
Study Protocol:
 
Single dose of Paracetamol alone versus Paracetamol plus other oral analgesics for moderate and severe pain from limb and trunk injuries in the Emergency Department: A Randomised Controlled Trial


Principal investigator: Jiayi (Jay) Gong, Auckland City Hospital Adult’s Emergency Department senior pharmacist.
Collaborators:
· Associate Professor Peter Jones, Department of Surgery, University of Auckland and Director of Emergency Medicine Research, Adult Emergency Department, Auckland City Hospital.
· Professor Carl Kirkpatrick, Head of the Department of Pharmacy Practice and Director of the Centre of Medicine Use and Safety (CMUS), University of Monash.
· Margaret Colligan, Nurse Practitioner, Adult Emergency Department, Auckland City Hospital. 








Background:
The management of moderate and severe pain in the acute setting is unclear, given the lack of evidence and guidance around analgesic use in this setting. Previously clinicians relied on extrapolation of the World Health Organisation’s pain relief ladder derived from managing cancer pain.1 From a local hospital audit (see further details below), there is an inconsistent pattern to analgesic prescribing for moderate to severe pain in our Adult Emergency Department (AED). 
In July 2017, we audited presentations for trauma over a one week period and found that of 234 patients presenting with injury, 81 had at least moderate pain. Twenty patients had no analgesia given in the AED, for a variety of reasons. 
Of those patients receiving analgesia: 46 received oral analgesia only, with 12 patients only receiving a single analgesic agent: paracetamol (7), NSAID (2) or an opioid (3).  Twenty-four patients received paracetamol in combination with an NSAID (18) or opioid (6).  Triple analgesia of paracetamol, NSAID and an opioid was given to 10 patients. The most frequently used NSAID was ibuprofen and the most frequently used opioid was codeine in our department.
A further 14 received at least one oral analgesic in association with Nerve Block or IV opioid or IV ketamine.  One patient received Nerve Block only, with no other forms of analgesia.  This data highlights the inconsistent approach to providing adequate analgesia in our AED and the need for better data to support guideline development. 
There is little evidence available comparing different regimens in the setting of acute injuries. As far as we are aware, there are no systematic reviews undertaken in this setting which specifically compare Paracetamol alone to combinations of analgesia i.e. Paracetamol +/- NSAIDS or Opioids.
Previous systematic reviews that have looked at using oral non-steroidal anti-inflammatories (NSAIDs) alone compared to combinations have concluded that the combination offers little clinical benefit but has increased side-effects.2 Recent studies comparing the efficacy of addition of opioid to either paracetamol, NSAIDs or the combination of paracetamol and NSAID in the acute setting found that they are no appreciable difference in the reduction of pain.3,4 Other cohort studies have suggested over-prescribing of opioids in the emergency department, which potentially leads to the beginning of opioid addiction.7 Thus if oral opioids do not provide additional benefit in acute injuries, they should not be used in this setting. 
A systematic search in Medline and Embase (using the Ovid interface) on 9/11/17 using free text and MeSH search terms for ‘Paracetamol’ and ‘Soft Tissue Injury’ or ‘Musculoskeletal Injury’ limited to clinical or randomised controlled trials had 13 hits in Medline and 114 hits in Embase respectively. No studies were found that investigated the comparison between paracetamol and the combination of paracetamol and NSAID with opioid analgesics for pain associated with acute soft tissue injuries. Prior studies suggested that the combination of paracetamol with NSAID compared to paracetamol alone may not offer any additional benefit in achieving the minimal clinically detectable pain reduction (a reduction of 13 mm on a 100 mm visual analogue scale (VAS),5,6 which is equivalent to a difference of 1.3 on a 11 point (0-10) verbal rating scale (VRS)). 
Our study aims to answer the question of whether a single dose of the combination of Paracetamol, ibuprofen and codeine is superior to giving a single dose of paracetamol alone in the AED for moderate and severe pain in limb and trunk injuries. 
Methodology:
Study design: 
Single centre randomised, active-controlled, double-blinded superiority trial with two parallel arms. 
Setting: 
Adult emergency department (AED) at Auckland City hospital, New Zealand. 
Study drug regimens: 
The two drug regimens, each containing six tablets, are shown in Box 1. All medications including placebo are prepared as capsules by the inpatient pharmacy trials department for consistency in appearance. 
Box 1
Control arm
· Two Paracetamol × 500mg (pharmacare paracetamol)
· Four placebo capsules 
Experimental arm
· Two Paracetamol × 500mg (pharmacare paracetamol)
· Two Ibuprofen x 200mg (Rex Medical Ibugesic)
· Two codeine × 30mg (PSM healthcare)
Rescue analgesia
· Intravenous morphine per departmental IV opioid protocol








Randomisation and concealment: 
A randomisation schedule will be prepared by the inpatient pharmacy trials department by an independent pharmacist. The pharmacist will also be responsible for preparing all study medications. Each medication will be given as a single dose and will be placed in opaque containers, labelled as ‘Study drug’ with administration instructions, expiry date and unique study ID number. 
Measurement tools: 
Pain severity will be rated on a verbal rating scale (VRS). The VRS will be an 11 point scale from zero to ten, zero being no pain and ten been the worst pain imaginable.8 
Primary outcome measure: Difference in mean VRS between groups at 60 minutes. 

Secondary outcome measures:
1. Number of patients requiring additional analgesia (oliga-analgesia).
2. Adverse drug reaction (ADR) reported at 60 minutes.
3. Difference in mean VRS between groups and reported ARD at 120 minutes.
Inclusion criteria: 
· Age: 16-65
· Moderate to severe pain (pain score greater than 3 on an 11 point (0-10) VRS on arrival in ED)
· Acute closed limb or trunk injury (previous 48 hour)
· Oral analgesia deemed suitable by treating clinician
Exclusion criteria:
· Need for time critical interventions (e.g. reduction of dislocations)
· Digital injuries (treated with nerve blocks)
· Pregnant or breastfeeding women
· NSAID sensitive asthma
· Active peptic ulcer disease
· Known renal function impairment
· Known liver function impairment
· Acute intoxication (any substance)
· Already received analgesia within four hours prior to admission
· Regular use of analgesic agents for chronic pain
· Allergies or prior adverse reaction to any of the study medications
· Inability to take oral medication
· Inability to understand the study explanation (any reason)
· Unwillingness to comply with recommendations to not drive, consume alcohol or operate machinery for at least 6 hours after being given the study medication 


Excluded injury types:
· Open injuries
· Patient with multi-trauma 
· Patient with head injuries
Study procedure: 
Patients will be consented and recruited by a nurse practitioner, pharmacist or research physician between the hours of 0800 till 00:00- See appendix 3 for patient consent and information sheet. We anticipate from prior experience at our site a 25% failure to consent rate and around a 25% missed enrolment rate (50% missed recruitment rate overall).  Based on this our likely recruitment period for the study will be 12 weeks to achieve the target sample size (below). If our target sample size is not recruited in this period, we will extend to ensure we get the target sample size. 
NB. Our previous audit showed that 90% of potentially eligible patients presented between the hours of 08:00 to 00:00 (76 out of 82 patients).
Following consent, an initial VRS rating will be recorded, a numbered study medication kit obtained, and the single dose of study medication administered. After 60 minutes, a VRS rating will be repeated and any reporting of ADR recorded. If a patient’s episode of care is completed prior to the 60 minutes, their follow up VRS will be completed just prior to discharge. If the participant is still in the ED at 120 minutes a further pain rating using the VRS and any reported ADR will be recorded at this time. The need for additional rescue analgesia will then be assessed and administered at the discretion of the treating clinician. Patient’s discharge analgesia will be decided by the treating clinician at their discretion.  
Initial recording of VRS and subsequent change and ADR recording will be completed via a standardised study kit and data extraction forms (see appendix 4). 
Ethics approval will be completed and sought with our local district health board and the New Zealand Health and Disability Ethics Committee prior to the commencement of this study (see appendix 2).
Bias and confounding
There may be potential for selection bias as patients who may be more literate and have less pain may elect to participate in our study. Our study is also single site based in only one emergency department.  This adult emergency department has a limited catchment area so patients presenting to our AED may not necessarily represent the wider country or other AEDs elsewhere. 
Confounders should be largely eliminated due to randomisation, but one potential confounder can be patients with opioid addiction and may not necessarily be forthcoming with such information and hence this was not included in the exclusion criteria.  We anticipate that this effect should be minor as we believe that only a very small proportion of patients presenting to our ED have opioid addiction and drug seeking behaviours. 

Funding:
We will apply for contestable public good research funding via the Australasian College for Emergency Medicine, the New Zealand Pharmacy Education and Research Foundation (NZPERF), or the A+ Trust which is funding available through the Auckland district health board or the Auckland Medical Research Foundation or like bodies.
Statistical analysis: 
Initial pain ratings will be reported according to the underlying distribution of the data. A previous meta-analysis found that the change in pain score in a similar setting was normally distributed in each group.2 If this is the case in our study, these will be reported as mean numeric change with 95% confidence interval (CI) and means will be compared with an independent T-test. If the distribution is not normally distributed, medians with interquartile range will be reported and the Mann-Whitney U-test will be used to compare the difference between the groups. Change will be reported for each group from enrolment to each time point, as will the difference between each arm of treatment regimens at 60 minutes. 
Sample size:
We are planning a study of a continuous response variable from independent control and experimental subjects with 1 control(s) per experimental subject.  In a previous study the response within each subject group was normally distributed with standard deviation of the within group change of 20mm on a 100mm VAS3,9 (equivalent to 2 points on the VRS). If the true difference in the experimental and control means is 13mm (equivalent to 1.3 points on the VRS), we will need to study 51 subjects in the experimental arm and 51 control subjects to be able to reject the null hypothesis that the population means of the experimental and control groups are equal with probability (power) 0.9.9 Thus a total of 102 subjects will have to be enrolled for the study to be adequately powered (see appendix 1 for sample size calculation).
The Type I error probability associated with this test of this null hypothesis is 0.05. 
Primary data analysis:
All data will be analysed on an intention-to-treat basis, and all statistical analyses involved 2-tailed tests. Treatments will be considered as more or less effective in pain reduction if the 95% confidence interval (CI) for the mean difference totally within +/- 1.3. 
We have nominated a change of 1.3 on a VRS as the minimum clinically detectable difference because this is the consensus in the literature.11,12 
Information storage and confidentiality:
All patient related information will be anonymised via the use of a unique study number (ID) given during the randomisation process. 
All related research information will be stored on a password protected hard-drive in the Clinical Pharmacy department and the AED department requiring personnel ID and password to access. 
Limitations:
This study requires a support from the clinical staff in the emergency department and depends on recruitment of adequate number of participants. We would also require funding to be sourced from the stated organisations to fund the study medication(s). 
We have ensured support from our AED department via discussing the project in our AED research committee and involving nurse practitioners that are responsible for seeing the majority of these patients as part of the study team. The stated recruitment period is a realistic estimate and can be extended to reach adequate sample size. 
We have elected to use a convenience sample as in our audit; patients after the hours of midnight were usually not suitable for the study due to intoxication from alcohol or other substances. This would also represent a reduction in staffing requirement overnight and cost to ensure feasibility of the study. 
Other limitations include reassessment of pain score after one hour and the use of a single dose of study medication(s). Recent pharmacokinetic study of oral paracetamol in vivo has shown it would take up to two hours for oral paracetamol to reach maximum serum concentration in a patient, these studies were however done in supine patients.13 Our patients will mostly be ambulatory, so their absorption of paracetamol may vary from that of pharmacokinetic studies done in supine patients. Older studies comparing the two positions concluded that the serum levels are similar for supine or ambulatory at 45 minutes.14 We will also record pain at two hours for those participants who are still present in the AED at that time. 
Single dose studies do not allow the study medication(s) to reach steady state and thus offer an inaccurate measure of the true pharmacodynamic and adverse effect profile. Despite this, the method was chosen to reflect local practice as patients eligible for this study would rarely receive more than a single dose of analgesia in the AED. 
Timeline: 
	Activities
	Description
	Approximate deadline

	Local audit
	One week worth of retrospective data on analgesia prescribing in patients with various injuries and moderate to severe pain.
	Completed

	Literature Review
	To determine whether similar studies have been undertaken previously
	Completed

	Protocol write-up
	Completed, reviewed by local and academic mentor, and Monash committee.
	Completed

	Funding requirement
	Submit protocol to pharmacy trials for study medication cost and randomisation schedule

Staff time to recruit and follow up participants
	Pharmacy cost NZ$5849.49



Awaiting funding application from ACEM, February 2018 

	Complete study kit, consent form and participant information
	To be added to ethics approval and to collate into study kit for use during study
	Completed-pending review November 2017

	Registration with a Clinical Trials Registry
	ANZ CTR registration 
	Underway November 2017

	Ethics approval
	Will require application to HDEC (online) - expedited process for postgraduate studies
	Awaiting authorisation- End of November 2017

	Ethics approval (Monash)
	Submission to Monash ethics committee
	Once local ethics approval obtained

	Protocol review
	Awaiting district health board research committee review and approval
	End of Nov

	Conducting the study
	As per our power calculation trial should be conducted over 12 weeks
	March 2018

	Data collection and write-up
	Post adequate recruitment
	July 2018
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Appendix 1: Sample Size Calculation 9/11/2017
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Reference: Dupont WD, Plummer WD: 'Power and Sample Size Calculations: A Review and Computer Program', Controlled Clinical Trials 1990; 11:116-28
Type of study:  T-test
Requested output:  Sample size
Design:  Independent
        alpha=0.05 power=0.9 DIFF=1.3 SIGMA=2 M=1
        Sample size=51
        t-test confidence interval width=1.575538
 --------------------------------------------------------
Type of study:  T-test
Requested output:  Sample size
Design:  Independent
        alpha=0.05 power=0.9 DIFF=13 SIGMA=20 M=1
        Sample size=51
        t-test confidence interval width=15.75538
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Appendix 3: Participant information sheet and consent form
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Participant Information Sheet
	

	Study title: 
	Paracetamol compared to combination pain relief in minor injury

	Locality: ADHB
	
	Ethics committee ref.:
	

	Lead investigator: Jay Gong
	
	Contact phone number: 021140127
	



You are invited to take part in a study on the use of paracetamol compared to combination pain relief for minor injury.  Whether or not you take part is your choice.  If you don’t want to take part, you don’t have to give a reason, and it won’t affect the care you receive.  If you do want to take part now, but change your mind later, you can pull out of the study at any time.  

This Participant Information Sheet will help you decide if you’d like to take part.  It sets out why we are doing the study, what your participation would involve, what the benefits and risks to you might be, and what would happen after the study ends.  We will go through this information with you and answer any questions you may have. You will have to decide whether to participate in the trial today but before you decide you may want to talk about the study with other people, such as family, whānau, friends, or healthcare providers.  Feel free to do this.

If you agree to take part in this study, you will be asked to sign the Consent Form on the last page of this document.  You will be given a copy of both the Participant Information Sheet and the Consent Form to keep.

This document is 5 pages long, including the Consent Form.  Please make sure you have read and understood all the pages.

WHAT IS THE PURPOSE OF THE STUDY?
The purpose of the study is to evaluate whether giving a combination of pain relief is better than giving paracetamol alone. There is a lack of high quality published research in this area. There is a great variability in the choice of pain relief given to patients with similar levels of pain. This study will help guide the prescribing of pain relief in the future. 


WHAT WILL MY PARTICIPATION IN THE STUDY INVOLVE?
An emergency department (ED) staff member will come and talk to you about the study and you will be given a copy of this information sheet to read and discuss with your family or whānau. If you are willing to participate in the study, you will be asked to sign an Informed Consent form.  This form shows that you have been given all the information about the study and that you understand what is involved.  You will be asked to sign this form before any of the study tests take place.  If you have any questions at any stage, please ask the study doctor.

If you choose to participate you will be asked how bad your pain is using a verbal scale, with zero meaning no pain and 10 meaning worst possible pain. You will then be given one of two kinds of pain relief to take whilst you are here. The two types of pain relief are the following:
[bookmark: _GoBack]
Group 1:
· Paracetamol
· Placebo Ibuprofen
· Placebo codeine

Group 2:
· Paracetamol
· Ibuprofen
· Codeine

Your pain score will be reassessed after 60 minutes to see if there has been any improvement until you leave the ED. Also we will ask if you have also experienced any medication related side-effect at 60 minutes. If you are still in the ED we will ask you these questions again at 120 minutes. If the pain relief we have provided you is not enough, the clinician looking after you is able to provide you with additional medication. 

WHAT ARE THE POSSIBLE BENEFITS AND RISKS OF THIS STUDY?
You will be given pain relief medicine which is usual practice in our ED. We do not believe that there is any increased risk to participants over and above the risk of usual care.

WHO PAYS FOR THE STUDY?
This is not a sponsored study. There will be no cost to you for participating in this study. 

WHAT IF SOMETHING GOES WRONG?	 
If you were injured in this study, which is unlikely, you would be eligible to apply for compensation from ACC just as you would be if you were injured in an accident at work or at home. This does not mean that your claim will automatically be accepted. You will have to lodge a claim with ACC, which may take some time to assess. If your claim is accepted, you will receive funding to assist in your recovery.

If you have private health or life insurance, you may wish to check with your insurer that taking part in this study won’t affect your cover.

WHAT ARE MY RIGHTS?
Participation in this study is entirely voluntary and you do not have to take part. Your decision whether to participate will not affect your health care in any way or your future relations with the hospital.  During the study you will be kept informed of anything that may influence your decision to continue to participate in the research.
If you agree to participate, you may withdraw from the study at any time.  If you refuse to participate or if you choose to withdraw (at any time) this will not affect your health care or any benefits to which you are otherwise entitled.
Your participation in the study may be stopped for the following reasons:

· If you don’t follow the investigator’s instructions.
· The investigator decides it is in the best interest of your health and welfare to discontinue.

WHAT HAPPENS AFTER THE STUDY?
If you decide to participate in the study, the study doctor and research staff will collect medical and personal information about you as part of doing the study.  
By agreeing to take part in this research, you will allow your medical information and results to be seen by people who check that the research was done properly.
No material which could personally identify you will be used in any reports on this study.  Your personal information (for example your gender, age and medical conditions) and other information will be identified by a number (i.e. coded).  The study records will be stored securely in locked offices during the study and archived in a locked cabinet for a minimum of 10 years after the study finishes.  The records will then be confidentially destroyed.
WHO DO I CONTACT FOR MORE INFORMATION OR IF I HAVE CONCERNS?
Principal Investigator:  		Mr Jay Gong 			Telephone: 021 420 127
Site Investigators (Auckland): 	Dr  Peter Jones 		Telephone: 021 537 646 
					Ms Margaret Colligan		Telephone: 021 426 336







Participant Informed Consent Form
Study title:  Paracetamol compared to combinations of analgesics for minor injuries in the Emergency Department.

Participant ID: 	______

Request for an interpreter
	English

	I wish to have an interpreter.
	Yes
	No

	Maori

	E hiahia ana ahau ki tetahi kaiwhakamaori/kaiwhaka pakeha korero.
	Ae
	Kao

	Samoan

	Oute mana’o ia iai se fa’amatala upu.
	Ioe
	Leai

	Tongan

	Oku ou fiema’u ha fakatonulea.
	Io
	Ikai

	Cook Island

	Ka inangaro au i  tetai tangata uri reo.
	Ae
	Kare

	Niuean

	Fia manako au ke fakaaoga e taha tagata fakahokohoko kupu.
	E
	Nakai



Participant Initials: _______
	I agree to take part in the research study titled above and I have had time to consider participation.   

	
	YES/NO

	I have read, or have had read to me in my first language, and I understand the Participant Information Sheet Version 2 dated 25th October 2017.  I have had the opportunity to discuss this study with the study investigator and have had time to consider whether or not to participate.
	
	YES/NO

	I have had the opportunity to use a legal representative, whānau/ family support or a friend to help me ask questions and understand the study.
	
	YES/NO

	I am satisfied with the answers I have been given regarding the study and I have a copy of this consent form and information sheet.
	
	YES/NO

	I understand that taking part in this study is voluntary (my choice) and that I may withdraw from the study at any time without this affecting my medical care.
	
	YES/NO

	I consent to the research staff collecting and processing my information, including information about my health.
	
	YES/NO

	If I decide to withdraw from the study, I agree that the information collected about me up to the point when I withdraw may continue to be processed.
	
	YES/NO

	I consent to my GP or current provider being informed about my participation in the study. 
	
	YES/NO

	I agree to an approved auditor appointed by the New Zealand Health and Disability Ethic Committees, or any relevant regulatory authority or their approved representative reviewing my relevant medical records for the sole purpose of checking the accuracy of the information recorded for the study.
	
	YES/NO

	I understand that my participation in this study is confidential and that no material, which could identify me personally, will be used in any reports on this study.
	
	YES/NO

	I understand the compensation provisions in case of injury during the study.
	
	YES/NO

	I know who to contact if I have any side effects or if anything occurs which would be a reason to withdraw from the study.	 						
	
	YES/NO

	I wish to receive a summary of the results from the study.
	
	YES/NO



Statement by Participant: I hereby consent to take part in this study.

Name of Participant: _________________________________     Date of Birth: ______________

Signature of Participant:  ______________________________     Date: ____________________

Statement by Investigator: I have fully explained and discussed with the participant the nature, purpose, demands (and possible effects) of the study

Name of Investigator/Co-investigator: _______________________________________ 

Signature of Investigator/Co-Investigator: _____________________________________

Date: _______________________________










Appendix 4: Study kit and data extraction form
Paracetamol compared to combinations of analgesics for minor injuries in the Emergency Department
Single dose Paracetamol alone versus Paracetamol plus other oral analgesics for moderate and severe pain from limb and trunk injuries in the Emergency Department: A Randomised Controlled Trial
Study procedure:
For patients presenting with moderate and severe pain due to limb and soft tissue injuries.Use the exclusion and inclusion criteria in study protocol to screen patient


Circle exclusion reasons on forms and return by envelope to AED investigators: Jay Gong or Peter Jones

1. Contact site investigator:
a. Jay Gong: 021 140 127
b. Peter Jones: 021 537 646
c. Margaret Colligan: 021 426 336
2. Measure baseline pain score based on 100 mm visual analogue scale
3. Select patient treatment kit based on randomisation schedule.
4. Follow allocated study protocol

If patient does NOT fulfil criteria

If patient fulfils criteria to participate















Paracetamol compared to combinations of analgesics for minor injuries in the Emergency Department
Name of person completing form: ___________________________________________________
Study Protocol: Emergency Department
Affix hospital sticker

Hospital sticker or 
write patient name here 

Completed protocol and case report forms
1. If the patient was excluded from or does not consent to the study, place this Protocol (with reasons for exclusion marked) in the envelope provided, and process as follows:
a. Return the form to AED Pharmacist /investigator (Jay Gong) or AED investigator (Dr. Peter Jones) who will place in study file in secure office in Adult ED.
2.  For patients enrolled in the study, place originals (all pages of this Protocol plus the ED Case Report Forms) ALONG WITH THE SIGNED CONSENT FORM in the envelope provided and process as above. 









Step 1: Does the patient meet entrance criteria

Inclusion criteria: Answer YES to all criteria
	Age: 16-65
	Yes/No

	At least Moderate pain (pain score > 3/10 on verbal scale)
	Yes/No

	Acute closed limb or trunk injury (previous 48 hour)
	Yes/No

	Oral analgesia deemed suitable
	Yes/No



Exclusion criteria: Answer NO to all criteria
	Open injuries
	Yes/No

	Multi-trauma 
	Yes/No

	Head injuries
	Yes/No

	Digital injuries (treated with nerve block)
	Yes/No

	Need for time critical interventions (e.g. reduction of dislocations)
	Yes/No

	Pregnant or breastfeeding women
	Yes/No

	NSAID sensitive asthma
	Yes/No

	Active peptic ulcer disease
	Yes/No

	Known renal function impairment
	Yes/No

	Known liver function impairment
	Yes/No

	Acute intoxication (any substance)
	Yes/No

	Already received analgesia within four hours prior to admission
	Yes/No

	Regular use of analgesic agents for chronic pain
	Yes/No

	Allergies or prior adverse reaction to any of the study medications
	Yes/No

	Inability to take oral medication
	Yes/No

	Inability to understand the study explanation (any reason)
	Yes/No

	Unwillingness to comply with recommendations to not drive, consume alcohol or operate machinery for at least 6 hours after being given the study medication
	Yes/No



If patient is excluded, circle the relevant exclusion(s) above and then place a patient sticker on the front page and file the booklet as per instructions on the front. 
Step 2: Obtain written informed consent and give a copy to the patient
Patient information and consent forms are provided in the study pack.

Step 3: Contact one of the investigators. If you are unable to contact one of the investigators, you may still provide treatment based on the randomly allocated treatment group. 

	Mr Jay Gong
	Per study roster
	021 140 127

	Dr Peter Jones
	Per study roster 
	021 537 646

	Ms Margaret Colligan
	Per study roster
	021 426 336


Step 4: Randomise
Completed via the schedule provided with the medication kits. Medication and randomisation schedule will be stored in the ambulatory area.
· A randomisation schedule log will be supplied by the pharmacy department.
· Patient name/sticker and prescriber details will have to be completed on the log to be a legal prescription. 
· Matching medication kit with study number given to patient.
Step 5: Baseline data
· Complete ED case report items 1 to 4
· Complete baseline pain level based on tool provided
Step 6: Study intervention
· Record time and what analgesia was taken by patient
· Patient to take study medication as instructed
· Reassess pain level in on hour - document time of pain level taken
Step 7: Discharge
· Clinicians may prescribe additional pain relief if deemed patient has inadequate analgesia, this must be recorded in the clinical notes and study case record form. 
· Clinicians may give a prescription of analgesia at their discretion on discharge.
· Statement to notify patient’s GP that patient was recruited for study need to be added to discharge letter.Dear General Practitioner, your patient has elected to participate in our trial studying paracetamol compared to combination analgesia for minor injuries. If you have any questions, please don’t hesitate to contact any of the investigators.
· Mr Jay Gong: 021 140 127
· Dr Peter Jones: 021 537 646
· Margaret Colligan: 021 426 336





















	ED case report forms 1 of 2
Paracetamol compared to combination analgesia in AED
	
Participant Study Number
	



1. Demographics:
	Age (Yrs):
	Sex: M/F/Other:
	Ethnicity:


 
2. Presenting injury:
	Date and approximate time of injury


____/_____/ 2018 _____:_____
	Brief description of site and type of injury:



3. Treatment group:
	Allocation
	





4. Baseline Pain: After Randomisation but before Study Medication Given:
	Date / Time of baseline pain score (circle number) 

                                                                 ____/_____/ 2018 _____:_____

              0       1       2       3       4       5       6       7       8       9       10



5. Pain reassessment: circle the number on the scale below
	Time after one hour pain score
                                                                  ____/_____/ 2018 _____:_____

                     0       1       2       3       4       5       6       7       8       9       10

	Time after two hour pain score (if still in ED)
                                                                  ____/_____/ 2018 _____:_____

                     0       1       2       3       4       5       6       7       8       9       10






6. Did the patient receive rescue analgesia- YES or NO?
If YES please record time and dose given:
	Rescue analgesia (Type)
	Date / Time given
	Dose / Route

	

	___/___/2018    __:__
	

	

	___/___/2018    __:__
	

	

	___/___/2018    __:__
	

	

	___/___/2018    __:__
	

	

	___/___/2018    __:__
	



7. If patient experienced adverse effect YES/NO
a.  if YES
	Adverse effect experienced
	Brief description
	Severity 
(Participant Rating)
(mild/moderate/severe)
	Action Taken
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