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Study Title

REPAT- Role of Emotional Processing in Art Therapy for Breast Cancer Palliative Care Patients:
A Mechanistic Study

Objectives

The purpose of this study is to examine two mechanistic changes: emotion processing
(awareness, expression and acceptance) and cholinergic anti-inflammatory processes (HRV and
cytokine expression) through which an Art Therapy (AT) intervention reduces depression, pain

and fatigue.
Design and Outcomes

For this means, we have designed a randomized controlled study with careful controls. Our study
population is comprised of 240 BC patients in palliative and curative care (comprised of 50%
Jewish and 50% Arab). This population will be randomized (using a permuted block design to
account for ethnicity and level of traditionalism) to receive a standard art therapy intervention or
a comparison group. The intervention is designed to increase emotion processing via art making
in a supportive environment. The sham Art Therapy comparison group will engage in the coloring
of prefabricated shapes (mandalas) and will receive Psychoeducation on topics related to coping
with BC, identical to the topics of the AT group. This design will allow the study to test the
mechanism of AT that is beyond the effects of time with a group, focus on a task and engagement

with art materials.
Interventions and Duration

The AT intervention is an 8-week group intervention comprised of 8 1.5-hour weekly sessions
conducted by an experienced Art Therapist who received special training in conducting the
treatment protocol as designed. The intervention and comparison group were piloted on BC
patients at Beilinson hospital and the protocol was modified based on feedback from the

participants. Each intervention module is described below.

The comparison group will be an 8-week group intervention comprised of 8 1-hour weekly
mandala coloring sessions with a self-care educational component, conducted by someone with
experience conducting groups who will be trained in providing a well-planned comparison group,

with fidelity checks that includes coloring pre-fabricated mandalas.

There will be an additional follow up time point 8 weeks after the intervention is over to assess
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the lasting effects of the intervention.
Sample Size and Population

240 BC survivors will be randomized to the intervention and comparison groups. We are targeting
300 women and expect an attrition rate of 15%. We also will be targeting the recruit of 50% of our

sample to be of Arab origin and 50% Jewish.
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1. STUDY OBJECTIVES

To examine two mechanisms: 1) emotional processing (awareness, acceptance and expression)
and 2) cholinergic anti-inflammatory processes (resting HRV and inflammatory cytokines),
through which AT reduces depression, pain and fatigue in Arab and Jewish BC survivors.

To examine ethno-cultural differences in the effect of Art Therapy in women from a traditional
collectivist ethno-cultural background, in comparison to women from a more individualist western

ethno-cultural background.
2. BACKGROUND AND RATIONALE

2.1 Background on Condition, Disease, or Other Primary Study Focus

Over 200,000 women are diagnosed with breast cancer (BC) in the United States annually’. As
of January 1, 2016 there were 3,560,570 breast cancer survivors in the United States 2. Cancer
survivorship is defined as living with the challenges that occur as the result of a cancer diagnosis

and treatment 3. Thus, in this document patient and survivor are used interchangeably.

Many breast cancer patients cope with depression. Stress and negative emotion are
normative responses to cancer diagnosis and treatment, but approximately one-third of
individuals coping with cancer experience the debilitating consequence of depressive disorders*
which have been linked with functional limitation in survivorship®. Depressive symptoms are
persistently elevated in the year following cancer diagnosis; 38% of BC survivors experience
depressive symptoms in the clinical range®’. These individuals suffer more physical symptoms,

problems with treatment adherence, functional limitation in survivorship® and increased mortality®.

There are several physical symptoms that occur commonly in BC survivors. Pain and
fatigue are some of the most prominent symptoms that affect quality of life (QoL) and well-being
of cancer survivors. A reported 25% to 60% of women develop chronic pain after BC treatment
and chronic fatigue is reported in between 30-60% of survivors®®®, Physical symptoms co-
occur with distress and are very difficult to treat. Cancer survivors with high symptom burden

suffer from diminished QoL, which compromises physical, psychological and social functioning®.

2.2 Emotion processing has been associated with improved physical and psychological
health in BC survivors. Emotion processing is comprised of 1) emotional awareness, 2)
expression, and 3) acceptance. Increased emotional awareness occurs when knowledge is
transferred from sensorimotor or bodily information to patterns of explicit thought that include
conscious processing through language or other symbolic formations, such as visual art''2, Low

levels of emotion awareness were found in individuals with somatoform disorders'®. Emotional
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expression refers to the extent to which feelings are intentionally™ (mainly verbally) and non-
intentionally’® (body language, facial expressions) conveyed to others. Increased emotion
expression and reduced avoidance have long been associated with improved wellbeing®-1°.
Increased emotional expression is associated with improved psychological and physical
adjustment to BC?%23, Acceptance of emotion is an emotion regulation strategy in which
individuals embrace an attitude of being accepting, friendly, and nurturing toward their
feelings'®2?*. Acceptance of emotion has been associated with experiencing less fear, catastrophic
thoughts, avoidance behavior and better recovery from negative affect as compared to
suppression®>. Women coping with BC who were less accepting of their emotions also reported

greater distress? and sickness symptoms?’.

2.3 There are ethno-cultural differences in response to cancer diagnosis. Women from
traditional backgrounds, in which there is an emphasis on collectivism as opposed to individualism
and a reliance on religion as a major coping strategy, may respond differently to cancer diagnosis
and treatment than do more modern/secular women. Women from traditional backgrounds may
see cancer diagnosis as fate and fear stigma related to exposing their diagnosis?. Furthermore,
out of fear of their loss of role in the traditional family, women may not express their distress
openly, which leaves them at risk for loneliness and not receiving help for their symptoms?¢-3°. BC
survivors from ethnic minorities report poorer social, emotional, spiritual and physical quality of
life3!. Since expression of emotion and venting is distressing for some ethnic minorities®?33, art
making and the use of metaphors as a form of emotion processing may be less distressing and
more helpful in reducing symptoms and increasing quality of life343, Israel is a multi-cultural
country with differences between the Jewish and Arab population. Israeli Arabs of different
subgroups in comparison to Israeli Jews were found to be more conservative and hierarchical,

and less autonomous36-38.

2.4 Art Therapy interventions encourage emotion processing. Art therapy is a form of
psychotherapy that involves the use of visual art-making (drawing, painting, sculpting, collage,
etc.) for expression and communication within a safe and supportive relationship, in a
therapeutic setting®®. The Art Therapy session includes (i) an introductory period in which the
therapist engages with participants to establish rapport and begins to understand participants'
current state of mind, (ii) an art making period which entails much of the time, and (iii) a
processing period in which the art made is looked at and discussed. Art Therapy has been well
documented in cancer settings to alleviating psychological symptoms and reducing physical
complaints*®#. In a qualitative study, women with breast cancer reported that art making was

helpful through increased access to emotional content and its expression*.
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We hypothesize that increased Emotion Processing is a primary mechanism through which Art

Therapy effects psychological and physical symptom reduction in breast cancer patients.

2.5 Heart rate variability and inflammation are related to emotion processing and

depression, anxiety, fatigue and pain.

The cholinergic anti-inflammatory pathway is comprised of vagus nerve signals leading to
acetylcholine-dependent interaction with the alpha 7 nicotinic acetylcholine receptor subunit
(a7nAChR) on monocytes and macrophages, resulting in reduced cytokine production*®. Vagal
modulation is related to physiological adaptability and emotional regulation®. Decreased vagus
nerve activity and the associated loss of the tonic inhibitory influence of the cholinergic anti-
inflammatory pathway on innate immune responses and cytokine release, are hypothesized to
pathologically enhance cytokine responses to stimuli, such as psychological stress*’. Heart rate
variability (HRV) is a measure of beat-to-beat temporal changes in heart rate and these changes
reflect the output of the central autonomic network. The vagus nerve is a core component of the
parasympathetic nervous system (PNS) within the central autonomic network and it regulates
metabolic output in response to environmental stimuli and enables social engagement*®. HRV
can encompass both Sympathetic nervous system and PNS influences, but our primary interest
is on the PNS influences, and at rest, a majority of HRV is related to PNS influence. In reviewing
the literature, which reports a wide variety of metrics, we will use the more general term HRV,
whereas our specific hypotheses will involve the subset of HRV that is specifically linked to PNS

influence: high frequency (HF) HRV that reflects respiratory sinus arrhythmia (RSA) “°.

The neuro visceral-integration model views psychopathology such as anxiety being ‘stuck’ in
a behavioral pattern that is not responsive to the demands placed upon it by the environment?* 5°
and asserts that lower HRV is associated with poor health because it reflects excess allostatic
load as indexed by excess pro-inflammatory cytokines*’. High levels of pro-inflammatory

cytokines and low HRV are related to depressed mood, fatigue and pain in cancer patients®'-
54

Low HRV has been linked to difficulties in emotion regulation®-" in the prediction of anxiety
in BC patients®2, and reports of sadness and crying in depressed individuals®®%°. Disrupted
nocturnal sleep was related to lower HRV the following day along with a flattened diurnal cortisol

rhythm in women with metastatic BC%%61,
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3. STUDY DESIGN

We will accomplish the aims by a randomized controlled trial of 240 Jewish and Arab women (>18
years) who have been diagnosed with BC and have completed chemotherapy, recruited in Israel
and randomized to undergo an 8-week (1.5 hours per week) program of group Art Therapy
compared to women who will be designated to an 8-week sham Art Therapy group. We chose
this design to be able to isolate and examine emotional processing and the effect of enhancing
emotional processing on HRV and inflammatory cytokines and examine how these may mediate

the effect of art therapy on depressive symptoms, pain and fatigue.

The primary outcomes are emotion processing, comprised of emotion awareness, expression and
acceptance and the cholinergic anti-inflammatory pathway, comprised of resting HRV and
inflammatory (pro and regulatory) cytokines. The secondary outcome measures are depression,

pain and fatigue.

The study will take place at the cancer centers of 3 study sites: Rabin Medical Center, Rambam
Medical Center and Ziv Medical Center, the enrollment period will vary until each cohort is

collected and is expected to be approximately a month or a month and a half.

The interventions will be administered by an experienced Art Therapist who will be trained in this
specific protocol by the Pl Czamanski-Cohen who is an Art Therapy Professor. The intervention
is designed to follow the Bodymind model of AT®2. Each session will start with a ten-minute rapport
building and touching base and continue with 50 minutes of art making in a calm and supportive
environment. Art materials are on the table and after the art therapist provides a brief explanation
of the use of the materials; participants are encouraged to explore and experience as they wish.
The art therapist is present to guide and assist. Participants are encouraged to minimize
conversation; instrumental music is played to encourage introspective experiences. The session
ends with 30 minutes of processing and discussion in which each participant shares and briefly

presents their work and group participants can respond and or provide support.

The comparison group will meet for a half an hour. The interventionist will encourage the
participants to color prefabricated shapes for 30 minutes. The same art materials as in the
intervention group will be on the table as will the same instrumental music. We will not be
controlling for the whole 90 minutes of the intervention group as are concerned that comparison
group participants will become bored and this will defeat the purpose of the comparison group.
The detailed role of the interventionist is described in section 5.2, and it is tailored to ensure
optimal opportunities for participants to engage in emotional processing in a supportive

environment.
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The interventionists of both groups will keep scores that will be rated by the Pl against the

treatment manual to ensure fidelity (see Table 2).
4. SELECTION AND ENROLLMENT OF PARTICIPANTS

We will accomplish the aims by recruiting 240 Jewish and Arab Women (>18 years) who have
been diagnosed with breast cancer and have completed chemotherapy and are still undergoing
some form of treatment, to include adjuvant treatment or within 5 years of completing
chemotherapy, surgery and/ or radiation therapy. There is evidence that elevated depression,
anxiety, fatigue and pain continue over 5 years of survivorship. We plan to recruit 50% Jewish
women and 50% Arab women (30% more than represented both in general society and in the
cancer population), for comparison. We plan to identify and approach women as they come in for
their simulation visit to Radiation Oncology as this usually occurs about a week before radiation
therapy starts and will be a good time to obtain baseline measures, however each site nurse will
have the freedom to recruit patients who fit the enroliment criteria at other stages of treatment,
after chemotherapy. The site nurse will be in charge of identifying and recruiting appropriate
candidates for the trial and will use a screening log in order to document reasons for ineligibility

or non-participation for eligible candidates.

4.1 Inclusion Criteria

1) adult (>18) females with initial or recurrent BC; 2) study entry within one year of diagnosis and
3 months after adjuvant cancer care (chemotherapy and radiotherapy (RT)) or reconstructive
surgery; any additional or replacement standard medical treatment for cancer is allowed (i.e.,
surgery, chemotherapy, radiotherapy, neo-adjuvant chemotherapy, endocrine therapy); 4)
additional medication is allowed, excluding what is described in exclusion criteria, and will be
assessed for potential inclusion as a covariate; 5) can complete assessments in Arabic or

Hebrew; 6) provides informed consent.
4.2 Exclusion Criteria

1) male (While we are aware of the NIH preference for studying men with BC, there presence
would likely reduce the feeling of safety within the groups due to the sensitive subject matter); 2)
lifetime history of bipolar disorder, schizophrenia, schizoaffective disorder or with a pre-cancer
diagnosis of fibromyalgia or chronic fatigue syndrome 3) active suicidal plan (will ensure
immediate intervention); 4) dementia/other disorder that would preclude informed consent or
comprehension of assessments; 5) Individuals taking anticholinergic medications, and post

myocardial infarction (6 months before recruitment) or with a pacemaker, which would render the
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metric of HRV invalid. 6) Flare-up in systemic autoimmune disease (such as arthritis, lupus or

multiple sclerosis), thyroid dysfunction that requires increases in medication

We will inquire about and document any illness in the previous week with infection or acute viral
disease as well as having dental work®? to account for these in our analyses. Additionally, should
we encounter 6 or more men with BC we will conduct an Art Therapy intervention group for

qualitative data gathering.

After assessing eligibility and providing verbal consent to be contacted the site nurse will
document their contact information in the Screening Log. The research coordinator will contact
the potential participant by phone and will schedule a face to face meeting with the eligible
participant. During the face to face meeting the research coordinator will use the following script

to inform the eligible participant about the study:

“We are conducting a study about how art therapy is beneficial for Breast Cancer patients and
survivors. Should you agree to participate in this study, you will be requested to provide your
written consent to participate in the study. You will then be randomized to one of 2 types of Art
interventions. The intervention period will be 8 weeks and the sessions will be between an hour
to 1.5 hours each week, depending on which group you are randomized to. You will be requested
to answer questionnaires for about half an hour twice before the 1%t session, once in after the
intervention and one more time 8 weeks after the intervention is over. In addition, before and after
the intervention you will be requested to measure your heart rate and respiration for an hour using
a bio-patch that is attached below your sternum with 2 Gel electrodes. For half of the time you will
be answering a questionnaire and for the second half hour you will be resting and listening to
music. You will also be requested to provide us with 10ccs of blood for the analysis of health-
related variables, such as cytokines. Our goal is to investigate the effects of the intervention on
different indicators of Quality of Life of Breast Cancer patients and survivors. You will be
compensated for your time and transportation. Should you attend all study sessions you will
receive the equivalent of $200US in NIS and you will receive a fraction of that sum calculated for
the sessions you attended, if you do not attend them all. For each session you attend, you will
receive compensation for public transportation costs to the site from your home and back. You
can withdraw from the study at any point in time by contacting the research coordinator of the PI,

Dr. Czamanski-Cohen”.
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5. STUDY INTERVENTIONS

5.1 Interventions, Administration, and Duration

Both interventions will be administered in a group format by a trained individual. Each session will
be 1.5 hours (intervention) and an hour (comparison) once a week for 8 weeks. There is a risk of
participants feeling distress due to the exposure to emotional content either discussed in the
group or that arises in the art therapy intervention group. The psychosocial team at each study
site will be prepared to meet with any participant who requests so. Interventionists will be trained

to identify and refer distressed participants to the psychosocial team.
5.2 Handling of Study Interventions

Participants will be blinded to whether they are receiving the intervention or comparison group.
The treatment protocol derives its theoretical framework from the Bodymind model of AT®? and
from the application of Focusing to Art Therapy®*®° for the purpose of body awareness and

developing a focusing (“being friendly, accepting, non-judgmental and welcoming to one’s inner

”\66 H H
felt sense ) . All sessions start with a ten- Eligible patients with BC in 3 different treatment centers

. oy . Rabin in Haifa; Ziv in Safed and Rabin in Petach Tikva
minute rapport building and touching base ( J J

and continue with 50 minutes of art making \ Enroliment (50% Jewish 50% Arab) n=300
1
in a calm and supportive environment. Art Tla: BASELINE
. PROs: Depression, pain, fatigue
materials are on the table and after the art Physiologic measures: HRV & Inflammatory cytokines
therapist provides a brief explanation of the %
l-H
use of the materials; participants are Demographics, Ethnocultural differences

Emotion processing (Awareness, Expression and Acceptance)

encouraged to explore and experience as
they wish. Group leader is present to guide *

and assist. The role of the art therapist is to L '
Mandala Coloring Art Therapy

encourage a non-judgmental and (8 weeks) (8 weeks)

|

exploratory approach to artmaking in which T2: Post Intervention [8 weeks) n=240

PRO's:
PROs: Emotion processing (Awareness, Expression and

the process is emphasized over product.

The art therapist obtains these goals by Acceptance]

Physiologic measures: HRV & Inflammatory cytokines

creating an atmosphere that is calm and by

T3: Post Intervention (16 weeks) n=240
PROs: Emotion processing, depressicn, pain, fatigue

body |anguage of participants. If needed she Physiologic measures: HRV & Inflammatorycytokines
can provide individual attention that is  Figure 1: Flow chart of time-points

geared toward neutralizing concerns regarding performance during the art making. This approach

remaining tuned in to the verbalizations and

is defined as providing a “Third-hand” ¢7: assisting in problem solving and dilemmas related to the
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art making process. The art therapist encourages participants to refrain from conversation and
instrumental music is played to encourage introspective experiences. The session ends with 30
minutes of processing and discussion in which the art therapist requests each participant to share
and briefly presents their work and group participants can respond and or provide support. The
art therapist will remind group members to be respectful and non-judgmental toward other

participants and themselves.

Session 1: getting familiar and safe: An introduction to the group, the group leader will speak
about motivation for exploration via art and remaining open to new experiences. The leader will
introduce the art materials and art making from a non-judgmental stance and the importance of
process of product. The concept of safe place will be introduced to the group and members will
be asked to create a safe place via art. The goals of this session: Rapport Building, Contract

Building and getting familiar and comfortable with the art materials.

Session 2: Art making will be exploratory in the framework of open studio in which a specific topic
is not provided and participants are encouraged to explore the art materials. The goal of this
session is to provide an experiential encounter with the art making process. There will be a 10-

minute Psychoeducation presentation on the nature of emotions at the beginning of the session.

Session 3: Group members will introduce themselves to the group by making a drawing about an
emotion. The goal of this session is to continue learning on the nature of emotions and increase

awareness of emotion responding patterns.

Session 4: The art therapist requests the participants to create an image of somethings that is
distressful to them and sit with it for a while. Then, they are requested to create an additional
drawing that changes one element of the distress drawing, a feature, a color, a shape, or just a
change in composition. The images are discussed among group members and implications for
real life situations are discussed. The goal of this session is twofold- to identify the location of

distress in the body, increase distress tolerance, cognitive flexibility and reframing.

Session 5: This session is open studio in which participants are encouraged to engage freely with
the art materials. The goal of this session is to help participants identify how they react and
respond to their emotions and bring an awareness of emotional experiences and learn the skill of
“Clearing the Space”-using artmaking to identify feelings and experiences without the need to

identify with them.

Session 6: Clients are requested to draw two sides of a current conflict in their life. It can be

something small, like deciding where to go for lunch, or something large, like which treatment to
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engage in. All conflicts are welcome, but it should have significance to its creator and be
something that they are struggling with and would like to learn more about. After the drawing
period, clients are requested to look at both options and examine their sensations, feelings and
thoughts about each. Their art, thoughts and feelings are shared with the group. The goal of this
session is to increase cognitive flexibility and reframe. This means that through creating 2 pictures
participants will be able to view a situation from 2 points of view and identify more than one option

for coping with the conflict they presented.

Session 7: Body image: In this module participants will create art using body outline templates as
a framework for art making. The goal of this session is to increase introceptive awareness and
assist in processing emotional content from implicit experience to explicit expression. Distress

tolerance.

Session 8: Summary: This session will be a summary of all that has been experienced and clients
will be provided with a letter that summarizes their progress. Each client will receive a package of
oil pastels and blank journal for the encouragement of their continued process at home. The goal
of this session is to review achievements and encourage incorporating what was learned in day

to day life after the intervention is over.

The comparison group is designed to control for the impact of the aspect of the group experience
that are not explicitly focused on emotional processing, ie,
the time with art materials and focused attention aspects that
occur during an Artmaking session. These sessions will not
have a rapport building component and will include 40
minutes of coloring pre-fabricated shapes (Mandalas- see
figure 3) in a calm environment and 20 minutes of self-care
instruction. Coloring Mandala’s has been demonstrated to
reduce anxiety®7°. Participants are encouraged to minimize

conversation; instrumental music is played to encourage

introspective experiences. Due to our concerns that

Fiaure 3: Mandala examnle

participants will become bored after more than 40 minutes of coloring we will not be equally

comparing the amount of time that participants are together in the group format.
5.3 Concomitant Interventions
5.3.1 Allowed Interventions

Any standard medical treatment for cancer is allowed (i.e., surgery, chemotherapy, radiotherapy,
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neo-adjuvant chemotherapy, endocrine therapy). However, participants should not be on

chemotherapeutic agents during the study period.
5.3.2 Prohibited Interventions

Participants should not be engaged in another form of Psychotherapy or support group at the time
of the intervention. Anticholinergic medications and beta-blockers are prohibited as they render

the HRV and cytokine measures invalid.

54 Fidelity Assessment

Adherence to the study regimen will be defined as attending 80% of the group sessions, which
will be monitored and recorded by the interventionist. The moderation of the effect of attending
less than 80% will be assessed and dealt with during data analysis. Furthermore, fidelity of the
intervention itself will be ensured by scoring the sessions against the treatment manual and
observational fidelity checks by the gold standard rater (PI Czamanski-Cohen initially and then
trained PhD student 20% of sessions). Fidelity below an average of 4 will indicate the need for

further training of the interventionist.

Table 2 Fidelity assessment
1 not at 2 a little 3 neither 4 quite a 5 very No_t
- . applic-
all bit yes or no bit much so
able
1. Wa?s there a sense of calm in the 1 2 3 4 5 N/A
room?
2. Did you feel |I.k.e you were able to 1 5 3 4 5 N/A
support the participants?
3. Were the parhmp_ants deeply 1 2 3 4 5 N/A
engaged in art making?
4. Was the session divided in to 10-
minute intro, 60 minutes art making 1 2 3 4 5 N/A
and 20 minutes discussion?
5..V\./as the art mal§|ng done with 1 5 3 4 5 N/A
minimal conversations?
6. Was the group discussion respectful 1 2 3 4 5 N/A
and safe?
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6. STUDY PROCEDURES

6.1 Schedule of Evaluations
Screening Baseline Tx Tx Tx Tx Tx Tx Tx Tx Tx Follow-up
T to pay Visit1  Visit2 Visitd Visit4  Visits Visit6 Visit7 Visits Visito  Visitto Final Visi
1) (Day0)  (W1) (W2)  (W3)  (W4) (W5) (W6) (W7) (W8  (W9) (W16)

Verbal consent X

Informed Consent Form X

Demographics X X

Medical Chart Review X

Current Medications X X
In;lus_ionfExcluswon X
Criteria
Enrollment/ X
Randomization
Adverse Events X X X X X X X X X X X
Questionnaires X X X
ﬁz?ar;urement e X X X
Blood draw X X

6.2 Description of Evaluations

6.2.1 Screening Evaluation

During clinic hours, research staff at the oncology practices will introduce potentially eligible
patients to the study using a verbal script. Interested patients (having received a letter, flyer or
referral) will call our office and receive an initial phone screening to assess age, stage, and
Hebrew or Arabic language use. If initial criteria are met, an in-person visit will be scheduled either
in our University office or at one of the 3 hospital recruitment sites where private rooms are
arranged, depending on convenience to prospective participants to complete evaluation of

eligibility, including major clinical depression, detailed medical history and current medications.
Consenting Procedure

The research nurse will obtain verbal consent from the patient agreeing to participate in the
screening session. During the screening session, there will be a single informed consent form
that describes both the screening and study procedures. Once eligibility is established, Subject’s
Consent Form and Health Information Privacy Protection Act (HIPAA) information will be reviewed
and, if consenting, participants will sign. Each site will have a designated MD or nurse to review
documents related to medical and symptom-based eligibility criteria. Informed consent will be
documented on a University of Haifa Ethics committee-approved form. A copy of the signed form

will be given to the subject. Signed consent forms will be kept in Dr. Czamanski-Cohen'’s office,
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which is an administrative office separate from research data and available for audit even when
the Pl is not. Additional information contained in a case book will be relevant demographic and
medical/psychiatric information about the subject obtained during the interview with the site
representative. Because this case book will contain personal identifiers and PHI, it will be kept
separate from any data gathered as part of the study, and will be kept in a locked office. After
consent is obtained, potential subjects will be screened by study personnel to determine that the

subject meets all inclusion and exclusion criteria for study participation.
6.2.2 Enrollment, Baseline, and/or Randomization
Enroliment

Enroliment date is considered immediately following the signing of the consent form after which
the enrollment date is recorded in the case book. The participant will be scheduled for a baseline
visit in which she will be requested to fill out the baseline questionnaires and provide half an hour
of baseline HR and Respiration measurements and 10 ccs of blood. Following this session, the

participant will be randomized to the intervention or comparison group.

Baseline Assessments Visit 1 day 0- can be split in to 2 visits to reduce patient burden (see

study schema- figure 1)
T1A
DEMOGRAPHICS AND TRADITIONALISM

A. We will be collecting baseline demographic data (age, marital status, children (if yes,

and how many), religion, religiosity, education, employment, residence (city, village, etc).

B. We will measure ethnocultural differences using the Portrait Values Questionnaire (PVQ-RR),
which is a 57-item scale consisting of items designed to measure 19 cultural values43. The scale
has been validated in 15 samples across 10 countries (n=6059) including Israel. The mean
Cronbach a for the tradition values (which we will use as a covariate to enrich the ethno-cultural

differences between Jews and Arabs, was 0.8343.
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C. CHOLINERGIC ANTI-INFLAMMATORY PATHWAY

A. HRV: 20 minutes of resting ECG data will be recorded. The participants will be given
instructions not to drink coffee or smoke for several hours before the lab visit as well as to sit

quietly without talking or moving during the ECG recording.

B. Inflammation: We will collect 10 cc’s of blood in order to measure immune dysregulation (pro-
inflammatory cytokines IL-6, IL-8, IL-1B, TNF-a), anti-inflammatory (IL-4, IL-10) and regulatory
cytokine (TGF-p).

D. PATIENT REPORTED OUTCOMES (PRO):

A. Depression: The Center for Epidemiologic Studies-Depression (CES-DR) scale’" " ITEM
SCALE.

B. Fatigue will be assessed using the Fatigue Symptom Inventory (FSI)72.

C. Pain: The Breast Cancer Prevention Trial (BCPT) Symptom Scales’. The PROMIS Pain
Impact Scale’™ measures how much pain interfered with different aspects of life in the past 4

weeks.
T1B

A. The Levels of Emotional Awareness Scale is a written performance index of variation in the
differentiation and complexity of emotional words used to answer the question “how would you

feel and how would the other person feel” when presented with 10 evocative scenarios’®.

B. Emotional Approach Coping scales (e.g., emotional processing, emotional expression’®)
and COPE avoidance-oriented coping subscales (e.g., denial, mental disengagement’’), all

completed with reference to women’s experience of breast cancer.

C. The Acceptance of Emotions Scale assesses the extent to which subjects are accepting and
nurturing toward their feelings?.

B. Fatigue will be assessed using the Fatigue Symptom Inventory (FSI) 2.
Randomization

Randomization will occur immediately following the baseline visit which will occur within 14 days
of the screening visit and one week before the intervention begins. The University statistician will
generate numbered envelopes to be opened consecutively as subjects enroll and the envelopes

will designate individuals to the intervention through use of a random numbers table.
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6.2.3 Blinding

Participants will be blinded to their randomization as will the research nurses and research

coordinators.

6.2.4 T2 -POST intervention

EMOTION PROCESSING

A. The Levels of Emotional Awareness Scale is a written performance index of variation in the
differentiation and complexity of emotional words used to answer the question “how would you

feel and how would the other person feel” when presented with 10 evocative scenarios 7578,

B. Emotional Approach Coping scales (e.g., emotional processing, emotional expression
7980y and COPE avoidance-oriented coping subscales’ (e.g., denial, mental disengagement),

all completed with reference to women’s experience of breast cancer.

C. The Acceptance of Emotions Scale assesses the extent to which subjects are accepting and

nurturing toward their feelings?*.
D. PATIENT REPORTED OUTCOMES (PRO):

A. Depression: The Center for Epidemiologic Studies-Depression (CES-DR) scale’’ " ITEM
SCALE.

B. Fatigue will be assessed using the Fatigue Symptom Inventory (FSI)7.

C. Pain: The Breast Cancer Prevention Trial (BCPT) Symptom Scales73. The PROMIS Pain
Impact Scale74 measures how much pain interfered with different aspects of life in the past 4

weeks.
CHOLINERGIC ANTI-INFLAMMATORY PATHWAY

A. HRV: 20 minutes of resting ECG data will be recorded. The participants will be given
instructions not to drink coffee or smoke for 3 hours before the lab visit as well as to sit quietly

without talking or moving during the ECG recording.

B. Inflammation: We will collect 10 ccs of blood in order to measure immune dysregulation (pro-
inflammatory cytokines IL-6, IL-8, IL-1B, TNF-a), anti-inflammatory (IL-4, IL-10) and regulatory
cytokine (TGF-B).

T13-8 WEEKS AFTER END OF INTERVENTION Completion/Final Evaluation
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CHOLINERGIC ANTI-INFLAMMATORY PATHWAY

A. HRV: 20 minutes of resting ECG data will be recorded. The participants will be given
instructions not to drink coffee or smoke for 3 hours before the lab visit as well as to sit quietly

without talking or moving during the ECG recording.

B. Inflammation: We will collect 10 ccs of blood in order to measure immune dysregulation (pro-
inflammatory cytokines IL-6, IL-8, IL-1B, TNF-a), anti-inflammatory (IL-4, IL-10) and regulatory
cytokine (TGF-p).

D. PATIENT REPORTED OUTCOMES (PRO):

A. Depression: The Center for Epidemiologic Studies-Depression (CES-DR) scale’" " ITEM
SCALE.

B. Fatigue will be assessed using the Fatigue Symptom Inventory (FSI)72.

C. Pain: 4 pain specific items to assess pain from the Breast Cancer Prevention Trial (BCPT)
Symptom Scales’. In addition, we will use the 6 items for pain from the PROMIS Pain Impact

Scale’* measuring how much pain interfered with different aspects of life in the past 4 weeks.
EMOTION PROCESSING

A. The Levels of Emotional Awareness Scale is a written performance index of ability to

express emotion in a differentiated and complex way.

B. Emotional Approach Coping scales (i.e., emotional processing, emotional expression®
and COPE avoidance-oriented coping subscales’ (e.g., denial, mental disengagement, all

completed with reference to women’s experience of breast cancer.

C. The Acceptance of Emotions Scale assesses the extent to which subjects are accepting and
nurturing toward their feelings?.
7. SAFETY ASSESSMENTS

7.1 Specification of Safety Parameters
N/A
7.2 Methods and Timing for Assessing, Recording, and Analyzing Safety Parameters
N/A
7.3 Adverse Events and Serious Adverse Events

An adverse event (AE) is generally defined as any unfavorable and unintended diagnosis,
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symptom, sign (including an abnormal laboratory finding), syndrome or disease which either
occurs during the study, having been absent at baseline, or if present at baseline, appears to
worsen. Adverse events are to be recording regardless of their relationship to the study

intervention.

A serious adverse event (SAE) is generally defined as any untoward medical occurrence that
results in death, is life threatening, requires inpatient hospitalization or prolongation of existing

hospitalization, results in persistent or significant disability/incapacity, or is a congenital anomaly.
Adverse events are not expected because of the intervention or comparison groups.
7.4 Reporting Procedures

PI's Czamanski-Cohen and Weihs will create a Data and Safety Monitoring Board (DSMB),
which will meet at approximately six-month intervals. DSMB members will represent expertise in
psycho-oncology and in research monitoring. Members of the committee will agree to keep all
information confidential. The board members will review summaries of study progress to ensure
that consent documentation is properly obtained and stored. They will review progress in subject
recruitment and anticipated race/ethnicity participant representation. They will determine whether

study coordinators and investigators are collecting and organizing data properly.
7.5 Safety Monitoring

Pl Czamanski-Cohen will closely monitor and supervise the research team at their respective
sites, as well as conduct coordinated oversight of psychological status of all participating women
taking part in the research. She will consult with Pl Weihs with any concern or consideration. Pl
Czamanski-Cohen will also meet regularly with the research teams at the clinical sites and the

University every other week to ensure appropriate conduct.

INTERVENTION DISCONTINUATION
Should the PI or site Pl discover based on research nurse, patient reports or assessments of
outcomes in the initial cohort that the intervention is causing harm rather than benefit (statistically

significant mean increases in depression) the intervention will be discontinued.

8. STATISTICAL CONSIDERATIONS
8.1 General Design Issues

A randomized trial with careful controls was chosen to control for the active mechanism of emotion

processing that we expect to increase following the art therapy intervention. Our comparison
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group is designed to entails aspects of art therapy, such as engaging with art materials and being

in a group setting that we believe are not related to the mechanism at hand.
8.2 Sample Size and Randomization

A power analysis was conducted via Monte Carlo simulation in Mplus showed that a sample size
of 240 (120 per condition), provides: (1) >90% power to detect a moderate effect size (Cohen’s d
= 0.50) of treatment on mechanisms, (2) >90% power to detect a moderate association (r = 0.30)
between mechanisms and symptoms, and (3) >90% power to detect an indirect effect from
treatment to symptoms via mechanisms. The sample size will also provide >80% power to detect
a moderate effect size for the Condition by Ethno-Cultural group interaction.

Consented participants will be randomized into the Art Therapy or Sham condition using block
randomization stratified by site, ethnicity and traditionalism to ensure equal sample sizes between
groups over time in each site and in each ethnicity. Permutations of group assignment will be
generated in random blocks of 4, 6, and 8 so that staff cannot guess the condition of the final
participant as the block size varies. Condition assignment will be stored in sealed, numbered
envelopes to be opened consecutively as subjects enroll and the envelopes will designate
individuals to the intervention through use of a random numbers table. PI Czamanski-Cohen will
provide the PhD students with the randomized lists (60 each cohort), who will schedule sessions
and make weekly calls to encourage attendance, therefore both will be un-blinded to study
assignment. The Research Nurse will collect and enter data, collect bio specimens and manage
the database, and thus will be un-blinded after randomization. The research assistant (RA) will
remain blinded throughout the study, and will receive lists of participants to call, without knowing
which group they are assigned to. Participants will be told they are participating in an “art making”
study where they will be assigned to an art making group. Participants will not be told which is

expected to be superior.
8.3 Treatment Assignment Procedures

Consented participants for each cohort will be randomized (PIl- Czamanski-Cohen) The University
statistician will generate numbered envelopes to be opened consecutively as subjects enroll and
the envelopes will designate individuals to the intervention through use of a random numbers
table. PI Czamanski-Cohen will provide the PhD students with the randomized lists (60 each
cohort), who will schedule sessions and make weekly calls to encourage attendance and conduct
the intervention and thus will be unblinded. The Research Nurse will collect and enter data, collect
bio specimens and manage the database, but will remain blinded after randomization. The

research assistant will remain blinded throughout the study, and will receive lists of participants
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to call, without knowing which group they are assigned to. Participants will be told they are

participating in an “art making” study where they will be assigned to either the intervention group

or the sham intervention (Mandala) group. Participants will not be told which is expected to be

superior.

Table 4: Roles in the study

Blinded to Beilin-
Title group Roles Rambam Ziv son
assignment
Research nurse Recruit and obtain verbal
(employee of each Yes 1 1 1
. consent, collect blood.
hospital).
Assist MD in recruiting
patients, collect data
Research coordinator (questionnaires and HRV),
(employee of each Yes transfer blood to the lab for 1 1 1
hospital). processing (separation to
serum, divide in 4 aliquots
and cryopreservation -80)
Conduct intervention
. groups (8.5 weeks)- Art
Art Therapist No Therapy and SHAM in 2 2 2
Hebrew or Arabic
Conduct groups, supervise
PhD student No interventionists, assist in 3
fidelity assurance, assist in
data analysis.
Laboratory worker Yes Cond_u ct mflammatory 1
cytokines analysis.
Coordinate between study
Research coordinator Yes site, transport frozen serum | 1

to lab, input data

9. DATA COLLECTION AND QUALITY ASSURANCE

9.1 Data Collection Forms

PI Czamanski-Cohen will provide the research coordinators with the randomized lists (60 each

cohort), who will schedule sessions and make weekly calls to encourage attendance,

therefore both will be un-blinded to study assignment. The Research Nurse will collect and

enter data, collect bio specimens and manage the database, and thus will be un-blinded after

randomization. The research assistant will remain blinded throughout the study, and will

receive lists of participants to call, without knowing which group they are assigned to. Signed
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consent forms and all study questionnaires will be kept in an administrative office separate
from research data and available for audit even when the Pl is not. Additional information
contained in this case book will be relevant demographic and medical/psychiatric information
about the subject obtained during the interview with the site representative. Because this case
book will contain personal identifiers and PHI, it will be kept separate from any data gathered

as part of the study and will be kept in a locked office.
9.2 Data Management

At the point of first contact by potential participant contacting us, a brief overview of the study
will be provided by the study coordinator. At screening, the consent form will be reviewed, and
potential subjects will have an opportunity to address any concerns they might have. During
this conversation, the detailed nature, purpose, procedures, benefits, risks of, and alternatives
to this study will be explained to each subject and written informed consent will be obtained
by the site PI. Informed consent will be documented on a Hospital IRB-approved form. A copy
of the signed form will be given to the subject. Signed consent forms will be kept in a locked
office in the hospital, which is an administrative office separate from research data and
available for audit even when the Pl is not. Additional information contained in this case book
will be relevant demographic and medical/psychiatric information about the subject obtained
during the interview with the site representative. Because this case book will contain personal
identifiers and PHI, it will be kept separate from any data gathered as part of the study and
will be kept in a locked office. After consent is obtained, potential subjects will be screened by
study personnel to determine that the subject meets all inclusion and exclusion criteria for
study participation. The contact MD at each site will be contacted immediately in the event of
a subject meeting criteria for major depression or any other acute untreated psychiatric
condition or for suicidal ideation. All such subjects will be evaluated for the need for acute

hospitalization for safety and will be given appropriate treatment referrals.
9.3 Quality Assurance
9.3.1 Training

Interventionists will be experienced MA level art therapists who will be trained by Pl Czamanski-
Cohen and the PhD students. Weekly and bi-weekly training session will be conducted prior to
commence of the proposed research, and Pl Czamanski-Cohen will be available for additional

support and guidance as needed.
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To ensure the quality and consistency of the intervention the interventionists of both the
intervention and comparison groups will be scored each session (see Table 2) and against the
treatment manual reviewed by the blinded RA. Discrepancies will be flagged and then reviewed
by Pl Czamanski-Cohen, who will subsequently address this with the intervention team for
correction. Adherence to the study regimen will be defined as attending 80% of the group

sessions, which will be monitored and recorded by the interventionist.

Each of the three hospitals that have approved their participation in this study have an
independent Institutional Review Board (IRB), which approve the conduct of clinical trials. The
boards strictly adhere to the Helsinki Treaty on Human Medical Experimentation. Hospitals
consent to the Public Health Regulations (Medical Experiments in Human Subject) — 1980 of
Israel Ministry of Health, including additions and amendments, and operate in accordance with
the regulations for conducting Medical Trials on Humans — 1999 of the Pharmacological Unit of
the Israel Ministry of Health provisions of the current Harmonized International Guidelines for
Good Clinical Practice namely: ICH-GCP.

9.3.2 Safety Monitoring Committee (SMC)

PI’'s Czamanski-Cohen and Weihs will create a Safety Monitoring Committee (SMC), which will
meet at approximately six-month intervals via Skype or Zoom, as the committee is comprised of
individuals in different locations. SMC members will represent expertise in psycho-oncology, in
research monitoring and statistics. Members of the committee will agree to keep all information
confidential. The committee members will review summaries of study progress to ensure that
consent documentation is properly obtained and stored. They will review progress in subject
recruitment and anticipated race/ethnicity participant representation. They will determine whether

study coordinators and investigators are collecting and organizing data properly.

Data and Safety Monitoring

a. The SMC will monitor the study. The SMC is comprised of the following individuals:
Dr. Tzipi Hornik-Lurie who has a background in epidemiology, statistics and public health
and mental health research, she will monitor data collection and documentation as well as
examine the data checks.
Prof. Hadas Goldblatt who specializes in nursing research, and Psycho oncology and will
oversee examining the fidelity checks and proper implementation of the intervention, subject
recruitment and anticipated race/ethnicity participant representation.
Both PI's will be on the SMC
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Co-l Dr. Joshua Wiley, who oversees the statistical analyses will also be part of the SMC.

Pl Dr. Czamanski-Cohen will be responsible for submitting necessary reports to NINR.

b. Monitoring schedule for study safety: The Pl will review all events and unanticipated
problems on a weekly basis. The SMC will monitor study safety bi-annually. Confidentiality:
Study staff will notify the Pl immediately of any breaches in participant confidentiality. The PI
will notify SMC, IRB and NINR of breaches in confidentiality within 24 hours or notification by
study staff.

Compliance of regulatory documents and study data accuracy and completeness will be
maintained through an internal study team quality assurance process. Quality control will
include semi-annual data verification and protocol compliance checks by the PI, Co-Is, and
the Safety Monitoring Committee (SMC). Protocol adherence will be monitored by the Pl and
the SMC by auditing 5 cases semi-annually for compliance with IRB requirements, compliance
with informed consent requirements, verification of source documents and compliance with

the study protocol.

c. ldentification of AEs/unanticipated problems:

Adverse event. For this study, since our subjects are breast cancer patients, they are likely
to have many changes in their health status that are related to the time during treatment that
they are participating in the study. Thus, since this is not a medical intervention study we will
record only AEs that are possibly or definitely related to study participation. The following
standard AE definitions are used:

Serious adverse event. An AE that results in any of the following:

* Death

» Life-threatening condition

* Inpatient hospitalization or prolongation of existing hospitalization

* Persistent or significant disability/incapacity

Not related. An AE for which a cause outside the study procedures is most plausible and/or
a clinically plausible temporal sequence is inconsistent with the onset of the event.

Possibly related. An AE that follows a reasonable temporal sequence from the initiation of
study procedures, but that could readily have been produced by a number of other factors.

Related. An AE that is clearly linked to the study procedures.
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Review of AEs: The PI will compile quarterly report to the SMC detailing the study progress
and participant status, any related or possibly related adverse events (AEs), and any protocol
deviations. Unrelated or possibly related AEs will be reported to NINR in the yearly RPPR
unless the event or unanticipated problem will affect the study risk level or progress, In this

case, the PI will notify NINR staff within one week of completing the report.

Reporting of AEs: Serious Adverse Events will be reported immediately to the PI by study
staff. The PI will report to SMC, IRB, NINR within 24 hours of notification by study staff. The
Pls will follow OHRP Guidance on Reviewing and Reporting Unanticipated Problems Involving

Risks to Subjects or Others and Adverse Events.

d. Multisite reporting: P| Czamanski-Cohen will report “unanticipated problems” involving risks
to participants to the IRB, as well as NINR unrelated to the bi-annual reports of the monitoring
committee that will submitted by the Pls. PI Czamanski-Cohen will distribute the bi-annual and
special (if unanticipated problems arise) reports to all site Pls for submission to their local
IRBs. The SMC will also ensure compliance with the monitoring plan and reporting
requirements across study sites. Pl Czamanski-Cohen will meet on a regular basis (every 3
months, at minimum) with all study staff to ensure compliance with the monitoring plan and
reporting requirements across study sites. Furthermore, she will make sure the SMC is

monitoring study progress as delineated above and submit reports as stated

e. The PI's will conduct an ongoing assessment of external factors or relevant information (e.g.,
developments in the literature, results of related studies) that may have an impact on the

safety of participants or on the ethics for the research study.

f. The interim analysis will take place at the end of the first year of the study (after 6 months of
data collection) and at the end of the second year (after 18 months of data collection). Since
this is a mechanistic study, we are not concerned about not finding statistically significant
differences between the groups, however, our pilot study findings do indicate that we should.
In the case of unexpected findings, we will further explore the fidelity assessments to ensure
the interventions are being conducted as designed (above and beyond the ongoing fidelity
checks in place. PI Czamanski-Cohen will closely monitor and supervise the research team
at their respective sites, as well as conduct coordinated oversight of psychological status of
all participating women taking part in the research. She will consult with Pl Weihs with any
concern or consideration. PI Czamanski-Cohen will also meet regularly with the research

teams at the clinical sites and the University every other week to ensure appropriate conduct.
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9.3.3 Monitoring

Pl Czamanski-Cohen will closely monitor and supervise the research team at their respective
sites, as well as conduct coordinated oversight of psychological status of all participating women
taking part in the research. She will consult with Pl Weihs with any concern or consideration. Pl
Czamanski-Cohen will also meet regularly with the research teams at the clinical sites and the

University every other week to ensure appropriate conduct.
All local legal requirements regarding protection of personal data must be adhered to.

To ensure the quality and consistency of the intervention administration both the intervention and
comparison groups in both Hebrew and Arabic will be scored against the treatment manual, using
a check list which will be assessed daily by the research assistant who is blind to group allocation.
Adherence to the study regimen will be defined as attending 80% of the group sessions, which
will be monitored and recorded by the interventionist. Participant confidentiality will be well
protected, as any data, specimens, forms, reports, and other records that leave the site will be
identified only by a participant identification number (PID). All records will be kept in a locked file
cabinet. All computer entry and networking programs will be done using Patient ID numbers only.
Information will not be released without written permission of the participant, except as necessary

for monitoring by IRB.

The Board will issue a report every six months to the Pl and annually to the IRB.

9.3.4 Protocol Derivations

Should the PI identify discrepancies between the treatment manual and the fidelity scores PI
Czamanski-Cohen will immediately engage with the interventionist to discuss and provide

guidance for getting back on track of the treatment protocol.

10. PARTICIPANT RIGHTS AND CONFIDENTIALITY
10.1 Institutional Review Board (IRB) Review

This protocol and the informed consent document and any subsequent modifications

will be reviewed and approved by the IRB or ethics committee responsible for oversight
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of the study. The consent form should be separate from the protocol document.
10.2 Informed Consent Forms

A signed consent form will be obtained from each participant. The consent form will
describe the purpose of the study, the procedures to be followed, and the risks and
benefits of participation. A copy will be given to each participant or legal guardian and

this fact will be documented in the participant’s record.
10.3 Participant Confidentiality

Any data, specimens, forms, reports, video recordings, and other records that leave
the site will be identified only by a participant identification number (Participant ID, PID)
to maintain confidentiality. All records will be kept in a locked file cabinet. All computer
entry and networking programs will be done using PIDs only. Information will not be
released without written permission of the participant, except as necessary for
monitoring by IRB, the FDA, the NIH, and the OHRP.

10.4 Study Discontinuation

The study may be discontinued at any time by the IRB, the NIH, the OHRP, the FDA,
or other government agencies as part of their duties to ensure that research

participants are protected.
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11. SUPPLEMENTS/APPENDICES

I. Procedures Schedule Oct. 2018- Sept. 2021.

Table 3: Study Timeline

Months 1-6 712 13-18 19-24 25-30 31-36
Prep/Training X
Team mtgs X4 X4 X2 X1 X2 X6
Intervention Cohort1 Cohort2 | Cohort3 | Cohort 4
Data chk** X X
Analysis X (prelim) X
Writing/discussion X X
Presentation at X
Conferences
Dr. Drs.
Weihs to Czamanski-
Israel- Cohen,
Nov. Wiley and
Travel 2018 Prof. Cohen
to Tucson,
Dr. Wiley _
AZ- spring/
to lIsrael
summer
Jan 2019
2021

on factors used in minimization technique will be monitored and adjusted.

Final cohort begins mo. 25, allows final data mo. 31. **Data check/quality. Balance across arms
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Il. Informed Consent Form Template

Informed Consent form

‘ovj MRMIN IMNN YT NVIPON A

Faculty of Social Welfare & Health Sciences | as—allye A9°N NUDINN
University of Haifa
LD_A_D CLQ.OL‘.)

Name of Principal Investigators: Dr. Johanna Czamanski-Cohen and Dr. Karen Weihs

A

You will be given a copy of the full Informed Consent Form

Purpose of the research

Breast cancer is the most common cancer that women suffer from. Many breast cancer survivors
suffer from symptoms of depression, anxiety, pain and fatigue that negatively affect their quality
of life. Art Therapy provides an alternative to verbal Psychotherapy and has been shown to help
alleviate Psychological and Physical symptoms. The purpose of our research is to understand

more about the ways in which art therapy helps BC survivors.

Type of Research Intervention

This research will involve your participation in one of two intervention groups that entail art making.
Each group will take place for 8 weeks for either 1 %2 hours or 30 minutes. In addition, you will be
requested to answer questionnaires for about an hour, once before the start of the intervention,
once during the week after the intervention is over and once 8 weeks later. We will also request
that you provide us with 10 ccs of blood at 3 time points, once before, once in the middle and
once after the intervention. The blood will be drawn by a qualified nurse. Furthermore, you will be
requested to sit for 20 minutes, 3 times while you are connected to a biopatch that collects data
about your heart rate and breathing. The biopatch is a small round device that will be adhered to
your skin for 20 minutes, at each collection point via 2 gel electrodes slightly below your sternum.
Participant selection

We are inviting all breast cancer survivors at this hospital who have completed chemotherapy to

participate in this study.

Voluntary Participation
Your participation in this research is entirely voluntary. It is your choice whether to participate or
not. Whether you choose to participate or not, all the services you receive at this clinic will continue

and nothing will change. If you choose not to participate in this research project, you will be offered
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the treatment that is routinely offered in this hospital for Breast Cancer, and we will tell you more
about it later. You may change your mind later and stop participating even if you agreed earlier.
The biological samples obtained during this research procedure will be used only for this research,
and will be destroyed after 5 years, when the research is completed.

B. Description of the Process

Duration
The research takes place over 16 weeks in total. During that time, it will be necessary for you to
come to hospital 11 times, for 1-2hours each day. In total, you will be asked to come up to 11

times to the clinic in 2.5 months. At the end of 3 months, the research will be finished.

Time table of data collection and interventions

Week 0 Week 1-3 Weeks 4-16 Week 16 Week 24
Enroliment in | Filling out Filling out | Filling out
Study questionnaires questionnaires questionnaires
Signing

Intervention group
informed 10 cc of blood 10 cc of blood 10 cc of blood
at the hospital 1

consent
time a week for 1-
20 minutes of
Randomization | 20 minutes of EKG | 1.5-hours 20 minutes of EKG EKG
to intervention | monitoring via the monitoring via the o '
] ) monitoring via
group bio patch bio patch _
the bio patch
Risks

We do not expect any risks from participating in this study, however, you may feel a temporary
increase in emotional distress. Should you feel significant distress, we have professionals
available to provide you with additional support. You will be asked to provide 20 cc of blood at 3
time points and there may be some local discomfort associated with the needle prick. You will be
asked to connect a biopatch to your chest using 2 electrodes, at 3 time points for 20 minutes
each. You may have some minor and temporary skin irritation at the site of adherence. If you feel
any emotional or physical distress related to the intervention or physiological data collection,
please contact the research nurse for assistance.

Benefits

We believe that you may benefit from participating in this study by experiencing an alleviation of
existing symptoms or prevention of depressive, anxiety, pain or fatigue that often accompany

Breast cancer patients.
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Reimbursements

We will give you $67 USD to pay for your travel to the hospital for all the sessions and we will give
you $200 USD for your time, should you complete all the sessions. You will not be given any other
money or gifts to take part in this research.

Confidentiality

With this research, something out of the ordinary is being done in your community. It is possible
that if others in the community are aware that you are participating, they may ask you questions.

We will not be sharing the identity of those participating in the research.

The information that we collect from this research project will be kept confidential. Information
about you that will be collected during the research will be put away and no-one, but the
researchers will be able to see it. Any information about you will have a number on it instead of
your name. Only the researchers will know what your number is, and we will lock that information
up with a lock and key. It will not be shared with or given to anyone except the PI's of the study,
the research nurse and the interventionists. The artwork created in the groups may be used in
publications and presentations, however, these works will not be personally identified, and any

personal information (ie, your name) will be edited out of the image before publication.

Right to Refuse or Withdraw
You do not have to take part in this research if you do not wish to do so. You may also stop
participating in the research at any time you choose. It is your choice and all your rights will still

be respected.

Alternatives to Participating
If you do not wish to take part in the research, you will be provided with the established standard

treatment available at the hospital.

Who to Contact
If you have any questions you may ask them now or later, even after the study has started. If you
wish to ask questions later, you may contact any of the following: Johanna Czamanski-Cohen

joczamanski@gmail.com, the research nurse
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This proposal has been reviewed and approved by the hospital Helsinki committee which is a
committee whose task it is to make sure that research participants are protected from harm. If

you wish to find about more about the IRB, contact

| have read the foregoing information, or it has been read to me. | have had the opportunity to ask
questions about it and any questions that | have asked have been answered to my satisfaction. |

consent voluntarily to participate as a participant in this research.

Print Name of Participant

Signature of Participant
Date

Day/month/year

Print Name of Researcher taking the consent

Signature of Researcher taking the consent
Date

Day/month/year
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