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eFigure 1. Patient Information Sheet

Achilles Tendinopathy Management
PATIENT INFORMATION SHEET

We would like to invite you to take part in our research study, investigating the
benefit of a new type of treatment for Achilles tendon pain.

Before you decide whether to take part we would like you to understand why the research
is being done and what it would involve for you. A researcher from our team will go through
this information sheet with you and answer any questions you have.

CONTENTS

Background information

What is the purpose of this study?

Why have | been chosen?

Do | have to take part?

Which treatment will | receive?

What will happen if | take part?

What are the possible disadvantages and risks of taking part?
What are the possible benefits of taking part?

9. What if new information becomes available?

10. What happens when the research study ends?

11. What happens if there is a problem?

12. Who should | contact if | wish to make a complaint?

13. Will my taking part in this study be kept confidential?

14. What will happen to the results of the research study?

15. What will happen if | decide not to participate in the research study?
16. Who has reviewed this study?

17. Contacts for further information

NGOk WN =

KEY CONTACTS

e <insert trust Pl or research team> XXXX XXX XXXX

o Dr Rebecca Kearney: 02476 573 156
(Chief Investigator at University of Warwick)

o Coordinating centre, University of Warwick Clinical Trials Unit:
ATM@warwick.ac.uk

e Patient Advice Liaison Service (PALS): XXXX XXX XXXX
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1. Background information
You have been diagnosed with Achilles tendon pain (Achilles tendinopathy) that has persisted

for more than 3 months. Achilles tendinopathy is routinely managed with advice and
painkillers. If initial management fails there are a range of other treatments available, but no
single treatment has been proven to be effective.

2. What is the purpose of this study?

The purpose of the study is to look into whether a new injection treatment is beneficial to
patients with Achilles tendon pain. An Arthritis Research UK group has identified this new type
of injection as being potentially helpful. We would like to look into this further with your help.
The study is funded by Arthritis Research UK and is coordinated by University of Warwick
Clinical Trials Unit. Dr Rebecca Kearney is the overall lead for this study.

Platelet rich
This new treatment involves taking a small sample of your blood, mixed with
anticoagulant, to stop the blood clotting, which is then spun in a machine to
separate out the components of the blood. The part of the blood we are
interested in is the plasma containing a high number of platelets, known as
platelet rich plasma (see diagram of blood split into its components within a
tube).

plasma (PRP)

Platelets play an important role in the repair processes within tendons. The

clinical trial plans to test whether platelet rich plasma (PRP) injection help with

painful Achilles tendons. By injecting the PRP into the painful tendon, you may experience
increased healing and reduced pain.

If you participate in the study, you will be asked to provide information about your pain, ability
to perform activities, complications and overall health. The study is important as we want to
see whether this treatment is the best for future patients with Achilles tendon pain so that they
will receive the best possible treatment.

3. Why have | been chosen?
You have been chosen because you have had Achilles tendon pain for more than 3 months.
There will be other hospitals in England taking part in the study and 240 patients will take part
in total.

4. Do | have to take part?
It is up to you whether or not to take part. If you decide to take part you will be given this
information sheet and asked to take as much time as is required to consider your decision. If
you decide to proceed you will sign a consent form. If you decide to take part you are still free
to withdraw at any time and without giving a reason. A decision to withdraw at any time or a
decision not to take part will not affect the standard of care you receive.
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5. Which treatment will | receive?

You will be allocated to either the platelet rich plasma (PRP) injection or the placebo (imitation)
injection. The allocation process will be done by a computer and is done purely by chance.
There is an equal chance of you receiving either the PRP injection or the placebo (imitation)
injection. We need to have a placebo injection in order to clearly see whether the PRP injection
treatment is the best to use for future patients with Achilles tendon pain. You will not be told
which treatment you are allocated to. Six months after treatment, when you receive your six
month follow up questionnaire, you will be asked if you would like to know the allocation you
received. If you indicate that you would, then the trial team will contact you to let you know.

6. What will happen if | take part?

Day 1: Questionnaires and injection treatment

You will be asked to complete a questionnaire (baseline questionnaires) about your pain,
activity and current health. You will not be told which treatment you will be allocated but your
clinician will know and allocate the treatment. A small amount of blood will be taken from a
vein in your arm in order to prepare a sample of PRP. If a vein is difficult to find, blood may be
taken from your hand or foot. You will be asked to lie face down on a clinic bed on the day of
the treatment. Local anaesthetic applied near your Achilles tendon. The blood taken from you
will be spun very fast to separate the PRP from the other blood components. Your injection
treatment will then be administered on the same day.

INJECTIONS
Platelet Rich Plasma (PRP) Placebo (imitation)
If you are allocated to receive the PRP | If you are allocated to receive the placebo
injection treatment, your PRP sample will be | (imitation) injection, a needle will be inserted
injected into the Achilles tendon. under the skin near to your Achilles tendon.
No blood or PRP will be injected into this
area, the process is done to simulate the
injection process only.

You will receive a care and information sheet following the injection procedure. You will receive
a standard recovery programme by your clinician and asked not to do any other treatments
for six months. This makes sure everyone in the study receives similar treatment after the
injection.
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Post-injection treatment schedule of events:

2 weeks:

The University of Warwick will call you two weeks after the receipt of the injection treatment
so that we can review the injected tendon. This will take no more than 5 minutes of your time.
If you have consented to be contact via text message, then you will receive a message to
arrange a telephone appointment for a suitable time.

3 months: Postal Questionnaires only.

You will receive a questionnaires in the post (with a free post return envelope) asking about
your current pain, activity and current health so we may have an update on your condition.
This will only take 10min of your time. If you have consented to be contact via text message,
you will be notified when your questionnaire has been posted to you.

6 months: Postal Questionnaires only.

You will be asked to complete questionnaires asking for another follow up on your current
pain, activity and health. This will be sent in the post with a free post return envelope. This will
only take 10min of your time. If you have consented to be contact via text message, you will
be notified when your questionnaire has been posted to you.

It is really important that we receive your completed questionnaires as the answers you
provide will give us an indication of how effective the treatment you have been given is to
reduce pain and heal the tendon.

We will ask you for your name, address, telephone numbers and next of kin contact. Next of
kin details will be used in the event that we are unable to reach you through the contact details
provided. Please ensure that you notify your next of kin that you have shared their contact
information with the University of Warwick Clinical Trials Unit. Information for your next of kin
around how their data will be handled can be found via the ATM trial website and the University
of Warwick’s Information and Data Compliance pages (see section “17.  Contacts for
further information”). All information will be treated with the strictest security and confidentiality
(see section “13. Will my taking part in this study be kept confidential?” for further information
on confidentiality).

7. What are the possible disadvantages and risks of taking part?
There are no specific risks of receiving PRP because it is created using your own blood.
However disadvantages of receiving any injection include soreness, bruising and swelling at
the injection sites (where your blood was taken and around the Achilles tendon), this is a
common effect. There is also a very low risk of infection, but this is no greater than when
receiving any injection. We are not aware of any risks over and above those when receiving
any injection.

8. What are the possible benefits of taking part?
We do not know whether this new treatment will give the best results therefore there may be
no immediate benefit to you for taking part. You may receive the PRP injection which may aid
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or speed up your healing. The PRP is not routinely available in the NHS so may not be
available as a treatment outside of this study. There are no known risks to receiving PRP. The
information that you provide us with by taking part in the trial may inform us about future
treatments.

9. What if new information becomes available?
Sometimes during the course of a research project, new information becomes available about
the treatment that is being studied. If this happens, a researcher from Warwick Clinical Trials
Unit will tell you about it and discuss with you whether you want to continue in the study. If you
decide to withdraw, we will encourage you to discuss your continued care with your doctor. If
you decide to continue in the study you will be asked to sign an updated consent form.

10. What happens when the research study ends?
You will be in the study for 6 months. If you are still having problems after this time, your
clinician will arrange for you to have an appointment with an appropriate specialist to continue
your care.

11. What happens if there is a problem?
In the unlikely event that something does go wrong and you are harmed during the research
and this is due to someone's negligence then you may have grounds for a legal action for
compensation against the University of Warwick. This study is covered by the University of
Warwick’s insurance and indemnity cover. If you have an issue, please contact the Chief
Investigator of the study: ATM@warwick.ac.uk.

12. Who should | contact if | wish to make a complaint?
Any complaint about the way you have been dealt with during the study or any possible harm

you might have suffered will be addressed. Please address your complaint to the person
below, who is a Senior University of Warwick Official, entirely independent of this study:

Address: Director of Delivery Assurance, Registrar's Office, University House, University of
Warwick, Coventry, CV4 7AL, Email: Complaints@\Warwick.ac.uk, Telephone: 02476 574 774

13. Will my taking part in this study be kept confidential?
All information which is collected about you, and your next of kin, during the course of the
research will be kept strictly confidential. Any information about you which leaves Warwick
Clinical Trials Unit will have your name and address removed so that you cannot be
recognised from it. The attached trial Data Transparency Statement provides further detail
around how all sensitive and confidential information will be handled. Your GP will be notified
of your participation in the study, with your consent.

14. What will happen to the results of the research study?
The study is expected to be completed by 315t January 2021, but this may be earlier if the
recruitment target of 240 participants is achieved before the recruitment deadline of 315t May
2020. Once all of the data have been gathered, we will publish the findings in medical journals
and at medical conferences. You will not be identified in any reports or publications resulting
from the study. If you would like to know the final results of the study we will ask you to indicate
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this on your 6 month follow up questionnaire. If you do, we will post you a lay summary of the
study results, once the study is complete. Results of the study will also be available via the
ATM Trail website.

15. What will happen if | decide not to participate in the research study?
If you decide not to participate in the research study your care will not be affected and you will
be followed up in the usual way. You are free to withdraw consent from the trial at any time.

16. Who has reviewed this study?

This study has been reviewed by the West Midlands —Black Country Research Ethics
Committee.

17. Contacts for further information
If, at any time, you would like further information about this research project you may contact
your clinician, telephone number xxxx xxx xxx <Trust to insert contacts here>

You may also contact the ATM office for further information: ATM@warwick.ac.uk. For
independent advice contact the PALS service (Patient Advice Liaison Service) on XXXX XX
XXX

University of Warwick’s Information and Data Compliance pages:
https://warwick.ac.uk/services/idc/dataprotection/privacynotices/researchprivacynotice;

ATM trial website - https://warwick.ac.uk/fac/sci/med/research/ctu/trials/recruiting;

THANK YOU FOR CONSIDERING PARTICIPATION IN THIS STUDY AND FOR TAKING
TIME TO READ THIS INFORMATION SHEET
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eFigure 2. Postinjection Care Sheet (Front and Back Pages)

Achilles Tendinopathy Management study

Post-injection care and information

Contact details

<<affix a sticker here>>
<<Insert local Pl name>>
<<Research team contact tel >>

ATM Participant Post injection care and information
V2 | 21-DEC-2015
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Pain in the tendon at the back of the heel (Achilles tendon) prevents people doing what they want to do. Other
cominon symptoms include swelling and stiffness to the heel. Achilles pain is thought to be cause when the
tendon is unable to heal properly, caused by an imbalance between the damage and repair processes.

Following this injection procedure, please be advised of the recommendations below:

Activity

. Please refrain from any significant activity for one week.

Examples include exercise such as running, weight training or other sporting pursuits.

. You may return to work as you feel able, depending on the level of activity your work involves.

Pain and Swelling

. A local anaesthetic is used during the procedure which means that immediately after the procedure, the Achilles tendon
may feel numb, lasting a few hours.

. After this a moderate amount of discomfort is expected as part of the treatment process and is not a cause for concern.

. There may be some discomfort in the area of the injection for a few days.

. You can take simple painkillers such as paracetamol to control this. Follow the dosage instructions on the packaging. Itis
recommended that you do not take anti-inflammatory medications (such as aspirin or ibuprofen) for up to 4 weeks after the
procedure.

. Swelling at the injection site is common and not a cause for concern. To control swelling the leg can be elevated and cold

compresses applied.

Skin discolouration

. Bruising at the injection sites may appear up to one week after the injection, but will resolve without further intervention.
Bleeding
. A small amount of bleeding is common.

Potential Complications

. Complications to treatment are rare, however if you experience any additional symptoms, or increased severity of symp-
toms, please do contact your treating health professional for further advice.

ATM Participant Post injection care and information
V2 | 14-DEC-2015
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Quality Assurance

Quality assurance checks were carried out by a member of the trial team to assess compliance with intervention
preparation and delivery. Checks were done face to face and remotely. eTable 1 below indicates the sites for
which QA assessments were complete. For those who did not complete reasons are indicated.

eTable 1. List of Site Quality Assurance (QA) Assessments

Site QA Complete Notes
Yes(Y)/No(N)

University Hospitals Coventry and Warwickshire Y

The Princess Royal Hospital, Shrewsbury and Telford N Closed before QA
check start date

Ninewells Hospital, Dundee Y

Norfolk and Norwich University Hospitals Y

University Hospitals Leicester N Closed before QA
check start date

Northern General Hospital, Sheffield Y

Northumbria Hospital Y

Leighton Hospital N Closed before QA
check start date

Morriston Hospital, Swansea Y

Arrowe Park Hospital N Unable due to
limited recruitment

Wexham Park Hospital N Unable due to
limited recruitment

Royal Liverpool Hospital Y

Robert Jones and Agnes Hunt Orthopaedic Hospital Y

Doncaster and Bassetlaw Hospital Y

Royal Devon and Exeter Hospital Y

Musgrove Park Hospital Y

Merthyr Tydfil Y

Basildon University Hospital Y

George Eliot Hospital Y

North Tees and Hartlepool Hospital N/A Did not recruit

Cardiff and Vale Orthopaedic Centre, Llandough Y

Hospital, Cardiff

Alexandra Hospital, Redditch Y

Wharfedale Hospital, Leeds Community Healthcare Y

Imperial College London N/A Did not recruit

Additional quality assurance procedures were completed to verify the quality of the PRP preparation and
success of blinding procedures. A summary of the results are in eTable 2 and eTable 3 below.
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eTable 2. PRP Quality Assurance (QA) Assessments

White Blood Cells Red Blood Cells Platelets

(WBC) (RBC) x 10°/L

x 10%/L X 10%/L
PRP sample 2510 2.68 935.43
Mean (SD) (15.06) (1.96) (633.27)
Whole blood control 5.98 4.49 257.14
Mean (SD) (1.24) (0.45) (56.44)

The Glo PRP system produced platelet and WBC counts two to three times larger from baseline, and lower RBC
counts which is in keeping with previous reports for this product. To provide comparison to other PRP systems
please see below a results table taken from ‘Analysis of Platelet-Rich Plasma extraction Variations in Platelet
and blood Components between 4 Common Commercial Kits’' This study also used healthy participants.

Kit Cell Type Mean SD
x10°%/L x10°%/L
Whole blood control Platelets 269 106
WBC 8.73 3.75
RBC 4.7 0.43
ACP Platelets 412 140
WBC 1.3 1.781
RBC 0.0333 0.0577
GPS Platelets 964 551
WBC 35.8 10.8
RBC 1.03 0.289
SmartPrep Platelets 1224 560
WBC 24.7 8.69
RBC 1.43 0.306
Megellan Platelets 1266 831
WBC 314 9.4
RBC 1.03 0.153
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eTable 3. Blinding Success Report

PRP Sham Total

(n=121) (n=119)
| think | had the autologous 31 (25.6%) 25 (21%) 56 (23.3%)
platelet rich plasma injection
| think | had the sham imitation 26 (21.5%) 27 (22.7%) 53 (22.1%)
injection
| am not sure what treatment | 53 (43.8%) 59 (49.6%) 112 (46.7%)
received
Missing 11 (9.1%) 8 (6.7%) 19 (7.9%)

At each follow up time point trial participants were asked to self-report any additional treatments they received
during the six-month trial duration for their Achilles tendon pain. These are presented in eTable4 below.
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eTable 4. Additional Treatments Received

Intervention PRP Sham (n=119) Total
(n=121)

Injections 2 3 5
Physiotherapy 19 13 32
Surgery 2 1 3
Acupuncture 1 4 5
Podiatry 3 8 11
Prescribed insoles 8 11 19
Chiropractor 1 0 1
Immobilised in functional brace 1 0 1
Total: 37 40 77
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Secondary Analyses

Per protocol analysis was conducted for participants who received allocated treatment. This analysis excluded
participants who did not adhere to the trial protocol and crossed over to the other treatment group. Four
participants who did not receive allocated treatment were excluded. Of them, two provided a VISA-A score at 6
months follow-up. Results are similar to those of the primary analysis. One patient received delayed treatment
and was included in the analysis.

eTable 5. Adjusted Treatment Difference of VISA-A Score at 6-Months Follow-up With
95% CI (Per Protocol Using Observed Dataset)

PRP Sham (n=111) Adjusted p value
(n=108) difference
(PRP-Sham)
VISA-A score at 6 54.2 (25.9) 53.4 (24.2) -2.8 (-8.9, 3.2) 0.34
months follow-up
Mean (SD)

Note: VISA-A score (0-100), higher score indicating fewer symptoms and less limitation of physical activity.
Analysis was adjusted for age, gender, laterality and baseline VISA-A score, with site included as a random
effect. Two participants were excluded in the PRP group as they crossed over to the Sham group. A positive
unadjusted/adjusted difference is in favour of PRP and a negative difference is in favour of Sham. A
confidence interval across 0 or a p>0.05 indicates absence of evidence that PRP is different from Sham with
regards to VISA-A score.

Missing primary outcome data for 19 participants (20 data sets) were imputed using Fully Conditional

Specification in SAS (similar to multivariate imputation by chained equations (MICE)). Results are similar to
those of the primary analysis.
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eTable 6. Adjusted Treatment Difference of VISA-A Score at 6-Months Follow-up
With 95% CI by Treatment Group (Imputed Dataset)

PRP Sham (n=119) Adjusted p value
(n=121) difference
(PRP-Sham)
VISA-A score at 6 53.9 (26.6) 53.2 (25.8) -2.2 (-7.9, 3.6) 0.46
months follow-up
Mean (SD)

Note: Summary was based on 20 imputed datasets. Standard deviation was calculated as estimated standard
error x \/ group sample size. VISA-A score (0-100), higher score indicating fewer symptoms and less
limitation of physical activity. A positive unadjusted/adjusted difference is in favour of PRP and a negative

difference is in favour of Sham. A confidence interval across 0 or a p>0.05 indicates absence of evidence that
PRP is different from Sham with regard to VISA-A score.
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eTable 7. Adjusted Treatment Difference of VISA-A Score at 6 Months
According to Subgroup Characteristics

N Mean treatment difference p for interaction
(PRP/Sham) (95% CI)
(PRP-Sham)
Laterality
Single 91/93 -2.1(-12.3, 8.1) 0.67
Bilateral 19/18 -5.7 (-28.3, 16.8)
Duration of
symptom*
<= 24 months 69/75 -0.1(-8.1,7.9) 0.29
> 24 months 41/36 -7.0 (-18.0, 3.9)

Note: Sub-group analysis was adjusted for age, gender, laterality and baseline VISA-A score, with site
included as a random effect. *, the cut-off of duration of symptom is based on the baseline data.
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