qP Wheaton Franciscan Healthcare

1.2.4 - FOLLOWING THE RESEARCH PLAN

TOPIC
Following the IRB-approved research plan

EFFECTIVE DATE
(April 1, 2009)

AP

det

dtepherNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE

To ensure that the rights and welfare of research participants are protected by conducting all
study procedures according to the IRB-approved investigational plan and amendments and to
ensure proper documentation of deviations if they do occur.

SCOPE

This procedure applies to all clinical trials/human research conducted at any Wheaton Franciscan
Healthcare location.

PROCEDURE

Definitions:

IRB-approved investigational plan: This includes all IRB-approved documents that describe
how the research will be conducted at the site, including the IRB “application” for review (or
equivalent), protocol, consent form, additional protections for vulnerable populations, etc.

Deviations/Violations:
This SOP does not distinguish between deviations and violations; these terms may be used
interchangeably. This SOP delineates three types of deviations:
- Investigator-initiated deviations: These are errors committed by the study team with
regard to following the IRB-approved investigational plan, such as failure to perform a




study procedure, performing a study procedure outside of the protocol-specified
timeframe, and failure to perform a study procedure according to some other protocol
specification (e.g., randomization procedures, titration procedures, etc.)

Subject-initiated deviations: These are deviations from the IRB-approved investigational
plan that are initiated by the study participant and outside of the direct control of the
study team, such as not showing up for a visit and not complying with medication
instructions.

Sponsor-initiated _deviations: These are deviations from the IRB-approved
investigational plan that are due to errors committed by the sponsor, such as failure of
equipment supplied by the sponsor or failures in the randomization system used by the
sponsor.

Compliance with the Research Plan:

Given that any change in the conduct of an IRB-approved study can change the risk/benefit ratio
for the research participants as well as the validity of the data being collected for the purpose of
evaluating an investigational product, all studies are conducted according to the IRB-approved
investigational plan. More specifically,

No exceptions/waivers of the IRB-approved enrollment criteria are permitted, unless they
have been approved in writing by the sponsor and the IRB prior to enrolling or dosing the
subject. (NOTE: When inclusion/exclusion criteria are somewhat vague and subject to
interpretation, some sponsors use the word “waiver” or “exception” or similar language
even when they are simply approving a subject for enrollment based on their
interpretation of the inclusion/exclusion criteria. Wheaton Franciscan Healthcare does
NOT consider this to be a deviation from the IRB-approved investigational plan and,
therefore, enrollment of such subjects is allowed without advance IRB approval.
Advance written IRB and sponsor approvals ARE required for enrollment of any subject
that does not meet the explicit enrollment criteria. Once these approvals have been
obtained, it is no longer considered to be a deviation to enroll such subjects, regardless of
the terminology used by the sponsor to document their approval).

Study team members are not permitted to make changes to or deviate from the IRB-
approved investigational plan, unless the changes have been approved in writing by the
sponsor and the IRB prior to implementation. The only exceptions in which deviations
are permitted without IRB approval are situations in which the exception/deviation is
necessary to eliminate apparent immediate hazards to human subjects. If a study team
member deviates from the investigational plan by mistake, the deviation is documented
as described below (also see definition of “investigator-initiated” deviation above).

If a subject wants to make changes to or deviate from the IRB-approved study procedures
and these changes/deviations are outside of the control of the study team, the study team
encourages the subject to comply with the investigational plan (unless the subject wants
to withdraw consent). The deviation is documented as described below (also see
definition of “subject-initiated” deviation above).

If a deviation occurs due to sponsor error, the sponsor is notified and the deviation is
documented as described below (also see definition of “sponsor-initiated” deviation
above).




Documentation of Deviations:
Deviations are documented in one of the following ways:
1) if the sponsor has a preferred method for documenting deviations, this method is
followed
2) if the sponsor does not have a preferred method, the attached form is used and filed in the
subject’s source documents.

Reporting Deviations:

Deviations are reported as follows:

IRB: Any deviations that were implemented to eliminate immediate hazards to the subject, that
increase the risk to the subject, and/or that significantly affect the conduct of the trial are
reported to the IRB (per SOP 1.2.7).

Sponsor: Deviations are reported to the sponsor per sponsor specifications.

Institution: If the institution where the research is being conducted has an incident-reporting
system, deviations that meet the institution’s definition of “incident” are reported per the
institution’s specifications.

Responsibility:
The study coordinator and the Pl are responsible for:
- Conducting the study in accordance with the relevant, current investigational plan
- Not making any changes in the research without written approval from the IRB and
sponsor
- Making changes in the investigational plan only when necessary to protect the safety,
rights, or welfare of subjects
- Notifying the IRB of any deviations that were implemented to eliminate immediate
hazards to the subject, that increase the risk to the subject, and/or that significantly affect
the conduct of the trial (per SOP 1.2.7)

Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:
o FDA:
o CFRTitle 21, Ch 1; Part 312.40
o CFRTitle 21, Ch 1; Part 312.60

e |CH Harmonization Tripartite:
E6(R1); Part 2.3
E6(R1); Part 2.6
E6(R1); Part 2.13
E6(R1); Part 4.51-4.54

O O0OO0o



DEVIATION FORM

DEVIATION
Protocol #: Deviation Type:
L Investigator-initiated
Subject #: L1 Subject-initiated

1 Sponsor-initiated
Study Coordinator:

Description of Deviation:

ACTIONS (if any)

Dates: Actions Taken:




qP Wheaton Franciscan Healthcare

1.2.5 - ADVERSE EVENTS

TOPIC
Reporting adverse events.

EFFECTIVE DATE
(April 1, 2009)

APPROVED B

/

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE
To protect patient safety and welfare by ensuring that all adverse events are identified and
reported appropriately.

SCOPE
This procedure applies to all clinical trials/human research conducted at any Wheaton Franciscan
Healthcare location.

PROCEDURE

Definitions:

Adverse event: Any untoward physical or psychological occurrence in a human subject
participating in research. The event does not necessarily have a causal relationship with the
research or any risk associated with the research. An adverse event, therefore, can be any
unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or
disease temporally associated with the research.

Unanticipated adverse event: Any event that is unforeseen, caused harm or placed a person at
increased risk of harm, and is related to the research procedures. To be defined as an
unanticipated problem that involves risk to subjects or others, the event must be defined by the
following three criteria:




1. Unanticipated: The event is unexpected in nature, frequency, or severity; or, if
anticipated, is not fully addressed or specified in the initial protocol application, any
amendments, consent documents, investigator brochures, and any existing
documentation regarding the research conducted to date under the protocol.

2. Problem Related to the Research: The event arises from the conduct of the research
and is of concern for subjects or others directly affected by the research. Problems
may be attributable to the conduct of the research, or may result from failures or
errors in general systems outside the research, or factors that are not controlled by the
researcher under the protocol, but on which ethical conduct of the research depends,
according to the protocol.

3. Potential for Risk: Caused Harm or Placed a Person at Increased Risk of Harm. As a
result of the event, subjects or others are either placed or are likely to be placed at
physical, psychological, social, or emotional harm that has increased since the time
the research was approved by the IRB.

Unanticipated problems that involve risks to subjects or others include risks, not only materialized
adverse events and include risks to persons who are not research subjects. Investigators should note that
this definition also includes problems that arise from general system failures that contribute to such risks,
not simply events that arise from the investigator’s conduct of the research according to the protocol.

Serious adverse event: An adverse event that results in death, is life-threatening, results in or
prolongs inpatient hospitalization, results in persistent or significant disability or incapacity, isa
congenital anomaly/birth defect, results in overdose/error of drug or biological product, or is an
important medical event that jeopardizes the subject; is defined as a Serious Adverse Event in the
protocol in which the subject is enrolled or requires medical intervention to prevent one of the
outcomes listed above.

Documenting and Reporting procedures:

- Adverse events are documented and reported to the sponsor according to their
instructions in the IRB-approved protocol.

- Adverse events that may reasonably be regarded as caused by, or probably caused by, the
drug are reported to the sponsor promptly (i.e., via the routine interim monitoring
process, unless the IRB-approved protocol requires that such events be reported sooner).

- All unanticipated and/or serious adverse events are reported to the Principal Investigator
(or other duly authorized physician or Sub-investigator), the sponsor, and the IRB within
24 hours of the study coordinator becoming aware of the event.

Responsibility:
The PI and the study coordinator are responsible for ensuring that:
- Adverse events are solicited from the patient/subject
- Adverse events are documented and reported to the sponsor per the procedures above.
- All serious and/or unanticipated adverse events are promptly reported to the sponsor and
the IRB per the procedures above.



Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:
e FDA:
o CFRTitle 21; Ch 1; Part 312.60
o CFRTitle 21; Ch 1; Part 312.62
o CFRTitle 21; Ch 1; Part 312.64

e |CH Harmonized Tripartite:
E2(A)

E6(R1); Part 2.3
E6(R1); Part 2.10
E6(R1); Part 4.3.3
E6(R1); Part 4.11.1

O O0O0O0O0



qP Wheaton Franciscan Healthcare

1.2.6 - MEDICAL CARE

TOPIC
Providing medical care to research participants.

EFFECTIVE DATE
(April 1, 2009)

APPROVED B

/

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE
To protect patient safety and welfare by ensuring proper medical care is provided throughout the
subject’s participation in the trial.

SCOPE
This procedure applies to all clinical trials/human research conducted at any Wheaton Franciscan
Healthcare location.

PROCEDURE

Investigational Drug:

- The investigational drug/device is administered only to subjects under the investigator’s
personal supervision or under the supervision of a duly licensed sub-investigator who is
responsible to the investigator.

- The investigational drug is never given to any person not authorized to receive it.

Medical Care:
- All trial-related medical decisions are made by qualified physicians who are either
investigators or sub-investigators for the trial.
- During and following a subject’s participation in a trial, adequate medical care is
provided to a subject for any adverse events related to the trial.



If the investigator becomes aware that medical care is needed for an intercurrent illness,
the subject will be informed of this need.

Documentation of Medical Care:

The investigator documents his/her supervision of all trial-related medical decisions by
signing or co-signing all relevant patient assessments, physical examinations, progress
notes, drug prescriptions, and any other medical assessments and/or decisions. In
particular, the investigator signs or co-signs documentation to verify the following study-
related medical decisions:

0 Decision to randomize/enroll a subject
Review of serious and/or unanticipated adverse events
Review of all study-related procedures/test results (e.g., labs, EKG’s, etc.)
Decision to discontinue study medication for medical reasons

(elNelNe]

Lost to Follow Up:
In the event that a patient does not show for an appointment or other protocol-required activity,
the study coordinator ensures that the procedures listed below are followed and documented:

An attempt is made to reach the patient by phone. If the patient is unavailable, a message
is left (if possible) asking the patient to return the call.

If the patient does not call within a week of the phone call, a second call is placed and a
message is left if possible.

If the patient does not call within a week of the second call, a third call is placed along
with a message if possible.

If the patient does not call within a week of the third call, the patient is sent a letter via
registered mail with return receipt (or any other comparable delivery method that
documents receipt). The letter requests that the patient contact the study staff to make
arrangements to complete any relevant protocol-specified activities and to follow up
regarding any adverse events or other safety issues.

If the patient does not contact the site within a week of receipt of the letter (or if the letter
is unable to be delivered), the patient is considered “lost to follow up.”

The attempted contacts and “lost to follow up” status are documented in the source
documents

The IRB is notified that the patient is lost to follow up.

Responsibility:

The PI is responsible for personally conducting or supervising the clinical trial/human
research.

The PI and all members of the study team are responsible for documenting the patient
care they provide to the subject.

The Pl is responsible for ensuring adequate care is provided for any adverse event related
to the trial and for informing a subject if care is needed for intercurrent illness.

The PI is responsible for ensuring that the investigational drug is administered properly
and only to those authorized to receive it.

The PI is responsible for ensuring adequate back-up coverage for medical care decisions
is available any time he/she is unavailable.

The study coordinator is responsible for understanding and using the PI’s system for
back-up coverage for medical care decisions when needed.



- The study coordinator, with assistance as needed from Regulatory Affairs, is responsible
for notifying the IRB of any subjects who are lost to follow up.

Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:
e FDA:
o CFRTitle 21; Ch 1; Part 312.60
CFR Title 21; Ch 1; Part 312.61
CFR Title 21; Ch 1; Part 312.62
CFR Title 21; Ch 1, Part 312.64

O OO

e |CH Harmonized Tripartite:
E6(R1); Part 2.3
E6(R1); Part 2.7
E6(R1); Part 2.13
E6(R1); Part 4.6.1
E6(R1); Part 4.7
E6(R1); Part 4.82

O 0000 O0



qP Wheaton Franciscan Healthcare

1.2.7 — INTERIM REPORTS TO THE |.R.B.

TOPIC
Providing reports to the IRB during the course of the human research trial.

EFFECTIVE DATE
(April 1, 2009)

APPROVED B

/

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE
To protect patient rights, safety and welfare by informing the IRB of the progress of the study
and any additional information that relates to the risk/benefit ratio.

SCOPE
This procedure applies to all human research trials conducted at any Wheaton Franciscan
Healthcare location.

PROCEDURE

Continuing Review:

The human research trial is submitted to the IRB for continuing review annually, or more often if
required by the IRB, so long as the research is ongoing and until research-related interactions and
interventions with human subjects or the obtaining/analysis of identifiable private information
described in the IRB-approved research plan have been completed. The completion of the study
must be communicated to the IRB in writing and the study must be properly closed or terminated
by the investigative site in accordance with relevant sponsor and IRB procedures before
continuing review is no longer necessary.

Documentation required for continuing review is submitted according to relevant IRB policies
and procedures and must be submitted in sufficient time to allow for board review prior to the
IRB approval expiration. If IRB approval should ever expire before continuing review and



approval occur, the investigator must stop all research activity involving human subjects related
to that study, unless in the investigator’s judgment, the ongoing participants’ safety and well-
being will be jeopardized by halting research participation. The IRB must be notified
immediately of the study expiration and relevant IRB procedures followed with regard to the
human research investigation for which the approval has expired.

Other Reports:
In addition to reporting serious and/or unanticipated adverse events to the IRB in accordance
with the IRB’s reporting policy, the following are reported promptly to the IRB:
- Deviations from the IRB-approved investigational plan that were implemented to
eliminate immediate hazards to the subjects.
- Any change that increases the risk to subjects and/or affects significantly the conduct of
the trial.
- New information that may affect adversely the safety of the subjects or the conduct of the
trial
- Other information or reports required by the Institutional Review Board

IRB Follow-up:

- When an IRB requests information or gives instructions to the research site, the site
provides the information and/or complies with the instructions promptly and within any
timeframes specified by the IRB.

- Any commitments made by the site to the IRB are fulfilled accordingly.

Responsibility:

- The Regulatory Affairs Manager is responsible for ensuring that continuing reviews are
submitted on time.

- The Regulatory Affairs Manager is responsible for ensuring proper, timely follow-up on
IRB requests and commitments.

- The Pl/study coordinator is responsible for providing the necessary information to the
Regulatory Affairs Manager to ensure timely submission of continuing reviews.

- The PI and the study coordinator, with assistance as needed from Regulatory Affairs, are
responsible for ensuring that the other items above are reported to the IRB.

- All research team members are responsible for complying with any special reporting
requirements of the Institutional Review Board, and delegation of report
completion/submission responsibilities should be made prior to study initiation to ensure
timely submission of such documentation.

Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:
o FDA:
o CFR Title 21; Ch 1; Part 312.60
o CFRTitle 21; Ch 1; Part 312.62
o CFRTitle 21; Ch 1; Part 312.64



e |CH Harmonized Tripartite:

o

O O0O0OO0O0

E2(A)

E6(R1); Part 4.3.3
E6(R1); Part 4.5.3
E6(R1); Part 4.5.4
E6(R1); Part 4.10.1
E6(R1); Part 4.11.1



qP Wheaton Franciscan Healthcare

1.3.1 - FINAL REPORTS

TOPIC
Submitting final human research trial reports.

EFFECTIVE DATE
(April 1, 2009)

APPROVED B

/

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE
To ensure that the sponsor and the IRB receive adequate information on the conduct of the trial
after it is completed.

SCOPE
This procedure applies to all human research trials conducted at any Wheaton Franciscan
Healthcare location.

PROCEDURE

Reports:
Upon completion of the investigator’s participation in a trial, final reports are submitted as
follows:
- A summary of the trial’s outcome is submitted to the IRB in the format requested by the
IRB.
- Any final reports requested by the sponsor are complete and submitted to the sponsor
according to their specifications.

Once a study is complete and the final report has been submitted to the IRB, the investigator
must continue to honor any commitments regarding the confidentiality of identifiable patient
health information/study data or any other commitments that are consistent with the IRB-
approved investigational plan (e.g. notification of study results to participants).



Responsibility:

- The Regulatory Affairs Manager, with assistance from applicable site operations staff, is
responsible for ensuring the submission of the final report to the IRB.

- The study coordinator is responsible for ensuring that all required reports are submitted to
the sponsor.

- The PI and other members of the research team are responsible for continuing to honor
any commitments regarding the confidentiality of identifiable patient health
information/study data or any other commitments

Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:
e FDA:
o CFRTitle 21; Ch 1; Part 312.60
o CFRTitle 21; Ch 1; Part 312.62
o CFRTitle 21; Ch 1; Part 312.64

e |CH Harmonized Tripartite:
o E6(R1); Part4.3.3
0 E6(R1); Part4.9.1
o E6(R1); Part 4.13



qP Wheaton Franciscan Healthcare

1.3.2 - ARCHIVING RECORDS

TOPIC
Archiving clinical trials/human research records.

EFFECTIVE DATE
(April 1, 2009)

APPROVED B

/

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE
To ensure that all study records are organized and stored according to regulatory and sponsor
requirements after a trial is completed.

SCOPE
This procedure applies to all clinical trials/human research conducted at any Wheaton Franciscan
Healthcare location.

PROCEDURE

After a clinical/human research trial is completed, defined as successful submission of final
reports to the IRB and final query resolution with the sponsor, the following procedures are
followed:
- Astorage place is selected for the regulatory binders and all subject data and documents.
- The documents are stored and maintained for one of the following time periods,
whichever is longest:
o Two years following the date a marketing application is approved for the drug for
the indication for which it is being investigated
o If no application is to be filed or if the marketing application is not approved for
such indication, two years after the investigation is discontinued and FDA is
notified



0 Three years after closure of the research study (i.e., the study is complete and is
no longer being monitored by the IRB) or the time period required by the sponsor
or other regulatory agency

o All informed consent documents shall be maintained for three years after study
closure, or 6 years for forms containing authorization to use/disclose PHI

Any transfer of responsibility for maintaining clinical/human research trial records during the
required time period as specified above will be clearly documented in writing. This
documentation will be maintained in the office of the (Director of Wheaton Franciscan
Healthcare Research Center).

Responsibility:

- The study coordinator is responsible for coordinating with the Regulatory Affairs staff
with regard to preparing the documents for storage and placing them in their storage
place.

- The (Director of Wheaton Franciscan Healthcare Research Center) is responsible for
ensuring that the trial documents are maintained for the time period specified above.

- The Regulatory Affairs Manager, (Director of Wheaton Franciscan Healthcare Research
Center) and relevant PI are responsible for ensuring that written documentation is filed
detailing any transfer of responsibility between authorized parties for the retention of
clinical/human research trial records.

Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:
e FDA:
o CFRTitle 21; Ch 1; Part 312.62

e |CH Harmonized Tripartite:
o E6(R1); Part4.9.5



qP Wheaton Franciscan Healthcare

2.0.1 - TEMPERATURE MONITORING

TOPIC
Monitoring temperature in investigational product (IP) storage areas

EFFECTIVE DATE
(April 1, 2009)

APPROVED BY

Stephen Cardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE

To protect the safety of research participants and data validity by ensuring that investigational
products are stored according to manufacturers requirements with regard to temperature.

SCOPE

This procedure applies to all study investigational products stored in Wheaton Franciscan
Healthcare offices.

PROCEDURE

Instrument:
- The instrument used to measure temperature in IP storage areas is NIST calibrated.
- The certificate of NIST calibration is kept on file in the Wheaton Franciscan Healthcare
Research Center office.
- The instrument is considered study-related equipment and is maintained and calibrated
according to relevant SOP’s.
- The instrument is located as close as possible to the IP being stored.

Monitoring temperature:



Action:

The Temperature Monitoring Log and Stored IP & Storage Requirements Log (attached)
are used to record IP stored in the area, storage requirements, temperature ranges, and
other related information as indicated. If there are no storage requirements for the IP,
“none” is written in the “temperature requirement” column for that product.

In room temperature storage areas, high and low temperature readings since the previous
assessment are recorded every business day.

In refrigerated storage areas, high and low temperature readings since the previous
assessment are recorded every business day.

If the instrument used to measure highs and lows does not record the date and time of the
highs and lows, this section of the form is left blank. However, it is essential that the
instruments be “cleared” after each daily assessment to ensure that the highs and lows
recorded reflect values that occurred since the previous day’s assessment.

At the time of the daily assessment, the high and low readings are compared against the
storage requirements of the IP stored in that area during the given time interval to
determine whether temperature ranges met requirements.

If the temperature deviates from the storage requirements of the IP stored in the area
during the time interval from the previous assessment to the current assessment, the study
coordinator for the relevant studies is contacted immediately.

The study coordinator puts on hold the administration/use of relevant IP and contacts the
sponsor/manufacturer for instructions.

The study coordinator records and follows these instructions and documents the actions
taken where indicated on the IP Storage Deviation Form (attached) to demonstrate that
the instructions were followed.

Responsibility:

Regula

The study coordinator is responsible for ensuring that all information is recorded on the
“temperature log” every business day and for ensuring that the “stored drugs log” is kept
current for the relevant studies he/she is coordinating.

The person recording temperature ranges is responsible for notifying the study
coordinator if the ranges deviate from storage requirements.

The study coordinator is responsible for putting on hold the administration/use of relevant
IP and following sponsor/manufacturers instructions regarding actions to take in response
to the IP storage deviation.

tions/Guidelines

This SOP is in accordance with the following Regulations/Guidelines:

e FDA:
o CFRTitle 21, Ch 1, Part 312.60
o CFRTitle 21, Ch 1, Part 312.62
o CFRTitle21, Ch1, Part 312.64

e |ICF Harmonized Tripartite:
o E6(R1); Part 2.10
o E6(R1); Part 2.12



o E6(R1); Part 4.6.1
0 E6(R1); Part4.6.2
o EB(R1); Part 4.6.4



TEMPERATURE MONITORING LOG

Location of measurement instrument:

LI Room temperature IP storage area
L] Refrigerator for IP storage

Assessment Date | Monitor’s High Low Meet
& Time Initials Temperature Temperature Requirements?
‘Cor°F ‘Cor°F
Y / / / / L] Yes
o _ ) . ] No***
‘Cor°F ‘Cor°F
S S I ay, O Yes
o _ ) . ] No***
‘Cor°F ‘Cor°F
Y / / / / L] Yes
o _ ) . ] No***
‘Cor°F ‘Cor°F
Y / / / / L] Yes
o _ ; . ] No***
‘CorF ‘CorF
_/_/_ / / / / L1 Yes
o L : : 1 No***
‘CorF ‘CorF
_/_/_ / / / / L1 Yes
o L : : 1 No***
‘CorF ‘CorF
_/_/_ / / / / L1 Yes
o L : : 1 No***
‘CorF ‘CorF
o L : : 1 No***
‘Cor°F ‘Cor°F
o L : : 1 No***
‘Cor°F ‘Cor°F
o L : : 1 No***

***Notify study coordinator ASAP if temperature ranges deviate from the storage requirements of the IP stored in the area during
the time interval from the previous assessment to the current assessment; study coordinator contacts sponsor/manufacturer ASAP
for instructions and documents instructions and actions.



STORED INVESTIGATIONAL PRODUCT
& STORAGE REQUIREMENTS LOG

Location: L1 Room temperature IP storage area
L1 Refrigerator for IP storage

Protocol #

Study
coordinator

Date IP in
Storage Area

Date IP out of
Storage Area

Temperature
Requirement




INVESTIGATIONAL PRODUCT STORAGE DEVIATION FORM

DEVIATION

Protocol #:

Study Coordinator:

Description of Deviation:

INSTRUCTIONS

Date & Time of Sponsor/Manufacturer Contact: / /

Name of Person Giving Instructions:

Title of Person Giving Instructions:

Instructions:

ACTIONS

Actions Taken & Dates:




qP Wheaton Franciscan Healthcare

2.0.2 - EQUIPMENT MAINTENANCE

TOPIC
Maintenance and calibration of study-related equipment

EFFECTIVE DATE
(April 1, 2009)

AP

deit

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE
To ensure the validity of data collected during clinical/human research trials by keeping all
study-related equipment maintained and calibrated properly.

SCOPE
This procedure applies to all study-related equipment owned by Wheaton Franciscan Healthcare
and in use for any study conducted by a Wheaton Franciscan Healthcare investigator.

PROCEDURE

Study-Related Equipment:
Study-related equipment refers to any equipment used during a study that affects the validity of
the data collected. Examples of study-related equipment include, but are not limited to, the
following:

- centrifuge

- blood pressure monitor

- EKG/ECG machine

- thermometer

- scale

- temperature and humidity monitors

- Point-of-Care devices



Maintenance and Calibration:
For all study-related equipment, the following procedures are followed:
- Equipment is maintained according to manufacturer’s recommendations.
- Equipment is calibrated according to one of the following schedules, whichever is more

frequent:
0 Frequency that is recommended by the manufacturer
o Annually
- A NIST certificate of calibration, if available, is obtained for all equipment at least
annually.

- The above maintenance and calibration activities are documented using the Equipment
Maintenance/Calibration Log form.

Responsibility:
- The study coordinator is responsible for ensuring that all of the above procedures are
followed for relevant equipment used in any study he/she is coordinating.

Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:
e FDA:
o CFR Title 21; Ch 1; Part 312.60

e |CH Harmonized Tripartite:
o E6(R1); Part2.3
o E6(R1); Part 2.13
o0 E6(R1); Part4.9.1



EQUIPMENT MAINTENANCE/CALIBRATION LOG

Equipment Type:
Manufacturer:
Model #:

Manufacturer’s maintenance/calibration recommendations, including what activities should be
performed and the frequency of these activities (list or attach to this form):

Maintenance/Calibration Performed by & Documentation (must have at least
Activities Performed Date Performed one form of documentation)
Activity: Name: [ Signature:
Date: [/ [ [J Attached to this form
] Attached to equipment
Activity: Name: O] Signature:
Date: [/ [ [J Attached to this form
] Attached to equipment
Activity: Name: L1 Signature:
Date: [/ [ 1 Attached to this form
[] Attached to equipment
Activity: Name: 1 Signature:
Date: [/ [ [J Attached to this form
1 Attached to equipment
Activity: Name: O Signature:
Date: [/ [ [J Attached to this form
[] Attached to equipment
Activity: Name: [ Signature:
Date: [/ [ [J Attached to this form
] Attached to equipment
Activity: Name: 1 Signature:
Date: [ L] Attached to this form




[1 Attached to equipment

Activity: Name: L1 Signature:
Date: [/ [ 1 Attached to this form
[J Attached to equipment
Activity: Name: [ Signature:
Date: [/ [ [J Attached to this form
] Attached to equipment
Activity: Name: O] Signature:
Date: /| / O Attached to this form

L] Attached to equipment




qP Wheaton Franciscan Healthcare

2.0.3 - EXTERNAL INSPECTIONS

TOPIC
Participation in an inspection by an external organization

EFFECTIVE DATE
(April 1, 2009)

APPROVED B

/

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE

To ensure that all relevant documents are accessible for inspection by an authorized external
organization and that the inspectors and Wheaton Franciscan Healthcare staff are treated with
respect during an inspection.

SCOPE

This procedure applies to inspections conducted at any Wheaton Franciscan Healthcare location
by the FDA, OSHA, DOT, FAA, DOL, OHRP, or any other duly authorized federal, state or
local government agency or by any sponsor or IRB responsible for overseeing the conduct of a
clinical/human research trial at any Wheaton Franciscan Healthcare location which are not part
of regular monitoring of the study.

PROCEDURE

Definitions:

Inspection: Any inspection or audit conducted by any external organization for the purpose of
determining compliance with relevant regulations, guidelines, or practices. This does not include
routine monitoring visits.

Inspector:  This refers to any inspector, auditor, or agent responsible for conducting the
inspection.



Prior to the Inspection:

For inspections that are announced in advance, the (Director of WFH Research Center), the
Chief Medical Officer, appropriate signatory official and the Corporate Compliance Designee are
notified in writing of the upcoming inspection within 24 hours of the site becoming aware of the
inspection.

For unannounced inspections, the (Director of WFH Research Center), the Chief Medical
Officer, appropriate signatory official and the Corporate Compliance Designee are notified
immediately. If these individuals are not immediately available, the on-site quality assurance
coordinator will be notified and will ensure the above listed relevant parties are contacted as
soon as possible.

If the inspection is associated with a specific trial that is being conducted at the site, the Principal
Investigator and the sponsor of the study should be also notified.

When the inspector arrives at a Wheaton Franciscan Healthcare location, the staff on site
performs the following procedures prior to the inspector’s review of any documents:

- verify the inspector’s credentials

- record the inspector’s badge number (if applicable)

- obtain a copy of the 482 (inspector’s assignment; applicable for FDA inspections only)

During the Inspection:
The following procedures are performed throughout the inspection:

- The research quality coordinator or designee is on site throughout the duration of the
inspection and serves as the primary contact through whom the inspector coordinates
his/her inspection.

- Staff answers all questions honestly. Staff never conceals or deceives.

- If the site has been issued a written citation of violation (e.g., 483) as a result of a
previous inspection with which the site disagrees and the current inspector is the same
one issuing the previous violation OR if the inspector becomes disrespectful or seems to
be going beyond the scope of their assignment, the Corporate Compliance Designee and
Director of WFH Research Center are notified so that special arrangements (e.g. legal
representation on site during inspection, videotaping of the inspection, etc.) can be made
if deemed necessary.

- The inspector is given access to all relevant study-related documents EXCEPT:

o Internal QA audit sheets/results (the only exception regarding disclosure of
internal audit findings is when an institutional official from a client organization
requests these findings. In such situations, disclosure of this information is
coordinated through the Quality Management department)

o Documents indicating financial arrangements between the site management
organization, the investigator, and the sponsor

0 Subject names, unless the records of particular individuals require a more detailed
study of the cases or unless there is reason to believe that the records do not



represent actual case studies or do not represent actual results obtained or unless
the inspector presents a written request with cited authority to have access to such
records.
- The inspector is not allowed to take original documents from the site.
- Every document that is copied and given to the inspector is copied and kept in a file on
site as a record of what was given to the inspector (Note: This item does not apply to
inspections conducted by sponsors).

After the Inspection:

After the inspection, all correspondence to and from the organization performing the inspection
and/or any other party (e.g., sponsor, IRB, etc.) regarding the inspection is coordinated through
the Corporate Compliance Designee.

Responsibility:

- The recipient of the inspection announcement is responsible for ensuring that the Director
of WFH Research Department, the Chief Medical Officer, appropriate signatory official
and the Corporate Compliance Designee receive notification of announced inspections
according to the above procedure.

- The study coordinator and the Regulatory Affairs Manager/staff are responsible for
ensuring that all relevant study documents are maintained and accessible for inspection at
any time.

- The PI is responsible for permitting access to and copying and verifying any relevant
study records during an inspection.

- The research quality coordinator or designee is responsible for getting to the site being
inspected as quickly as possible and for serving as the inspector’s primary contact to
coordinate the inspection (or ensuring that an appropriate designee has been assigned by
the Corporate Compliance Designee to serve in this role).

- The Corporate Compliance Designee in conjunction with the Director of WFH Research
Department is responsible for coordinating all correspondence to and from any external
party regarding the inspection with input from all parties involved, e.g., Principal
Investigator, regulatory, coordinators, etc. All outgoing correspondence/responses will
be reviewed by the Corporate Compliance Designee, Director of WHF Research
Department, General Counsel, appropriate signatory official and any other individual
deemed appropriate.

- All Wheaton Franciscan Healthcare staff are responsible for:

0 answering questions from the inspector honestly

o allowing the inspector access only to those documents specified in this procedure

0 giving the inspector access only to those specific documents requested by the
inspector

o making copies of all documents that were copied and given to an inspector
according to the above procedure

Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:
e FDA
o CFRTitle 21; Ch 1; Part 312.62



o CFRTitle 21; Ch 1; Part 312.68

e |CH Harmonization Tripartite:
o E6(R1): Part4.1.4
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2.0.4 - ROUTINE INTERNAL AUDITS

TOPIC
Conducting routine internal audits

EFFECTIVE DATE
(April 1, 2009)

APPROVED B

/

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE
To ensure that clinical trials/human research are conducted in a way that meets or exceeds
regulatory requirements and customer expectations by performing routine internal quality audits.

SCOPE
This procedure applies to all clinical trials/human research conducted at any Wheaton Franciscan
Healthcare location.

PROCEDURE

Definitions:

Active Study: A study in which one or more subjects are enrolled and that subject(s) has not yet
completed all study events and is not a “discontinued subject.”

Discontinued Subject: An enrolled subject who has not completed and will not be completing all
study events for some reason; in order to be considered “discontinued,” there must be
documentation of this status in the subject’s source documents.

High Volume Study: A study in which more than 10 subjects have been enrolled.

Audit Procedures for Quarterly Quality Audits:



The following procedures are performed by the research quality coordinators at each site on a
quarterly basis:

1) The regulatory binders/documents of all active studies are audited a using the Wheaton
Franciscan Healthcare regulatory audit tool. Audit findings, if any, are given to
designated operations staff to address.

2) The consent forms of the first 3 consented subjects for each coordinator on each active,
open study are audited using the Wheaton Franciscan Healthcare audit tool for consented
subjects. (This does not include re-consents; re-consents are audited according to number
3 below). Audit findings, if any, are given to designated operations staff to address.

3) The source documents for the first enrolled subject for each coordinator on each active
study are audited using the following Wheaton Franciscan Healthcare audit tools:

a. The audit tool for enrolled subjects is used to assess protocol compliance; (this
includes audits of any re-consents.)
b. The audit tool for serious and unanticipated adverse events is used to assess
timeliness of reporting these events.
For high volume studies, the sampling procedures described below may be implemented
for the auditing of enrolled subjects. Audit findings, if any, are given to designated
operations staff to address.

4) General office documents are audited using the Wheaton Franciscan Healthcare office
audit tool to ensure compliance with Wheaton Franciscan Healthcare general SOP’s.
Audit findings, if any, are given to designated operations staff to address.

5) At the end of each audit, the research quality coordinator completes a Significant Error
Alert form and delivers, faxes, or e-mails it to the (Director of WFH Research Center)
and to the Corporate Compliance Designee (as well as to designated operations staff) if
any significant errors were found during the audit. The Quality Management department
designee assists operations staff as needed to ensure significant errors are addressed
properly. Research quality coordinators continue to re-check the status of these errors
until resolved or otherwise addressed. If the Significant Error is not resolved by the
following audit, this is reported to the Director of WFH Research Center and copied to
the Signatory Official.

If relevant documents are unavailable for auditing for any reason, the research quality
coordinator makes arrangements with operations staff to ensure these documents are made
available and audited in a timely manner. Any time the site’s research quality coordinator is
unavailable for more than three months, the operations staff are notified and instructed to review
their own work until the research quality coordinator is available to conduct the above audits.

Sampling Procedures:
For high volume studies, the audits of the enrolled subject data are performed using the
following methods:
1) For the first 10 enrolled subjects, 100% of the subjects are audited.
2) For additional subjects beyond the first 10, 10% of the subjects are audited using a
random number table to randomly select the subjects to review.

Monitor Visit Letters/Reports:



All monitor letters/reports received by the site are sent to the Director of Quality
Management/research quality coordinator/designee for review within one week of receipt. Any
Significant Errors found in these letters/reports are reported using the Significant Error Alert

audit to

Respon

ol and distributed as described above.

sibility:

The Director of Quality Management/research quality coordinators/designees are
responsible for performing the above audit procedures and for notifying their supervisor
if they are unable to complete any of the above procedures for any reason.

The (Director of WFH Research Center) is responsible for making these documents
available and addressing all audit findings in a timely manner.

The lead clinical/human research coordinator assigned to each study is responsible for
sending copies of all monitor letters/reports to the Director of Quality
Management/research quality coordinator/designee within one week of receipt.

The Director of Quality Management/research quality coordinator/designee is responsible
for reporting any Significant Errors found in the monitor letters/reports as described
above.

All Wheaton Franciscan Healthcare employees are responsible for protecting the
confidentiality of all audit documents.

Regulations/Guidelines
This SOP is in accordance with the following Regulations/Guidelines:

e FDA:
o CFRTitle 21, Ch 1, Part 312.68

e |CH Harmonized Tripartite:
o E6(R1); Part4.1.4
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2.0.5 — Media and Publication of Research

TOPIC
Submitting, publishing articles and media coverage of research identifying Wheaton Franciscan
Healthcare sites or programs

EFFECTIVE DATE
(April 1, 2009)

AP

p AN

dtepheNCardamone, DO
Chief Medical Officer, Wheaton Franciscan Healthcare

PURPOSE

To ensure that researchers planning to submit articles for publication or participate in public
interest stories for news programs identifying Wheaton Franciscan Healthcare sites or programs
follow the WFH Media Relations Policy.

SCOPE
This procedure applies to all human research trials conducted at any Wheaton Franciscan
Healthcare location that meets any of the following criteria:

e Story ideas for reporters

e Articles written to be submitted to media outlets

e Professional journal submissions that identify Wheaton Franciscan Healthcare

sites or programs by name
e Anytime a reporter or anyone from the media contacts a site directly

PROCEDURE

Anytime an investigator wishes to participate in any of the above activities, regarding publication
or promotion of research in the media, the investigator must follow the WFH Media Relations
Policy by contacting the Vice President of Communication and Public Relations for review by
clinical and administrative representatives prior to seeking or providing any coverage on behalf
of WFH. Any request for media coverage or articles for publication must be submitted to the
Vice President of Communication and Public Relations at least one week before the journal
submission deadline or any media deadline. To ensure compliance please refer to the current
Wheaton Franciscan Healthcare Communications and Public Relations Policy and Procedure.



