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CONSENT TO PARTICIPATE IN A RESEARCH STUDY
Study Title: Finding /Identifying Primaries with Neck Disease (FIND Trial):
A Pilot study integrating transoral robotic surgery, histopathologic localization,
and tailored de-intensification of radiotherapy for unknown primary and small
oropharyngeal head and neck squamous cell carcinoma
Investigator/Study Doctor:

Dr. John de Almeida

Contact Information:
Introduction:

(416) 946-2182

You are being asked to take part in a research study. Please read the information about
the study presented in this form. The form includes details on study’s risks and benefits
that you should know before you decide if you would like to take part. You should take
as much time as you need to make your decision. You should ask the study doctor or
study staff to explain anything that you do not understand and make sure that all of your
questions have been answered before signing this consent form. Before you make your
decision, feel free to talk about this study with anyone you wish including your friends,
family, and family doctor. Participation in this study is voluntary.
Background:
In many cancers of the head and neck, the original/primary cancer is not easy to find as
it may be hidden in small mounds of lymphatic tissue called the tonsils. In most of these
cancers, the origin is found to be in tonsils at the back of the throat (palatine tonsils) or
the base of the tongue (lingual tonsils). These types of cancer are known as
oropharyngeal cancers. In studies, oropharyngeal cancers have been associated with
infection with the human papillomavirus (HPV). There are other similar cancers, that
have their origin in the palate of the nose (nasopharyngeal cancers), which are
associated with the Epstein-Barr virus (EBV).
Under normal circumstances, unknown primary in the head and neck region and
oropharyngeal squamous cell carcinoma are treated with radiation therapy to the
potential/known primary sites and affected lymph nodes with or without surgical removal
of lymph nodes. Patients who do not have any risk factors to suggest a particular
primary site, may receive radiation therapy to several potential primary sites. In general,
finding a primary tumour may reduce the amount of radiation to the throat/neck and
therefore may potentially lower damage to structures involved in swallowing.
A new minimally invasive surgical approach, Transoral Robotic Surgery (TORS), may
be used to access areas in the throat that are otherwise difficult to access surgically.
TORS may be used to remove the palatine tonsils (tonsils at the back of the throat) and
lingual tonsils (tonsils at the back of the base of the tongue) and may improve the ability
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to identify small hidden oropharyngeal cancers. By identifying these small hidden
cancers, there is potential to reduce the amount of radiation therapy received to the
throat and possibly, also to the neck.
Purpose:
The purpose of this study is to evaluate the use of Transoral Robotic Surgery (TORS) to
identify small oropharyngeal carcinomas. Findings from this study will be used to better
determine which patients may be suitable for tailored radiation therapy regimens that
would potentially lead to a reduction in the total amount of radiation therapy needed as
part of their treatment. Reducing the amount of radiation therapy received has been
found to reduce the risk of late complications and toxicity to the patient.

Study Design:
All participants will receive an examination under anesthesia, followed by surgery of the
throat using the Transoral Robotic Surgery (TORS) and samples will be taken from
tonsils and the base of the tongue and analyzed.
If you do not have a primary tumour after this surgery or if you have a primary tumour
and it is completely removed, you will not require radiation therapy to the throat.
However, if you have a cancer and it is found but it is not completely removed, or it is
removed but the margins are close, you will require radiation therapy to the throat.
In addition, if we find a primary cancer and it is found in the lateral aspect (away from
the middle) of throat, and you have non-advanced nodal disease, you may receive
either radiation therapy to one side of your neck which may limit the overall side effects
of radiation. However, if you have advanced nodal disease, you will still require
radiation therapy to both sides of the neck.
Twenty five people will participate in this study and you will be in the study for 2 years
after completion of treatment.
Study Visits and Procedures:
Screening:
If you agree to take part in this study and sign a consent form, you will have tests and
procedures done to see whether you are eligible to continue in the study. This is called
screening and will include:
•
•
•
•
•
•

Review of your medical history
Physical exam
Performance status (a check of your ability to carry out your daily activities)
A fiber optic laryngopharyngoscopy (an exam to obtain a view of the back of your
throat)
A Fine Needle Aspiration (FNA) biopsy of lymph nodes
Core biopsy of lymph nodes to determine status of the tumour suppressing protein
p16 (p16) and Epstein-Barr virus-encoded ribonucleic acid (EBER)
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Positron Emission Tomography (PET)/CT scan and Computed tomography (CT)
scan, or Magnetic Resonance Imaging (MRI) to check the status of your cancer.
Pregnancy Test - If you are a woman and can become pregnant, you will have a
blood pregnancy test before starting the study procedure to be sure that you are not
pregnant. Approximately 1 teaspoon of blood will be taken from you if blood
pregnancy test is used. If you are pregnant, you cannot participate in this study.

Study Procedures:
The results of tests from screening will be evaluated, and if you are found eligible to
continue on this study, you will be registered to the study and the following tests will be
performed. Some of the tests performed will be used to determine if you can further
continue with the study.
•

Video fluoroscopic swallow studies (VFSS). This test will be conducted by a speech
language pathologist and a radiologist/radiation therapy technician. You will be given
different foods and drinks mixed with barium. Barium makes the food and liquid
show up on x-ray. Barium is not harmful and won't stay in your body for too long.
The x-ray machine is only turned on while you swallow so you don't get too much
radiation. The speech language pathologist will ask you to do different things during
the test. You may try soft foods and hard foods, and thin liquids and thick liquids.
You may take small amounts and large amounts. You may be asked to move your
head in different positions. You may also try things like swallowing hard. The test will
be recorded so it can be watched again later to evaluate your swallowing status for
research purposes. You will conduct this assessment at study entry, and at 2 years
after completion of radiation therapy.

•

You will be asked to fill out 2 different questionnaires, six times over the course of
the study (at study start, after surgery, after radiation therapy completion, at 3
months, 1 year and 2 years after completing radiation therapy). Each questionnaire
will take about 15 minutes to complete. The questionnaires you will fill out include
the MD Anderson Dysphagia Inventory (MDADI) and Neck Dissection Impairment
Index (NDII). Your study team will also rate your speech and swallowing status using
the Performance Status Scale for Head and Neck (PSS-HN) at the same time as
these questionnaires. These questionnaires will evaluate swallowing outcomes and
quality of life, your diet, speech, and neck function.

•

Examination under Anesthesia.
Following this examination, if it is determined that you have a non-oropharyngeal
cancer or that there is not enough surgical exposure, you will no longer continue on
study and will receive standard of care treatment with no further study follow up.

•

Surgery and Evaluation for TORS suitability and accessibility
• Following this evaluation, if it is determined that your cancer cannot be easily
accessed with TORS or that there are other reasons why you are not suited to
TORS, you will no longer continue on study and will receive standard of care
treatment with no further study follow up.
• If your tumour is accessible, you will have Transoral Robotic Surgery (TORS)
performed.
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• At the time of TORS, depending on the extent of the spread of disease to the
lymph nodes, your doctor may recommend a procedure called ‘neck dissection' to
treat the lymph nodes in your neck. The doctor may also suggest surgical removal
of a primary tumour. In addition, your doctor may perform a procedure called
‘vessel ligation’ during the time of neck dissection. This procedure is done to
reduce the risk of severe bleeding in the mouth. Your doctor will discuss the
possibility of these procedures with you before surgery
Radiation therapy
You will receive radiation therapy tailored specifically to you by using the results and
information from TORS.
•

Adverse Events will be assessed throughout the study, including complications from
surgery and radiation therapy.

•

You will undergo dental evaluation and management before the start of radiation
therapy.

Some tests may be done as part of your standard care, in which case the results may
be used. Some of these tests may be done more frequently than if you were not taking
part in this study and some may be done solely for the purpose of the study.

After Completion of Treatment:
After you finish your radiation therapy, you will return to the study site for follow up every
3 months for 2 years.
At these visits, Adverse Events will be evaluated, questionnaires will be completed as
per the study schedule, and the VFSS (swallowing assessment) will be completed at
approximately 2 years after completion of radiation therapy. CT scans of the head and
neck will be done at 3 months after completing radiation therapy and every 3 months
thereafter for 2 years. You will have CT scan of the chest at 12 months and at 24
months after the last dose of radiation to see if the disease has spread to the chest.
You will be followed for any subsequent therapies and relapses for the duration of the
follow up period.
Tissue Collection
If you enter the study, a further small sample will be taken from the tumour at the time
the tumour is removed. This will be used for detailed testing for the presence of HPV
and EBV.

Table 1: Summary of study visits and procedures
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Screening

Informed consent

X

Physical exam including
height1 and weight

X

Fiberoptic laryngopharyngoscopy

X

ECOG Performance status
assessment

X

PET/CT scan

X§

Presurgery

After
TORS

Surgery

Radiation
therapy
(weekly)

End of
Treatment
(EOT)*

CT Chest
Contrast enhanced CT or
MRI -Head and Neck

X2, §

FNA of lymph node

X

Operative Exam under
Anesthesia

X

TORS

X

Core biopsy of lymph node
for EBER and HPV status

X

Pregnancy test

X3

Performance status scale
for head and neck (PSSHN) questionnaire

X

Video-fluoroscopic swallow
study and MBS-Imp
,
DIGEST, PCR, &PAS
rating

X

MDADI questionnaire

X

X4

X

4

NDII questionnaire

X4

(q 3M)**

End of study
(24 mo post
EOT) ***

X

X

X†

X

X2

X2

X5

X

X

X

Adverse Events evaluation
Disease evaluation

X

Followup

X

X

X

Dental evaluation

X

X5

X

5

X

X

X

X6

X6

X

X

X

X

X

* End of Treatment assessments are completed on the day of last radiation treatment ± 5 business days.
** Follow Up assessments are done every 3 months ± 2 weeks.
*** End of Study assessments are done at 24 months after the last radiation treatment ± 4 weeks.
§

Imaging should be acquired within 28 days prior to randomization.

†

CT Chest at follow up phase is done at 12 months and 24 months post end of treatment

1.
2.
3.
4.
5.
6.

Height only required at baseline
Patients who are not candidates for contrast enhancement due to severely impaired renal function or anaphylactic history will
undergo non-contrast enhanced CT scans. MRI scans can be either contrast enhanced or non-contrast enhanced per local
institutional policies. It is recommended to maintain consistency in the type of imaging used throughout the study.
For women of childbearing potential only. Negative serum test required prior to surgery.
PSS-HN, MDADI and NDII questionnaires are completed within 2-4 weeks from TORS date
In the follow up phase, the PSS-HN, MDADI and NDII questionnaires are completed at 3, 12 and 24 months after the last radiation
treatment
All protocol related adverse events must be followed to resolution or stabilization of the patients. All protocol related SAEs must be
reported up to 30 days from the end of study intervention (Refer to Section 9.0)
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Reminders and Responsibilities:
It is important to remember the following things during this study:
•
•
•
•

Tell your health history and any medications you are taking as accurately as
possible. This will help to prevent harm to you.
Ask your study team about anything that worries you.
Tell study staff anything about your health that has changed.
Tell your study team if you change your mind about being in this study.

Risks:
While on the study, you are at risk for the side effects listed below. You should discuss
these with your study doctor. As with any experimental treatment additional unexpected
and sometimes serious side effects are a possibility.
Your study doctor will watch you closely to see if you have side effects. When possible,
medication will be given to you to make side effects less serious and uncomfortable.
Many side effects go away shortly after treatment is stopped but in some cases side
effects can be serious, long-lasting or permanent.
If you experience serious side effects that require treatment between regular
clinic/hospital visits, it is important that you make every effort to return to the
clinic/hospital where your treatment was given. If you need immediate treatment and are
unable to return to the clinic/hospital where you received your treatment, you should go
to the nearest Emergency Department and your study doctor should be contacted as
soon as possible.

Risks and side effects related to the TORS:
Very likely (21% or more, or higher than a 1 in 5 risk):
• Temporary throat pain that may make it difficult to swallow
• Temporary tongue swelling and numbness
• Weight loss

Less likely (5 to 20% or between a 1 in 5 and 1 in 20 risk):
• Bruising or burns to the lips or gums
• Tooth Injury
• Difficulty breathing
• Bleeding from the throat
Rarely (< 1% – 4% or between a 1 in 25 and less than 1 in 100 risk):
• Dehydration
• Aspiration pneumonia (infection in the lungs because of saliva getting into the
lungs)
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•
•
•
•

Injury to the breathing passages
Long-term requirement for a feeding tube
Death due to a severe complication of surgery (less than 1 in 100)
For patients who receive tailored radiation therapy after TORS, there is a risk of
the cancer returning due to a possible reduction in the total amount of radiation
therapy received. The chances of this are very low, estimated at 3% or less in the
neck and the primary site of the cancer

Our estimates of the risks associated with TORS are based on small studies. The actual
risks may prove to be higher when more information about TORS becomes available in
the future.
Risks and side effects related to Neck Dissection and Vessel Ligation
Very likely (21% or more, or higher than a 1 in 5 risk)
• Shoulder stiffness discomfort (temporary – most likely to improve after a few
months following surgery)
• Some numbness and tightness over the skin of the neck
Rarely (< 1% – 4% or between a 1 in 25 and less than 1 in 100 risk)
• Neck hematoma (Blood clot in the neck-1% risk)
• Collection of fluid under the skin in the neck
• Leakage of fluid called “chyle” (your surgeon will explain this to you at the time of
surgery).
• Neck Infection (1% risk)
• Injury to the following:
o Nerve which helps shoulder movement
o Nerve which controls movement of the tongue
o Nerve which controls movement of the lower lip
o Nerve which controls sensation to tongue

Reproductive Risks
The procedures used in this study might be harmful to a fetus. If you are a woman and
can have children, you will need to have a pregnancy test before starting TORS
procedure to be sure that you are not pregnant. If you are pregnant, you cannot
participate in this study. You must not become pregnant or father a baby while on this
study and for 6 months afterward because the procedures used in this study might be
harmful to a fetus. Your study doctor should discuss methods with you to ensure that
you do not become pregnant or father a baby during the study. Your study doctor will be
able to inform you of methods that are safe to use while on this study. If you do become
pregnant during the study or if you father a child during the study you should
immediately notify your study doctor.
Benefits:
If you agree to take part in this study, there may or may not be direct benefit to you. If
your cancer is found by TORS, you may not require radiation therapy to your throat, or
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may require radiation therapy to only one side of the neck instead of both sides as is
typically required. This may reduce side effects of radiation therapy related to
swallowing, scarring, and stiffness in the neck. If no cancer is found by TORS, you will
not receive any direct benefit from the study.
Alternatives to Being in the Study:
If you decide not to take part in this study, you should discuss other treatment options
with study doctor. These may include:
y
y

y
y

Receiving standard of care treatment for your disease as determined by your
treating doctor.
Best supportive care. This type of care helps reduce pain, tiredness, appetite
problems and other problems caused by the cancer. It does not treat the cancer
directly, but instead tries to improve how you feel. Best Supportive care tries to
keep you as active and comfortable as possible.
No therapy at this time.
You may choose to take part in different study, if one is available

Please talk to your study doctor about the known benefits and risks of these or other
treatment options. Your study doctor can also discuss with you what will happen if you
decide not to undertake any treatment at this time.
Confidentiality:
Personal Health Information
If you agree to join this study, the study doctor and his/her study team will look at
your personal health information and collect only the information they need for the
study. Personal health information is any information that could identify you and
includes your:
• Name and initials
• Address
• Date of birth
• New or existing medical records, that includes types, dates and results of
medical tests or procedures.
Your participation in this study will also be recorded in your medical record at this
hospital. This is for clinical safety purposes.
Research Information in Shared Clinical Records
If you participate in this study, information about you from this research project may
be stored in your hospital file and in the UHN computer system. The UHN shares
the patient information stored on its computers with other hospitals and health care
providers in Ontario so they can access the information if it is needed for your
clinical care. The study team can tell you what information about you will be stored
electronically and may be shared outside of the UHN. If you have any concerns
about this, or have any questions, please contact the UHN Privacy Office at 416340-4800, x6937 (or by email at privacy@uhn.ca).
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The following people may come to the hospital to look at the study records and at
your personal health information to check that the information collected for the study
is correct and to make sure the study is following proper laws and guidelines:
• Representatives of the University Health Network (UHN)
• The UHN Research Ethics Board
The study doctor will keep any personal health information about you in a secure and
confidential location for 25 years as required. A list linking your study number with your
name will be kept by the study doctor in a secure place, separate from your study file.

Study Information that Does Not Identify You
Some study information will be sent outside of the hospital. Any information about you
that is sent out of the hospital will have a code, your full initials, partial date of birth, and
gender and will not show your name or address, or any information that directly identifies
you.
All information collected during this study, including your personal health information,
will be kept confidential and will not be shared with anyone outside the study unless
required by law. You will not be named in any reports, publications, or presentations
that may come from this study.
A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as
required by United States of America law. This Web site will not include information that
can identify you. At most, the website will include a summary of the results. You can
search this Web site at any time.
You have the right to see and copy your personal health information from
your hospital/clinic records. However, your study data will not be available for your
review. This is to ensure the scientific integrity of the study. Researchers are required to
keep personally identifiable information confidential.
You may withdraw your permission to use your personal health information at any time
by letting the study doctor know, and the study doctor will then no longer collect or
share your personal health information in connection with the study. However, if you
withdraw your permission, you also withdraw from the study.
When the results of the study are published or presented, your name will not be used
and no information that could identify you will be released. It is expected that the study
results will be published 1-2 years after the study is completed. Your study doctor will be
informed of the results of the entire study (not your individual results) once they are
known and you may ask your study doctor to share the results with you. Your family
doctor will be informed that you are taking part in a study. This is done to allow them to
help you make informed decisions about your care. Please tell the study team if you do
not wish your family doctor to be notified.
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Voluntary Participation:
Your participation in this study is voluntary. You may decide not to be in this study, or to
be in the study now, and then change your mind later. You may leave the study at any
time without affecting your care. We will give you new information that is learned during
the study that might affect your decision to stay in the study.
If you are a First Nations or an indigenous person who has contact with spiritual 'Elders',
you may want to talk to them before you make a decision about this research study.
Elders may have concerns about some genetic procedures.
Withdrawal from the Study:
The researchers can take you off the study treatment early for reasons such as:
•
•
•
•
•

The treatment does not work for you and your cancer comes back or gets worse
You are unable to tolerate the study treatment
You no longer wish to participate
New information shows that the study treatment is no longer in your best interest
Your study doctor no longer feels this is the best treatment for you

If your participation in the study is stopped your study doctor will provide information
about how to stop safely.
If you leave the study, the information that was collected before you left the study will
still be used in order to help answer the research question. No new information will be
collected without your permission. The study doctor will continue to use study data that
is essential to ensure that the study is scientifically reliable, unless you also withdraw
your permission to do so.

Costs and Reimbursement:
You will not have to pay for the study procedures or any other procedures involved with
this study.
You will be reimbursed up to $20 for travel and parking costs for each study visit that is
additional to the visits you would normally make to the hospital to see your doctor (visits
to complete the swallowing studies).
Rights as a Participant:
Taking part in this study is voluntary. You may choose not to take part. If you decide to
take part, you may leave the study at any time. Deciding not to take part or deciding to
leave the study later will not affect the care you receive, nor will it result in a loss of
benefits to which you are otherwise entitled. If you are thinking about withdrawing from
the study, you should talk to your study doctor before you make your final decision. If
you withdraw, your study doctor will discuss further treatments with you and continue to
treat your cancer with the best means available.
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If you are injured as a direct result of taking part in this study, all necessary medical
treatment will be made available to you at no cost.
By signing this form, you do not give up any of your legal rights against the
investigators, sponsor or involved institutions for compensation, nor does this form
relieve the investigators, sponsor or involved institutions of their legal and professional
responsibilities.
Conflict Of Interest:
The doctor treating you may also be the doctor in charge of the study. The researchers
have an interest in completing this study. Their interests should not influence your
decision to participate in this study.
Questions about the Study:
If you have any questions, concerns or would like to speak to the study team for any
reason, please call: Dr. John de Almeida at (416) 946-2182.
If you have any questions about your rights as a research participant or have concerns
about this study, call the Chair of the UHN Research Ethics Board (UHN REB) or the
Research Ethics office number at 416-581-7849. The REB is a group of people who
oversee the ethical conduct of research studies. The REB is not part of the study team.
Everything that you discuss will be kept confidential.
You will be given a signed copy of this consent form.
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Consent:
This study has been explained to me and any questions I had have been answered.
I know that I may leave the study at any time. I agree to the use of my information as
described in this form. I agree to take part in this study.

Print Study Participant’s Name

Signature

Date

My signature means that I have explained the study to the participant named above. I
have answered all questions.

Print Name of Person
Obtaining Consent

Signature

Date

(Continue if applicable)
Was the participant assisted during the consent process? YES NO
If YES, please check the relevant box and complete the signature space below:
The person signing below acted as an interpreter, and attests that the study as set out
in the consent form was accurately sight translated and/or interpreted, and that
interpretation was provided on questions, responses and additional discussion arising
from this process.

Print Name of Interpreter

Signature

Relationship to Participant

Language

Date

The consent form was read to the participant. The person signing below attests that the
study as set out in this form was accurately explained to, and has had any questions
answered.

Print Name of Witness

Signature

Date

Relationship to Participant
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