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Controlled document

This document has been created following the Royal Devon University Healthcare NHS
Foundation Trust Policy for the Development, Ratification & Management of Procedural
Documents. It must not be altered in any way without the express permission of the author
or their representative.

It is the responsibility of all users of this SOP to ensure that the correct version is being
used. If you are reading this in a paper format please go on-line to confirm you have the
latest version.

DISCLAIMER

This generic R&D Standard Operating Procedure (SOP) must be followed unless a
study specific SOP exists.

Once printed this is an uncontrolled document
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KEY POINTS OF THIS PROCEDURAL DOCUMENT:

e This SOP is only applicable to class | GMO studies where a safety cabinet is
not recommended by the Sponsor

e This SOP has been written to support the preparation and administration of
class | GMO vaccines as part of a clinical trial

e PI/Cl and Lead Nurse for Study — Complete a study specific risk assessment with
expert advice from Pharmacy, Infection Control, Waste Management and a Trust
Safety Officer

e All study vaccines to be transported using triple containment by trained
research staff

e Staff handling the vaccine must have reviewed the study specific risk
assessment to understand the mitigation plan to reduce risk of exposure to
the GMO

e The risks to staff and other exposed individuals (E.G. family members) are
negligible. However, consideration must be made for some cohort of
individuals that may be at higher risk.

1. INTRODUCTION

Genetically modified organisms (GMOSs) are organisms whose genes have been
artificially altered to modify their characteristics, and where the genetic material is
capable of continued propagation. Activities relating to GMOs are classified into
one of four classes, based on the risk they present to human health and
environment. The risk classification is derived from the outcome of a detailed risk
assessment and corresponds to an appropriate containment level. Most activities
involving GMO therapies will be class | or Il.

This SOP is only applicable to class | GMO studies where a safety cabinet is not
recommended by the Sponsor.

2. PURPOSE

The purpose of this SOP is to define the requirements of clinical research involving
GMO vaccines, which fall within the remit of the Genetically Modified Organisms
(contained use) 2014 regulations.

3. SCOPE

This SOP has been written to support the preparation and administration of class |
GMO vaccines as part of a clinical trial within the Royal Devon University Healthcare
NHS Trust (RDUH) and is applicable to all staff employed by the Trust undertaking
these activities. This does not cover full details of pharmacy handling, preparation,
taking receipt of the medication or accountability.
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4. DEFINITIONS & ABBREVIATIONS

Cl Chief Investigator

GMO Genetically Modified Organism

GOG R&D Governance Oversight Group

IMP Investigational Medicinal Product

PPE Personal Protective Equipment

PI Principal Investigator

R&D Research & Development

SOP Standard Operating Procedure

Sponsor | An individual, company, institution or organisation which takes
responsibility for the initiation, management and financing of a clinical trial.
Sponsorship activities may be delegated to the Investigator, CTU and/ or
other organisations as appropriate
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5. DUTIES AND RESPONSIBILITIES OF STAFF

It is the responsibility of all nurses, practitioners, doctors and pharmacy staff involved
in the prescribing, dispensing, transportation, storage, administration and disposal of
the GMO vaccine to undertake study specific training and certification specific to
their role in the study. All staff are required to familiarise themselves with the policy
and comply with the instructions of trained personnel ion relation to the procedures
described.

P1/Cl and Lead Nurse for Study — Complete a study specific risk assessment with
expert advice from Pharmacy, Infection Control, Waste Management and a Trust
Safety Officer. It is the responsibility of the PI to ensure staff members have received
appropriate training prior to delegating to those staff members tasks that involving
handling GMO materials.

The R&D Governance and Oversight Group (GOG) and the Trust Medicines
Management Group are responsible for ratifying this policy

6. PROCEDURES

6.1 Pharmacy Requirements
e Study drugs to be delivered to the Clinical Trials Pharmacy.

e The vaccine containing the GMO should be stored clearly labelled, in leak-
proof packaging in an appropriate pharmacy storage area and should be
kept separated from other medications in the clinical trials pharmacy or in
am alternative, secure, designated storage facility as agreed with the
sponsor.

e All storage areas will have appropriate continuous temperature monitoring
in place compliant with sponsor requirements.

e Trust approved cytotoxic spill kit to be provided and stored in Clinical
Trials Pharmacy. A kit will be available in the area where the IMP is
prepared for administration and also transported along with the IMP on
case of spill during transit.

e All additional items required to denature/contain the IMP as directed by the
sponsor will also be supplied by pharmacy.

¢ Pharmacy staff to undertake cytotoxic spill training available on Learn +
and to adhere to the trial specific training provided by the Sponsor
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6.2 IMP Transportation from Pharmacy to Clinical Area

e All study vaccines to be transported using triple containment by trained
research staff. This consists of a sealed clear bag, absorbent material
between the primary and secondary layers all within a miniporter. The
container should be kept upright when being transported within the
hospital. Appropriate temperature monitoring controls must be in place if
required. For specific packing and temperature control requirements
please refer to the study documentation provided by the sponsor and the
GMO risk assessment.

e Research staff must carry a Trust approved spill kit and appropriate PPE
during transportation. Any spillages during transportation should be
cleaned using this spill kit and decontaminated an appropriate cleaning
solution as directed by the sponsor.

e The route of transfer should be carefully considered to minimise the risk of
potential exposure to patients, staff and visitors and should avoid outside
areas and patient areas where possible.

6.3 Vaccine Preparation and Administration

e The risk assessment should specify the location of where the vaccine can
be prepared and administered. A sign must be placed on the door of the
room used for vaccine preparation to alert staff that a GMO vaccine is
being prepared in the area and that they should not enter unless wearing
appropriate PPE. There should be limited access to this area with only
trained staff and trial participant & carer/guardian present.

e Trained staff will prepare the vaccine in accordance with the sponsor
instructions. Any spills to be cleaned with agreed Trust cytotoxic spill kit
and any other items as directed by sponsor.

e Staff handling the vaccine must have reviewed the study specific risk
assessment to understand the mitigation plan to reduce risk of exposure to
the GMO. Training will be recorded in individual staff training logs and
specific study site file.

e Staff members performing vaccine preparation and administration must
wear appropriate PPE including masks, goggles, gloves and aprons to
prevent exposure to the vaccine. Additional protective equipment must
also be used as required by the sponsor and the Trust trial specific risk
assessment. Staff must wash their hands with suitable disinfecting soap
after administration of the vaccine.
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e All surfaces in the preparation area to be cleaned with Chlorclean
before and after vaccine preparation to prevent exposure to the IMP.

e Only trained research staff and parent/guardian of the participant to be
present in the clinic room when administrating the vaccine to reduce
the risk of exposure

e |If a prepared syringe needs to be stored in the clinical area before
administration due to unforeseen circumstances, it is to be labelled
clearly, placed in a sealed plastic bag within a tray in an appropriate
storage area as agreed with pharmacy. This must be kept separate
from any other drug.

e An anaphylaxis kit and resuscitation bag must be available to staff
when administering the vaccine

6.4 Disposing of IMP and PPE

e All clinical and laboratory waste is to be disposed of in accordance to the

Trust waste management policy:

- All PPE and non-sharps waste to be disposed off in the provided
weaver bins. These will be provided by waste management on the
morning of each clinic. At the end of the day these should be stored in
a secure location until it can be collected by Waste Management.
These must be in place before administration of the vaccine. Waste
management will collect the waste and take to a secure location for
collection by the contractor.

- All sharps and equipment used to prepare the IMP must be disposed of
in a purple topped sharps bin, clearly labelled as containing GMO
waste. These will be provided by waste management on the morning
of each clinic and collected by waste management at the end of the
day. Waste management will collect the waste and take to a secure
location for collection by the contractor.

e Any unused clinical study investigation product supplies remaining at the
end of the study will be returned to the sponsor or destroyed at site by
pharmacy staff in purple topped sharps bins, clearly labelled and
collected by waste management as described above.

¢ Waste management can be contacted on the below email address:
rduh.wastemanagement@nhs.net,
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6.5 Exposure of Virus

GMO type | virions have a limited ability to remain viable outside the human
body and are vulnerable to environmental changes. They are typically low
shedding by immunised individuals and due to the low quantities shed, the
probability of transmission of the vaccine virus is negligible. The risks to staff
and other exposed individuals (E.G. family members) are also negligible.
However, consideration must be made for some cohort of individuals that may
be at higher risk.

e Staff members who are immunocompromised or pregnant must not be
involved in IMP preparation or administration

e Participants cannot be enrolled to a study with a type | GMO vaccine if
they have a household member who is_immunocompromised including:

- aperson who is HIV infected

- aperson who has received chemotherapy within the 12 months prior to
study enrolment

- aperson who has received (within the past 6 months) or is receiving (at
the time of enrolment) immunosuppressant agents

- aperson living with a solid organ or bone marrow transplant

- Due to the potential of virus shedding, potential participants should be
excluded if they have close contact with other immunocompromised
individuals within 30 days after each vaccination.

7. DISSEMINATION AND TRAINING

7.1This SOP and associated templates and forms will be uploaded to the Royal
Devon website shortly after having been released.

7.2 All staff whose activities are subject to this SOP must ensure that they take
time to read and understand the content of this SOP.

7.31f applicable, a training log within the Investigator Site File/Trial Master File
must be completed to document that members of staff have read and
understood the contents of this SOP.
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8. MONITORING COMPLIANCE AND EFFECTIVENESS OF THIS
SOP

8.11In order to monitor compliance with this SOP, the auditable standards will be
monitored as follows:

No Minimum Requirements Evidenced by
1. Risk assessment completed for Completed risk
each study according to protocol assessment

2. All staff involved in GMO class | & | Q-Pulse Auditing
Il have read this SOP
3. All staff involved in preparation, Staff training logs
transportation and administration of
GMO class | & Il products have

completed protocol specific training

8.2 Outcomes from audit will be presented to the R&D Governance Oversight
Group (GOG) which will monitor any resulting action plans until all issues
have been addressed to satisfaction.

8.3Issues identified via the audit process which require escalation will be
referred to GOG.

9. ARCHIVING ARRANGEMENTS

9.1The original of this document will remain with the R&D Quality Assurance
Coordinator. An electronic copy will be maintained on the R&D section of the
Q-Pulse document management system and a pdf copy on the Royal Devon
website.

9.2 Archive copies must be maintained for any documents which have been
superseded. Archive copies in electronic format must be retained indefinitely.

10. REFERENCES

The Genetically Modified Organisms (Contained Use) Requlations 2014
(legislation.gov.uk)

Advice on an application for deliberate release of a GMO for research and development
purposes.
https://assets.publishing.service.gov.uk/media/663cd6b2ae748c43d379385a/AC
RE_advice 24R5601.pdf
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