CASE MONITORING GUIDANCE

A GUIDE TO THE MONITORING RESPONSIBILITIES OF THE CRA
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Hello there.

Today, we will be discussing Case Monitoring Guidance, with a focus on the key
responsibilities of the Clinical Research Associate (CRA) during clinical trials.

As CRAs, it is critical to ensure that trials are conducted safely, ethically, and in
accordance with protocol and regulatory standards. Let's dive into the core
responsibilities that guide your work as a CRA.
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Before starting to discuss about how to perform the clinical trial monitoring I would like
to introduce the workflow of a CRA to understand the regular activities performed by a
CRA daily.

1.During the Site initiation process of the new clinical trial, the CRAs are involved in the
discussion with the IRB negotiation for protocol review and RA approval along with the
sponsor. They regularly visit the IRB, get IRB feedback, and help the sponsor
understand the IRB requirements. After the regulatory approval, the CRAs are involved
in the site contracts. The other activities of a CRA include IP procurement and
management, site training, securing EDC access to all the users at the sites, and
planning for the visit schedules.

2.During the study conduct phase, from the first patient in (FPI) to the Last patient Out
(LPO), CRAs visit the clinical trial sites for various activities like data discrepancy
management, Checking the study documentation in the site, IP management, patient
visit schedule monitoring, source data verification, etc.,

3.During the study closeout phase, CRAs check the archival process at each site,
manage the IP unused and samples not required for the study, completion of all
payments to all vendors, and close the site contracts.

Each phase of the study has different kinds of activities that the CRAs are responsible
for.
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case report form (CRF).
Case monitoring performed by CRA is the work of checking this series of operations at the
implementing medical institution.
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« The clinical trial data collection starts with the collection of the data from the
patient/subject on a paper CRF worksheet also called raw data.

« The worksheets used for the data collection are the CRFs in a printable format.

« These documents are the source data records and the data from the source
documents is entered into the eCRFs on the EDC system.

« Once all the data collected for the clinical trial is validated by data managers and
clinical personnel, the investigator signs each eCRF and the data collected is locked
into the EDC system so that no further changes can be made to this data by the
data managers.

« This locking process is called Database Lock.

+ After the database is locked the data is downloaded from the EDC system and the
Clinical study report (CSR) is prepared with the combined efforts of statisticians and
medical writers in a format acceptable to the local regulatory authority.

« Along with the other data related to the investigational product like the quality of the
product, pharmacological and toxicological data, and the CSR made are compiled
and the Common technical document CTD is made for submission to the Regulatory
authority.

« In this flow of data in a clinical trial, the investigators are responsible for entering
accurate data and providing judgment on the outcomes in the EDC system.

« The quality of the data entered in the EDC system is monitored by the CRAs by
verifying it with the source documents and thus it gives a QC check for the data
entered.

- Apart from data monitoring, other operations done by the clinical trial sites like
laboratory tests conducted, adverse event management, IP management, etc also
come under the CRA's responsibility.
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« The data collected in the EDC system is reviewed by the data managers regularly.

- If the data is not acceptable as per the protocol or if there is any issue with the data,
the data managers post questions in the EDC system in the question where the
discrepancy was observed.

- If a query is issued on any data question, the CRA and the site personnel like the
CRC/PI are responsible for resolving the query.

« This is done by checking the source data in the sites by the CRA and ask the CRC to
revise the CRF

« The Data manager reviews the corrected data and confirms the data accuracy and if
not as expected the cycle repeats.

- Similarly, the CRA also has a responsibility to review the clinical trial data entered
into the EDC system by checking the source data, in case there are any
discrepancies.

« The CRAs check the source data and confirm the accurate date.

« All queries must be resolved, and the investigators must complete the signature on
eCRFs before the Database lock.



Why is case monitoring important?

subject Conduct clinical trials Support the conduct
Raw data and evaluate data of clinical trials
Investigator, etc. b check !
—

v Do you comply with GCP and protocols?
v Are there any safety concerns for the subjects?

source
material

Create CRF from Assist with CRF
source documents preparation check !

/ v Are there any errors or omissions in the
CRF?
v Are physicians evaluating clinical trial data
appropriately?

The purpose of direct access is to ensure the reliability of

clinical trials.

~

It is important to confirm CRA from an objective standpoint

T

« The medical institutions conducting clinical trials manage public health also and have
heavy workloads daily.

« The investigators are medical doctors who are responsible for data collection and
giving judgment on the events of the clinical trial.

+ The CRCs are the supporting staff to the PI, and they perform many activities on the
site.

« The procedures followed by PI and CRC from the general health maintenance
perspective might be slightly different from those to be followed for clinical trials as
per ICH-GCP.

- Itis a CRAs responsibility to verify that the protocol guidelines are being followed
and no data losses are happening at the site.

- In addition, the CRAs are also responsible for reviewing the investigator's evaluation
in case of protocol deviations and adverse events.

« Thus, maintaining the quality of the data in the clinical trial is the responsibility of
the CRA.



What is “source material”?

Records necessary for the reproduction and evaluation of the factual course of
the clinical trial. Documents, data and records that form the basis of a
CRF.

Let's give a concrete example!
-Microfilm or magnetic media
-Medical records (medical records) -X-ray photo

-Inspection note, memo - Records kept in subject files

- Subject's diary or evaluation checklist -Records stored in pharmaceutical
*Medication record o departments, laboratories, and medical
*Recorded data of automatic instruments technology departments involved in clinical
-Certified copies or transcripts trials

*Microfiche +All medical records such as nursing records,

+ Photo negatives inspection slips, etc.
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» Let us see what can be considered source documents in clinical trials.

« Source material refers to the original documents or data where the information
regarding a patient’s health status or treatment is first recorded. This could include
hospital records, lab results, or even participant diaries. These are crucial because
they provide the raw data we rely on for analysis.

+ Let's see the examples!

« Examples include the medical records and reports, dairies etc., as listed out on the
screen.

« These documents become the first documented data and act as the source data for
further reports or documents built for the clinical trial reports.

- If any discrepancies are identified in the clinical trial data, these source documents
act as the point of verification to help the clinical trial team to record the accurate
data.



Types and characteristics of CRF
Paper CRF

write by hand

v Cannot be confirmed without going to the facility
v Collect CRF* CRA takes it home

v At the time of CRF collection, the investigator signs
the confirmation (handwriting)

v It is necessary to check against the list of
signatures and seal impressions

v It is necessary to write the correction/addition
record of CRF by handwriting.

<CRF recall: Receipt of the case report form submitted by the investigator
fter CRA SDV. Finally, the institution retains the CRF (copy).

EDC

(Electronic Data Capture)

, recent mainstream

v Can be viewed from outside the facility
with an internet connection

v CRF can be collected on the database

v An ID is given to each person in charge,
and the person who entered the information

can be identified.
J No need to check

¥ INU TICTU LU Uil

signature imprints.
v Records of corrections and additions to CRFs
\are also logged in the database.

v Personal management of ID and password
is required

.

Copyright © Remedy & Company Corporation All rights reserved.

The CRF can be a paper document or an electronic format of the paper document.

« In the case of paper CRFs, the physician enters the data into the paper CRF and the
files are stored in the patient older at the site.

« Each time the CRA who needs to do the source data verification should visit that site
collect the documents carried with them and verify and return to the site.

» Any corrections made to the data need to be manually documented and tracked

« The PI needs to sign the document page by page for approval.

« The documents are preserved in the site as bounded folders.

« In the case of eCRFs the data is entered into the computer or other electronic device

by the site.

« It needs an internet connection, and the data collected is preserved in a repository
called Database which can be cloud-based or any local server based in the hospital.

« Each user is given a user ID and password unique to the user and the account given
per person is based on the role they have in the clinical study.

« Being electronic in format, a lot of manual effort is reduced in EDC systems.

« The corrections made are also recorded electronically as an Audit trial in the EDC

system.



What types of review is needed for each type of CRF and what are the

cautions to CRA?

Paper Electronic
Check the

information of the
1-2 files per target patient by -
searching by 1D recent mainstream

v CRA cannot be viewed while medical v CRA dedicated account required (view only)
personnel (doctors, nurses, etc.) are using —In many cases, it is necessary to apply

charts. —care should be taken when visiting the hospital before the first DA visit Check the Hospital'swebsite
on the day of the patient's visit

] ) v Do not view medical records
v Not all medical records are kept in one other than the subject!
volume (there may be separate volumes). —CRA can only access the medical records of consenting
—outpatient/hospitalized/other department chart subjects
—Medical records/nursing records/rehabilitation records
— Clinical test, image test results v It is necessary to confirm whether it is
%It is necessary to have all medical records prepared at the based on ER / ES* guidelines
time of the CRA visit. — Authenticity (Security/Audit Trail/Validation)

. L. — Visual readability (whether it is legible or not)
v It may be difficult to read the description — Storability (backup)

S ——
because it is handwritten (Ask CRC for help) w
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Let us see What types of review is needed for each type of CRF and what are the
cautions to CRA?

In PAPER CRFs CRA cannot view charts while medical personnel (doctors, nurses,
etc.) are using them.

« It is important to remember that the monitoring visit should be planned
carefully, especially on days when patients have appointments. If not there
might be delays.

« Also, all the medical records are not kept in one place.

« For example, there may be separate charts for outpatient visits, hospitalized
records, or charts from different departments.

« A CRA may also need to verify:

» Medical records

* Nursing records

» Rehabilitation records
+ Clinical test results

« So it is important to ensure that all relevant medical records are ready and
accessible before the visit.

« Handwritten records can be difficult to read. So a CRA will need the CRC for
assistance to avoid any mistakes.

In ELECTRONIC CRFs

* CRAs are provide a dedicated account on EDC system with view-only provision to
access the electronic medical records. It is important to remember y need to apply
for this account before your first Direct Access (DA) visit.

« Only the medical records of consented subjects should be accessed by CRAs !
« Ensure that you’re viewing only the records of subjects who have given
informed consent.

« Also the CRA should make sure if the system complies with ER/ES standards by
confirming 3 parameters namely: Authenticity, Visual readability and Storability.
« Authenticity is checked by confirming if the security features, audit trails, and
validations in place.
« Visual readability is about the ease of reading and understanding the record.
« Storability can be checked by looking if there a proper backup system for
record preservation.



Who Creates CRFs

ﬁCP Article 47 Case report form, etc. \

Paragraph 1 : The investigator, etc. must create a case report form accurately in accordance
with the clinical trial protocol and affix their name and seal or sign it.

Paragraph 3 : The investigator must check the case report form prepared by the sub-
investigator, confirm the contents, and affix his name and seal or sign it.

GCP Article 2 Definition

Paragraph 14: "Clinical trial collaborators" in this ministerial ordinance means pharmacists,
nurses, and other medical professionals who cooperate with the work related to clinical trials

under the guidance of the investigator or subinvestigator at the medical institution person

Who can complete the CRF?

< Tnuvactinatar: Nacrriha avaliiatinn n
v 1nVEsSugallr. vEsLlrnioc SVaiuaulin ©

v Clinical trial collaborator: Only transcribing from source documents to CRF. We are not in a
position to evaluate clinical trial data.

CRA cannot fili out CRF
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Clinical Report Forms (CRFs) are typically created by a variety of professionals involved
in conducting clinical trials.

« Clinical Research Coordinators (CRCs) are the primary people responsible for
creating and maintaining CRFs. They work directly with the investigators and are in
charge of ensuring all data is collected and recorded accurately under the guidance
of the investigator.

» Principal Investigators and Sub-Investigators who are the lead researchers on a
clinical trial provide input on the types of data that need to be collected based on the
trial's objectives and endpoints. PIs take ultimate responsibility for CRF creation.

» Sponsors: The organization funding the clinical trial (this could be a pharmaceutical
company, a university, the NIH, etc.) will also have a say in what data needs to be
collected. They may provide specific templates or guidelines that must be followed
but cannot directly enter or change data in EDC.

- Data Managers and CRAs review the CRFs for completeness and accuracy. They
may suggest changes to the forms to improve data quality but cannot directly enter
or change data in EDC.

The process of creating a CRF often involves collaboration among this team to ensure
the form captures all necessary data in a way that's clear, concise, and easy for site
staff to complete.



What is Direct Access/SDV/SDR?

/Qirect Access \

Actual visual confirmation of original materials such as medical charts

SDR (_Source Data Review )
Processes such as checking the quality of source data, reviewing compliance
with GCP and protocol, and confirming the compatibility of critical processes
and source documents.

SDV (Source Data Verification)
The work of cross-checking the CRF data and the contents described in the

source documents by direct inspection by the CRA

S
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Now that we've discussed who creates CRFs, let's talk about how that data is verified
and reviewed.

There are a few key terms you need to know: Direct Access, SDV, and SDR.

Direct Access refers to the actual visual confirmation of original materials like medical
charts.
It's about going straight to the source to verify the information.

SDR, or Source Data Review, is a bit broader. It involves checking the quality of the
source data, reviewing compliance with Good Clinical Practice (GCP) and the protocol,
and confirming that critical processes and source documents align.

SDV, or Source Data Verification, is the process of cross-checking the data in the
CRFs against the information in the source documents. This is done by directly
inspecting the documents by the Clinical Research Associate (CRA).

To summarize: Direct Access is about confirming source data, SDR is about reviewing
quality and compliance, and SDV is about verifying the data in the CRFs. All three are
crucial steps in ensuring the accuracy and reliability of the data collected during a
clinical trial.

10



What is Direct Access/SDV/SDR?

Process 1 v Medical records, nursing records Listed on CRF

v Laboratory test results Adverse event “common
v Diagnostic imaging results cold”

Process 3

Let's look at the

o i There is no contradiction between
the material and the contents of
Direct Access SDV the CRF. Matching completed.

I - | 3

Chart entry ‘V‘SOUFCG Answer from doctor
I caught a cold. Fever. \material Judged as an adverse event.

Prescribed an antipyretic. —
il match each other |

.

SDR

Frocess < q, Isn't this data that should

If you look at the drug be reported to the sponsor
prescription record, E as an adverse event? Ry # contact doctor

acetaminophen is prescribed o

\

J/
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Let us now learn about how the Direct Access/SDV/SDR processes are conducted.

1. In Direct Access the clinical research associate (CRA) visits the trial site and asks the
site coordinator for direct access to the medical records and source documents of a
participant enrolled in the trial.

The site coordinator logs into the hospital’s electronic medical records (EMR) system
and provides the CRA with the necessary credentials or access rights.

The CRA views the participant’s source documents (like., medical history, lab
results, and treatment notes) directly from the EMR, ensuring they align with the
data entered into the clinical trial database.

2. In addition to verifying specific data points, the CRA conducts a Source Data Review
(SDR) to ensure the overall data quality and completeness.

During SDR, the CRA checks the broader context of the participant’'s medical
records—such as the consistency of medical history, any reported adverse events,
and whether the site has followed the trial protocol (e.g., correct dosing, timing of
visits).

The CRA ensures that the trial data reflect the participant’s treatment journey and
that the site is adhering to good clinical practices (GCP).

If any protocol deviations, incomplete records, or unreported adverse events are
identified, the CRA communicates these findings with the site to make the necessary
corrections or updates.

3. Once the CRA has direct access to the source documents, they start the Source
Data Verification (SDV) process.

Specific data points from the participant's source documents (like., blood pressure,
lab results) are needed to be cross verified with the data entered in the Case Report
Form (CRF) of the trial’s electronic data capture (EDC) system.

If discrepancies are found , the CRA flags the issue for correction and works with the
site coordinator or investigator to resolve any discrepancies by reviewing the source
documentation and ensuring the CRF reflects the correct data.

11



Preparations needed before monitoring visit

_ super —
In the following situations, important ! J

monitoring cannot be done even if CRA directly visits

-CRF and source documents are not created in a timely manner

—In the case of EDC, check the input status in advance and request to CRC
-On the day of your visit, you do not have all the necessary source materials
— Request the staff of CRC etc. to prepare the source material in advance

Precautions during monitoring visit

CRF entry errors / Confirmation requests from the
there was a typo previous visit have not been resolved

Check the contents of the EDC in advance If CRF needs to be corrected, etc.,
Check with CRC before visiting if you have any questions request support before visiting the CRA

Does not follow

CRF input rules have outstanding queries
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Before starting for a monitoring visit, it's crucial to ensure that all necessary
preparations are in place to facilitate a smooth and effective process.

There are several situations that can hinder monitoring, even if the Clinical Research
Associate (CRA) is physically present at the site. Let's discuss some key considerations.

« Timeliness of CRF and Source Documents:

- One of the most common issues arises when Case Report Forms (CRFs) and
source documents are not created in a timely manner.

- For studies utilizing Electronic Data Capture (EDC) systems, it's important to check
the input status in advance. Ensure that you communicate with the Clinical
Research Coordinator (CRC) to address any delays.

« Availability of Source Materials on Visit Day:
- On the day of your visit, you must have all the necessary source materials ready
for review.
- To avoid any last-minute issues, request the CRC staff to prepare these materials
ahead of time.

« Let us now see the Review EDC Content precautions:

- It's essential to check the contents of the EDC in advance. If there are any
questions or concerns, reach out to the CRC before the monitoring visit to clarify
them.

- Lookout for potential entry errors to the CRF or any typographical errors that may
have occurred.

- Confirm that any requests for clarification from your previous monitoring visit have
been resolved. Check for any outstanding queries that need to be addressed during
this visit.

- If there are any necessary corrections to the CRF, request support from the CRC or
relevant staff before your visit to ensure these issues are addressed in a timely
manner.

By taking these preparatory steps, we can enhance the efficiency of our monitoring
visits and ensure that all necessary materials and information are in place for a
successful review.



What the CRA should confirm at the time of Drug Administration:
The flow of the clinical trial for each subject - until the start of study drug
administration -

2weeks 4weeks 6weeks
Start of study
Observation drug

Obtaining period administration
consent examination

here will be explained later

Step g
~ Confirmation of consent form ( Confirm eligibility

v You cannot view the charts of patients who have v Do consented subjects meet the protocol exclusion
not consented to participate in the clinical trial. criteria? Is it possible that the investigator's
When starting a DA, first and foremost check the understanding was insufficient and consent was obtained

consent form. from an unquallfled patient?

Confirmation of implementation

of inspection items

J Are all nthcQ! specgﬂpd tests nernrmpd N

at the correct times?

history/complications drug use

Step 2 I ] Medical Presence or absence of prohibited

\ Observation period test results
etc--

Copyright © Remedy & Company Corporation All rights reserved.

As a Clinical Research Associate (CRA), it's essential to confirm specific details at the
time of drug administration (DA) for each subject. This ensures the trial is progressing
according to protocol and that subject safety is prioritized. Let's see the key steps in
the clinical trial process and what needs to be confirmed after drug administration.

For each subject, the flow of the clinical trial follows a structured process:

Let us see the flow until initiation of the study drug administration in this slide:

- The first thing to confirm is that informed consent was obtained during the
screening period. This is a critical regulatory requirement, and the consent process
must be thoroughly documented before any other trial activities begin. If the subject
did not consent for the study, the subject related information which is considered as
"Personal Information" should not be accessed by the CRA.

- Once consent is obtained and the screening period is complete, the next critical step
is to check and confirm the implementation of all the screening tests needed as per
the protocol.

- The next step is to confirm the subjects eligibility to the study has been
confirmed and if the subject has passed all the examination criteria. In this stage it
is required to resolve issues like,

Wrong consent document being used,

Insufficient qualification of the subject for the eligibility by confirmation of the
exclusion criteria like excluded medical history, Prohibited drugs usage, results of
the screening tests.

oo



Let's check here What is personal information?

Information with a high possibility of identifying the

individual subject

Subject's name and address

Health Insurance

Insured Number mobile number

Electronic medical

record patient ID Name of other hospital and

doctor

school name Family name/family etc--

COITIPLUSILIVIN

All of this information may be included in the medical
record. Be careful when handling
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As the word Personal Information is introduced in the previous slide, now, let's us see
what we mean by 'Personal information.'

Personal information refers to any data that has a high potential to identify an
individual subject. This can include a wide range of information that, when combined or
used in context, can pinpoint a specific person.

« Types of Personal Information:

Examples of personal information include names, addresses, phone
numbers, email addresses, social security numbers, and medical record
numbers. Even seemingly innocuous details, such as a person's date of birth
or specific demographic information, can contribute to identifying an
individual.

Importantly, all of this personal information is often included in medical
records. Medical records are comprehensive documents that can contain
sensitive data about a patient’'s health history, treatments, and other
personal identifiers.

Given the sensitivity and potential for misuse of personal information, it is
crucial to handle it with care. This means adhering to strict confidentiality
protocols and ensuring that only authorized personnel have access to this
information.

14



Why is “Eligibility confirmation” needed ?

Concomitant prohibited drugs are the same

To correctly evaluate the efficacy of investigational drugs
—It is necessary to select patients who have been diagnosed with the target disease of the
investigational drug and who do not suffer from complications that affect the evaluation of the
clinical trial.
To protect the safety of the subject
—When participating in clinical trials, there are many cases where there is a washout or
restrictions on concomitant medications, so it is necessary to exclude patients with unstable
conditions.
—Patients suffering from complications, etc. affected by the administration of the
investigational drug should avoid entry from the perspective of safety.

( R
To prevent administration of the study drug to ineligible patients, it is important to do
this prior to administration of the study drug..
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Let us learn the crucial role of eligibility confirmation in clinical trials and its importance
in ensuring both the efficacy of investigational drugs and the safety of participants.

- Eligibility confirmation is essential to correctly evaluate the efficacy of investigational
drugs. This means we must select patients who have been accurately diagnosed
with the target disease for the investigational drug. Additionally, it is critical to
exclude patients who suffer from complications that might influence the results of
the clinical trial. This careful selection process helps us gather reliable data on how
well the drug works in the intended patient population.

« In many clinical trials, participants may face restrictions on food or concomitant
medications.

« When participating in clinical trials, there are many cases where there is a washout
or restrictions on concomitant medications, so it is necessary to exclude patients
with unstable conditions.

- Patients suffering from complications, etc. affected by the administration of the
investigational drug should avoid entry from the perspective of safety.

« To prevent administration of the study drug to ineligible patients, it is
important to evaluate the subject thouroughly prior to administration of the
study drug.

15



What the CRA should confirm at the time of DA:
Flow of the clinical trial for each subject - Start of study drug administration -

Check selection Investigational _—
exclusion criteria ase registration product prescription
allocation

medical record

Dose: 10 mg
Dosage: 3 times a day after each meal

Envesﬂgator Taro Tanaka ]

Allocate Study drug
number 74", N° 51 ‘ N° 39 Investigational Drug No. 74 14-day
8 iption
Case Registration Center !

i —

Preparation of
investigat;iéonal drug

|

¥ Conduct when adjustment of
the investigational drug is
necessary

example) / .
+The method of administration is medication dia
Pharmacy intravenous drm etc. Start of ctudv dru 1g &

wus =arc SLuly O

administration
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In continuation to the CRA tasks in clinical trial process, let's walk through the key
points that need to be verified during the study drug administration stage of the clinical
trial process.

- Each subject in the clinical trial process follows a specific flow that ensures protocol
adherence and subject safety. At the time of drug administration, it is crucial that
you confirm that the subject meets the selection criteria and does not fall
under any exclusion criteria. This ensures that only eligible subjects receive
the investigational drug.

« Next, you need to verify that the subject has been properly registered in the trial.
This includes ensuring that all documentation is in place and that the registration
process complies with the trial protocol.

« The CRA must also confirm the correct allocation of the investigational product.
Make sure the assigned study drug matches the subject's treatment group or
randomization assignment as per the protocol.

- Following allocation, confirm that the prescription for the investigational product has
been correctly issued and that the pharmacy has received the proper order. This is
critical to ensure the right drug is prepared for the subject.

« The next step is to verify that the investigational drug is prepared according to the
protocol and that the pharmacy follows the required preparation procedures. Once
prepared, confirm that the drug is delivered to the subject in a timely manner.

16



What the CRA should confirm at the time of DA:

Flow of the clinical trial for each subject ~After administration of the study drug~

® o

"} '»

v
2 weeks 4 weeks 6 weeks siss
- Observation Start of study Final
Obtaining in screening drug Treatment period examination inspection
consent period administration

Confirmation of protocol compliance status

explained | I
pointl point2

Confirmation of subject safety

(deviation)
v Are there any omissions or mistakes in the standard

v If an event suspected to be an adverse event occurs, inspection? Is the timing appropriate (within an acceptable
confirm with the investigator whether this period of time)?

symptom/finding is an adverse event.
v The CRA confirms whether the investigator's opinion

study drug administration period?

is medically valid. ) ) take your medicines or do you not take your medicines as
vIf an adverse event occurs, confirm with the prescribed in the study protocol?

investigator's opinion whether the subject can

P S U ¥ M SN R JU & FUpia - S
CONunueE uie study In uie ruwure, / \

v Were you using any prohibited concomitant drugs during the

v How is the subject taking medication? Do you often forget to
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Let's walk through the key points that need to be verified after the study drug
administration stage of the clinical trial process.

During the treatment phase the first point is ensuring subject safety.

A CRA needs to be vigilant in confirming that safety protocols are followed and that
any potential adverse events are properly managed. Let's see the key points to
confirm subject safety during monitoring.

Confirming Suspected Adverse Events includes elements like observation of a
symptom or finding that may be an adverse event, the first step is to confirm with
the investigator whether it is indeed an adverse event. This determination is critical
to the safety and well-being of the subject.

Checking Investigator’s Medical Opinion regarding the clinical significance of the
adverse event. This involves reviewing the event within the context of the subject's
medical history and the trial protocol.

Future Participation After an Adverse Event includes tasks like consulting with the
investigator to determine whether the subject can safely continue in the study when
an adverse event is confirmed. This decision is based on the severity of the event
and the investigator’'s medical judgment.

» The second point is confirmation of Protocol Compliance:

In addition to monitoring subject safety, the CRA must ensure that the trial adheres
to protocol requirements.

Checking if there are any omissions or mistakes in the standard inspections is
important. Also, ensuring that the timing of these inspections is appropriate and
within the acceptable period as defined by the protocol.

During the study drug administration period, verification that no prohibited
concomitant medications were used by the subject is mandatory to avoid any
interference with the study drug’s efficacy or safety.

Lastly, confirming how the subject is taking the study drug is needed. Are they
adhering to the prescribed dosing schedule, or do they frequently forget to take
their medications? Non-compliance with the medication regimen can affect the
study’s outcomes and needs to be addressed.

A CRA role in confirming subject safety extends from monitoring potential adverse

events to ensuring protocol compliance. By addressing these key areas, a CRA can
help safeguard the subject and ensure the trial’s integrity.
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What the CRA should confirm at the time of DA:
Flow of the clinical trial for each subject ~After administration of the study drug~

point 1 Confirmation of subject safety ]

Subjects' symptoms and findings are recorded in various places in
medical records by various staff members.

[ N ]

Chart/doctor entry column Nursing records

Various inspection reports I clinical laboratory technician I

Others

Nurses, physical therapists,
social workers, etc.
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Let us see the 2 important elements of a CRA tasks at the time of Drug Administration
in detail here starting with the first element "Confirmation of subject safety":

For ensuring the patient safety during the treatment phase a CRA should be carefully
checking the Subjects' symptoms and findings are recorded in various places in medical
records by various staff members.

The references include:

« Chart/doctor written script on the CRF worksheets or the observation note.

« Records of the nurses

» Medical history reports submitted to the hospital

» Patient records maintained in the hospital

» Any other related medical records

» Checking all the available data is needed to confirm the symptoms and findings.
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How to understand the regulations when confirming subject safety

Continuation of clinical trial

ﬂ;cp Article 51(1) Guidance 1(8)
Subjects or their legal representatives may refuse or withdraw their participation in clinical trials at any
time.
In addition, the refusal/withdrawal will not adversely affect the subject or result in the loss of benefits
that would otherwise have been received if the subject did not participate in the study.

GCP Article 45.3, 4 Guidance3

If a subject intends to withdraw from the clinical trial, or if he or she withdraws from the study, it is not
necessary for the subject to clarify the reason, but the investigator, etc. should fully respect the subject's
rights. , and make reasonable efforts to ascertain the reason.

The subject’s wiii is the primary factor in deciding whether to continue or stop the
clinical trial.

Even if the subject wants to withdraw from the trial, we cannot force them to stay.
Silent pressure is also not good!

N
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- When confirming subject safety, it's important to understand the subject rights
during the study progress and decisions to be made in the clinical trial. One key
aspect of this is the continuation or withdrawal of a subject from the trial. Let's
review the guidelines that govern this process.

- According to GCP Article 51(1) and Guidance 1(8), subjects or their legal
representatives have the right to refuse or withdraw their participation in a clinical
trial at any time. This right is absolute and must be respected throughout the study.

- If a subject refuses or withdraws, it should not negatively affect them in any way.
They will not lose any benefits or rights they would have had if they had chosen not
to participate in the study.

« Under GCP Article 45.3 and 45.4 (Guidance 3), it is stated that if a subject intends
to withdraw from the trial, or if they do withdraw, they are not obligated to provide
a reason.

- However, it is important that the investigator respects the subject’'s rights and
makes reasonable efforts to understand why the subject has decided to withdraw,
while also making sure not to pressure them for an explanation.

**Respecting the subject’s will is the key principle in clinical trials.

- Ultimately, the subject’s will is the primary factor in deciding whether to continue or
stop participation in the clinical trial. If the subject expresses a desire to withdraw, it
is essential that their decision is fully respected.

- Forcing or pressuring the subject to stay, even indirectly through silent pressure, is
completely unacceptable. Respect and autonomy are key in ensuring ethical trial
conduct.



Subject safety confirmation --> Serious Adverse Events (SAES)

Investigator response Top priofity!

Report to the head of the
Ensuring subject safety implementing medical institution

SAE occur Get SAE

Inforiftion Carry out necessary Reportin$to Sponsor | SAE report
First report

| submitted

Report by the reporting deadline in accordance with the piﬁiicol and other procedures. -

treatment/treatment

L J

| Get SAE Information (TEL/email, etc.) | Obtain the first SAE

report

SAE report SAE report
Submission of Create CRF Submission of follow-up

detailed report reports as needed

" - = I/ Investigator response

SAE report Direct viewi
Detailed rﬁethod |recs;|\;ewmg v Reporting is required regardless of causality

v Determine if the SAE is known/unknown

acquisition implementation

v For the content to be reported, refer to the uniform
visit a medical i@ form Form 12 and the form for detailed description

See Article 48 of the GCP Guidance
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- Now let us see the Serious adverse event reporting procedure for the confirmation of
the safety of a subject.

- When a Serious Adverse Event (SAE) occurs during a clinical trial, the investigator role
is crucial in ensuring that the event is managed appropriately, and that patient safety is
prioritized. Let's walk through the key steps of the investigator's response to an SAE.

- The first step is for the investigator to immediately assess the SAE. This involves
collecting the SAE information, evaluating the subject’s current condition, identifying
the severity of the event, and determining if any urgent medical intervention is needed
to stabilize the subject.

- Ensuring the patient safety is of utmost importance. If immediate treatment is
required, the investigator should ensure that the subject receives the necessary care
and that the appropriate medical specialists are involved if needed.

- Once the subject is stabilized, the next critical step is to report the SAE. According to
GCP guidelines, all SAEs must be promptly reported to the sponsor and the ethics
committee via email or telephone and confirm the sponsors opinion about the SAE.

- The investigator must complete the SAE reporting forms and also prepare the detailed
SAE report for submission, providing detailed information on the event, the subject’s
condition, and the investigator’s initial assessment of causality. Timely reporting
ensures that the sponsor can take any necessary actions, such as adjusting the study
or notifying regulatory authorities.

- ECRF should be updated for all the SAE related data.

- Following the initial SAE report, the investigator should consult with the sponsor and
the ethics committee to discuss the next steps.

- After the SAE, the investigator must closely monitor the subject’s recovery and
document any further developments. This includes recording follow-up information
about the subject’s condition, any additional treatments, and updates to the causality
assessment.

- The documentation of this SAE followup is essential for the safety analysis of the trial



and may be required for future regulatory submissions.

« In this process CRAs role is to review the subject SAE report and the data reported on
the CRF while conducting SDV in the medical facility.
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What the CRA should confirm at the time of Drug Administration:
Flow of the clinical trial for each subject ~After administration of the study drug~

Point 2 Confirmation of protocol compliance status (deviation) ]

example:--

v When to carry out regular inspections deviation
Not deviation

Acceptable limits are set for each trial. Weel_(O ! | : ;
Itis OK even if it is not necessarily (Baseline) | Week2 | - Week4
carried out exactly on the specified date . (D14) | : (D28)
@ o @
L=
allowance allowance

+3H +3H

v Contents of the monitoring

Cinra + =%
whether there are any omissions or unnecessary tests.
Are there any omissions in the contents of the order for the clinical test items?
—Because the medical institution may create an electronic medical record order set
before the first case registration, if there is any omission in the contents,
the same erroneous orders will continue to be issued for the second and subsequent cases.
In some cases, the detailed settings of the measurement equipment and
the measurement method are stipulated in the clinical trial protocol.
Measuring the wrong way is a deviation.

ha +
v

a cte +n i ik ara Aiffarant fAar ascl h vieit
i€ 855 O

'
Cut are Giierenc 1or &aln Visit
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Now let us see the second important element CRA tasks at the time of Drug
Administration which is confirmation of protocol compliance status.

- After the administration of the study drug, CRAs must monitor each subject's
progress to ensure the protocol is being followed.

- While regular inspections are necessary, the timing doesn't need to be exact. For
protocol, clinical trials often have acceptable time windows for each visit, so confirm
the timeline set for each trial and ensure compliance within those limits. If the visit is
not conducted with in the given limit as per the recorded, then it is a deviation. It is a
CRAs job to ensure that the deviation is properly recorded, and care is taken that the
deviation does not happen again.

- Key Areas for CRA Attention include checking

*The required tests are performed and that unnecessary tests are avoided. Missing
tests or conducting extra ones can lead to deviations.

*Checking for Omissions in Clinical Test Orders.

*Verify that there are no missing orders for clinical test items. Medical institutions may
create an electronic medical record order set before the trial starts, and if there’s an
omission in the first order, that same mistake may affect all future subjects. Catching
these errors early is crucial to avoid ongoing issues.

«Confirming Measurement Methods and Settings.

*Some trials specify detailed requirements for how tests are conducted, including the
settings of measurement equipment and the method of measurement. Ensure that the
clinical site follows these exactly, as measuring incorrectly constitutes a protocol
deviation.



Response when a deviation is discovered ~Site response~

CHECK!
Step 1 Is the deviation a major deviation?

v Fact-checking and situation analysis \
-Check the details of the history of the deviation
and understand the problems of the implementing
medical institution.

-Confirm that necessary measures for the safety of
subjects are taken.

v Report to the investigator and consider measures to
prevent recurrence

e Ensure that deviation occurrences are reported to the
investigator.

+Confirm that measures to prevent recurrence have bee
Step 3 considered and re-education has been conducted by
investigators for clinical trial staff.

( v Evaluate recurrence prevention measures.
-CRA evaluates whether similar deviations can be| . —
prevented by implementing recurrence preventio

measures. Lo i CRA's job is to evaluate whether recurrence prevention
-Confirm that the content of the deviation is measures are sufficient. Go to Step 3 quickly!

recorded in the source document. Don't forget to make sure the recurrence prevention
measures are in place the next time the CRA visits the

A\ faciiity
22
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When a protocol deviation occurred, let us see what are the steps to be taken at
a site level:

Step 1is

» Begin by checking the details of the deviation. Understand the nature of the problem
at the medical institution. Is it a Major or a minor deviation?

« Confirm that all necessary measures for the safety of the subjects involved have
been taken.

Step 2 is
» Ensure that the deviation is promptly reported to the investigator.

+ Investigate whether appropriate recurrence prevention measures have been put in
place.

« The CRA must confirm that the clinical trial staff have been re-educated on these
measures.

« The CRA's job is to evaluate the sufficiency of the proposed recurrence prevention
measures.

- Don’t forget to confirm the measures are in place during your next visit to the
facility!

Step 3 is

+ Assess whether the recurrence prevention measures are effective in avoiding similar
deviations in the future.

« Verify that the deviation has been accurately recorded in the source documents.
Closing:

The CRA plays a critical role in both the evaluation and verification of deviation
handling at the facility, ensuring patient safety and trial integrity.
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Response when Deviation is Discovered ~CRO inhouse Response~

Deviation control table

Everyone! A deviation occurred at SiteA!
Are all the facilities in-charge, okay?

In order to prevent similar mistakes from
occurring, please alert your facility.

Monitoring
report

I understand!
- N—

X

"
"

_..5‘! : E ,--:‘. 5 : E . ‘l l

!
L5
Cita A Cita R Cita C Cita D
SIS A S O SiIte © Sie v

Note: This is an image only.

Now let us see what are the steps to be taken at the CRO level when a protocol
deviation happens.

The CRA must create a monitoring report detailing the nature and cause of the
protocol deviation. This report should include specifics on the deviation, including its
cause and any contributing factors.

The report is shared with the project team for immediate awareness and action.

The CRA must immediately inform the project lead about the deviation, either by
phone or email. This ensures that prompt corrective actions are taken and that all
team members are aware of the issue.

The deviation should be logged in the Protocol Deviation Report, a shared document
where all project members can view and track protocol deviations. This ensures
transparency and helps the entire team understand the nature and status of the
deviation.

After reviewing the details, the project leader should inform the other CRAs involved
in the same study at different sites. This step helps to ensure that similar deviations
are prevented at other trial sites, promoting consistency and protocol adherence.

Effective communication and documentation are critical when a protocol deviation
occurs at the CRO level. Timely reporting ensures that all team members are
informed and that preventive measures are taken across sites.
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Deviation monitoring report

How did the deviation happen \

Describe the situation from the occurrence of the deviation to the report to the CRA in
chronological order.

« In the case of a deviation that may affect the subject's safety, describe whether the subject
received the necessary treatment.

Relapse prevention

Describe the details of recurrence prevention measures considered by the implementing medical
institution

« Indicate whether the investigator has communicated the occurrence of the deviation to the
clinical trial staff, re-educated the clinical trial protocol, and taken thorough measures to prevent
recurrence.

CRA's view on recurrence prevention measures
« Describe the CRA's assessment of whether recurrence prevention measures are sufficient and
whether similar deviations can be prevented from recurring. /

If insufficient, ask the implementing medical institution to reconsider. 2
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Let us see what should be covered in a Monitoring report in details:

The first-and-foremost step is to understand “how the deviation occurred or the cause
of the deviation”:

. Describe the situation chronologically

. Start by briefly summarizing cause or nature of the deviation occurred (e.g.,
incorrect dose administration, missed protocol step).

. Indicate the timeline of how this was discovered and by whom.

. Provide details on how and when the Clinical Research Associate (CRA) was
notified of the deviation.

. If the deviation posed a risk to the subject's safety, describe what immediate
actions were taken to mitigate risk, including any necessary treatment provided to
the subject.

The next step is to record of the Relapse prevention measures. It includes recording:

. Details of recurrence prevention measures by medical Institution. Outline all the
preventive measures implemented by the medical institution which Include details
such as:

1. Protocol review sessions

2. Additional training provided to the clinical team
3. New processes or checks implemented to avoid future deviations.
4

State whether the investigator has communicated the deviation to the
entire clinical trial team.

Highlight any re-education efforts for the clinical trial protocol.
6. Emphasize any specific actions taken to ensure recurrence prevention

U1

The last part of the report includes the CRA’s opinion on recurrence prevention
measures:
. Present the CRA’s assessment of the proposed prevention measures.

«  Are the measures considered sufficient to prevent future deviations?

. If the measures are deemed insufficient, recommend additional steps or
adjustments.

. If necessary, note that the implementing institution has been asked to reconsider
and improve preventive measures to avoid similar deviations.
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This structure ensures all key aspects of the deviation event, its handling, and the
preventive steps are covered comprehensively, with a focus on corrective actions and
CRA evaluations.
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Can you reproduce the situation

by monitoring report

What are monitoring reports for?

. . — Remember
> : o the first slide?
Fral confrrraton & (sgnature) i

source

subject package
Raw data /% Data ‘Cij_‘ ba%;j— CTD # * insert
e Obtaining approv:

database lock /

During this period, the GCP conformity survey will be conducted.

- Complemented
Each record is checked by mon'thoring report

P——

aurlng conrormance |nspectlon

Complemented

Accurate and complete

at that time by reading the records? in relation to source documents

What is required is
highly reproducible source materials / accurate case report forms
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Let us look into the importance of the Monitoring reports. What Are Monitoring
Reports For?

Monitoring reports are essential documents created during clinical trials.
They track trial progress, document any issues, and record protocol compliance.

These reports serve as critical evidence in case of audits or GCP (Good Clinical
Practice) inspections.

Do you recall our earlier discussion from our first slide?

During CSR (Clinical Study Report) creation, to ensure regulatory compliance, audits
or GCP conformity checks are often conducted by regulatory authorities.

Every record of the trial is examined during these inspections, and monitoring
reports play a key role in this process.

Regulatory inspectors may ask, “Can you explain the situation at that time by
reading the records?”

In this kind of situation monitoring reports provide the necessary clarification to
regulatory agencies.

These reports document trial events accurately, helping answer inspector queries
effectively.

Since clinical trials often span over many years, completed monitoring reports
ensure that the information captured is:

. Accurate

. Complete

. Timely

If monitoring reports are not properly maintained, there’s a high risk of losing critical
trial information over time, which can severely impact compliance and audit
outcomes.
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« To ensure audit readiness, it is crucial to have:
. Highly reproducible source materials
. Accurate case report forms (CRFs)
. Well-maintained monitoring reports

In short, monitoring reports are the backbone of documentation during clinical trials.
They provide clear, reproducible data, and ensure compliance during audits, making
them a cornerstone of successful trial management.
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Write a monitoring report

GCP Article 22(2)Monitors must submit a monitoring report
containing the following items to the sponsor each time they
conduct monitoring at the medical institution or contact it.

v Date and time of monitoring

v Medical institutions subject to monitoring

v monitor's name

v The name of the investigator, etc. who heard the explanation, etc. at the time of monitoring

v Overview of monitoring results

v Matters notified to the investigator pursuant to the provisions of the preceding paragraph

v Measures to be taken regarding the matters stipulated in the preceding item and the monitor's

observations regarding such measures

What did you confirm

as a result of the inquiry?
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Let us learn how to write an effective monitoring report, emphasizing the key elements
outlined in GCP Article 22(2). This report is a crucial aspect of maintaining compliance
and ensuring the integrity of clinical trials.

According to GCP Article 22(2), monitors are required to submit a monitoring report to
the sponsor each time they conduct monitoring at a medical institution or have contact
with it. This report must contain several essential items to ensure comprehensive
documentation.

Key Components of the Report include

« Date and Time of Monitoring

» Medical Institutions Subject to Monitoring

+ Monitor's Name

« Name of the Investigator

« Overview of Monitoring Results

- Matters Notified to the Investigator

« Measures to Be Taken

» Inquiry Details or description

By including these key components in your monitoring report, you ensure that all
relevant information is documented thoroughly and accurately.

- This practice not only supports regulatory compliance but also enhances the overall
quality of the clinical trial process.
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Write a monitoring report
eWhen should the Monitoring report be made

When visiting medical institutions, when visiting other facilities related to
clinical trials, when making contact related to clinical trials, etc.

= In other words, it is necessary to keep a record not only when you visit, but also
when you contact us related to the clinical trial by phone or email!

® What is a “Summary of Monitoring Results”?

Summary of what the monitor inspected, important findings, facts, details

AL AAaiiimbimim s mmA A Al A A~
Ul dcvialluris arid daciceils, COciusions, .
= In other words, it is necessary to record not only what (things) was confirmed, but
also what was found there, and the background and opinions of the interviews based on
that!
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Writing a monitoring report is a crucial part of clinical trial oversight.
In this section, we will discuss when to write a monitoring report and what to include in
the 'Summary of Monitoring Results.

The first question is {When Should the Monitoring Report Be Made?}

« A monitoring report should be created after each visit to a medical institution, but
it’'s not just limited to visits. You should also write a report when visiting other
facilities related to the clinical trial or after any contact related to the trial, whether
by phone, email, or other means.

« It's essential to document not only when you physically visit the site but also when
you have any communication related to the trial. This includes phone calls, emails,
or any interaction that impacts the trial.

The next question is {What is a Summary of Monitoring Results??}

+ The Summary of Monitoring Results is a comprehensive overview of what the
monitor reviewed during their visit or contact. It includes important findings, key
facts, any deviations or defects discovered, and conclusions drawn from the visit.

« In other words, one should record not just what was checked, but also what was
found during the review. Any background details and summarize opinions or insights
gathered from interviews or discussions with the medical team or investigators need
to be included.
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What to write in monitor special notes

Then, what should I write down during SDV?
»If you have an SDV checklist, be sure to fill it out

»Even if it is not on the SDV checklist, check all the source documents, check the
doctor's opinion if there is any doubt, and take notes

»If you confirm a doubt, make a note so that you can know when, who, what, and why
you confirmed it.

»Do not copy the entire medical record, only take notes of the necessary parts

» Do not write down information that can identify the subject (initials, etc.)

Copyright © Remedy & Company Corporation All rights reserved.

When conducting Source Data Verification (SDV), it's important to know exactly what
to document in the monitor special notes. Clear, concise, and accurate notes will help
ensure that all data is validated properly and any issues are addressed.

Even if something isn't on the SDV checklist, it's important to check all source
documents thoroughly. If there are any doubts or discrepancies, consult with the
doctor to clarify their opinion, and take detailed notes to record the process.

Avoid copying entire sections of the medical record. Instead, take notes of only the
necessary parts that are relevant to the SDV process. This will keep vyour
documentation focused and manageable.

Being mindful of the confidentiality is crucial. Do not write down any information that
could identify the subject, such as names or initials. It's important to protect the
subject’s privacy throughout the verification process

With these approaches, the SDV documentation will be both complete and effective.
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What to write in monitor special notes

ti
m al
0

% However, depending on the case (such as when following the progress of AE), it may be necessary.

(@ D)
Is subject safety ensured? With that in mind, if you monitor while
thinking about what you need for that, you should know what to
write.
v¢Confirm that there are no problems with the continuation of the
trial for the subjectyr
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When monitoring a trial or subject’s progress, special notes are not just optional but
sometimes essential.

Depending on the case, particularly when following adverse events (AEs), these notes
can be critical for ensuring subject safety.

Mentioning special notes, items like Dairy of the CRA, Posting medical records/ CRFs
are not the special notes to be made.

One of the most important questions one should be asking oneself as and when writing
in the monitor special notes is: 'Is the subject’s safety ensured?' This thought should
guide the documentation process.

If a CRA is tracking an adverse event, noting its progress and any changes in the
subject’s condition are critical. Be specific about the AE’s timeline, any treatments
administered, and how the subject has responded. These details help in evaluating if
the AE has been appropriately managed.

If you consistently monitor with subject safety and trial integrity in mind, it will become
clear what needs to be documented in the special notes. This proactive approach
ensures you capture all relevant details to support safe trial continuation.

Special notes play a crucial role in trial safety. Focus on subject safety, monitor for any
signs of adverse events, and ensure there are no barriers to the trial’s continuation. By
doing this, you'll always know what to write.
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