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Study title: Pilot Randomised Controlled Trial of Prophylactic Pregabalin in Radical Head and Neck Cancer Patients Receiving Radiotherapy

Protocol version: 3.2

Hypotheses:
1) It is feasible to treat head and neck radiotherapy patients with prophylactic pregabalin
2) Patients are able to tolerate a dose of prophylactic pregabalin above 225mg BD 
3) It is possible to reliably assess and record pain in head and neck cancer patients receiving radiotherapy
4) Randomisation of patients to receive prophylactic pregabalin or to the control arm is possible in the study setting i.e. at St George Cancer Centre, with the resources available. 
5) Prophylactic pregabalin does not interfere with the tolerability of standard of care radical radiotherapy or chemoradiotherapy.

Sample size: Total N= 30; Pregabalin N=20; Standard of Care treatment N=10; 
There will be a 2:1 Randomisation to optimise the number of patients undergoing pregabalin.

Selection criteria: 

INCLUSION CRITERIA 
· Patients over 18 years
· ECOG 0-2
· Patients receiving radical radiotherapy to the head and neck area to treat mucosal squamous cell carcinomas (SCC), with or without chemotherapy/cetuximab
· Both P16 positive and negative SCC (a known variant in histology)
· Patients undergoing RT as both adjuvant and radical treatment

EXCLUSION CRITERIA
· Patients receiving palliative radiotherapy to the head and neck.
· Patients in whom pregabalin is contraindicated for example, intolerance or allergy to pregabalin or gabapentin, patients on buprenorphine or propoxyphene
· Patients on neuroleptic medication or other neuropathic agents for other medical conditions.
· Patients unable to complete visual parts of questionnaire without assistance (other than explanation)
· Patients with moderate/severe renal impairment with GFR (glomerular filtration rate) of <50ml/min as calculated according to Cockroft-Gault formula using screening blood test 
· Platelet count <100
· Absolute neutrophil count <1.5x109/L
· Alanine aminotransferase (ALT) >2.5x upper limit of normal
· Patients who are pregnant or lactating
· Previous suicidal ideation


Study procedure
· Pilot Prospective Randomised Controlled Trial study with superiority design

Statistical considerations 
Sample size for the pilot will be n=30.  We estimate that 30 patients will be recruited over the course of 1 year at St George Cancer Centre. 

Duration of the study: 24 months – patient participation will be for 12 months and recruitment will be for a period of 12 months.
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[bookmark: _Toc514323417]BACKGROUND
1.1. [bookmark: _Toc514323418]Disease Background – Squamous Cell Carcinoma of Head and Neck 
Radical radiotherapy to the head and neck is typically associated with mucosal and skin reactions that require strong analgesia to facilitate the completion of treatment.  Standard analgesia for this patient population commences with soluble paracetamol and escalates to short-acting opioids and then onto slow release opioid preparations with breakthrough pain relief as required. If patients experience any neurological pain, the addition of neuropathic agents, such as pregabalin, are considered part of the standard treatment. Frequently, towards the middle to end of treatment, patients require hospital admission due to pain and weight loss so that their escalating analgesic requirements can be managed.  Reducing the symptom burden of treatment would significantly improve the ability for patients to continue to eat and drink by mouth, thereby reducing treatment breaks and hospital admissions resulting in positive effects on disease control and the financial costs related to their treatment.

Prophylactic gabapentin has been found to reduce the need for opiate analgesia in patients receiving radical radiotherapy to the head and neck with and without chemotherapy in retrospective analyses (1,2).  Additionally, in prospective analyses, patients treated with gabapentin from the 1st week of treatment also had less weight loss, fewer radiotherapy interruptions, less requirement for PEG feeds and better physiological swallowing assessments when compared with historical controls (3,4).  Anecdotally, patients appear to have received most benefit when they have been escalated to maximal doses prior to commencement of radiotherapy.

1.2. [bookmark: _Toc514323419]Rationale for performing study
Gabapentin is not currently on the Pharmaceutical Benefits Scheme (PBS) formulary and hence the cost of using this drug in New South Wales over the course of head and neck radiotherapy (typically seven weeks) treatment is prohibitive.  Pregabalin, is a third generation antiepileptic with a similar structure and mode of action to gabapentin.  It has been shown to be effective in the treatment of neuropathic pain and boasts greater bioavailability than gabapentin (5) and importantly, is readily available on the PBS.  Pregabalin is well tolerated and is routinely used to treat neuropathic pain in oncology patients (6).  Pregabalin has not been investigated in the setting of prophylaxis against toxicity from head and neck radiotherapy and so we propose to analyse its ability to reduce pain and opiate requirements as well as preserve short and longer term swallowing function.  The efficacy of prophylactic neuropathic agents in head and neck cancer patients has, thus far, only been investigated by comparing prospective and retrospective cohorts with historical controls.  We intend to analyse the effects of pregabalin in this important group of patients more rigorously in a prospective randomised controlled fashion.  Before embarking on a full scale randomised controlled trial, we propose to undertake a pilot study to ensure recruitment, randomisation and pain assessments are accurate and feasible and to ensure that prophylactic pregabalin can be used safely in our cohort of patients.  

1.3 	Acronyms used
SCC – squamous cell carcinoma
HNC – Head and Neck Cancer
P16 – histological variant found in SCC – may be positive or negative
RT – Radiotherapy
CRT – Chemoradiation
CTCAE – Clinical trials classification Adverse Events
SSQ – Sydney Swallow Questionnaire
FOIS – Functional Oral Intake Scale
AUC – Area under curve – statistical testing
2. [bookmark: _Ref497408839][bookmark: _Ref497408845][bookmark: _Toc514323420]AIMS AND HYPOTHESES
2.1 	Aim
To determine whether it is feasible to treat and accurately assess the pain of patients receiving radical radiotherapy for head and neck cancer with prophylactic pregabalin.

2.2	Hypotheses
1) It is feasible to treat head and neck radiotherapy patients with prophylactic pregabalin
2) Patients are able to tolerate a dose of prophylactic pregabalin above 225mg BD 
3) It is possible to reliably assess and record pain in head and neck cancer patients receiving radiotherapy
4) Randomisation of patients to receive prophylactic pregabalin or to the control arm is possible in the study setting i.e. at St George Cancer Centre, with the resources available. 
5) Prophylactic pregabalin does not interfere with the tolerability of standard of care radical radiotherapy or chemoradiotherapy.
3. [bookmark: _Toc383427726][bookmark: _Toc514323421]STUDY DESIGN 
3.1	Design 	
Pilot Prospective Randomised Controlled Superiority Study
(Unblinded and non-placebo controlled)

The decision not to blind the patients and to not use a placebo was a practical and financial one.  With the resources available to us in this pilot it was not feasible to use placebo medication and without the use of a placebo, blinding is not possible

[bookmark: _Toc383427727][bookmark: _Toc514323422]3.2	Study Groups
Adult patients, newly diagnosed with HNC for whom standard of care treatment is curative (radical or adjuvant) radiotherapy with or without systemic therapy (chemotherapy or cetuximab) 

3.3 	Number of Participants
n = 30
The number of patients for this pilot is based on the number of patients we estimate to recruit over the course of 12 months. St George Cancer Centre treats approximately 45 patients with HNC each year with curative radiotherapy.

3.4 	Number of Centres
Single Centre Study – St George Cancer Centre


3.5 	Duration and schedule
The study duration = 24 months – 12 months recruiting, 24 months follow up
Each participant will be active in the trial for 12 months
We plan to start recruitment in July 2018 and therefore will aim to close the study in July 2020
4. [bookmark: _Toc383427728][bookmark: _Toc514323423]Participant Section
4.1 Inclusion Criteria
· Gender: male and female
· Age: >18 years
· ECOG 0-2
· Patients receiving curative radiotherapy to the head and neck area to treat mucosal squamous cell carcinomas (SCC), with or without chemotherapy/cetuximab
· Both P16 positive and negative SCC (a known variant in histology)
· Patients undergoing RT as both adjuvant and radical treatment
· Willingness to give written informed consent

4.2 Exclusion Criteria 
· Patients receiving palliative radiotherapy to the head and neck.
· Patients in whom pregabalin is contraindicated E.g. 
· intolerance or allergy to pregabalin/gabapentin
· patients on buprenorphine or propoxyphene
· Patients on neuroleptic medication or other neuropathic agents for other medical conditions
· Inability to provide informed consent
· Inability to complete the visual aspects of the questionnaires without assistance (other then explanation)
· Patients with moderate/severe renal impairment with GFR (glomerular filtration rate) of <50ml/min as calculated according to Cockroft-Gault formula using screening blood test 
· Platelet count <100
· Absolute neutrophil count <1.5x109/L
· Alanine aminotransferase (ALT) >2.5x upper limit of normal
· Patients who are pregnant or lactating
· Previous suicidal ideation













[bookmark: OLE_LINK1][bookmark: _Toc514323424]5 Study Outline 5.1 Study FlowchartPatients attending clinic with new HNC
Screening
Baseline Assessments
· Pain Assessments
· Baseline Analgesia
· Swallow Assessments  (SSQ & FOIS)
Randomisation
Prophylactic Pregabalin treatment
Dose escalated to maximum tolerated dose before commencing radiotherapy
No Pregabalin
Weekly phone consultation for pregabalin toxicity and symptom check
Weekly phone consultation for symptom check
Standard of Care Curative HNC Radiotherapy
Weekly assessments during RT & 2 weeks post treatment
· Pain Assessments
· Pregabalin Dose & Toxicity, 
· Pregabalin tablet count (for compliance)
· Mucositis/dysphagia, haematological/renal CTCAE 
· Analgesia requirements
· FOIS
· Admission to hospital/treatment breaks
Consent
Follow – up Assessments – week 6, 12, 24 & 52 post completion of Radiotherapy
· Pain Assessments
· Analgesia
· Pregabalin Dose
· Swallowing Assessments – SSQ & FOIS

[bookmark: _Toc514323425]5.2 Investigation Plan
Component Measurements
1) PAIN
· Pain Assessments using 0-10 Numeric Pain Rating Scale (Appendix 1).  This is a self-reported inventory on a visual analogue continuous scale.  This scale has proven validity 9 and has been used to assess acute pain in patients receiving head and neck radiotherapy by the Johns Hopkins Research Group in a number of trials1-4) 
· Patients will score 
1. maximum pain in last 24 hours on swallowing, 
2. maximum pain in mouth and throat when not eating in last 24 hours (background mucositis pain), 
3. maximum pain from skin in last 24 hours
4. average pain in the head and neck region over last 24hours
5. location of maximal pain will be documented
· Pain assessments will be performed at the time of consent, on the 1st day of radiotherapy, weekly (on the radiotherapy review day) during radiotherapy and for the first 2 weeks after finishing radiotherapy (when side-effects from radiotherapy are known to continue).
· Pain scores will also be collected at weeks 6, 12, 24 and 52 to assess whether pain persists beyond treatment
· Maximum total and long-acting opiate doses (converted to oxycodone equivalent dose) will be used as a surrogate for pain.  Moreover, pain scores will be adjusted for opiate doses.  

2)	SWALLOWING 
· Sydney Swallow Questionnaire (SSQ) (Appendix 2) - SSQ is a 17 question self-reported inventory developed and validated by us 7,8 measuring the severity of oropharyngeal dysphagia. Importantly the SSQ has also been validated in the HNC patient population 10 and demonstrated to be a precise, reliable and valid tool to assess dysphagia severity 11. SSQ assesses the physiologic aspects of swallow function, and yields a total severity score (range 0-1700; ULN <234).  SSQ will be measured at baseline and at week 6, 12, 24 and 52 after treatment
· Functional Oral Intake Score (FOIS) (Appendix 3) – The FOIS is a 7-point scale recorded by clinicians to indicate the diet and liquid consistencies that they are able to consume. The scale ranges from Nil By Mouth (NBM) to an unrestricted diet. FOIS will be measured at baseline, weekly during treatment until 2 weeks after completion of radiotherapy and at weeks 6, 12, 24 and 52 after treatment. 

3) 	TREATMENT TOXICITY
a) Common Terminology Criteria for Adverse Events (CTCAE) version 5 for Mucositis and Dysphagia (appendix 4)
– Dysphagia and oral mucositis scales at baseline and weekly until 2 weeks after completion of radiotherapy.
b) CTCAE v5 for common toxicities with Pregabalin (appendix 5)  
·  Measurement of pregabalin toxicity at baseline and weekly until 2 weeks after completion of radiotherapy.  CTCAE grading of fatigue, dizziness, somnolence, cognitive impairment, ataxia, tremors, nystagmus, headache, nausea, suicidal ideation, other. 
c) Renal Function & haematological toxicity 
Weekly blood tests – full blood count, urea and creatinine, electrolytes, liver function tests

4) ANALGESIA REQUIREMENTS  
Patients randomised to the control arm will receive the usual analgesia that is recommended throughout radiotherapy as standard treatment. For patients in this group, analgesia will be commenced when the patient first experiences any mucosal discomfort and the analgesia will be increased as clinically indicated at the discretion of the clinician treating the patient. Patients usually are commenced on regular soluble paracetamol when they first experience discomfort. As the discomfort increases patients are transitioned to an opioid such as morphine liquid or oxycodone and once the dose is sufficient the patient is commenced on a slow release opioid such as Oxycontin or fentanyl patch.  Patients take short acting opioids as required for breakthrough pain. It is usual that, at the end of treatment and 2 to 12 weeks following treatment, patients will require high dose analgesia. Analgesia doses are slowly decreased following treatment at follow-up appointments if the patient demonstrates that they have low pain scores and that they are able to eat orally. If any patients in this group have neuropathic pain they will be commenced on pregabalin as per standard treatment and this will be recorded on the analgesia weekly review.
The treatment group will still receive escalating analgesia as described as standard treatment. The only difference is that they will be commenced on pregabalin prior to commencing radiotherapy and the dose will be escalated to the full dose or highest tolerable dose prior to commencing radiotherapy. It is anticipated that this group will require less analgesia than the standard treatment arm as has been demonstrated in the gabapentin trials.

Opioid use will be documented at baseline and weekly during and up until 2 weeks after completion of radiotherapy.  The maximum long acting opiate dose and total daily opiate dose taken each day will be documented each week and will be recorded for analysis. Patient diaries will be used to assist patients in keeping track of their medications (e.g. opiates and pregabalin dose).  Full completion of patient diaries however, is not a requirement of the trial and patients can verbally report doses to the investigators during their weekly reviews if they are able.  If patients are admitted to hospital, the hospital drug charts will be used to document up to date opiate and pregabalin doses.  If patients are unable to remember their drug doses and are unable to complete the diary themselves, carers may be asked to complete the diaries on their behalf.

All opiates will be converted to the oral oxycodone equivalent for uniformity in analysis using the eviQ conversion charts (Appendix 6) 

6) PREGABALIN COMPLIANCE

Tablet counts will be performed each week to assess compliance with pregabalin (the study drug) 
At each trial assessment visit during the treatment phase, patients receiving pregabalin will have their pregabalin capsules counted and the number of capsules that they received the previous week documented.  From these numbers, the number of expected remaining capsules can be compared to the number remaining.

Each week, empty blister packs will be discarded and the used portions of partly used sheets of blister packs will be marked or cut away and discarded so that they are not counted the following week.  

7) TREATMENT BREAKS AND/OR ADMISSION TO HOSPITAL 

Treatment breaks and admissions to hospital will be documented including the precipitating reason.





ASSESSMENTS

Hospital Visits
There will be no extra hospital visits outside those that would occur with standard of care radiotherapy treatment for head and neck cancer.  
As part of the trial, patients will receive a weekly telephone call by a trial coordinator or medical investigator between radiotherapy planning and commencing radiotherapy to assess head and neck cancer symptoms and side-effects from pregabalin treatment.  This call will also assist pregabalin dose escalation and reductions, if required. 

Baseline analgesia, pain scores as well as swallowing baseline using the Sydney Swallow Questionnaire (SSQ) and Functional Oral Intake Scale (FOIS) will be performed before starting radiotherapy prior to the commencement of pregabalin treatment.  Assessments will be repeated on day 1 of radiotherapy.

During Radiotherapy Treatment
Patients will be reviewed weekly (as is the standard of care at St George Cancer Care) during radiotherapy for clinical review and assessment of
· Pregabalin dose & toxicity review 
· Compliance check with pregabalin tablet count
· Pain scores – on swallowing, background mucositis pain, skin pain, average H&N pain, location of maximal pain
· Analgesic requirements 
· Mucositis & dysphagia CTCAE grading
· Renal function and haematological toxicity 
· Functional oral intake scale
· Hospital admissions/treatment breaks

Follow-up
Patients will be seen at week 6, 12, 24 and 52 (+/- 2 weeks) in line with current standard practice at St George Hospital.  Assessments will include;

· Pain scores – on swallowing, background mucositis pain, skin pain, average H&N pain, location of maximal pain
· Analgesia requirements
· Functional oral intake scale
· SSQ
Investigations
The only tests that are required in this trial are screening and weekly blood tests (FBC, EUC, LFT) and a pregnancy test as part of screening in women of childbearing potential.  

These tests are all included as standard of care, i.e, there are no additional tests required for this trial outwith the standard of care. 

5.3 Randomisation
Randomisation will be conducted by the trial statistician, Dr Michal Szczesniak (Dept. of Gastroenterology) when the patient has consented to participate and details of their treatment (addition of chemotherapy, unilateral vs. bilateral treatment) are known. Dr Michal Szczesniak is a non-clinical member of the team, which will ensure that clinicians cannot influence the treatment group allocated to the patient.  Backup services will be provided by the Dept. of Gastroenterology for randomisation in the event that Dr Szczesniak is unavailable. Minimisation technique for adaptive randomisation will be used.  There will be a computer generated code to ensure that uniformity in randomisation is applied and to ensure anonymity of the patients in the randomisation process. There are 2 study groups that patients can be allocated to, the first being prophylactic pregabalin and the second being standard treatment.  

Patients will be randomised with a 2:1 ratio favouring the pregabalin treatment arm.  The reason for choosing a 2:1 randomisation is to increase the number of patients who can receive the potential benefit of prophylactic pregabalin.  In preparation for this pilot, we have collected pain scores (documented in the notes as part of routine care) of 10 control patients who received standard of care radical radiotherapy to treat head and neck cancer.  This increases the number of controls for whom we have pain data and we can be use this information, in addition to the 10 controls we hope to recruit in this pilot, to calculate the sample size required for a follow-on Phase 2 Randomised Controlled Trial.  

[bookmark: _Toc383427731]Patients will be stratified for two factors 1) whether the patient is to receive concurrent systemic anticancer treatment (i.e. chemotherapy or cetuximab) and 2) whether patients are due to have radiotherapy to one or both sides of the neck.  Both of these decisions will have been made prior to radiotherapy planning based on the pre-treatment histology and imaging.  These stratification factors have been chosen because the toxicity of radiotherapy to the head and neck is known to be greater if radiotherapy is administered with concurrent chemotherapy or cetuximab and if bilateral necks receive high dose radiotherapy. 
5.4 [bookmark: _Toc514323426]Recruitment and Screenings
Potential participants with newly diagnosed head and neck cancer will be identified and screened for eligibility by the Investigators in the trial at Cancer Care Centre, St George Hospital. 
Once eligibility is confirmed, initial interview with invitation to study participation will be conducted by a trial investigator.  This will take place at or following the first clinic appointment in the St George Cancer Centre.  Interested patients will be given the patient information sheet (PIS) by the Clinical Trial Coordinator at or following this initial meeting. Medical investigators will arrange formal informed consent for those who expressed interests in study participation at the Radiotherapy Planning appointment, which is typically a week after the initial clinic appointment.  Investigators will liaise with the Clinical Trials Unit staff to initiate the randomisation process (see notes on randomisation). 

5.5 Experimental Protocol

Pregabalin Treatment

Patients will be seen by both trial coordinator and Radiation Oncologist at time of radiotherapy planning.  If allocated to the Pregabalin arm, they will be given the trial medication at this visit and instructed to start taking the medication that day as per the treatment protocol below.

Trial coordinators/medical staff will conduct phone (and if necessary in-person) consultations weekly to all patients between randomisation and starting radiotherapy to reviews symptoms any toxicity with pregabalin if in the pregabalin group and to assess symptoms in the control group. 

Pregabalin starting dose = 75mg BD for 3 days

Increase dose as follows: 
75mg mane and 150mg nocte for 3 days
150mg BD for 3 days
150mg mane and 225mg nocte for 3 days
225mg BD for 3 days
225mg mane and 300mg nocte for 3 days 
300mg BD to continue as tolerated

The threshold effective dose for trial purposes will be any dose including or higher than 225mg BD

Pregabalin capsules can be taken on a full or empty stomach.  

If patients become unable to take capsules orally during the course of radiotherapy, they can take pregabalin via feeding tube by opening the capsule and dissolving the contents of the capsule in sterile water.  

Patients will be prescribed analgesia including opiates as their needs require during and following their radiotherapy treatment at the discretion of the treating physician, regardless of their treatment group. 
If patients develop neuropathic pain that would be optimally treated with a neuropathic analgesic agent, they can have this prescribed, even if they are in the “no pregabalin” arm of the trial.  This will be documented and taken into account in the interpretation of the trial results.  Primary analysis will be by intention to treat. 

Dose Adjustments
Side-effects – fatigue, dizziness, somnolence, cognitive disturbance, ataxia, tremors, nystagmus, headache, nausea.  For grading according to CTCAEv4 see appendix 5.

If patients develop G1-2 toxicity related to pregabalin, pregabalin doses should be reduced to the next dose band down (i.e. reduce by 75mg at a time) until side-effects are tolerable.  Aim to treat patients with the highest tolerable dose.
If patients develop G3 or G4 toxicity related to pregabalin, or persistent G1 or 2 toxicity with pregabalin, the drug will be stopped.

Pregabalin will not be given to patients taking buprenorphine or propoxyphene.  If possible buprenorphine/propoxyphene will be changed to a different analgesic before commencing on the trial.

Stop treatment if patients develop severe thrombocytopenia (unrelated to chemotherapy), severe hypersensitivity reactions, suicidal ideation or seizures.

Treatment Cessation
Start down titration of pregabalin in a similar schedule to escalation at the same time and rate of opiate reduction (i.e. from 2-6 weeks following treatment, as clinically indicated).

i.e. once pain scores reduce and oral nutrition increases, reduce pregabalin as follows
225mg mane and 300mg nocte for 3 days
225mg BD for 3 days
150mg mane and 225mg nocte for 3 days
150mg BD for 3 days
75mg mane and 150mg nocte for 3 days
75mg BD for 3 days
Stop all pregabalin


5.6 [bookmark: _Toc383427732][bookmark: _Toc514323427]Study Procedure Risks
Pregabalin Related Risks
Pregabalin is well tolerated in the majority of patients.  For the minority of patients who develop side-effects (a feeling of somnolence or minor tremor) on the full dose treatment (600mg/day), most are able to manage with a slight dose reduction of 450mg/day(12).  The discontinuation rate in the pregabalin clinical programme (involving 8,900 patients) was 12% versus 5% who received placebo. Patients most commonly discontinued treatment due to dizziness and somnolence (13).

Patients in this trial will be monitored closely (weekly) for any intolerance. By the time the patients commence their radiotherapy they will be on the full dose. Having patients tolerate the full dose of pregabalin has been postulated as resulting in better treatment outcomes for patients. 

Side-effects of pregabalin are listed below:
Very common (≥1/10): dizziness, somnolence, headache

Common (≥1/100 - <1/10): appetite increase, euphoria, confusion, irritability, disorientation, insomnia, libido decreased, ataxia, discoordination, tremor, dysarthria, memory impairment, disturbed attention, paraesthesia, hypoaesthesia, sedation, lethargy, blurred vision, diplopia, vertigo, nausea, vomiting, constipation, diarrhoea, bloating, dry mouth, muscle cramps, arthralgia, back pain, cervical spasm, erectile dysfunction, peripheral oedema, abnormal gain, weight gain.

Uncommon (≥1/1000 – <1/100): neutropenia, hypersensitivity, anorexia, hypoglycaemia, hallucination, panic attack, restlessness, agitation, depression, elevated mood, aggression, mood swings, depersonalisation, word finding difficulty, abnormal dreams, libido increased, apathy, syncope, myoclonus, loss of consciousness, dyskinesia, intension tremor, nystagmus, cognitive disorder, speech disorder, hyperaesthesia, burning sensation, aguesia, visual disturbance, eye swelling, dry eye, eye pain, eye irritation, watery eye, hyperacusis, hypotension, hypertension, hot flushes, flushing tachycardia, AV first degree heart block, congestive cardiac failure, dyspnoea, epistaxis, cough, nasal congestion, nasal dryness, gastroesophageal reflux, salivary hypersecretion, oral hypoaesthesia, elevated ALT/AST, popular rash, urticaria, pruritus, joint swelling, myalgia, neck pain, dysuria, urinary incontinence, sexual dysfunction, generalised oedema, chest tightness, pyrexia, thirst, chills, asthenia, increased blood creatinine kinase, blood glucose increased, platelet count decreased, blood creatinine increased, blood potassium decreased, weight decreased.

Rare (≥1/10000 - <1/1000):allergic reaction, disinhibition, convulsions, parosmia, hypokinesnia, dysgraphia, vision loss, keratitis, oscillopsia, mydriasis, strabismus visual brightness, QT prolongation, sinus tachycardia, sinus arrhythmia, pulmonary oedema, throat tightness, ascites, pancreatitis, swollen tongue, dysphagia, jaundice, Stevens Johnson Syndrome, rhabdomyolysis, renal failure, urinary retention, breast discharge, breast enlargement, amenorrhoea, gynaecomastia, white blood cells decreased.

Very rare (<1/10000):hepatic failure, hepatitis (13)

Suicidal Ideation has been reported in studies of antiepileptic medications, therefore, patients should be monitored for signs of this serious side-effect and should seek medical advice should this behaviour emerge (13)

Driving and Working Heavy Machinery
Patients should be warned that pregabalin and opiate analgesia might affect their ability to drive or work heavy machinery.  They should therefore be advised not to drive or work heavy machinery until they know how pregabalin effects them.  This includes when doses are increased.  



Drug Interactions

Buprenorphine or propoxyphene
Pregabalin will not be given to patients taking buprenorphine or propoxyphene.  If possible buprenorphine/propoxyphene will be changed to a different analgesic before commencing on the trial

Alcohol and Benzodiazepines
Patients should be made aware that pregabalin and opiate analgesia can potentiate the effects of alcohol and benzodiazepines, making them more drowsy or dizzy

ACE-Inhibitors, rosiglitazone and pioglitazone
Patients should be warned that they may experience more peripheral oedema or weight gain if they are concomitantly taking ACE-inhibitors or rosiglitazone/pioglitazone.  

Pregnancy and Contraception
Pregabalin is not safe to take while pregnant or breastfeeding.  It is also not known whether pregabalin can effect the offspring of patients who father a child whist taking pregabalin.  Similarly, it is not advisable to take chemotherapy or cetuximab while pregnant.

Moreover, radiotherapy is contraindicated during pregnancy

It is therefore imperative that adequate contraception is used by men and women capable of childbearing while taking part in this trial and for 6 months following completion of treatment.

Other Risks

Renal Toxicity 
There is a risk of renal toxicity for all patients receiving radical radiotherapy to the head and neck due to reduced oral intake as a result of mucositis and odynophagia.  Patients treated with cisplatin chemoradiotherapy are particularly at risk.  It is not anticipated that the addition of pregabalin will increase the risk of acute kidney injury in the patients on this trial.

Patients will have weekly blood tests to assess renal function and renal function will be assessed in the case of patients becoming unwell.

In the event of acute kidney injury, patients should be fluid resuscitated with intravenous fluids and admitted to hospital if deemed necessary.

The following changes to chemotherapy should be made in the event of renal toxicity:

	Status on planned day of treatment 
	Dose of cisplatin

	Cockroft-Gault GFR>45ml/min
	No dose reduction

	Cockroft-Gault GFR 25-45ml/min
	Omit, replace with Carbo 

	Cockroft-Gault GFR <25ml/min
	Discontinue chemotherapy


 
If no other cause for renal impairment is found, suggesting that pregabalin may be responsible for a renal toxicity of CTCAE G2 or above, pregabalin should be discontinued.

Haematological Toxicity 
There is a risk of haematological toxicity for all patients receiving chemotherapy as part of their treatment.  It is not anticipated that the addition of pregabalin will increase the risk of haematological toxicity in the patients on this trial

The following changes to chemotherapy should be made in the event of renal toxicity

	Worst toxicity since previous dose
	Status on planned day of treatment 
	Dose of cisplatin 

	Febrile neutropenia
	Recovered ≥1.0 x109/l
	25% dose reduction

	ANC ≤0.5 x 109/l ≥5 days
	Recovered ≥1.0 x109/l
	25% dose reduction

	Platelets <25 x 109/l
	Recovered ≥ 90x109/l
	25% dose reduction



If no other cause for haematological impairment is found, suggesting that pregabalin may be responsible for a haematological toxicity of CTCAE G2 or above, pregabalin should be discontinued.


5.7 [bookmark: _Toc514323428]Informed Consent Process
Patient Information Sheet will be provided for the participants to read by the Clinical Trial Coordinators at their initial clinic visit if they express interest in the trial.  Patients will be encouraged to ask questions about the study. It will be made clear to the eligible individuals by the Investigators and the Clinical Trial Coordinators that participation in the study is voluntary, and the final decision does not impact on their healthcare relationship with investigators, or any healthcare providers at St George Hospital. 
Willing patients will be asked to sign the Consent Form at their radiotherapy planning appointment with medical investigators in the trial.

5.8 [bookmark: _Toc514323429]Enrolment Procedure 
Following screening, informed consent and randomisation, participants will be allocated a code that will replace all identifiable information on stored documents. Clinical Trials Coordinators will contact participants for study procedure appointments. 
6 [bookmark: _Toc514323430]SAFETY
6.1 [bookmark: _Toc514323431]Event Reporting 
Weekly research meeting will be held by investigators to review the study progress and adverse events.
6.2 [bookmark: _Toc514323432]Serious Adverse Event Reporting 
All significant safety issues and serious adverse events will be reported to ethics committee as per SESLHD HREC and TGA requirements. 
An adverse event log will be maintained for annual reporting purposes.  

See appendix 6 for details on reporting requirements 

6.3 [bookmark: _Toc514323433]Data Safety and Monitoring Board
[bookmark: _Toc514323434][bookmark: _Toc383427739]All data and any adverse events will be monitored at the monthly research meeting that will be comprised of the principal investigators of this project.
7. RECORDING AND REPORTING OF EVENTS AND INCIDENTS
[bookmark: _Toc355281446][bookmark: _Toc355281761][bookmark: _Toc355282076][bookmark: _Toc355281447][bookmark: _Toc355281762][bookmark: _Toc355282077][bookmark: _Ref249156414][bookmark: _Toc405541279][bookmark: _Toc514323435]
7.1      Definitions of Adverse Events 
	Term
	Definition

	Adverse Event (AE)
	Any untoward medical occurrence in a patient or study participant, which does not necessarily have a causal relationship with the procedure involved. 

	Serious Adverse Event (SAE).





	An adverse event that: 
a. led to death 
b. led to serious deterioration in the health of the participant, that either resulted in: 
- a life-threatening illness or injury, or 
- a permanent impairment of a body structure or a body function, or 
- in-patient or prolonged hospitalization, or 
- medical or surgical intervention to prevent life-threatening illness or injury, or 
- permanent impairment to a body structure or a body function 
c. led to foetal distress, foetal death or a congenital abnormality or birth defect.

 Note: Planned hospitalisation for a pre-existing condition, or a procedure required by the Clinical Investigation Plan (protocol), without serious deterioration in health, is not considered a serious adverse event.
· 

	Significant Safety Issue (SSI) 
	A safety issue that could adversely affect the safety of participants or materially impact on the continued ethical acceptability or conduct of the trial.


	Urgent Safety Measure (USM)

	A measure required to be taken in order to eliminate an immediate hazard to a participant’s health or safety.


	Near Miss

	Any event that could have had adverse consequences but did not. An arrested or interrupted sequence where the incident was intercepted before causing harm e.g. an incorrect medication added to an infusion but not administered.


	Adverse Reaction
(AR)
	Any untoward and unintended response to an investigational medicinal product related to any dose administered. 

Note: All adverse events judged by either the reporting investigator or the sponsor as having a reasonable causal relationship to an investigational medicinal product would qualify as adverse reactions. The expression ‘reasonable causal relationship’ means to convey, in general, that there is evidence or argument to suggest a causal relationship.


	Suspected Unexpected Serious Adverse Reaction (SUSAR)

	An adverse reaction that is both serious and unexpected.


	Unexpected Adverse Reaction (UAR)

	An adverse reaction, the nature or severity of which is not consistent with the
Reference Safety Information.

	*A life- threatening event, this refers to an event in which the participant was at risk of death at the time of the event; it does not refer to an event which hypothetically might have caused death if it were more severe.
** Hospitalisation is defined as an in-patient admission, regardless of length of stay. Hospitalisation for pre-existing conditions, including elective procedures do not constitute an SAE.


7.2 [bookmark: _Toc414619319][bookmark: _Toc514323436]Assessments of Adverse Events 
Each adverse event will be assessed for severity, causality, seriousness and expectedness as described below.
[bookmark: _Toc414619321]7.2.2	    Causality
The assessment of relationship of adverse events to the procedure is a clinical decision based on all available information at the time of the completion of the case report form.  
It is of particular importance in this study to capture events related to pregabalin.  The assessment of relationship of an adverse event to pregabalin prophylaxis will also be carried out as part of the study. 
The differentiated causality assessments will be captured in the study specific CRF/AE Log.
The following categories will be used to define the causality of the adverse event:
	Category
	Definition

	Definitely:
	There is clear evidence to suggest a causal relationship, and other possible contributing factors can be ruled out.

	Probably:
	There is evidence to suggest a causal relationship, and the influence of other factors is unlikely

	Possibly
	There is some evidence to suggest a causal relationship (e.g. the event occurred within a reasonable time after administration of the study procedure). However, the influence of other factors may have contributed to the event (e.g. the participant’s clinical condition, other concomitant events).

	Unlikely
	There is little evidence to suggest there is a causal relationship (e.g. the event did not occur within a reasonable time after administration of the study procedure). There is another reasonable explanation for the event (e.g. the participant’s clinical condition).

	Not related
	There is no evidence of any causal relationship.

	Not Assessable
	Unable to assess on information available.



9.1.1 [bookmark: _Toc343005709][bookmark: _Toc343005710][bookmark: _Toc343005711][bookmark: _Toc343005712][bookmark: _Toc343005713][bookmark: _Toc414619322]7.2.3   Expectedness
	Category
	Definition

	Expected
	An adverse event which is consistent with the information about pregabalin listed in in this protocol.

	Unexpected
	An adverse event which is not consistent with the information about the pregabalin listed in this protocol


* this includes listed events that are more frequently reported or more severe than previously reported
7.3 [bookmark: _Toc405541287][bookmark: _Toc514323438]Procedures for recording and reporting Serious Adverse Events 
All serious adverse events will be recorded in the medical records and the CRF, and the sponsor’s AE log for the duration of the trial.

All SAEs must be recorded on a serious adverse event (SAE) form The PI or designated individual will complete an SAE form and the form will be reviewed by the PI and safety committee as required.  The Principal Investigator will respond to any SAE queries raised by the RGO as soon as possible. 
Short Title, Sponsor Ref, Protocol Version and Date

Where the event is unexpected and thought to be related to the procedure this must be reported by the Investigator as per HREC guidelines.
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[bookmark: _Toc355281462][bookmark: _Toc355281777][bookmark: _Toc355282092][bookmark: _Toc355281465][bookmark: _Toc355281780][bookmark: _Toc355282095][bookmark: _Toc355281466][bookmark: _Toc355281781][bookmark: _Toc355282096][bookmark: _Toc355281468][bookmark: _Toc355281783][bookmark: _Toc355282098][bookmark: _Toc365624858][bookmark: _Toc365624860][bookmark: _Toc365624861][bookmark: _Toc365624862][bookmark: _Toc365624863][bookmark: _Toc365624864][bookmark: _Toc355281471][bookmark: _Toc355281786][bookmark: _Toc355282101][bookmark: _Toc355281472][bookmark: _Toc355281787][bookmark: _Toc355282102][bookmark: _Toc355281473][bookmark: _Toc355281788][bookmark: _Toc355282103][bookmark: _Ref249152839][bookmark: _Toc514323440][bookmark: _Toc405541298]7.4 Reporting Urgent Safety Measures 
If any urgent safety measures are taken the PI shall immediately and in any event no later than 3 days from the date the measures are taken, give written notice to the Research Governance Office (RGO) of the measures taken and the circumstances giving rise to those measures.
[bookmark: _Toc355281487][bookmark: _Toc355281802][bookmark: _Toc355282117][bookmark: _Toc405541299][bookmark: _Toc514323441]7.5 Protocol deviations and notification of protocol violations
     

A deviation is usually an unintended departure from the expected conduct of the study protocol
Protocol - Pilot Randomised Controlled Trial of Prophylactic Pregabalin in Radical Head and Neck Cancer Patients Receiving Radiotherapy V 2.1




The PI will monitor protocol deviations.

 A protocol violation is a breach which is likely to effect to a significant degree –
(a) the safety or physical or mental integrity of the participants of the study; or
(b) the scientific value of the study.
[bookmark: sae18]The PI will be notified immediately of any case where the above definition applies during the study conduct phase.  HREC and/or RGO will be notified as per their requirements.  
7.6 [bookmark: _Toc514323442]Incidents and near misses
An incident or near miss is any unintended or unexpected event that could have or did lead to harm, loss or damage that contains one or more of the following components:
a. It is an accident or other incident which results in injury or ill health.
b. It is contrary to specified or expected standard of patient care or service.
c. It places patients, staff members, visitors, contractors or members of the public at unnecessary risk.
d. It puts the hospital in an adverse position with potential loss of reputation.
e. It puts hospital property or assets in an adverse position or at risk.
Incidents and near misses must be reported to the Hospital through routine procedures

A reportable incident is any unintended or unexpected event that could have or did lead to harm, loss or damage that contains one or more of the following components:

a) It is an accident or other incident which results in injury or ill health.
b) It is contrary to specified or expected standard of patient care or service.
c) It places patients, staff members, visitors, contractors or members of the public at unnecessary risk.
d) It puts the Hospital in an adverse position with potential loss of reputation.
e) It puts the Hospital property or assets in an adverse position or at risk of loss or damage.
[bookmark: _Toc427146882][bookmark: _Toc514323443]MONITORING AND AUDITING
The Principal Investigator will ensure there are adequate quality and number of monitoring activities conducted by the study team. This will include adherence to the protocol, procedures for consenting and ensure adequate data quality. 

The Principal Investigator will inform the sponsor should he/she have concerns which have arisen from monitoring activities, and/or if there are problems with oversight/monitoring procedures.

[bookmark: _Toc514323444]BLINDING AND UNBLINDING  
Blinding is not relevant to this trial.

[bookmark: _Toc383427740][bookmark: _Toc514323445] STATISTICAL CONSIDERATIONS
[bookmark: _Ref497423164][bookmark: _Ref497423168][bookmark: _Toc383427741][bookmark: _Toc514323446]10.1 Sample Size Calculation
Accurate sample size calculation for this study is limited because pregabalin has not been used in this population.  The number of patients for this pilot is based on the number of patients we estimate to recruit over the course of 12 months. St George Cancer Centre treats approximately 45 patients with HNC each year with curative radiotherapy and we feel it is realistic to hope to recruit 30 patients in a 12 month period.


10.2 Statistical Analysis Plan

Analysis of this pilot will, in the main, be descriptive.

Primary Outcome Measures:

1) The number of patient who withdraw from the trial
a. We aim for 90% of patients to continue on trial to completion.
2) The number of patients who tolerate prophylactic pregabalin above the threshold dose of 225mg BD.  
a. We aim for 80% of patients to tolerate doses of pregabalin above 225mg BD.
b. If 3 out of the first 5 patients enrolled do not tolerate 225mg BD we will stop the trial early and revise the threshold dose that we treat to.  
3) The number of dose reductions of pregabalin
4) The compliance of patients with their pregabalin therapy
a. We aim to demonstrate compliance in 80% of patients 
5) The data integrity - the reliability of pain recording and documentation of analgesia taken and collection of data on the CRF with the resources available at St George.
a. We aim to have full pain recording in 80% of trial subjects  
6) Number of patients who crossover to receive pregabalin in the control arm
7) The ability to randomise patients effectively with the resources available at St George
a. We aim to have 100% of patients randomised effectively.


[bookmark: _GoBack]Secondary Outcome Measures – these outcome measures will be used in the Phase II Randomised Controlled Trial that will follow on from this Pilot, should the Pilot demonstrate feasibility.

1) Area Under the Curve (AUC) of maximum pain on swallowing over the last 24hours 
2) AUC of maximum pain from mucositis 
3) AUC f maximum pain from skin  toxicity
4) AUC of average pain from the head and neck
5) Opioid use – maximum dose of long acting opiate (changed to oxycodone equivalent) 
6) Length of time on any opiates
7) AUC of FOIS scores over treatment
8) FOIS score at 6 months and 12 months post treatment 
9) Sydney Swallow Questionnaire at 6 months and 12 months post treatment 
10) Interruptions to Radiotherapy Treatment – measured as overall treatment time
11) Admissions to hospital – measured as inpatient days.

AUC pain measurements will be adjusted for opioid use.  This will be a linear score.  A positive result will be the reduction in AUC pain score of 2 or more in patients treated with pregabalin.  

A positive outcome for swallow function will be a reduction in FOIS and SSQ at 6 months and 12 months post treatment in patients who have received prophylactic pregabalin.

Pain data will be collected for both pregabalin and control patients, however, this will not be a primary outcome of the pilot.  For analysis of pain, area under the curve of pain will be calculated throughout the course of radiotherapy up until 2 weeks after treatment for each of the pain regions i.e. pain on swallowing, background mucositis, skin and average pain in the head and neck.  Analysis of pain scores will primarily be descriptive, however, we will compare the pain scores (AUC pain on swallowing) between the two treatment groups to facilitate power calculations for a full scale randomised controlled trial.  
[bookmark: _Toc383427743][bookmark: _Toc514323447]STORAGE AND ARCHIVING OF STUDY DOCUMENTS
Each participant will be assigned a code to replace all identifiable information on all documents. A list to re-identify participant information will be stored on a password-protected computer located in the Clinical Trials Department, Radiation Oncology, St George Hospital. Only the listed investigators will have access to this computer. This will ensure that no confidentiality is breached.
Storage of documents
Paper documents containing identifiable information will first be scanned and disposed of using confidential on-site waste management services. Scanned files will be stored on a password-protected computer located in the research office accessible to listed investigators only. Collected data will be stored for 15 years in accordance with guidelines. Thereafter all the stored digital data will be disposed of by formatting the storing computer hard drive.
Archiving
St George Hospital recognises that there is an obligation to archive study-related documents at the end of the study (as such end is defined within this protocol). The study master file will be archived in the Clinical Trials Unit as per Standard Operating Procedures.  It will be archived for a minimum of 15 years from the study end, and no longer than 30 years from study end. 

[bookmark: _Toc427146884][bookmark: _Toc514323448]INTELLECTUAL PROPERTY
All intellectual property rights and know-how in the protocol and in the results arising directly from the study, but excluding all improvements thereto or clinical procedures developed or used by each participating site, shall belong to St George Hospital. 
[bookmark: _Toc427146885][bookmark: _Toc514323449]INDEMNITY ARRANGEMENTS

St George Hospital will provide indemnity cover for negligent harm, as appropriate and is not in the position to indemnify for non-negligent harm. Indemnity arrangements do not extend to non-negligent harm; it cannot give advance undertaking to pay compensation when there is no negligence attributable to their vicarious liability. St George Hospital will only extend indemnity cover for negligent harm to its employees, both substantive and honorary, conducting research studies that have been approved by the R&D Department. The Hospital cannot accept liability for any activity that has not been properly registered and approved. Potential claims should be reported immediately to the Clinical Trials Office.
[bookmark: _Toc427146887][bookmark: _Toc514323450]PUBLICATION AND DISSEMINATION POLICY
· We plan to publish this in peer reviewed literature and to present our results at internationally acclaimed conferences.
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Appendix 1 – CRF Pain scale example

Patient Pain Assessment (to be given to the patient)

Please indicate with a cross (X) the intensity of your WORST PAIN over the past 24 hours on a scale of 0 (no pain) to 10 (worst pain imaginable)

MAXIMUM  PAIN  WHEN  EATING & DRINKING:



0        1         2         3         4          5         6         7         8         9         10

MAXIMUM  BACKGROUND PAIN FROM ULCERS IN MOUTH OR THROAT WHEN NOT EATING/DRINKING:



0        1         2         3         4          5         6         7         8         9         10
MAXIUMUM  PAIN  FROM  SKIN  




0        1         2         3         4          5         6         7         8         9         10


Please indicate with a cross (X) the intensity of your AVERAGE PAIN over the past 24 hours on a scale of 0 (no pain) to 10 (worst pain imaginable)

AVERAGE OVERALL PAIN  FROM  THE HEAD & NECK  




0        1         2         3         4          5         6         7         8         9         10
(Ref: 0–10 Numeric Pain Rating Scale: From McCaffery M, Pasero C. Pain. Clinical Manual, St. Louis, 1999, P. 16. Copyrighted by Mosby, Inc)


PLEASE TICK THE LOCATION  OF YOUR WORST PAIN

Pain When Swallowing 				

Pain From Mouth Ulcers			

Pain From Throat Ulcers

Pain From Skin
Appendix 2 – Sydney Swallow Questionnaire
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Appendix 3 – Functional Oral Intake Scale

Functional Oral Intake Score

1=NBM, 
2=tube dependent with minimal attempts of food or liquid, 
3=tube dependent with consistent oral intake of food or liquid,
4=total oral diet of a single consistency, 
5= total oral diet of multiple consistencies but requiring special prep or compensations,
6= total oral diet of multiple consistencies without special prep but with food limitations, 
7= total oral intake without restrictions





































Appendix 4 – CTCAE
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Appendix 5 – Opioid conversion – see pdf attached

Apprndix 6 – Safety Reporting Guidelines
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instrumental ADL self care ADL

Definition: A disorder characterized by the uncontrolled shaking movement of the whole body or individual parts.

Navigational Note:
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Increased thoughts of death | Suicidal ideation with no Specific plan to commit Specific plan to commi

but no wish to kil oneself | specific plan or intent suicide without serious intent | suicide with serious intent to
to die which may not require | die which requires
hospitalization hospitalization

Definition: A disorder characterized by thoughts of taking one's own life.
Navigational Note:
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Mucositis oral Asymptomatic or mild Moderate pain or ulcer that | Severe pain;
symptoms; intervention not | does not interfere with oral | oral intake
icated intake; modified diet
indicated

Definitio

disorder characterized by ulceration or inflammation of the oral mucosal.

Life-threatening
consequences; urgent

Death

Navigational Note:
Nausea Loss of appetite without Oral intake decreased without | Inadequate oral caloric or
alteration in eating habits | significant weight loss, fluid intake; tube feeding,
dehydration or malnutrition | TPN, or hospitalization
indicated
Definition: A disorder characterized by a queasy sensation and/or the urge to vomit.

Navigational Note:
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Neurophil count decreased | <LLN - 1500imm3; <LLN - 1.5 x |<1500 - 1000imm3; <1.5- 1.0x | <1000 - 500imm3; <1.0- 0.5 x [<600imm; <0.5 x 1009 /L
1001 000 1001

Defiion: A finding basod o lboratery tes esuts hat ndiate  decrease i number o noutrophis n bood spocimen.





image18.png
2.4 Figure 1: Reporting Pathway for Therapeutic Goods Trials™ "
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SSi Significant Sfety b

USM: Urgant Safety Measure

SUSAR: Suspected Unexpected Seious Adverse Reaction
USADE: Unsntcpated Seious Adverse Device Effect

1This flowchart uses teminology or IMP trials. An equivalent flowchart for IMD trials can be found on p 22 for the NHMRC Guidance
" As ilustrated, sponsors may report directly to NSW HRECs; however, they must ensure that all communications sent to the HREC adequately identiy the tral and provide
context in relation to the HREC's role (e.a. whether there is anv impact on patient safety. trial conduct or trial documentation).
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2.5 Table 1: Summary of Notifications to the HREC and RGO (Therapeutic Goods Trials)

Suspected Unexpected Serious Adverse Reaction (SUSAR)
An adverse reaction that is both serious and unexpected

Urgent Safety Measure (USM)
A measure required to be taken in order to eiminate an immediate hazard
toa participant's health or safety.

Unanticipated Serious Adverse Device Effects (USADES)

A'serious adverse device effect which by its nature, incidence, severity o
outcome has not been identified in the current version of the risk analysis
report (and/or Investigator's Brochure/instructions for Use).

Significant Safety Issue (SSI)

trial

A safety issue that could adversely affect the safety of participans or
materially impact on the continued ethical acceptabiity or conduct of the

[Type of Event WHo Reports | To Whom When How
Significant Safety Issue (SSI) Sponsor The reviewing HREC (and all | As soon as possible and no 'SST Notification Form? or
implemented as an Urgent Safety investigators participating in | later than 72 hours of the sponsor’s template
Measure (USM) the study) sponsor becoming aware of
the USM
Significant Safety Issue (SSI) not | Sponsor The reviewing IREC (and all | Within 15 days of the sponsor | S8/ Notification Form or
implemented as an Urgent Safety investigators participating in | becoming aware of the SSI sponsor's template
Measure (USM) the study)
AT Significant Safety lssues (SSIs) | Principal The RGO for the site where | As soon as possible and no | S8/ Notiication Form or
Investigator the event occurred later than 72 hours ofthe PI | sponsor's template
becoming aware of the SSI
Suspecied Unexpected Serious Principal The RGO for the site where | Within 72 hours of the PT SUSAR/USADE/URSAE
Adverse Events (SUSARS) and Investigator the event occurred becoming aware of the event | Notiication Form
Unanticipated Serious Adverse.
Device Effects (USADES) occurring
Tnvestigator’s Brochure ponsor The reviewing HREC “As and when updates are ‘Submitied with a cover sheet
Updates/Addenda generated or as part of an annual
progress/annual safety report
inual Safety Report Coordinaing | The reviewing HREC. "Within annual progress report | Annual progress report o
Principal sent to the HREC or aligned | sponsor’s template
Investigator or with the safety reporting cycles.
sponsor of global companies.

*The SSINotification Form (Attachment 1) should be adopted by all PHO-sponsors





