








Appendix - V

EUDRACT Registration and EUDRACT number

Anmex 1: Clinical vial Application Form

REQUEST FOR AUTHORISATION OF A CLIMNICAL TRIAL OM A MEDICINAL PRODUCT FOR
HUMAM USE TDO THE COMPETENT AUTHORITIES AND FOR OPINIOMN OF THE ETHICS
COMMITTEES IN THE COMMUMNITY

To be flled im by the apolicamnt
The guestions in this form for the requess for authorisstion from the Competent Aurthority are also relevant for
the opinion from an Ethics Committes= (it represents module 1 of the form for applying to an ethics committea)
and can be ussed as part of that application. Please indicare the relevant purpose inm a box below.

REQUEST FOR AUTHORISATION T THE COMPETENT AUTHORITY: Tas -
REQUEST FOR OPINIOMN OF THE ETHICS COMMITTEE: Mo -

A, TRIAL IDENTIFICATION

A Member State in which the submission 1= being madea: Treland — TME
ALz EudraCT numbe 2010-023408-28
o Full ritle of the wrial:
English Matural Honey to Eradicate Nasal MRSA. A Pilot Climical Trial.
A3l Title of the wrial for lay people, in sasily understood, i.e. non-technical, languags:
English Matural Honey to Eradicate Nasal MRSA. A Pilot Clinical Trial.
AT Mame or abbreviated title of the trial where available:
English Matural Honey to Eradicate Masal MRSA. A Pilot ClimicalTrial.
s = proevocol code number, version and dare®:
Aad = protocal code number: HHOOL
A4 = protocol wversion
ALaZ Sponsor's protocol date: 2011-00-20
ALS Additional intemational study identifiers (e.g. WHO, ISRCTN2 , US MCT Mumbers) if available
ALs.d ISRCTH number
ALS.2 US NCT number:
ALS.E WHO Universal Trial Reference Number [UTRMN]):
ALS.a Orher Idenrtifie
Matural honey MRSA
aAE Is this a resubmission? Mo -
If "wes', indicarte the resubmission letters: First Submission
- Is the trial part of a Paediatric Inwvestigation Plan? No -
.- EMA Decision number of Paediaoric Investigation Plan:
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Appendix - VI

Response from Irish Medicines Board for conduct of the study

Manuka Honey study Page 1 of 1

Manuka Honey study
Catherine McHugh [catherine.mchugh@imb.ie]

Sent: 10 November 2011 %:50 AM

To: Toney Thomas

Cex Elzine Breslin [Elaine,Breslin@imb.iz]; Niall MacAleenan [niallmacaleenan@imb.ie]; Muireann Lydon
[muireann.lydan@imb.iz]; Agnieszka Prayby ka [Agnieszka.przyt ka@imb.iz]; IMB Clinical Trials
[Clinical, Trizls@imb.ie]

Importance: High

Dear Dr. Thomas,

Further to the information you have provided on your proposal please be informed that clinical research
invoiving CE marked medical devices that is being conducted by academic / clinical investigators when there
is no commercial intent for use of the data do not require review and approval by the IMB prior fo
commencement.

We wish you well with your study.

Regards.
Catherine

Catherine McHugh B.Sc.(Pharm), Ph.D., MRPharmS, MPSI
Executive Pharmaceutical Assessor i

Insh Medicines Board | Bord Leigheasra na hEireann

Kevin O'Malley House, Earlsfort Centre, Earisfort Terrace, Dublin 2.
Tel: +353 1 6764971

Fax: +353 1 6767836

Catherine McHugh@imb.ie

www.imb.ie

The information transmitted is intended only for the person or
entity to which it is addressed and may contain confidential
and/or privileged material. Any review, retransmission,
dissemination or other use of, or taking of any action in
reliance upon, this information by persons or enities other
than the intended recipient is prohibited. If you received

this in error, please contact the sender and delete the material
from any computer.

IME Mail Disclaimer

Insh Medicines Board
Kevin O'Malley House,
Earlsfort Centre,
Earlsfort Terrace,
Dublin 2.

Tel +353 1 6764471
www.imb.ie

This email message has been virus scanned
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Appendix - VI

Laboratory protocol: LP-MIC-Screens Revision 4-2013

Clinical Directorate of Laboratory Medicine, Beaumont Hospital
Doc No:[LP-MIC-Screens [Revision:] 4 [Active Date: [8F May 2013
Tide: Screens — MRSA, VRE, CRE, Environmental

SCREENS — MRSA, VRE, CRE, ENVIRONMENTAL

Microbiology Laboratory,
Beaumont Hospital,
Beaumont Road,

Dublin 9.

Ireland.

Authorised By: Dr. Karen Burns

7. PROCEDURE

7.1 Specimen receipt

Specimens are received on the BHIS (see LP-MIC-COMPUTER)

7.2 Culture

e (Containment Level 2

e All work which is likely to generate aerosols should be performed in a microbiological safety
cabinet.
(See fig. 1)

Refer to LP-MIC-SPEC.PUT-UP for instructions on specimen put up.

7.2.1 Reading primary MRSA Plates DAY 1
Read primary plates after exactly 24 hours (i.e., at 9am unless otherwise indicated). Plates
read before or after this time may give erroneous screening results and lead to unnecessary

work and delays in reporting results.

¢ Check control plate and ensure that growth is as expected
» Positive (S. aureus ATCC 43300) control: Deep pink colonies
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growth

e Examine test plates for the presence of pink colonies

¢ Follow the algorithm outlined in the Appendix1

e Report all previously known and MRSAs once confirmed by primary identification tests
(see Table 3).

¢ Prepare purity plates on blood agar of all query new MRSAs and those too scanty for full
controlled Pastorex Staph-Plus

¢ Incubate for referral to the Phoenix next day

e Record query new MRSA on the BHIS only after full controlled Pastorex Staph-Plus has
been performed.

¢ Check on PIPE that the patient is a query new MRSA by checking their risk group (RG)
status (see Appendix 2)

e Record and report results as outlined in the Computer Reporting table

» Negative (S. aureus ATCC 25923 ) control: Scanty and faint pale pink hazy

Note: Any growth, even one or two colonies, is significant and should be followed up. For
very scanty cultures, it may be necessary to plate out for purity and perform primary
screening tests the following day. This should be recorded in the notes field of the workcard.

Table 2: MRSA Reading and Storage Guidelines

organism on
Blood Agar purity
plate for testing

room temp.

Organism Primary Susceptibility Storage of | Recording of Organism Referral
Identification  [Testing Isolates Isolates
Tests
MRSA Pastorex, All new isolates: |All new All new Outbreaks or where
Order isolateson |isolates in the fepidemiologically
Catalase, PM67sensitivity [Nutrient Agar indicated.
Gram Stain panel and submit|slopes held at MRSA book

On direction of
CMT

7.2.2 MRSA DAY 2

Follow-on of subbed purity plates
e Perform confirmatory tests (eg. Pastorex Staph-Plus) on scanty growths from the previous

day

e Check all purity plates are acceptable for the Phoenix
® Order Gram Positive Phoenix panels on the BHIS for all cultures sent to Phoenix
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¢ Record the isolate number, QMRSA and all tests carried out on the purity plate
¢ Transfer plates to the Phoenix as soon as possible to avoid delay in set-up

7.2.3 MRSA DAY 3

Phoenix Follow on
¢ Slope and record all confirmed isolates returned from the Phoenix
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Appendix - VIiI

Patient Information Leaflet - VERSION 3

Protocol Title: Honey to Eradicate Nasal MRSA, A Randomised
Control Trial

Principal Investigator: Toney Thomas, HRB Research Fellow, Beaumont Hospital.
Telephone No: 01 8093133.

Co-investigator: Prof. Hilary Humphrey’s, Consultant Microbiologist, Beaumont
Hospital. Telephone No: 01 8093312.

You are being invited to take part in a pilot clinical research study carried out at
Beaumont Hospital. Before you decide whether or not you wish to take part, you
should carefully read the information provided below and, if you wish, discuss it with
your family, friends or GP (family doctor). Take time to ask questions — don't feel
rushed and don’t feel under pressure to make a quick decision.

You should clearly understand the risks and benefits of taking part in this study so
that you can make a decision that is right for you. This process is known as
‘Informed Consent’.

You don't have to take part in this study if you prefer not to. If you decide not to take
part it won’t affect your future medical care.

You can change your mind about taking part in the study any time you like. Even if
the study has started, you can still opt out. You don't have to give us a reason. If
you do opt out, you can be assured that this decision won't affect the quality of
treatment you get in the future.

WHY IS THIS STUDY BEING DONE?

The presence of meticillin resistant Staphylococcus aureus (MRSA) in the nose

without symptoms or evidence of infection is called, “MRSA carriage”. Such carriage

may predispose to infection and therefore in hospital, efforts are made to eradicate

MRSA from the nose, i.e. MRSA decolonisation. However, most patients carrying
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MRSA are well and are merely carrying the MRSA, i.e. carriage. The medication
normally used to decolonise or remove MRSA from the nose is an antibiotic,
mupirocin, but its use is restricted to a maximum of two courses, to prevent the
emergence of resistance.

There is some evidence to suggest that honey may have a beneficial effect on
MRSA decolonisation. Studies done on wounds and ulcers have reported effective
MRSA decolonisation or eradication in addition to the healing of the wound or ulcer.
A pilot study was done in Beaumont Hospital recently. The results of the study show
evidence of successful nasal MRSA decolonisation in patients after nasal honey
application, similar to or higher than what would be normally expected from using
nasal mupirocin. However, a larger study is required to confirm that before the
widespread use of nasal honey. It is not fully understood how honey eradicates
MRSA from the nose. If we could understand this process more clearly, it might help
us develop new medications to eradicate MRSA.

In order to investigate the effects of honey, we plan to use honey to eradicate
MRSA in those patients who would normally be tested for the presence of MRSA in
the nose and who would normally receive mupirocin. The honey product we will be
using is called Medihoney “Derma cream”.

In order to scientifically demonstrate that nasal decolonisation of MRSA using nasal
honey is of the same or better than using mupirocin, a clinical study that involves
investigating the outcome among patients who receive the honey product and
mupirocin in two separate groups using a random controlled trial is required. Your
participation in the study means that you may be allocated to either group that is
nasal honey or nasal mupirocin. If you are in the study group and received nasal
honey and nasal decolonisation of MRSA is not achieved with Medihoney ® “Derma
cream” even after two courses, you will subsequently be offered mupirocin for nasal
application.

WHO IS ORGANISING AND FUNDING THIS STUDY?
The study is being carried out by the Infection Prevention and Control Department
and the Microbiology Department in Beaumont Hospital.

Mr Toney Thomas, Health Research Board (HRB) Research Fellow, Beaumont
Hospital is the Principal Investigator in the study and the Co-Investigator is Prof.
Hilary Humphreys, Consultant Microbiologist, Beaumont Hospital. Both are full-time
employees of Beaumont Hospital/RCSI.
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This academic study is funded by the HRB by means of a research grant. The
investigator will also pursue a doctoral degree conducting the research. No other
funding from any other sources will be utilised for the study. The investigators are not
paid to enrol patients to this study.

WHAT AM | BEING ASKED TO PARTICIPATE IN?

You are being asked to take part in the study because the laboratory has confirmed
that you have MRSA in the nose. Normally in such a situation a patient admitted to
the hospital (and in some cases seen in the outpatients) would be offered
decolonisation or attempted removal of MRSA followed by screening of the nose at
intervals to confirm the presence or absence of MRSA afterwards. The presence of
MRSA in the nose is not unusual i.e. carriage, and most patients are not ill as a
result. However, in many patients it is best to try and remove the MRSA from the
nose, i.e. decolonisation.

HOW WILL THE STUDY BE CARRIED OUT?

This study will be carried out by the Infection Prevention and Control Department
and the Microbiology Department in Beaumont Hospital over a period of 24 months.
Approximately 200 patients will be recruited to this study. Patients in the study will be
provided with nasal honey or nasal mupirocin followed by MRSA swabs tested in
Beaumont Hospital, that includes nasal, groin and other relevant body sites such as
wounds/ulcer, during the period of study all free of charge.

WHAT WILL HAPPEN TO ME IF | AGREE TO TAKE PART?

If you agree to participate in this study, you will receive a 50gm tube of Medihoney
Derma cream or a 3 gm tube of mupirocin depending on the group you are allocated
to. You will be shown how to apply either of the products to the nose. A course of
nasal application will involve its use three times a day for five consecutive days. You
will also receive one unit of Skinsan® which is the routine hospital- approved
antiseptic body wash and shampoo for application to the rest of the body for five
consecutive days irrespective of which group you are allocated to.

The study involves the taking of swabs from the nose and groin and from other
relevant body sites on three separate occasions at least two days apart after
finishing a five day course. This approach is the same as when using mupirocin to
eradicate MRSA from the nose. These repeat swabs are required to confirm
effective MRSA decolonisation. The first set of samples will be taken two days after
finishing the five day course of one of the products and Skinsan. A second course of
nasal Derma cream or mupirocin and Skinsan application may be required if MRSA
persists in the nose and the groin. In this case the follow up screening will be similar
i.e. three separate screens at least two days apart on completion of the second five
day course. Three sets of negative results are required to confirm effective MRSA
decolonisation.

If you continue to be an inpatient your swabs will be collected while in the hospital. If
you are discharged during the course of the study, the collection of swabs and or the
provision of Derma cream or mupirocin will be arranged either through your GP or
through a home visit, which will be pre arranged by the Primary Investigator.
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The study is expected to take from two to four weeks.

You will be asked to complete a short anonymous questionnaire on your experience
using the product and your perception on MRSA.

Only the study team and the regulatory authorities will have direct access to your
personal medical records. This will ensure that the study is performed according to
the approved protocol and that the coded data is correctly recorded. All study team
representatives and other healthcare staff are ethically and professionally obliged to
maintain patient confidentiality at all times.

WHAT OTHER TREATMENTS ARE AVAILABLE TO ME?

For nasal MRSA decolonisation the current recommended product is mupirocin.
Patients in the control group will be given mupirocin. You will be offered mupirocin if
you decide not to take part in the study. Your decision to take part or not to take part
in the study will not result in any change to your medical care in Beaumont Hospital.
You will continue to be followed up by your doctors in Beaumont Hospital as usual.

WHAT ARE THE BENEFITS?

The main reason for carrying out this study is to improve our knowledge about the
effectiveness and ease of the use of honey to eradicate MRSA from the nose and to
compare it with nasal mupirocin. You are likely to benefit from participating in the
study by the eradication of MRSA from your nose. Your participation may also
benefit others as our ultimate study aim is to scientifically demonstrate that nasal
decolonisation of MRSA using nasal honey is as good as or better than mupirocin. If
it is as good or better, this would mean that we have an alternative choice to
eradicate MRSA from the nose. Your participation may also help reduce
antimicrobial resistance by the use of a product rather than an antibiotic.

WHAT ARE THE RISKS?
No adverse consequences after the use of honey for medicinal purposes have been

reported in the healthcare literature. There may be a possibility that the honey
product is inferior to the antibiotic that is used to decolonise nasal MRSA. There
were no adverse reactions when we conducted our pilot study using honey.
However, to date honey has not been extensively used and it is possible that there
may be other risks which are not known at this time. A “runny nose” may occur
based on experience from the pilot study. However, the research team will carefully
monitor any unintended effects of honey used during the course of the study. Honey
is generally well-tolerated when swallowed, when applied to the skin, to ulcers and to
chronic wounds such as when it is included in wound dressings.

WHAT IF SOMETHING GOES WRONG?
The researchers in this study are covered by state healthcare insurance (indemnity),

which includes Beaumont Hospital as well in the very unlikely event that you are
harmed in any way as a direct result of this study.
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WILL IT COST ME ANYTHING TO TAKE PART?

No. You will be provided with the products free of charge in addition to the follow up
tests that will be done during the study. If you are discharged from the hospital
during the study follow up period, swabs will be organised either through your GP or
through a home visit which will be arranged by the Primary Investigator.

IS THE STUDY CONFIDENTIAL?
Your hospital consultant will be notified of your participation in the study which is
essential, and your GP if you are agreeabile to this.

Your medical record will be accessed by the Primary Investigator who is a registered
nurse, and fully trained in Infection Prevention and Control. Your MRSA screening
results will be electronically filed in your health record. The results from your
screening will be discussed with you. Unless you specifically request, the screening
results will not be provided to your GP. The MRSA bacteria from the screening tests
may be stored in the Microbiology Department in Beaumont Hospital for the purpose
of scientific research. The coded results of this study may be used in the future to
identify better methods to eradicate MRSA from the nose and from other body sites.
However, such data will not include your name or any other identifiable details.

Data will be kept in “coded” form — this means that a number, rather than your name,
will appear beside any information about you, thereby maintaining your anonymity.
The coded results from the research may be published in scientific journals and
conferences at a later date.

WHERE CAN | GET FURTHER INFORMATION?

If you have any further questions about the study or if you want to opt out of the
study, you can be rest assured that it won't affect the quality of any treatment you
receive in the future. If you need any further information now or at any time in the
future, please contact:

Mr. Toney Thomas to discuss the nature of the study in more detail. You are, of
course, also entitled to seek an opinion from a separate source if you so wish.

Name: Mr. Toney Thomas
Address: Infection Prevention and Control Department,
Beaumont Hospital, Beaumont Road, Dublin 9
Phone No: 01-8093133. Please note that this number is only answered during

normal office hours.
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Appendix - IX

Natural honey for nasal MRSA
eradication Study

Standard Operating Procedures for Pharmacy

Version 1 dated 17t February 2014

Beaumont Hospital

Department of Infection Prevention and Control,
Post Box 1297, Dublin 9.

Dublin, Republic of Ireland

Telephone 353 1 8093133 www.beaumont.ie
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Purpose
The purpose of this document is to describe the pharmacy procedures for the conduct of the

Natural honey for nasal MRSA eradication research project at Beaumont Hospital pharmacy.

Overview of the Protocol
Overview

Natural honey for nasal MRSA is an open label, randomised controlled trial of 188 patients
comparing the effect of Natural honey Medihoney® Derma Cream to mupirocin on patients
with nasal MRSA colonisation. Patients will be recruited based on prospective laboratory
MRSA screening results confirming nasal MRSA colonisation. Consent for participation will
be obtained from individual patients prior to randomisation. Eligible patients will be
randomized to receive either Medihoney® Derma Cream or mupirocin nasal application,

daily three times for five consecutive days, for up to maximum of two courses.

The primary outcome is: proportion of patients with sustained nasal MRSA decolonisation
after one or two courses of Medihoney® Derma Cream or mupirocin, followed by three

consecutive negative nasal MRSA screens at least 48 hours apart.

Serious adverse events will be monitored from commencement to completion of the study,

approximately one month after randomisation.

MRSA screening

Routine MRSA screening involves collection of swabs from both nasal passages and groin

or perineum in addition to other body sites that are clinically relevant such as wounds, ulcers,
catheter specimen of urine, sputum and device insertion sites. Patients with history of MRSA
colonisation or infection as well as who fit criteria for MRSA screening as per hospital MRSA

guidelines are screened on admission to the hospital or during clinic visits.

Patients enrolled for the study will receive either nasal application of Derma cream or
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mupirocin three times a day for five consecutive days, followed by two intervention free days.
Thereafter patients will undergo MRSA screening; nasal and groin in addition to relevant
body sites. Up to two courses of Derma cream or mupirocin may be administered to each

patient depending up on the outcome of MRSA screening.

Diagram of Study Procedure

Laboratory identification
Consent
Randomise

DCl MUH l DCl MUH l

4 week follow up

—p

Course 1 Course 1 Course 2 Course2

Screening 1 Screening 1 Screening 2 Screening 2 Follow up
screen 2, 3

Pharmacy Procedures

Study Product

The study product for the experimental decolonisation arm is natural honey 30% 50gm in
pre-filled tube, Medihoney® Derma Cream manufactured by Derma Sciences Europe
Limited.

The standard product for the control decolonisation arm is mupirocin 2% (20 mg/g) 3gm in
pre-filled tube.

Approximately 2 cm of Derma cream OR 0.5cm (match head size) of mupirocin will be
administered by nasal application into both nostrils three times a day for five days, and if

required followed by a second course; three times of nasal application for five days. This will
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be based on the nasal screening tests.

Study Product Supply and Storage

Upon receipt of the Medihoney® Derma Cream, the product will be stored at controlled room
temperature according to product information in the Pharmacy Department.

Mupirocin will be supplied by the site Pharmacy Department and stored at controlled room
temperature according to product information. The ointment is recommended to be kept at
room temperature, 15-30 C (59-86 F).

Temperature logs with daily minimum and maximum temperature readings will be kept by
the pharmacy personnel to monitor the storage temperature of the study drugs.

The temperature monitoring device for recording the storage temperatures should have

routine calibration records, which will be managed by the pharmacy department.

Temperature logs will be kept on pharmacy file and made available for inspection upon
request.

Products will be labelled by Pharmacy and stored in the clinical trials area of the pharmacy.

Study products and study documentation will be kept in an area with restricted access to

authorised site personnel only.

The PI will dispense the study product in the original packing and will have the following

labelling:
Clinical Trial Protocol: NATURAL HONEY FOR NASAL MRSA
Patient Name and Hospital Identification
Number / Case number
Date of dispensing
Dispensing procedure

The Primary investigator (PI) will (a) randomize the eligible patient after (b) consent. A pre-
printed sticker indicating the correct product will be affixed on the (c) Kardex which will be (d) signed by
a registered medical practitioner.

For patients in experiment group will receive:
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One unit of Medihoney® Derma Cream 50gm tube labelled with patient details
For patients in control group will receive:
One unit of mupirocin 2% w/v 3gm tube labelled with patient details.

Picture: mupirocin 3gm tube

PRESCRIPTION

KEEP GUT OF REACH CF CHILDREN
Bactroban™ mesal cintment 3g
i, Chespermr 9 v

Tach T i o et L e s e iy

E ST
'-D-u\-n-nu—- v gk Corr s Dacirob

Pharmacy label for tube: mupirocin 2%w/v

Mupirocin 2%w/v nasal ointment 3g
NHNMRSA study

Apply three times a day for 5 days
Patient initials: Date of Birth:
Study No:

Investigator T Thomas

Disp date .../.../.......

Clinical Trial use only

Pharmacy Dept Beaumont Hospital
Beaumont Road Dublin 9

Picture: Derma cream 50gm tube

Lo
i
L
W¥3IHD
TWH3aa

Pharmacy label for Derma cream tube
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Derma cream 50gm

NHNMRSA study

Apply three times a day for 5 days
Patient initials: Date of Birth:
Study No:

Investigator T Thomas

Disp date .../.../.......

Clinical Trial use only

Pharmacy Dept Beaumont Hospital
Beaumont Road Dublin 9

The dispensed study product should be documented on the Product Inventory Log.
If the product is not given for any reason, the product should be returned to the Pl and the

returned product should be documented on the Inventory Log.

Administration by investigator

Randomization must be performed and patient allocated to experiment or control group after
consent. Thereafter the experimental or control product must be prescribed by a medical
practitioner for each patient. The experimental or control product will be then issued by the
primary Investigator, who will then offer the product to the named patient.

On administration of the first dose of the prescribed product, the Pl will sign off the product
administration, and or Medication order chart (Kardex - in patients) as appropriate. Subsequent
doses on self administration will be marked off on the product administration sheet by the
patient, or if nurse assisted will be signed (Kardex - in patients) by the nurse administering the
dose.

The product is to be stored in its packaging after applying the cap and held with the patient.

Destruction of products

Any expired Medihoney® Derma Cream or mupirocin can be destroyed on site after
documentation on the product Inventory Log.
Expired product will be destroyed according to Beaumont hospital standard operating

procedures.
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Purchasing Program

Both Medihoney® Derma Cream and mupirocin will be purchased by the Beaumont Hospital
Pharmacy department
Written request will be provided via a letter to purchase the products specifying quantities signed

by the primary investigator to the Chief or Chief 11 Pharmacist.

The PI will monitor stock for a minimum of 5 units of Medihoney® Derma Cream and mupirocin

for the study, during the period specified.

Site Signature Log

A Signature and Responsibility Log will be kept and the Primary Investigator. PI will be trained
by the lead clinical trials pharmacist who will sign off certifying that the Primary Investigator is
suitably qualified and trained.

The lead Pharmacist will sign the Signature and Responsibility Log located in the Investigator

Site File.

Protocol Deviations
Please enter a note stating deviation if any on the comment box on the Dispensing Form in the
event of a protocol deviation.

Additional units of mupirocin 3gm or Medihoney® Derma cream 50gm tubes if required for a
patient enrolled in the study will be issued on prescription of the product on Kardex using pre-
printed sticker and signed by a registered medical practitioner.

Regulatory Requirements for the Study

1. Ethics (Medical Research) Committee Approval letter.

References
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Appendix 1: Pharmacy Request to Purchase Form 1

NATURAL HONEY FOR NASAL MRSA
Protocol NHNMRSA /BH2014

Pharmacy Request to Purchase Medihoney® Derma cream 50gm tube

Instructions:
e Complete this Form.
e Send the completed Form and the Medihoney® Inventory Log to Beaumont hospital
pharmacy.
e File all purchase approval forms in Pharmacy Manual
Allow 2 working days for approval to purchase

Site Name: Beaumont Hospital

Site Number:

Investigators Name: Toney Thomas

Date of Request:

Requested By: (Print name)

Telephone:
Fax:
Email:

Quantity to be purchased: number of
Medihoney® Derma cream 50gm tubes

Date Stock required on site:

Approved by: (print name)

Signature

Date:
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Appendix 2: Pharmacy Request to Purchase Form 2

NATURAL HONEY FOR NASAL MRSA

Protocol NHNMRSA /BH2014

Pharmacy Request to Purchase Bactroban® (mupirocin2%w/v) 3gm tube

Instructions:
e Complete this Form.

e Send the completed Form and the Bactroban® (mupirocin) Inventory Log to

Beaumont hospital pharmacy.

e File all purchase approval forms in Pharmacy Manual
Allow 2 working days for approval to purchase

Site Name:

Beaumont Hospital

Site Number:

Investigators Name:

Toney Thomas

Date of Request:

Requested By:

Telephone:
Fax:
Email:

(Print name)

Quantity to be purchased: number of
Bactroban® (mupirocin) 3gm tubes

Date Stock required on site:

Approved by:
Signature

Date:
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Appendix 3: Inventory Log 1. Medihoney® Derma cream 50gm tubes

Medihoney® Derma cream 50gm tubes

Protocol NHNMRSA /BH2014

Site: Beaumont Hospital

Inventory Log

NATURAL HONEY FOR NASAL MRSA

Lot Number: Expiry Date:

Date Patient | Patient | Quantity | Quantity Balance | Sighature | Comments
Study initial Received | Dispensed | No
Number
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Appendix 4: Inventory Log 2. Bactroban® (mupirocin) 3gm tube

Bactroban® (mupirocin 2%w/v) 3gm tube

Protocol NHNMRSA /BH2014

Site: Beaumont Hospital

Inventory Log

NATURAL HONEY FOR NASAL MRSA

Lot Number: Expiry Date:

Date Patient | Patient | Quantity | Quantity Balance | Sighature | Comments
Study initial Received | Dispensed | No
Number
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Appendix 5: Temperature Log

NATURAL HONEY FOR NASAL MRSA
Protocol NHNMRSA /BH2014
Site: Beaumont Hospital

Temperature Log

Medihoney® Derma cream 50gm tubes and
Bactroban® (mupirocin 2%w/v) 3gm tubes

Store at room temperature 15-30 degree Celsius
Instructions:
e Forthe purposes of the study the pharmacy’s current temperature monitoring chart that
complies with the requirements of the study will be used.

Date Minimum Maximum temperature | Signature
temperature

Note: For the purpose of this study, Beaumont Hospital Pharmacy Department
temperature monitoring log held on file is agreed to be used and available on
request.
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Appendix 6: Product Dispensing Log

NATURAL HONEY FOR NASAL MRSA
Protocol NHNMRSA /BH2014
Site: Beaumont Hospital

Principal Investigator: Toney Thomas

Product Dispensing Log
Patient Name Patient ID Date of Dispensing | Date of Comments

(case supply initials return
number)

MDC _/ I
MDC ) _ /1
MDC _/ I
MDC _ I/
MDC _/ I
MDC _ I/
MDC _/ I
MDC _ I/
MDC _/ I
MDC _ I/
MDC _/ I
MDC _ I/
MDC _/ I
MDC _ I/
MDC _/ I/
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Appendix 7: Site Signature Log

NATURAL HONEY FOR NASAL MRSA
Protocol NHNMRSA /BH2014
Site: Beaumont Hospital
Site Signature Log

Instructions:
e The Primary Investigator is responsible for the study will sign the Site
Signature & Responsibilities Log.
e The lead pharmacist will be responsible for training of the Primary
Investigator.
e The lead pharmacist’s signature certifies that the Primary Investigator is
qualified and has received training to perform the study tasks.

Name Initials Signature | Date from | Date to Primary
Investigators
signature

Original to Natural honey for nasal MRSA Eradication study Site File. Copy filed in Pharmacy
Manual.
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Appendix - X: NHNMRSA RCT sequence of actions flow chart

T Thomas, HRB 2011

Flow chart: Nasal Application of Medihoney, mupirocin, Triclosan & follow up Screening

A First course of application
Day 1- 5, nasal application of medihoney, OR mupirogin, 2 treatment free days
Non nasal body site: Triclosan shampoo &body wash 5 days concurrent

Day 8.arlater, Nasal..groin & clinical specific site screening

Test result: Nasal MRSA negative.
(Other body site negative or
positive :l

)
i !
B. First set of nasal negative results

Nasal & other body site screen 3-7 days
after previous screen.

Bia. Start 2 course of nasal
application of honey, 5 days, threg,

Test results times daily 2 treatment free days. For
non nasal site: Jriclgsan shampoo &
1 body wash 5 days concurent.
BAD. Test results, nasal MRSA Day 8 orlater, Nasal & other body site

negative, post second course
Nasal & other body site screening
3-7 days after previous screen

C. 2 set screen result screening

nasal MRSA negative

a

D. 3 set nasal screening Screening test
Nasal & other body site screen negative, follow up
3-T days after previous screen Masal screening 3-7
3 consecutive nasal MRSA days later

negative results

3 consecutive nasal MRSA negative results. Inference, effective
nasal decolonization. Study complete on individual patient.
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Appendix - Xl a: Product experience questionnaire_Version 2_Medihoney™ Derma Cream

Honey to Eradicate Nasal MRSA

© Patient Questionnaire — Experience with Medihoney Derma cream.

Please circle below the option in the grid that best fits your opinion about the statements below

Strongly Agree Neither agree
agree or disagree

Disagree Strongly
disagree

1 | I found it easy to apply Derma cream to my nose.

2 | My nose was sticky after applying Derma cream.

3 | My nose was “runny” after applying the Derma cream.

4 | | experienced an unpleasant sensation in my nose
immediately after or during application of the Derma Cream

5 | If given a choice between an antibiotic or a natural product

to eradicate MRSA from the nose, which would you prefer. o
Antibiotic

Natural product

Comment

Thank you for taking time for completing the questionnaire. Please return the questionnaire in the envelope addressed to the investigator.
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Appendix - Xl b: Product experience questionnaire_Version 2_mupirocin 2% (Bactroban® 2%)

Honey to Eradicate Nasal MRSA

© Patient Questionnaire — Experience with Mupirocin nasal ointment.

Please circle below the option in the grid that best fits your opinion about the statements below

Strongly Agree Neither agree
agree or disagree

Disagree Strongly
disagree

1 | I found it easy to apply mupirocin to my nose.

2 | My nose was sticky after applying mupirocin.

3 | My nose was ‘“runny” after applying mupirocin.

4 | | experienced an unpleasant sensation in my nose
immediately after or during application of mupirocin

5 | If given a choice between an antibiotic or a natural product

to eradicate MRSA from the nose, which would you prefer. o
Antibiotic

Natural product

Comment

Thank you for taking time for completing the questionnaire. Please return the questionnaire in the envelope addressed to the investigator.
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Matural Honey for Masal MRSA: Case Report Form_V2

Case number.

Contact No 1,

Contact No 2

(4 digit}

[P ——

Date of enrolment

Date of stwdy com pletion

Lab: sp o NS-0

[ Date ofadmn__ | Date of Birth [ Sex | Date of Disch [ Pt type [ Loc ward |
Risk -a
| Diag | PROSTH | CLIWDS | CPULM | MALIG | WASC | ORGTRE | IMUSP | REN | cHrRTD |
sk —b; Skin condition Risk —c; Device insitu
[HLTY  [POOR [ WwWND [ ULC  [STOM [ UMk | | owC [ Pve [ uRC [unK |
Risk-d; Communal stay Location of recruitment
[NHOM | OTHCF | UNK [ Tw [ orPo [ NHOM [ OTHCF [ Unx ||
Residence during study €1/ C2 Isolation during study C1 / €2
P oPD NHOM | OTHCF | UK SRCP CRCP NOTIS UMK NAPE
[=1
2
Frequency of contact MRSA history
[HeH _ [mer [ ow  [une | | NMASA | KMRSA | UNK | Date first 1D |
HCA
WVRE | CDF | ESBL | CRE | UNE |

Contact PI: Tel 3133

MHMMRSACRF_W2_Mar2014

Appendix - XIl: NHNMRSA RCT: Case Report Form_Version_2
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Natural Honey for Nasal MRSA: Case Report Form_V2

Decolonisation

istory and supply of study products

Description Yes No Unknown
H/o Decolonisation
Mup nasal
Mup no coursas One Two B3 Unknown
Non nasal decolonisation,
MuUpR MRSA
¥es Mo Unknown Frod Return

€1 Mugirocin

€1 Derma cream

€1 Triclosan

Second course

€2 Mupirocin

€2 Derma cream

L2 Triclosan

MRSA screening: Positive=Yes f No / Not Apg / Unknown

Site Screen-0

SCN-1

SCN-Z

SCN-3

Sen-4/F

Nose

Groin

Urine

Resp

Wound

Ulcer

Other

Res inf pt

Dote inf pt

Contact PI: Tel 3133

NHMMRSASCRF_W2_Mar2014




Natural Honey for Nasal MRSA: Case Report Form_V2

Address , & Next of Kin &P detaiks
Summary
Mo of mup courses One Two Unknown
No of DC courses One Two Unknown
Yes No Unknown

Pers N5 MRSA

MUH indicated

MUH prsc & gvn

Wdraw in 1 course

Drop U Contact

Widraw Ol detero

Widraw form complted Yes Mo Mot applicable

MRSA other sites OC

Questionnaire

1=lssued. 2=not sswed. 3=not applicable. 9=Unknown

Questionnaire 1- Product experience

Questionnaire 2- MRSA perception

1=Returned. 2=non return. 3=not applicable. 9=Unknown

Q1 - Completed and returned

02 - Completed and returned

Information leaflet given

Writton consent X 3 copies o 1 each medical record, P, patient.
Letter to GP, letter to Hospital Consultant ¢

Writtan prescription — Mupirocin / Medihoney Derma cream
Mupirocin / Medihoney labelled & dispensed to patient ¢

File dispensing log details completed

Demonstration of application to patient

Witness self administration by patient

How to apply mupirocin / Medihoney information sheet

I N O T

10. Product administration record sheet (held with patient) o

Contact PI: Tel 3133 MHMNMRSAJCRF_V2_Mar2014

Notes

Natural Honey for Nasal MRSA: Case Report Form_V2

Contact PI: Tel 3133

NHMMRSA/CRF_V2_Mar2014
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Appendix - Xlll: NHNMRSA RCT Data dictionary_Version_1_2014

Matural Honey for Nasal MRSA A RCT: Data Dictionary

Type of variable
Full name of the Quantitative [
Column |Abbreviation variable Coding option Definition Source Qualitative
Case number Primary
A CAN allocated Number; four digits  |Self explanatory investigator Quantitative
B ENO Epizode no Mumber; nine digits | 5elf explanatory Medical record Quantitative
Date of admission
to Beaumont
C COA Date of Admission yyyy/mm/dd hozpital Medical record Quantitative
Date of discharge
from Beaumont
o ooD Discharge Date yyyy/mmj/dd hospital Medical record Quantitative
E DoB Date of Birth yyyy/mm/dd Eelf explanatory Medical record Quantitative
1=Inpatient. 2= Dut Beaumont Hospital
patient. information system
F PTY Patient Type S=Unknown Self explanatory [BHIS) Quantitative
Name of the ward
in Beaumont
G LOW Location Ward h=opital BHIS
1=Medicine. 2=
Surgery. 3=Renal. The name of the
4=MNeuroscience. speciality patient
H SPC Speciality S=Unknown listed BHIZ Quantitative
1=Mzle 2=Female
1 SEX Sex S=Unknown Self explanatory Medical record Quantitative
Specimen number
ofthe 1st study Laboratory number
J SNO isolate assigned BHIS Quantitative

NHNMRSA/T Thomas/data dictionary

Page 1ofl12
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Appendix - XIV: NHNMRSA RCT documents not listed else where

XIV a. Patient Consent Form
stupy 1irLe: HONEY TO ERADICATE NASAL MIRSA STuDY

| have read and understood the Information Leaflet about this research Yes No
project. The information has been fully explained to me and | have been
able to ask questions, all of which have been answered to my satisfaction.

| understand that | don’t have to take part in this study and that | can opt | Yes No
out at any time. | understand that | don’t have to give a reason for opting
out and | understand that opting out won’t affect my future medical care.

| am aware of the potential risks of this research study. Yes No

| give permission for researchers to look at my medical records to get Yes No
information. | have been assured that information about me will be kept
private and confidential.

| have been given a copy of the Information Leaflet and this completed Yes No
consent form for my records.

| consent to take swabs from nose and groin for the purpose of Yes No
microbiological testing during my participation in the study.

Storage and future use of information: Yes No

| give my permission for information collected about me to be stored or
electronically processed for the purpose of scientific research and to be
used in related studies or other studies in the future but only if the
research is approved by a Research Ethics Committee.

Patient Name (Block Capitals) | Patient Signature | Date

To be completed by the Principal Investigator or nominee.

I, the undersigned, have taken the time to fully explain to the above patient the nature and
purpose of this study in a way that they could understand. | have explained the risks
involved as well as the possible benefits. | have invited them to ask questions on any aspect
of the study that concerned them.

Name (Block Capitals) | Qualifications | Signature | Date

3 copies to be made: 1 for patient, 1 for Pl and 1 for hospital records.
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XIV b: Proforma NHNMRSA trial Sticker for placement on Clinical Notes

Proforma NHNMRSA trisl Sticker for plscement on Clinical Notes

Sticker wersion

NHNMRS5A Study Enrolment visit Case Mo .. e

Inclusion Criteria Dae mma
Masal MRSA colonisaian - Y5 Mg, Imanmead consan ootined - Yes, Mg, Sansant fom W1

Exclusion Criteria
Paricipating In anoihar irial - Yas, Mg, Unconiraliad Dlabsiss Mailiius - Yes N
Hyparsansitvity 1o, o imalaranca of, hanay o Ao - Y5, g
Linamsa 1 provede cansam - Yes o
ALility o undarsiand ar comgily with Tha requiremants of e siudy - X5, g
CAMCUR 12 FBow U U2 %0 Nanmall piace of stay - Y5, o,

The MRSA Nasal Dacakanisaton Trial was disoussad with Tis patant. The patian measis T2 Inchuskon
ritara and has providad Infarmead consam. A.cagy of he Informatian laatal and signad consan frm
ks Had In e meadical recard, 3 copy givan o pasan. HalShe ks now anroliad In MR SAnasa
SRCHONESTION Al RaniomisIean dona and pasan S asocasd group. Latiar ta
Nosgital ConsARa - X35, A, [3Mily 000k - Y35 NG, d0NS, 3Nar varndl consanl For 30dional dsiEns
Eagse camact Imvestgaly, Tansy Thamas. Tak 3133,

Hama: Eignatura: Date:

NHNMR 5A Study Followup Visit Mo, Case Mo Cala

Razson for visit MASA saraaning - Yas Na, MRSA scraaning dana - Yas Mo
OR post scraan vish - Yas Na. Advarsa Evanl - 'Yas Mo
Nasal MRSA colonisaban - ¥as, N, Acan: Sacond coursa of dacoionisatian apoias - Y5, Mg,
ITY'as, 10 CHMImSnca an s2cand ooursa gf
THA S FRAR L SRS
For addiional detalls piaase contact Imvastigator, Tonay Thomas. Tal: 3133,

Hama: Eignatura: Date:

NHNMR 5A Study End of study Visit Case No Cala

Rasuiis of MR SA soraaning imfanmead 1o paliant- Yias Na

Addianal coursa of MRSA doosanisatan apniles — nasal MuDoH - Yas Ma/ nan nasal sia
dacoioriaaion - Yas Ma.

Faor addianal detalis piaase oomact imeastig Jior, Tonay Thamas. Tk 3133,

Hamsa: Elgnatura: Diate:
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XIV c: MRSA iliness perception questionnaire

The Brief MR 5A Perception Guestionnaire_V1_2014
=stions, please circe the numbser that bestcomesponds to your visws:

Fuor the following «

How much does balng MRSA posfive alfect your a 1 - N PN I I R ey (7]
iira? Noafied 3t a “ ° savaraly aflacs my i
How fong 4o you think baing MR 54 poafiive will 0 N — i)
last? avaryshoriima | EN R R N L B e
How much control 0o you Tesl you have over baing 1] i1}
MR 54 posithea? absauialy na 1 2 |3|e|s5|(s]|7|a|ls axirama amaum of

caniral caniral
How much go you think undargeing the treatmant 2 0
;:lr:mw MR EA from your noes or skn will elp A3 1 2 |3lz]|s5(s8]7|a]2 ‘Saramaty naghs
o you hiava any eymptome Trom MR SAT [} L]

na sympiams 3 1 2 |3|e|s5|(s]|7|a|ls many sevars
a Sympiams
Hﬂ:ﬂwnmﬁ are you about baing MRSA [} 0
positives EE! L - - O - - - R
cancamad axramaly concarnad
How wall do you Teal you understand MR SAT a (7]
danundarstand 1 2 <IN I T T - undarstand wary

I claarly
Ereyou Siecied emotonaly (6.g. does I maks L] 0
you angry, ecared, upsst or depraesed?) by bsing nat 3t 3l afiacied 1 2 |3|a|ls|a|T7|a]3 axiramaly afiaciad
MR 54 posttive? amatianaly amatianally

Sizsze st In rank-order e fres mostimportan fsctors At you beieve caused you acquine MRSA. The most Imporiant causss fy me-

1.

2

3

& All ighis eeserned. Adapied from "BIFOT with pemmission from Izbmadbeniiiclesr neing
Thanik you for taking ms io sompleds dhs quechannaire. Plsacs refurn the complesisd quschonnairs in the presddreccad smisiops fo e invechigaior.
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XIV d: Directions for application of Medihoney® Derma Cream_ VERSION 1

Study name: Natural Honey for Nasal MRSA Eradication Randomised Control Trial
(NHNMRSA trial)

Three times a day application for five consecutive days.

1. Wash hands. Verify the product with the label with details of the study
and your name written on the label.

2. Remove the product from packing and check the label.

3. Open the cap of the tube and squeeze approximately 2 centimetre of the
cream into the applicator. This is about the size of last digit of your little
finger.

4. Apply the cream into one of the nostril at a time.

5. Repeat step 3, i.e. squeeze 2 centimetre of the cream into the applicator
and apply it into the other nostril.

6. Pinch the nose with two or more fingers and rub for 10-15 seconds.
Wash your hands with soap and water.

7. Close the cap and place the cream in its packing.

8. Lay on your back with head up preferably raised on a pillow for at least
five minutes.

9. If you experience wet nose, wipe nose with a disposable paper towel or
cloth. Avoid force blowing off the nose if possible immediately after the
application of the cream.

WHAT SHOULD I DO IN CASE OF OVERDOSE?

If an overdose or too much honey is applied to the nose, use a disposable tissue
paper and blow the nose to remove excessive Derma cream. Seek medical advice if
you wish.

WHAT DO I DO IF | MISS A DOSE?
If you miss a dose of Derma cream, apply it as soon as you remember. Do not apply

Derma cream to the nose more than three times a day. If it has been more than 6
hours since you missed the last dose wait and apply the next dose at the regular
time.

Principal Investigator: Toney Thomas, Research Fellow, Infection Prevention &
Control, Beaumont Hospital. Telephone No: 01 8093133.

Co-investigator: Prof. Hilary Humphrey’s, Consultant Microbiologist, Beaumont
Hospital. Telephone No: 01 8093133.
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Directions for application of Medihoney® Derma Cream

Patient record

Study name: Natural Honey for Nasal MRSA Eradication Randomised Control Trial
(NHNMRSA trial)

Three times a day application for five consecutive days.

\ Tick the time box after you have applied the cream into your nose.

First course commencing date----------------

Day & date Time Time Time Comments if any

1

2

3

4

5

No treatment - - -

No treatment - - -

Nasal screening

Second course commencing date----------------

AN —=

No treatment - - -

No treatment - - -

Nasal screening

Principal Investigator: Toney Thomas, Research Fellow, Infection Prevention &
Control, Beaumont Hospital. Telephone No: 01 8093133.

Co-investigator: Prof. Hilary Humphrey’s, Consultant Microbiologist, Beaumont
Hospital. Telephone No: 01 8093312.
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XIV e: Directions for application of Bactroban® 2% mupirocin _VERSION 1

Study name: Natural Honey for Nasal MRSA Eradication Randomised Control Trial
(NHNMRSA trial)

Three times a day application for five consecutive days.

1. Wash hands. Verify the product with the label with details of the study
and your name written on the label.

2. Remove the product from packing and check the label.

3. Open the cap of the tube and squeeze approximately 0.5cm of the
ointment into the applicator. This is about the size of a “match stick
head”.

4. Apply the ointment into one of the nostril at a time.

5. Repeat step 3, i.e. squeeze 2 centimetre of the ointment into the
applicator and apply it into the other nostril.

6. Pinch the nose with two or more fingers and rub for 10-15 seconds.
Wash your hands with soap and water.

7. Close the cap and place the ointment in its packing.

8. Lay on your back with head up preferably raised on a pillow for at least
five minutes.

9. If you experience wet nose, wipe nose with a disposable paper towel or
cloth. Avoid force blowing off the nose if possible immediately after the
nasal application.

WHAT SHOULD I DO IN CASE OF OVERDOSE?

If an overdose or too much mupirocin is applied to the nose, use a disposable tissue
paper and blow the nose to remove excessive ointment. Seek medical advice if you
wish.

WHAT DO I DO IF | MISS A DOSE?

If you miss a dose of mupirocin, apply it as soon as you remember. Do not apply
mupirocin to the nose more than three times a day. If it has been more than 6 hours
since you missed the last dose wait and apply the next dose at the regular time.

Principal Investigator: Toney Thomas, Research Fellow, Infection Prevention &
Control, Beaumont Hospital. Telephone No: 01 8093133.

Co-investigator: Prof. Hilary Humphrey’s, Consultant Microbiologist, Beaumont
Hospital. Telephone No: 01 8093133.
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Directions for application of Bactroban® 2% mupirocin

Patient record

Study name: Natural Honey for Nasal MRSA Eradication Randomised Control Trial
(NHNMRSA trial)

Three times a day application for five consecutive days.

\ Tick the time box after you have applied the cream into your nose.

First course commencing date----------------

Day & date Time Time Time Comments if any

1

2

3

4

5

No treatment - - -

No treatment - - -

Nasal screening

Second course commencing date----------------

OO

No treatment - - -

No treatment - - -

Nasal screening

Principal Investigator: Toney Thomas, Research Fellow, Infection Prevention &
Control, Beaumont Hospital. Telephone No: 01 8093133.

Co-investigator: Prof. Hilary Humphrey’s, Consultant Microbiologist, Beaumont
Hospital. Telephone No: 01 8093312.
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XIV f: Letter to consultant doctor

Consultant’s Name and Address Patient’'s Name and Address
Date

Dear Dr.

| am writing to inform you that your patient, XXXXX ,has agreed to take part in a research

study in Beaumont Hospital to assess the effectiveness of a honey preparation to eradicate
MRSA from the nose compared to mupirocin, the standard treatment. This is a randomised
control study to evaluate eradication of MRSA from this site, following a pilot study recently
carried out in Beaumont Hospital. The study is being funded by the Health Research Board.

As you may be aware, meticillin-resistant Staphylococcus aureus (MRSA) colonisation of the
nose predisposes to infection. Current guidelines recommend nasal decolonisation of MRSA
using mupirocin for a maximum of two courses. Decolonization is especially recommended
in patients, who are due to undergo an elective operative procedure, who have a prosthesis
in situ, or who are in a clinical area where there is a high risk of colonisation leading to
invasive infection. There is some evidence to suggest that natural honey may have a
beneficial effect on MRSA decolonisation and this is increasingly important as many MRSA
strains are resistant to mupirocin..

As part of a randomised controlled study being conducted with Professor Hilary
Humphreys, we plan to recruit patients with recently confirmed nasal colonisation of
MRSA or who have completed two courses of mupirocin to eradicate MRSA from the
nose but without success. Patients will receive either a nasal application of
Medihoney Derma Cream® or Bactroban© (mupirocin) nasal ointment depending on
the group the patient is randomly allocated to. Both treatments will be applied three
times a day for five days and nasal screening two days after completion of a five day
treatment will be undertaken to assess if the MRSA has been eradicated or persists.
The course of Medihoney or mupirocin may be repeated for a second time if the
follow-up samples after the first course remain positive for MRSA. MRSA eradication
will be confirmed when three sets of nasal swabs at least two days apart are
negative for MRSA.

Patients will be recruited from Beaumont Hospital and follow up screening will be
done to confirm decolonisation or failure to eradicate MRSA. The conduct of this
study will not affect any other aspects of this patient’'s management.

| am happy to forward a copy of the protocol as required. Feel free to contact me if you have
any queries on extension 01-8093133 or on my mobile 087-1957264. A similar letter has
been forwarded to the patient’s general practitioner.

Yours sincerely,

Toney Thomas,
Health Research Board Research Fellow
Beaumont Hospital.
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XIV g: Letter to family doctor

GP’s name and Address Patient’'s Name and Address
Date
Dear Dr.

| am writing to inform you that your patient, XXXXX ,has agreed to take part in a research

study in Beaumont Hospital to assess the effectiveness of a honey preparation to eradicate
MRSA from the nose compared to mupirocin, the standard treatment. This is a randomised
control study to evaluate eradication of MRSA from this site, following a pilot study recently
carried out in Beaumont Hospital. The study is being funded by the Health Research Board.

As you may be aware, meticillin-resistant Staphylococcus aureus (MRSA) colonisation of the
nose predisposes to infection. Current guidelines recommend nasal decolonisation of MRSA
using mupirocin for a maximum of two courses. Decolonization is especially recommended
in patients, who are due to undergo an elective operative procedure, who have a prosthesis
in situ, or who are in a clinical area where there is a high risk of colonisation leading to
invasive infection. There is some evidence to suggest that natural honey may have a
beneficial effect on MRSA decolonisation and this is increasingly important as many MRSA
strains are resistant to mupirocin..

As part of a randomised controlled study being conducted with Professor Hilary
Humphreys, we plan to recruit patients with recently confirmed nasal colonisation of
MRSA or who have completed two courses of mupirocin to eradicate MRSA from the
nose but without success. Patients will receive either a nasal application of
Medihoney Derma Cream®© or Bactroban© (mupirocin) nasal ointment depending on
the group the patient is randomly allocated to. Both treatments will be applied three
times a day for five days and nasal screening two days after completion of a five day
treatment will be undertaken to assess if the MRSA has been eradicated or persists.
The course of Medihoney or mupirocin may be repeated for a second time if the
follow-up samples after the first course remain positive for MRSA. MRSA eradication
will be confirmed when three sets of nasal swabs at least two days apart are
negative for MRSA.

Patients will be recruited from Beaumont Hospital and follow up screening will be
done to confirm decolonisation or failure to eradicate MRSA. The conduct of this
study will not affect any other aspects of this patient’'s management.

| am happy to forward a copy of the protocol as required. Feel free to contact me if you have
any queries on extension 01-809133 or on my mobile 087-1957264. A similar letter has been
forwarded to the patient’'s Beaumont Hospital consultant.

Yours sincerely,

Toney Thomas,
Health Research Board Research Fellow
Beaumont Hospital
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Appendix - XV: List and source of MRSA isolates with the comparison of spa types

Natural Honey for Nasal MRSA Eradication A RCT - spa type comparison and
analysis of historic clinical, baseline and end of study nasal MRSA isolates

No Sl_?il;:z?igf Study Sp a_type P a_type P a_type co;ng_ti‘g;i of corﬁ_ﬁirti‘g;i _of
(First) isolate No Historic | Baseline Final baz:as;itr?élfsz?a(’tes baseli:gal:t:: final

1 | NOSE 1111 | t515 t6764 9999 | D NA
2 | NOSE 1112 ID
3 | SP CATH 1113 | t032 t4559 9999 | D NA
4 | NOSE 1114 | t032 t7636 t7636 D ID
5 | GROIN 1115 | t032 t020 t020 D ID
6 | NOSE 1116 NA
7 | NOSE 1117 NA
8 | GROIN 1118 | t032 t4559 9999 | D NA
9 | SupPdev site 1119 9999 | Failed 9999 | Napp NA

10 | NOSE 1120 | t032 t4559 9999 | D NA

11 | Line tip Jr 1121 9999 | t4559 t032 Napp D

12| BAL 122 0 0

13 | CELLULITISLL | 1123 | t022 t4559 9999 | D NA

14 | MSU 1124 | t515 t4559 9999 | D NA

15 | ULCER 1125 | t557 t4559 9999 | D NA

16 | ULCER L 1126 | t032 t4559 t4559 ID

17 | NOSE 1127 ID

18 | Abd Cellulitis 1128 NA

19 | NOSE 1129 ID

20 | Wound 1130 9999 | t515 9999 | Napp NA

21 | NOSE 1131 9999 | t515 t515 Napp ID

22 | GROIN 1132

23 | NOSE 1133

24 | RESP 1134

25 | SKIN 1135

26 | NOSE 1136

27 | Wound 1137

28 | CELLULITISLL | 1138

29 | GROIN 1139

DISCHARGE

30 | ns 1140

31 | NOSE 1141

32 | NOSE 1142




33 | Wound TOE 1143
34 | NOSE 1144
35 | NOSE 1145
36 | NOSE 1146
37 | NOSE 1147 | 11214 1032 t032 D ID
not
38 | BLOOD 1148
39 | SPUTUM 1149 9999
40 | NOSE 1150 9999
41 | UcerL 1151 | 9999 9999 | Napp |
42 | NOSE 1152
43 | SPUTUM 1153 9999
44 | Ulcer L 1154 | unknown
45 | Pus Penis 1155
46 | csu 1156 | 9999 9999 | Napp |
47 | Nose 1157 9999
48 | Nose 1158
50 | NOSE 1160 9999
51 | NOSE 1161
52 | Wound 1162
53 | cELLULIISLL | 1163 | 9999|1082 |82 | Nepp |
54 | GROIN 1164 9999
DISCHARGE
55 | LL 1165
56 | NOSE 1166 [ 1008 |27 Jwez _|o |
57 | GROIN 1167 9999
58 | Blood CS PVC 1168 9999 | t045 9999 m
59 | NOSE 1169 9999
60 | NOSE 1170 9999 | t032 t032 Napp ID
WOUND
61 | FOOT 1171
WOUND
62 | FOOT 1172
ULCER FOOT
63 | R 1173 9999 | t032 9999 | Napp NA
64 | ULCER LEG 1174 9999 | t032 t032 Napp ID
WOUND
65 | FOOT L 1175 9999 | t515 9999 | Napp NA
66 | NOSE 1176 9999 | t022 9999 | Napp NA
67 | NOSE 1177 9999 | 1032 9999 | Napp NA
68 | WOUND TOE 1178 9999 NA
69 | ULCERLEG L 1179 | t223 t127 9999 | D NA
CANNULA TIP
70 | FEM LINE 1180 9999 | t032 t032 Napp ID
71 | Blood CS PVC 1181 9999 | t022 t032 Napp D
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72 | NOSE 1182

73 | Nose 1183 | 9090 |17 | 9009 |Napp

74 | NOSE 1184
75 | ILEAL STOMA 1185 9999 | t578 9999 m
76 | SPUTUM 1186 9999

77 | NOSE 1187

78 | MSU 1188 9999 9999 m

79 | NOSE 1189 9999

80 | GROIN 1190
81 | NOSE 1191
THROAT
82 | DISCHARGE 1192
WOUND
SURGICAL RT
83 | UPLEG 1193
84 | SPUTUM 1194
85 | BLOOD -PVC 1195
86 | NOSE 1196 9999 | 1032 t032 Napp ID
87 | NOSE 1197 | 1032 t515 t515 D ID
88 | ULCER LL 1198 9999 | t032 9999 | Napp NA
89 | GROIN 1199 | 1032 127 9999 | D NA
90 | URINE 1200 9999 | t020 9999 | Napp NA
91 | GROIN 1201 9999 | 11499 9999 | Napp NA
92 | NOSE 1202 | t127 1032 9999 | D NA
93 | NOSE 1203 9999 | t515 t515 Napp ID
WOUND
94 | ABDM 1204

95 | ULCER LL 1205 9999

96 | NOSE 1206 9999

97 | PENIS DISCH 1207 9999

98 | WOUND LL 1208

9 | NOSE 1200 |oss L7 lwor o

100 | MSU 1210

ID - spa type indistinguishable, D - spa type distinguishable, Napp - Not applicable (Historic isolate not
available), NA - Not available (participant decolonised or final outcome not available), 9999 — isolate not
available
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Appendix - XVI: The Brief lliness perception questionnaire (BIPQ)

The Briet liiness Percepiion Questicnnalre
For the following questions, piease cirsle the number that best comesponds to your views:
How much doas your Ilness affact your Me?

1] 1 2 3 4 5 ] T <] ] 10
no afmact Eaversy
at all amacis my Iife

How long do you think your linass will continue?

n] i 2 3 4 5 -] 7 g bl 10
avery forever
shart time
How much controd do you feal you have ower your linasa?

o 1 2 3 4 = B T g o 10

absolutzly extrems amoumnt
no contro of controd
How miuch e you think your treatment can help your Ilineas?
o] 1 2 3 4 o ] T ] ] 10
not at ail extremely
helgtul

How miuch oo you sxpefencs sympioms from your linsss?

n] 1 2 3 4 5 ] il <] o 10
no symptoms many severs
atan symptoms

How concerned are you about your linesa ¥

D 1 z 3 4 3 3 7 B o 10
not at ail extremely
concernad concemed

How well do you Teel you understand your llinesa?

v] 1 2 3 4 5 ] il ] o 10
don't understand understand
atan very dieany

How much dess your Ilness afMact you emotionally? [2.g. does It maks you angry. scared,
upsat or depressed?

o 1 2 3 4 5 B

-4

g o 10

not at al extremely
affected affecied
amotionally EI'I'ID'U[H'IE“!

Plaaga list In rank-order the thres most Important factors that vou belleve caused your
liness. The MOST MPOTANT C3US95 for me:-

1.
2.

3

i All Aghis reserved. For permission 1o use the scale please contact izoroadbenti@ciear.netnz
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Appendix - XVIl: NHNMRSA RCT: Abbreviations

No | Abbreviation Full form

1| ADL Activities of daily living

2 | AE Adverse Event

3 | AlIR Airborne infection isolation room

4 | atl Autolysin

5 | B. cereus Bacillus cereus

6 | B. subtilis Bacillus subtilis

7 | BH Beaumont Hospital

8 | BIPQ Brief illness perception questionnaire

9 | BSI Bloodstream infection
10 | C. diff Clostridium difficile
11 | y* Chi-square
12 | CA-MRSA Community-acquired MRSA
13 | ccr Cassette chromosome recombinase
14 | CE Conformité Européene
15 | cfu Colony forming units
16 | CHD Chronic Heart disease
17 | CHG Chlorhexidine gluconate
18 | Cl Confidence interval
19 | ClyS Staphylococcal-specific phage lysin
20 | CoNS Coagulase negative Staphylococci
21 | CONSORT Consolidated Standards for Reporting of Clinical Trials
22 | COPD Chronic obstructive pulmonary disease
23 | CP Contact precautions
24 | CRE Carbapenem resistant enterobacteriacae
25 | CRF Case report form

Centre for Support and Training in Analysis and
26 | CSTAR Research
27 | CT Clinical Trial
28 | CVC Central vascular catheter
29 | DFU Diabetic foot ulcers
30 | DM Diabetes mellitus
31 | E. coli Escherichia coli
European Antimicrobial Resistance Surveillance

32 | EARS-Net Network
33 | ESBL Extended spectrum beta lactamase organisms
34 | ESRD End stage renal disease
35| EU European Union
36 | FDA US Food and Drug Administration
37 | GAS group A Streptococcus
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38

GCP

Good clinical practice

39

GDP

Gross domestic product

40 | HA-MRSA Healthcare-associated MRSA

41 | HCF Health care facility

42 | HCW Health care worker

43 | HIV Human immuno-deficiency virus

44 | HLMR High level mupirocin resistance

45 | HPRA Health Products Regulatory Authority
46 | HPSC Health Protection Surveillance Centre
47 | HSE Health Services Executive

48 | IL Interlukin

49 | IMB Irish Medicines Board

50 | IMP Investigational medicinal product

51 | IPC Infection prevention and control

52 | IPQ lliness perception questionnaire

53 | IQR Inter-quartile range

54 | ITT Intention to treat

55| ITU Intensive care unit

56 | LG Logistic regression

57 | LLMR Low level mupirocin resistance

58 | LOS Length of stay

59 | LP-MIC Laboratory protocol - MIC

60 | MBC Minimum bactericidal concentration
61 | MDRO Multi drug resistant organisms

62 | mecA methicillin resistance gene

63 | MGH Medical grade honey

64 | MGO Methylglyoxal

65 | MIC Minimum inhibition concentration

66 | MM6 Mono Mac 6

67 | MMP-9 Matrix metalloproteinase -9

68 | MR Mupirocin resistance

69 | MRMRSA Mupirocin resistant MRSA

70 | MRSA Methicillin resistant Staphylococcus aureus
71 | MS Mupirocin susceptibility

72 | MSSA Methicillin susceptible Staphylococcus aureus
73 | mupA MR isoleucyl-tRNA synthetase gene
74 | NDFU Neuropathic diabetic foot ulcers

75 | NHNMRSA Natural honey for nasal MRSA

76 | NIS Nursing dependency information system
77 | NR? Nagelkarke R®

78 | PAG Project Advisory Group

79 | PBP Penicillin binding protein

80 | PCR Polymerase chain reaction
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81 | PEQ Product experience questionnaire
82 | PICC Peripherally inserted central vascular catheter
83 | PIPE Patient Information Profile Explorer
84 | PP Per protocol
85 | PVC Peripheral vascular catheter
86 | gacA/B Chlorhexidine resistance genes
87 | RCT Randomised control trial
88 | RJ Royal jelly
89 | RNA Ribo nucleic acid
90 | ROS Reactive oxygen species
91 | S. aureus Staphylococcus aureus
92 | S. epidermidis | Staphylococcus epidermidis
93 | S. pyogenes Streptococcus pyogenes
94 | SAE Serious adverse Event
95 | SCC Staphylococcal cassette chromosome
96 | SCCmec Staphylococcal cassette chromosome mec
97 | SD Standard deviation
98 | SD Standard deviation
99 | SEM Scanning electron microscopy
100 | smr Low level chlorhexidine resistance gene
101 | SP Standard precautions
102 | SSTI Skin and soft tissue infections
103 | ST Sequence Type
104 | TBP Transmission-based precautions
105 | TEM Transmission electron microscopy
106 | TNF-a tumour necrosis factor-a
107 | UC Urinary catheter
108 | UCD University College Dublin
109 | UspA Universal stress protein A
110 | VRE Vancomycin resistant enterococci
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