of treatment start within a day of protocol
Dose deviations >10%. requirement.

Dose modifications/delays unjustified or incorrect.
Documentation for much of the treatment missing.

Lack of bloodwork/testing which must be reviewed prior
to treatment.

o Lack of review of pre-therapy bloodwork/testing prior to

treatment.
DISEASE OUTCOME/RESPONSE/FOLLOW-UP
“Maijor” Deficiencies “Lesser” Deficiencies
e Tumor measurements/evaluation of status e Reported follow-up not documented.

or disease not

performed/documented/reported per

protocol.

Recurrence or second primary event not reported.
Patient going off therapy, in the absence of a
treatment failure or recurrence not reported.
Continuing treatment when protocol-defined

event requires cessation of treatment.
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ADVERSE EVENT

“Maijor” Deficiencies

“Lesser” Deficiencies

Grade 3 or 4 adverse event not reported.
Recurrent lack of reporting of adverse events.

not reported timely.

Repetitive failure to obtain the necessary
follow-up studies to effectively assess adverse
events.

Serious Adverse Event not reported via CTEP AERS, or

o Adverse event grade incorrectly reported.

e Few minor adverse events not reported.

¢ Failure to submit all required forms for reporting
adverse events, but adverse events reported on at
least one form.

GENERAL DATA MANAGEMENT QUALITY

“Maijor” Deficiencies

“Lesser” Deficiencies

¢ Dose modifications not reported.

¢ Significant errors in reported dosages.

¢ Non-protocol therapy not reported.

¢ Pre-announced chart unavailable without explanation.

e Frequent data inaccuracies.

¢ Delinquent data submission greater than 6 months,
or to the extent that the audit process is inhibited.

¢ Missing non-eligibility/treatment assessments.

¢ Baseline QOL not done; repeated QOLs not done.

e Lack of sample submission, or collection.

¢ Few data delinquency issues less than 3 months
delinquent.

e Few data reporting errors.
e One QOL missed (not baseline).
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Appendix IX — CAPA Plan Template

Corrective and Preventative Action (CAPA) Plan Best Practice:
+ Document the root cause
+ Document the correction
*  Document the steps taken or to be taken to prevent issue
*  Document any local follow-up or monitoring to occur
+ Contact Pl and Local PI (if applicable) signature(s) required by NRG
» Table format preferred

CAPA Plan Template

| Finding | RootCause | Corrective Action | __Preventative Action |
Describe what has been done
Describe the finding as Describe the root cause of the Document actions take to or what will be done to
captured in the audit report issue correct the issue prevent the issue from

occurring in the future.

The information in these areas should include the details of what was involved, who was
involved, when steps were taken, what will be documented and frequency of any ongoing
review.

TIPS: Write a plan that will work for your site and is achievable.
Avoid incomplete sentences as explanations. CAPA Plan will most likely be returned for additional
information and explanation.
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Appendix X — Important Links

CTMB Audit Guidelines: https://ctep.cancer.gov/branches/ctmb/clinicalTrials/monitoring _coop _ccop ctsu.htm

PMB website: https://ctep.cancer.gov/branches/pmb/default.htm

CIRB website: https://www.ncicirb.org/

CTSU website: https://www.ctsu.org/

CTEP AERS: https://ctep.cancer.gov/protocoldevelopment/adverse effects.htm

RECIST: https://project.eortc.org/recist/wp-content/uploads/sites/4/2015/03/RECISTGuidelines.pdf

NRG Oncology website: https://www.nrgoncology.org/
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