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Individual Meaning Centered Psychotherapy (IMCP), based on the principles of Viktor Frankl's 

Logotherapy, is designed to help patients with advanced cancer sustain or enhance a sense of 

meaning, peace and purpose as they approach the end-of- life. Preliminary findings from our pilot 

randomized control trial of IMCP suggest that IMCP significantly reduces psychological distress 

and desire for hastened death, and significantly increases spiritual well-being and a sense of 

meaning and purpose in life in a sample of patients with advanced cancer. This study is a larger 

randomized controlled trial which utilizes a repeated measures design to investigate the efficacy of 

Individual Meaning-Centered Psychotherapy (IMCP), compared to a standard Individual 

Supportive Psychotherapy (ISP) and an Enhanced Usual Care (EUC) arm on spiritual well-being, 

psychological distress, and quality of life in a sample of 414 ambulatory patients (138 per arm) 

with advanced cancer. (See Figure 1 below) 
 

 

All patients with solid tumors with advanced disease receiving ambulatory care at MSKCC and its 

affiliates are eligible for participation. Recruitment of patients will take place at MSKCC, in 

ambulatory care areas treating solid tumors (i.e., prostate, breast, lung, colorec tal, hepatobiliary, 

head and neck cancers, and palliative medicine) or through the mail using letter recruitment. 

Potential subjects for the study will be identified, by the research staff and participating oncology 

staff, by cancer diagnosis and stage. Potentially eligible patients will be administered the Distress 

Thermometer (DT), in order to determine whether the patient meets the requisite threshold for 

study participation in person or over the telephone. Patients who indicate a 4 or greater on the DT 

will be offered participation and randomized to one of the two 7-session interventions (IMCP or 

ISP) or to the EUC control condition. The Individual Meaning Centered Psychotherapy (IMCP) 

intervention will focus on enhancing meaning and purpose in patients‘ lives.  The Individual 

Supportive Psychotherapy (ISP) intervention will focus on helping patients cope with cancer and 

express their feelings about it. In Enhanced Usual Care patients will be given targeted referrals 

based on screening and will receive psychoeducational materials. All participants will complete 

assessment batteries consisting of self-report questionnaires which will be administered at four time 

points: Baseline (T1, week 1), mid-way through the intervention (Midpoint (T2), week 4-7), immediately 
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following the last session of the intervention (Post-intervention (T3), week 7-14), and at post intervention 

(Follow-up (T4), 8-12 weeks post T3 assessment). 

 

2.1 OBJECTIVES AND SCIENTIFIC AIMS 
 

Primary Aim: 

• To conduct a randomized controlled trial comparing the efficacy of Individual Meaning- 

Centered Psychotherapy (IMCP), a standardized Individual Supportive Psychotherapy 

(ISP) and Enhanced Usual Care (EUC) in improving meaning and spiritual well-being and 

overall quality of life and reducing psychological distress (depression and anxiety, 

hopelessness and desire for hastened death) in a sample of patients with advanced cancer. 

 
Secondary Aims: 

• To examine clinical and demographic variables that may correspond to differential 

responses to Individual Meaning-Centered Psychotherapy (e.g., potential moderating 

influences such as gender, race/ethnicity, religiosity, level of pre- intervention social 

support, optimism, physical symptom burden, prognostic awareness, and treatment dose). 

• To assess the relative impact of Individual Meaning-Centered Psychotherapy on different 

aspects of meaning (e.g., purpose, coherence, existential vacuum), as well as on different 

aspects of spiritual well-being (meaning versus faith), 

• To explore whether an enhanced sense of meaning ―explains‖ (mediates) improved 

psychological well-being (i.e., increased quality of life, decreased psychological distress). 

 

3.0 BACKGROUND AND RATIONALE 
 

Spiritua l, Existe ntia l, Lo go therap y, a nd Mea ning-Based Psyc ho therap y in Canc er Pop ula tio ns: 

A relatively small but growing literature is developing around psychotherapy interventions for 

cancer patients grounded in theoretical perspectives which address meaning and other existential 

concerns. These include interventions that incorporate the spiritual elements of yoga, meditation, 

Buddhist philosophy and religious belief (e.g., Cole, 2005; Lerner et al., 1987); those that use 

existential approaches based on the works of Yalom and others (De Vries, 1997); those based on 

concepts of self-transcendence (Coward, 1998; Chin-A-Loy & Fernsler, 1998; Hiatt, 1986); and 

meaning-based approaches based on Folkman‘s (1997) approach to ―meaning making‖ (Lee et al., 

2006) and Frankl‘s Logotherapy (Lazer, 1984; Quirk, 1979; Zuehlke & Watkins, 1975). Self- 

transcendence has been shown, primarily in the nursing literature, to be associated with indicators 

of well-being and mental health in older adults, breast and prostate cancer patients, and AIDS 

patients (Coward, 1991, 1993, 1995, 1996, 1998; Chin-A-Loy & Fernsler, 1998; Reed, 1991a). 

However, all of these studies used group not individual intervention formats.  The direct 

application of Frankl‘s original logotherapy to medically ill populations has been extremely 

limited (until our recent adaptation of Frankl‘s work in the form of Meaning-Centered 

Psychotherapy, described below). Lazer (1984) conducted logotherapeutic support groups for 

patients with cardiac disease, butno systematic assessment of the impact of these groups was 

conducted. Zuehlke and Watkins (1975) adapted individual logotherapy to patients with terminal 

cancer, meeting for 6 individual 45- minute sessions over two weeks. The logotherapy focused on: 

1) enhancing rapport with therapist; 2) eliciting sources (e.g., activities, relationships) that 

provided meaning in the patient‘s life; 3) focusing on the impact of illness; 4) dealing with the fear 

of dying using the technique of ―dereflection‖; and finally 5) enhancing a sense of closure with 
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significant others in one‘s life as death approached. Patients who participated (N=6) experienced a 
stronger feeling of purposefulness and meaningfulness than controls (N=6),. 

 

Interve ntio ns for Sp iritua l a nd Existe ntia l S uffering a t the End o f Life 

Few empirically-supported psychotherapy interventions for spiritual suffering or distress at the end 

of life currently exist. Efforts to establish the efficacy of palliative care interventions are hindered 

by the many challenges researchers face in palliative care (Pessin et al., 2008). Palliative care 

practitioners have begun to deal with the issue of spirituality in the dying and interventions for 

spiritual suffering (Puchalski & Romer, 2000; Rousseau, 2000), but few have tested their efficacy 

experimentally. Psychotherapeutic techniques particularly adapted to the dying, such as life 

narrative and life review (Viederman, 1983), are found to be clinically beneficial. Recently, 

Chochinov et al. (2002, 2005) completed a multisite randomized controlled trial (RCT) to evaluate 

an individual psychotherapy for terminally ill patients called ―Dignity Conserving Psychotherapy,‖ 

whose central component is the creation of a ―generativity document.‖ What the work of 

Rousseau, Viederman, and Chochinov, as well as our work on Meaning-Centered Psychotherapy, 

suggest is the importance and potential utility of novel psychotherapeutic interventions aimed at 

improving spiritual well-being, sense of meaning and diminishing hopelessness, demoralization, 

and despair. Psychosocial interventions designed to relieve existential and spiritual suffering in 

advanced cancer patients are critically needed in order for clinicians to have the tools to effectively 

address these issues in their patients. It is essential that such interventions be tailored to the needs 

of patients with advanced illness, who may have difficulty participating in long-term or group 

psychotherapies. Individual Meaning Centered Psychotherapy (IMCP) has the potential to address 

the unmet need for one-on-one, flexible interventions critical to advanced cancer populations. It 

represents an important opportunity to provide an effective intervention for existential and spiritual 

suffering that can be practically delivered. 
 

Meaning-Ce ntered Psyc ho therap y for Ad va nced Ca ncer Pa tie nts 

The importance of spiritual well-being and meaning in particular in moderating depression, 

hopelessness and desire for death in terminally ill cancer and AIDS patients demonstrated by our 

research group led us to look beyond the role of antidepressant treatment for depression in this 

population. We focused new efforts on developing non-pharmacologic (psychotherapy) 

interventions that could address such issues as loss of meaning, spiritual well-being and 

hopelessness in patients with advanced cancer. This effort led to an exploration and analysis of the 

work of Viktor Frankl and his concepts of logotherapy or meaning-based psychotherapy (Frankl, 

1955, 1959, 1969, 1975). While Frankl‘s logotherapy was not specifically designed for the 

treatment of cancer patients or those with life threatening illness, his concepts of meaning and 

spirituality clearly apply in psychotherapeutic work with advanced cancer patients, who often seek 

help in dealing with existential issues (e.g. sustaining meaning and hope and understanding cancer 

and impending death in the context of their lives). Frankl‘s main contributions to human 

psychology have been to raise awareness of the spiritual component of human experie nce, and the 

central importance of meaning (or the will to meaning) as a motivating force  in human 

psychology. His basic concepts include: 1) Meaning of life - life has meaning and never ceases to 

have meaning even up to the last moment of life, and while meaning may change in this context, it 

never ceases to exist; 2) Will to meaning - the desire to find meaning in human existence is a 

primary instinct and basic motivation for human behavior; 3) Freedom of will - we have the 

freedom to find meaning in existence and to choose our attitude towards suffering; 4) The three 

main sources of meaning in life are derived from creativity (work and deeds), experience (art, 

nature, humor, love, relationships, roles) and attitude (the attitude one takes towards suffering and 
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existential problems); 5) Meaning exists in a historical context, thus legacy (past, present and 
future) is a critical element in sustaining or enhancing meaning. 

 

The innovative intervention we developed and call ―Meaning-Centered Psychotherapy‖ is based  

on the concepts described above and the principles of Frankl‘s logotherapy, and is designed to help 

patients with advanced cancer sustain or enhance a sense of meaning, peace and purpose in their 

lives even as they approach the end of life (Breitbart, 2002; Breitbart et al., 2004, 2009; Greenstein 

& Breitbart, 2000). We initially conducted an R21- funded pilot RCT of an eight-week (1.5- hour 

weekly sessions) Meaning-Centered Group Psychotherapy (MCGP) intervention, based on th e 

concepts of meaning as elucidated by Viktor Frankl, which utilized a highly developed treatment 

manual incorporating a mixture of didactics, discussion and experiential exercises that focus on 

particular themes related to meaning and advanced cancer. MCGP proved to be a highly effective 

intervention, increasing a sense of meaning, spiritual well-being, and hope, while decreasing end of 

life despair. The positive results of this R21 (see Breitbart et al., 2009) resulted in the funding of  

an R01 study (1R01CA128287) conducting a larger randomized controlled efficacy trial of 

Meaning-Centered Group Psychotherapy (MCGP) currently beginning its fourth year of funding. It 

became quite clear to us during the course of the MCGP clinical trials that the group format for 

psychotherapy interventions in patients with advanced cancer posed many challenges and 

limitations. The rigid schedule necessary to conduct outpatient group sessions in this population 

resulted in high rates of missed sessions and high levels of attrition. 
 

Theore tica l Co nceptua l Mode l Unde rlying Mea ning-Ce ntered Psyc hothe rap y 

The central role played by meaning in diminishing psychosocial distress and end-of-life despair 

has led us to develop a meaning-centered intervention based on a theoretical model in which the 

enhancement of meaning results in improved quality of life and reduced psychological distress, 

despair and suffering at the end of life. Figure 2 depicts the model underlying our proposed IMCP 

intervention, in which enhanced meaning is conceptualized as the catalyst for improved 

psychosocial outcomes (improved quality of life, reduced psychological distress and despair). 

 

Specifically, meaning is viewed as both an intermediary outcome, as well as a mediator of changes 

in these important psychosocial outcomes. Religious faith is not expected to directly impact 

psychosocial outcomes, but may moderate the intermediary outcome of meaning (see, for example, 

Nelson et al., 2002, indicating that religious faith does not provide a unique contribution to 

enhanced psychosocial outcomes after controlling for spirituality). This model also presumes that 

other factors will impact response to a meaning-based intervention, including prognostic 

awareness, psychosocial treatment preference, and therapeutic alliance. We recognize that the 

directionality of many of the variables included in this model could potentially be bi-directional; 

however, we are presenting the model we believe underlies the intervention. 
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Spiritua l We ll-Be ing/Mea ning a nd Its Impac t o n Psyc hosoc ia l O utco mes in Ad va nc ed Canc er 

Brady et al. (1999) found that cancer patients who reported a high degree of meaning in their lives 

(as measured by the FACIT-Sp meaning/peace sub-scale) were able to tolerate severe physical 

symptoms better than patients who reported lower scores on meaning/peace. Patients with a high 

sense of meaning reported higher satisfaction with their quality of life than patients with a low 

sense of meaning, despite pain and fatigue. Our research group (Breitbart et al., 2000; Nelson et 

al., 2002) has demonstrated a central role for spiritual well-being (i.e., meaning) as a buffering 

agent, protecting against depression, hopelessness and desire for hastened death among terminally 

ill cancer patients. McClain, Rosenfeld, and Breitbart (2003) found that spiritual well-being, as 

measured by the FACIT-Sp, was significantly associated with end-of- life despair (as defined by 

hopelessness, desire for hastened death and suicidal ideation) even after controlling for the 

influence of depression. Moreover, when the FACIT-Sp was divided into two components, one 

measuring a sense of meaning and peace (the Meaning/Peace subscale) and another measuring 

spirituality linked to religious faith (the Faith subscale), the Meaning/Peace subscale was much 

more strongly associated with end-of- life despair than was the Faith subscale. We conducted two 

NIH-funded studies assessing the impact of pharmacologic treatment for depression in terminally 

ill AIDS and cancer patients on desire for hastened death. While the effective pharmacologic 

treatment of depression reduced desire for hastened death in depressed patients, our findings 

(Breitbart et al., 2000) also showed hopelessness and loss of meaning were often independent of 

depression as predictors of desire for death and are as influential on desire for death as depression. 

Such data suggest the critical need for development of psychosocial interventions for the 

terminally ill that address loss of meaning as a mechanism for improving psychosocial outcomes 

(e.g., quality of life, depression, anxiety, hopelessness, desire for death and end-of- life despair). 

 
Ind ivid ua l Mea ning-Ce nte red Psyc ho therap y fo r Ad va nced Cancer Patie nt s 

We recognized that a brief and flexible ind ivid ua l format of Meaning-Centered Psychotherapy 

could have advantages over a group format in a population of patients with advanced cancer. We 

modified our original Meaning-Centered Group Psychotherapy intervention and developed an 

individual format intervention, (Appendices H & I). The overall goal of this proposed study is to 

examine the efficacy of IMCP. 
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Individual Meaning-Centered Psychotherapy is a flexible seven-session (1 hour weekly sessions) 

individual intervention that utilizes a mixture of didactics, discussion and experiential exercises 

that focus around particular themes related to meaning and advanced cancer. The session themes 

include: Session 1 – Concep ts a nd So urces o f Mea ning; Session 2 – Cance r a nd Mea ning; Session 

3 – Historica l So urc es o f Me a ning: Le gac y (past, prese nt a nd future ); Session 4 – Attitud ina l  

Sources of Meaning: Encountering Life‘s Limitations; Session 5 – Crea tive So urces o f Mea ning: 

Creativity a nd Respo nsib ility; Session 6 – Experie ntia l So urces o f Mea ning: Conne cting with Life 

via Bea uty, Lo ve, a nd Humor; and Session 7 – Tra nsitio ns: Re flectio n, a nd Hopes fo r the F uture. 

Patients are assigned readings and homework that are specific to each session‘s theme and which 

are utilized in each session. Of The IMCP format includes experiential exercises, didactics and 

discussions related to themes focusing on meaning; sources of meaning, and flexibility in moving 

from one source of meaning to another when cancer illness or treatment imposes obstacles and 

limitations. The IMCP Treatment Manual in Appendix I & J describes the intervention in detail. 

 
Pilot S tud y o f IMCP 

We conducted a large pilot RCT of IMCP in a sample of 104 advanced cancer patients comparing 

Individual Meaning Centered Psychotherapy (IMCP) vs. Therapeutic Massage (T-M). This pilot 

study, funded by the Kohlberg and Fetzer foundations (MSKCC protocol # 04-089), established 

the feasibility, practicality, applicability, acceptance, and effectiveness of the IMCP intervention, 

and demonstrated powerful treatment effects for our individual format intervention that were even 

greater than those we were able to demonstrate in our group intervention study (Breitbart et al., 

under review) . 

 

Methods: Patients with Stage III or IV solid tumor cancers (N=120) were randomly assigned to 

either a 7-session IMCP or 7 sessions of Therapeutic Massage (TM). Patients were assessed before 

and after completing the intervention, and again 2 months after completion. Outcome assessment 

included measures of spiritual well-being, meaning, hopelessness, anxiety, depression, overall 

quality of life, symptom burden and symptom- related distress. 

 

Results: Study Completion: The flexibility of scheduling resulted in far less attrition and an ability 

to deliver the full dose of 7 treatment sessions to over 90% of the sample. Attrition was evaluated 

first as the proportion of patients who remained in the group throughout the 7-week intervention 

period (i.e., were available to provide post-intervention data), and second, by comparing the 

number of sessions attended across the two interventions. There was no difference in the number 

of sessions completed by participants in the two treatment arms, and the proportion of participants 

who completed all 7 weeks was comparable across both conditions. The IMCP participants 

attended an average of 5.28 sessions (s.d.= 2.6), whereas TM participants comp leted an average of 

5.02 sessions (s.d.=2.9), t=0.53, p = .60. Of the 59 individuals who began IMCP, 39 (66.1%) 

attended all 7 scheduled sessions versus 33 (61.1%) of 54 individuals randomized to massage, chi- 

square = 9.41, d.f. = 7, p = .22. Attendance was not significantly correlated (using a Spearman 

correlation for ordinal data) with overall physical functioning, rs = .17, p = .06. 
 

Impact of Treatment on Spiritual Well- Being and Psychological Adjustment: Repeated measures 

ANOVA models were used to evaluate the differential impact of treatment on the measures of 

spiritual well-being and psychological functioning.  In each of these models, treatment arm was 

entered as a categorical independent variable, along with baseline score on the outcome variable as 

a co-variate. These analyses revealed a significantly greater effect of treatment for IMCP 

compared to TM for overall spiritual well-being (FACIT-Sp Total score), b = 0.39 (95% CI: .18 - 
.59), t = 3.74, p = .0004, as well as for the Meaning/Peace and Faith subscales, b = 0.36 (95% CI: 
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.26 - .46), t = 3.48, p = .0008 and b = 0.39 (95% CI: 0.05 - 0.72), t = 2.27, p = .03, respectively. 

There were also significantly greater benefits for IMCP, compared to TM, in improving overall 

quality of life (MQOL), b = 0.70 (95% CI: 0.17 - 1.24), t = 2.58, p = .02, decreasing the number of 

physical symptoms endorsed (MSAS-Sx), b = 4.66 (95% CI: 1.53 - 7.79), t = 2.92, p = .005, and 

decreasing severity of physical symptom distress (MSAS-GDI), b = 0.42 (95% CI: 0.20 - 0.64), t 

= 3.77, p = .0003. There were no significant differences between these two interventions in terms 
of reducing anxiety (HADS-A), b = 0.04 (95% CI: -0.13 - 0.06), t = -0.72, p = .47, depression 

(HADS-D), b = 0.03 (95% CI: -0.09 - 0.14), t = 0.49, p = .63, or hopelessness (BHS), b = .13 
(95% CI: -0.27 - 2.52), t = 1.59, p = .12. 

 

In order to examine the basis for the group differences, simple change scores within each treatment 

arm were analyzed, along with paired t-tests to determine whether the change on each measure was 

significantly greater than zero. As evident in Table 1, participants in the IMCP arm demonstrated 

significant reductions in symptoms and improvement in quality of life/spiritual well-being across 

most of the study variables. Although many (but not all) of the effect sizes decreased somewhat 

during the follow-up period, most of these change scores remained significant. However, there was 

a markedly different pattern for participants receiving TM, with very few significant 

improvements (only hopelessness improved significantly following the TM intervention) at either 
the end of treatment at the 2-month follow-up. 

 

We followed a similar approach for the analysis of the long-term benefits of treatment, using 

repeated measures ANOVA models to evaluate the differential impact of treatment on spiritual 

well-being and psychological functioning at the 2- month follow- up assessment. As with the post- 

treatment analyses, treatment arm was entered as a categorical independent variable and baseline 

score on the outcome variable was entered as a co-variate. These analyses revealed no significant 

differences in treatment efficacy for IMCP versus TM at the 2- month follow- up assessment, 

although a similar pattern of improvement was evident in the within- group analyses. 

 

Tab le 1 : C ha nges in Sp iritua l We ll-be ing a nd Psyc ho lo gica l Functio ning Fo llowing IMCP 
M P re M P ost    d p M F/U d p 

 

Spiritual Well-being 
FACIT Total 2.24 2.72 1.21 .0001 2.60 0.69 .0005 
Meaning/Peace 2.49 2.98 1.01 .0001 2.78 0.53 .006 

Faith 1.69 2.15 0.66 .0002 2.25 0.63 .002 
Psychological Functioning        

Anxiety 2.39 2.24 0.22 .17 2.16 0.48 .02 
Depression 2.09 1.98 0.22 .18 1.89 0.51 .07 

Hopelessness 7.57 4.70 0.80 .0001 4.84 0.63 .002 
Physical Functioning/QOL        

Overall Quality of Life 5.89 7.18 0.94 .0001 6.88 0.71 .0003 

Number of Symptoms 18.7 16.0 0.32 .06 17.5 0.14 .42 
Symptom Distress 1.95 1.53 0.79 .0001 1.84 0.22 .22 

  _ 
Note: M pre: group mean at baseline; M post: group mean at end of treatment; M F/U: group mean at 2-month follow-up assessment; 

d, p correspond to effect size for comparison to baseline score (M pre) 

 

Table 1 reveals that the therapeutic benefits of IMCP were somewhat more modest at the 2- month 

follow-up, but remained strong and statistically significant for most variables. In fact, some 

variables demonstrated more substantial improvements at the follow-up assessment (i.e., anxiety 

and depression). No such changes were evident in the TM treatment arm, with the ―null‖ findings 

continuing at the 2-month follow-up assessment. 

 
Conclusions: IMCP appears to be a potentially beneficial intervention for patients‘ emotional and 
spiritual suffering at the end of life.   Participants who received IMCP demonstrated substantial 
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and statistically significant improvements in spiritual well-being, a sense of meaning, 

hopelessness, overall quality of life, and symptom-related distress, and more modest effects for 

anxiety, depression and symptom burden.  These treatment gains were sustained at the follow-up 

assessment, 2 months after completion of treatment. Patients who received TM, on the other hand, 

demonstrated little improvement in these outcome variables. When comparing the effects of these 

two treatments, IMCP resulted in significantly greater improvements in a number of variables 

studied. Further research that compares IMCP with other psychotherapeutic interventions, such as 

this current larger randomized control trial and includes a non-active control group, is needed to 

better understand the unique benefits of this treatment approach. 

 
Potentia l Ad va nta ges o f IMCP  fo r Ad va nc ed Canc er Patie nts 

Both Group and Individual formats of psychotherapy interventions have been studied and utilized 

in cancer populations as well as other populations with life-threatening medical illnesses (e.g., 

AIDS).  The unique personal struggles that an individual patie nt faces when coping with cancer, 

especially as they near the end of life, suggest the importance of a one-on-one psychotherapeutic 

approach. Individual treatment allows the patient to engage in the therapeutic work on an intimate 

level and explore his/her distinct existential concerns. However, most clinical trials investigating 

psychosocial interventions for cancer patients have tested interventions that use a group format 

(e.g., Classen et al., 2001; Edmonds et al., 1999; Fawzy & Fawzy, 1998) and many have focused 

on or have included earlier-stage cancer patients and survivors (e.g., Dolbeault et al., 2009; Lee et 

al., 2006).  While there may be clinical and financial utility in employing a group modality, the 

intensity and focus on each individual‘s experience may be diffused within this type of 

atmosphere.  Multiple stories are often shared, and the individual and his/her personal meaning 

may become lost within the group dynamic. In contrast, a one-on-one psychotherapeutic approach 

permits at least two conditions that are of particular importance in working with vulnerable 

advanced cancer populations: flexibility and individualization. Being flexible in scheduling the 

location and time of the intervention is paramount when working with advanced cancer pat ients 

who may be in physical discomfort and limited in mobility in order to accommodate their needs. 

Group psychotherapy interventions can be effective for cancer patients, but have practical 

limitations in advanced cancer patients, imposed by requirements for an inflexible schedule where 

a critical mass of participants is required for ideal outcomes. This results in high rates of attrition 

and missed sessions (the full dose of the intervention is often not delivered). Individualization 

through tailoring treatments to address each patient‘s existential concerns and to identify personal 

sources of meaning is similarly crucial and may ultimately result in more potent and lasting 

positive effects than group interventions permit. 
 

4.1 OVERVIEW OF STUDY DESIGN/INTERVENTION 
 

4.2 Design 
 

This study will utilize a randomized, controlled, repeated measures design to investigate the 

efficacy of Individual Meaning-Centered Psychotherapy (IMCP), compared to a standard 

Individual Supportive Psychotherapy (ISP) and an enhanced usual care (EUC) arm, on spiritual 

well-being, psychological distress, and quality of life in a sample of 414 ambulatory patients (138 

per arm) with advanced cancer. All patients with solid tumors with advanced disease and 

significant distress who are receiving ambulatory care at MSKCC are eligible for participation. 

Recruitment of patients will take place at MSKCC, in all ambulatory care areas treating solid 

tumors (i.e., prostate, breast, lung, colorectal, hepatobiliary, head and neck cancers, and Palliative 

Medicine). In addition, patients may be recruited through letters. 
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Potential subjects for the study will be identified, by the research staff and participating oncology 

staff, by cancer diagnosis and prognostic indicators of advanced disease.  Specific evidence of 

advanced disease to meet eligibility criteria includes documentation of one of the following: stage 

IV disease for breast, prostate, or colon cancers; solid tumor malignancies at other sites that are 

metastatic; locally advanced and unresectable cancer/tumors; locally recurrent ovarian cancer, or 

confirmation from the treating physician and documentation in the research medical record of 

advanced disease.  The Screening Assessment (T0) will be conducted using the following: Patients 

will be assessed using the Karnofsky Performance Rating Scale (KPRS). Patients with a score 

below 60 or physical limitations sufficient to preclude participation will be excluded from the 

study. Potentially eligible patients will be administered the Distress Thermometer (DT), developed 

by the National Comprehensive Cancer Network (NCCN) Distress Management Clinical Practice 

Guidelines Panel (2009). This screening tool consists of a 0 to 10 visual analog scale in the form of 

a distress thermometer as well as a checklist of problem areas that may be contributing to distress 

(i.e., practical, family, emotional, spiritual/religious, and physical problems), in order to determine 

whether the patient meets the requisite threshold for study participation. Patients who indicate a 

four or greater on the DT will be informed of the nature of the study, the method, relevant risks  

and benefits, and offered participation. Demographic (age, race, education, SES, etc) and Health 

Status (cancer diagnosis, stage of disease), and pre-randomization preference (treatment 

preference) will also be collected (see Appendix A).  Patients will then complete the informed 

consent. 

Following informed consent, patients will be assigned a subject number and randomized to one of 

the two 7 session interventions (IMCP vs ISP) or to the EUC control condition. Randomization 

will be completed by MSKCC‘s Department of Biostatistics. After randomization, participants will 

be contacted and informed which randomization assignment they received and scheduled for the 

intervention. The intervention should begin within four weeks of randomization. Patients who 

cannot begin the intervention within 30 days of consent (because of conflict or illness), will be 

placed on a waitlist so they can be offered the intervention when they do not have any conflicts at 

which time patients will be re-consented. 

 
After the patient has been randomized, they will complete a T1-Baseline Assessment (week 1) 

before the 1st session (see Appendix C). The assessment battery will be re-administered at 3 
subsequent points: T2 (midpoint, at session 4, Appendix D); T3 (post- intervention, following the 
7th session of the intervention or at the completion of 14 weeks, whichever occurs first, Appendix 

E) to assess changes over the course of treatment; and T4 (follow- up, 8-12 weeks post completion 

of T3, Appendix F) to assess maintenance of treatment gains.  The EUC sample will also be 

administered the battery of questionnaires at approximately equivalent intervals. Please see 

Appendices A, C, D, E, & F and if it is overly burdensome to come to the counseling center for 

assessments patients will be given the option to complete them by mail, email the blank 

questionnaires to participants for them to print and complete at home (forms will be returned by 

mail), or administer the questionnaires over the phone. Figure 3, section 9.0 for specific measures) 

 

All intervention sessions will be conducted at Ambulatory Counseling Center facilities of the 

MSKCC Department of Psychiatry and Behavioral Sciences or another Memorial Sloan-Kettering 

Cancer Center treatment facility. However, in rare circumstances if deemed appropriate by the 

interventionist (e.g., illness, emergency, transportation difficulties) telephone sessions will be 

permitted. All psychotherapy sessions will be audio recorded to be used for treatment integrity 

purposes. Portions of these audio recordings may be transcribed for academic, educational, or 
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training purposes with the participants consent. This will happen when a portion of a session is 

particularly compelling or represents a noteworthy example of Meaning-Centered Psychotherapy 

in practice. Transcription will be completed by research staff or Ubiqus, a transcription service 

company. Sessions may be observed with the participants‘ knowledge by trainees and/or study 

personnel through the two way mirror in the MSK Counseling Center for training, educational, 

supervision purposes or for treatment integrity. Finally, sessions may be video recorded with the 

participants consent and may be used for academic, educational, or training purposes. 

 
We will be assisted on this project by Dr. Barry Rosenfeld from the Fordham University 

Department of Psychology. Dr. Rosenfeld is a Professor and Director of Clinical Training at 

Fordham with a faculty appointment at MSKCC. As Co-PI on the R01 grant that was awarded to 

support operations of this study, his primary role is to provide consultation for research design, 

research supervision, data analyses, and manuscript preparation. There is an established 

subcontract between MSKCC and Fordham University. All data that Dr. Rosenfeld receives will 

be de-identified. 

 
4.3 Intervention 

 

All eligible patients, meeting inclusion and exclusion criteria, who provide informed consent and 
voluntarily agree to participation in this psychotherapy intervention study will be randomly 
assigned to one of three study arms: the two psychotherapy interventions described below or the 
enhanced usual care condition. Individual sessions of either IMCP or ISP will be held in the 
MSKCC Department of Psychiatry and Behavioral Sciences ambulatory care facility: The MSK 

Counseling Center, MSKCC 54th Street. In rare cases therapist may see patients in other treatment 

facilities at MSKCC such as the Breast Center, Outpatient Treatment Center, or Inpatient Hospital 

if circumstanses such as severe illness preclude the patient from traveling to the MSKCC couseling 

center.  On rare occassions at the discression of the P.I. and individual therapist, participants who 

become severely ill or hospitalixed may be pemitted to participate in individuals through 

teleconference in order to maximize therapeutic benefits to participants and minimize attrition. 

Participants will attend individual sessions weekly for 60 minutes. There will be seven individual 

sessions with an outside window of 14 weeks. Ideally, the psychotherapy will be completed in 7 

weekly sessions.  However, we have allotted a window of approximately 14 weeks to complete the 

7 sessions, allowing for occasional meetings every 2 weeks in the event of medical illness in this 

advanced cancer population.  The follow- up assessments will be 8 weeks after the last session. 

 

Ind ivid ua l Mea ning-Ce nte red Psyc ho therap y (IMCP): IMCP is based on the principles of Viktor 

Frankl‘s Logotherapy, and is designed to help patients with advanced cancer sustain or enhance a 

sense of meaning, peace and purpose in their lives even as they approach the end of life. IMCP is 

structured as a 7-session (1- hour weekly sessions) individual intervention that utilizes a mixture of 

didactics, discussion and experiential exercises that focus around particular themes related to 

meaning and advanced cancer (See Appendices I & J for IMCP Treatment Manual and IMCP 

Participant Manual). The session themes include: 

• Session 1 – Concepts and Sources of Meaning 

• Session 2 – Cancer and Meaning: Identity Before & After Cancer Diagnosis 

• Session 3 – Historical Sources of Meaning: Legacy (past, present and future) 

• Session 4 – Attitudinal Sources of Meaning: Encountering Life‘s Limitations 

• Session 5 – Creative Sources of Meaning: Creativity & Responsibility 

• Session 6 – Experiential Sources of Meaning: Connecting with Life via Beauty, Love & Humor 
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• Session 7 – Transitions: Reflection, and Hopes for the Future 

Patients are assigned readings (i.e. Man‘s Search for Meaning by Victor Frankl) and homework 

that are specific to each session‘s theme and which are utilized in each session. Participants may also 

complete an optional Legacy Project outside of the group based on these themes and discussion (ie. 

autobiography, artwork, photo album, family history, etc). While this intervention is primarily 

psychoeducational with the focus of each session on issues of meaning and purpose in life in the 

face of advanced cancer/limited prognosis, elements of support and expression of emotion are 

inevitable, but limited by the focus on experiential exercises, didactics and discussions related to 

themes focusing on meaning). 

Ind ivid ua l S upportive Psyc ho therap y (ISP): The ISP intervention (see Appendix K for ISP 

Treatment Manual), utilized as the comparison treatment condition in this study, is adapted from 

the Supportive Group Psychotherapy manualized intervention developed by David Payne (1997) 

and adapted by Drs. K issane, Breitbart and colleagues into the ISP manualized intervention.  This 

intervention is a 7-session individual supportive psychotherapy utilizing an approach to supportive 

psychotherapy based on models described by Rogers (1951, 1980) and Bloch (1996). The essential 

components of supportive psychotherapy are integrated into this manualized intervention, 

including: reassurance, explanation, guidance, suggestion, encouragement, affecting changes in 

patient‘s environment, and permission for catharsis (Bloch, 1996). The ISP therapeutic process 

emphasizes Rogerian person-centered concepts: genuineness, unconditional positive regard, and 

empathic understanding. The ISP therapeutic content emphasizes maintaining focus on cancer, 

supporting patients in the here and now, fostering expression of emotion and discussion of difficult 

topics, and creating a sense of being understood (Payne, et al., 1997). The manual also contains 

specific instructions on how to avoid therapeutic techniques that are not exclusively supportive 

(e.g., interpersonal therapy, cognitive-behavioral therapy, meaning-centered therapy). 

Enha nced Usua l Ca re (EUC): The use of a usual care condition to increase the methodological 

rigor of this randomized controlled trial must be balanced with the need for beneficence and 

preventing harm in the care of patient participants. We are therefore including what we refer to as 

an ―enhanced‖ usual care arm to this randomized controlled trial to address the ethical issues 

raised by utilizing a usual care condition in a vulnerable advanced cancer population. The 

―enhancement‖ to usual care in this study involves the inclusion of screening and targeted referral 

components as suggested by Reynolds et al. (2001). Participants will receive feedback about their 

level of distress (based on the DT administered at screening) and given appropriate targeted 

referrals based on levels of distress and problem areas endorsed. Participants will be given a letter 

with a list of appropriate referrals. Several referrals may be made based on identified problem 

areas, using the following guidelines: 

• ―Practical Problems‖ - Social Work on their disease management team 

• ―Family Problems‖- Family Clinic at MSKCC Counseling Center 

• ―Emotional Problems‖ - MSKCC Counseling Center 

• ―Spiritual/Religious Concern‖- Pastoral Care Counseling Services 

• ―Physical Problems‖- MSKCC physician or MSKCC Palliative Care Service 

In addition, patients may be offered community resources as well. Research assistants conducting 

the screening and providing feedback and referrals will be trained in the NCCN guidelines for 

distress management (NCCN, 2009; see Appendix G). Regardless of whether they indicate 

significant distress or any problem areas patients in the EUC will all be provided with 

informational brochures on psychosocial services available at MSKCC (i.e., the MSKCC 

Counseling Center Services Guide for Patients [MSKCC, 2007], psychoeducational materials (see 
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Appendix H) and a book entitled ―The Human Side of Cancer‖ by Jimmie Holland, M.D. EUC 

patients will be closely monitored at each assessment point for significant distress and highly 

distressed patients (i.e. 8 or above on DT or endorsement of suicidal ideation on BDI) will be 

referred to the counseling center or contacted by the PI for further assessment as needed. 

Selectio n, Tra ining a nd S upervisio n o f Leaders : We have carefully considered the selection of 

therapists and intensive training and supervision of our treatment providers. The manualized 

research interventions for this protocol, IMCP and ISP, are highly structured, as therapists are 

provided with an outline of content for all study sessions. Therefore, we determined that therapists 

must have, at minimum, a Masters degree in Mental Health Counseling, social work, or 

psychology to qualify for consideration as an interventionist on this study. Clinicians with greater 

experience and more advanced skills will also be considered for the therapist role on this study. 

Therapists will be assigned to either the IMCP or ISP arms to maximize the differentiation 

between the formats. Supervision and training for IMCP and ISP will be conducted by the P.I. or 

Co-Investigator in charge of each treatment arm. 

All research study counselors are either MSKCC-employed mental health clinicians or non- 

MSKCC employed mental health clinicians contracted to work on specific research studies. We 

use the services of non-MSKCC mental health clinicians as study counselors so that we can best 

accommodate participant schedules and availability to attend the study sessions. 

All study interventionists will undergo extensive training in either IMCP or ISP, by the P.I. or Co- 

Investigator.  Although some MSKCC clinicians are already experienced in providing IMCP or 

ISP from our pilot study period, the P.I. and Co-Investigator will lead periodic intensive training 

workshops in the delivery of these interventions for each distinct intervention therapists. All 

therapists will be provided with a copy of the treatment manual for the intervention they will be 

providing, describing in detail the philosophy, format, and techniques involved in the intervention. 

These training workshops will focus on the acquisition of skills in the conduct of each 

intervention. We will also provide ―booster‖ training to maintain standardized delivery of both 

treatment conditions to prevent ―provider drift.‖ To reinforce standard ized treatment delivery, the 

P.I. or Co-Investigator in charge of the treatment arm will lead supervision sessions for the 
different treatment providers. 

Therapists will be trained on an as needed basis for the duration of the study.  If needed some 

therapists in training may conduct 1-2 training cases with patients who are not eligible to 

participate in the study due to stage of cancer, low distress or past participation.  Therapists will 

receive intensive supervision and the therapist‘s competency in the intervention will be assessed to 

determine if they are ready to be study therapists. Participants who are consented as training cases 

will not be randomized and will not complete any assessments. Data collected on training cases 

will be used for training and supervision purposes on this study only. These records will not be 

shown outside of the study supervisors, therapist in training, and staff. Training will be 

approximately 7-14 weeks to allow for trainees to complete the 7 sessions of the intervention. The 

audio-recordings from the training cases will be kept for the duration of the study to train future 

therapists and will be destroyed after the study is completed. Training participants will be offered 

reimbursement for travel expenses. 

 
Ad here nce to Interve ntio n Format: We will institute several ―best practices‖ to enhance and 

monitor treatment fidelity, which include: careful attention to the study design, selection, intensive 

training and supervision of treatment providers, delivery of treatment, receipt of treatment, a nd 
―real- life‖ enactment of treatment skills. With regard to study design, we will compare two 
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intervention conditions (IMCP and ISP) that are equivalent with regard to the number, frequency 

and duration of sessions. We will monitor session attendance using a diary log with names and 

session dates to track percentage of attendance and to account for absenteeism and reasons for 

missed sessions. We will make every effort to deliver the full treatment, but we expect some 

variation in treatment delivery dose as well as treatment drop-out. Reasons for attrition will be 

assessed with an open-ended question for enrolled participants who withdraw. Drop-out reasons 

will be categorized and then judged by independent raters. To reduce likelihood of treatment 

contamination, each of the treatment conditions (IMCP and ISP) will be delivered by distinct 

treatment providers. We have developed comprehensive treatment manuals for IMCP and ISP (see 

Appendices I, J & K) to facilitate standardized delivery of the treatment sessions. Therapists will 

monitor attendance and homework completion as part of their process notes. We will also collect 

information about EUC utilization of resource referrals. Deviations from protocol will be recorded, 

and discussed regularly during supervision. We will also externally monitor treatment sessions, 

feedback sessions for the EUC arm, and provide feedback to interventionists. 

Trea tme nt Inte grity/Ad here nce to Interve ntio n Fo rma t: We will establish several procedures to 

monitor treatment protocol adherence and improve standardized delivery of the treatment. First, 

we have developed standardized treatment manuals for each of the treatment conditions (IMCGP 

and ISP). To ensure that providers are adhering to the treatment protocol, we have developed a 

provider outline of intervention components for each treatment session, for both of the 

interventions that are included in each treatment manual. These checklists/outlines can be used to 

facilitate supervision. We have also developed ―Treatment Integrity Coding Manuals‖ (see 

Appendix L), adapted from Dr. K issane‘s experience in developing treatment integrity assessment 

methodology in his work on Family Focused Grief Therapy (Chan et al. 2004), for each of the two 

interventions (IMCP, ISP). These ―Treatment Integrity Manuals‖ allow for independent raters to 

evaluate each session of both interventions for treatment adherence in terms of process and  

content. The MSKCC Department of Psychiatry and Behavioral Sciences will have available two 

psychotherapy conference and consult rooms with 2-way mirrors, audiotape recording capabilities 

which will enhance our ability to provide supervision, training and treatment integrity. All sessions 

will be audio-taped, with prior consent of the participants. A random sample of about 15% of all 

recorded sessions (approximately 1 session per IMCP/ISP case) will be evaluated and rated for 

treatment integrity (utilizing the Treatment Integrity Coding Manual). To prevent against therapist 

drift, treatment integrity ratings will be conducted regularly throughout the period of therapy 

within the study. All raters will be given the opportunity to offer written comments/feedback to 

individual facilitators regarding the specific individual session to enhance continued training and 

supervision in these individual interventions. Raters will be blinded to the therapist but not to the 

intervention arm or the specific session within that treatment arm, and required to achieve >80% 

inter-rater reliability. We will also use a patient-generated measure of treatment adherence, the 
―Post-intervention Questionnaire‖, described in the Study Measures section. 

5.0 CRITERIA FOR SUBJECT ELIGIBILITY 
 

5.1 Subject Inclusion Criteria 
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• 21 years of age and older 

• Able to communicate and understand English well enough to complete assessments 
and intervention** 

• Patients with solid tumors with advanced disease (see section 4.1 for more specific 

description of evidence of advanced disease) receiving ambulatory care at 

MSKCC* 

• Distress Thermometer rating of 4 or greater* 
 

*Patients who do not meet these eligibility criteria may be offered participation as a training case 

(See inclusion criteria for Training Cases below). 

Subject Inclusion Criteria - Training Cases 
 

• 21 years of age and older 

• Able to communicate and understand English well enough to complete the 

intervention** 

• Patients with solid tumors with advanced disease (see section 4.1) receiving 

ambulatory care at MSKCC with a Distress Thermometer rating of 3 or less 
or 

Patients with solid tumors who do not meet eligibility criteria for advanced disease 

receiving ambulatory care at MSKCC 
or 

Patients with solid tumors with advanced disease (see section 4.1) receiving 
ambulatory care at MSKCC who have participated in a prior meaning focused 
intervention study 

or 

Patients with solid tumors with advanced disease (see section 4.1) receiving 

ambulatory care at MSKCC who have enrolled in this study, been assigned to the 

EUC arm, and completed all study requirements including follow- up assessments. 

 
**The study treatment manual materials and assessments were designed and validated in English 

and are not currently available in other languages. Translation of the intervention and 

questionnaires into other languages would require reestablishing the reliability and validity of them. 

Therefore, participants must be able to communicate in English. 

 
 

5.2 Subject Exclusion Criteria 
 

• In the judgment of the treating physician and/or the consenting professional, 

presence of significant cognitive impairment (i.e., delirium or dementia) sufficient 

to preclude meaningful informed consent and/or data collection 

• Baseline Karnofsky Performance Rating Scale (KPRS) score below 60 or physical 

limitations sufficient to preclude participation in a 7 session outpatient 

psychotherapy intervention 

• In the judgment of the consenting professional, severe psychiatric disturbance 

sufficient that would preclude participation in the intervention (patients whose 

psychiatric disorder is well controlled on medication will be eligible) 

6.0 RECRUITMENT PLAN 
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Scree ning fo r Re cruitme nt : Potential candidates for the study who meet the eligibility criteria of 

cancer diagnosis and stage will be identified by the research staff and/or participating oncology 

staff or co- investigators. Study investigators in the Pain & Palliative Care Service the Breast 

Cancer Medicine Service, the Head & Neck Oncology Service, the Thoracic Medicine Service, the 

Gastrointestinal Oncology Service, and the Genito-Urinary Oncology Service will serve as liaisons 

to the Research Staff and help screen and identify potential subjects for the study. In addition for 

these services the study research staff may screen the medical records of patients with whom they 

do not have a treatment relationship for the limited purpose of identifying patients who would be 

eligible to enroll in the study and to record appropriate contact information to approach these 

patients. They may also make inquiries using database programs (i.e. Dataline) to identify 

appropriate patients for review of study eligibility criteria. 

 

Recruitme nt Strate gies : In order to maximize study enrollment several recruitment strategies will 

be utilized in this study. We will defer to our co- investigator‘ preferences as to which method(s) 

they would like us to use in their respective clinic.  These include: 
 

1) Potentially eligible patient who have an upcoming appointment at an MSKCC outpatient clinic 

may be contacted in person by the research staff in clinic. The research staff will discuss the study 

in detail, administer the screening instruments and seek informed consent for participation. The 

screening process for this protocol requires administration of screening questionnaires ( Distress 

Thermometer, Mini Mental, Karnofsky).  The Code of Federal Regulations Title 45, Part 46, 

Subpart A states that an IRB may waive the requirement for an investigator to obtain a signed 

consent form for some or all subjects if it finds that the research presents no more than minimal 

risk of harm to subjects and involves no procedures for which written consent is normally required 

outside of the research context. In following the code, we request to waive consent, in accordance 

with these regulations, for the pre-screening measures, as they are conducted for screening in 

purposes only. 

 

2) Patients may also be contacted by mail with their treating physician‘s assent. Patients who have 

been sent a recruitment letter (see Appendix O) and study brochure (see appendix P) will be 

contacted by phone one week post mailing the letter.  Three attempts will be made to contact the 

patient one month after the mailing of the letter. Patients who do not respond to the letter will be 

considered ‗not interested‖ in the study and will not be contacted in the future. If the patient is 

interested the research staff will discuss the study in detail, administer the screening instruments, 

and seek informed consent for participation on the phone. 

3) Flyers or study brochures (see Appendices M, P, & Q) with study contact information will also 

be distributed in ambulatory care areas treating solid tumors (i.e. prostate, breast, lung, colorectal, 

hepatobiliary, head and neck cancers, Palliative Medicine, and the Counseling Center) .  Patients 

can call in to receive information or be screened for study eligibility over the phone. If patients 

request additional information about the study (i.e. study brochures or informed consents) these 

materials will be sent to them by mail or email. 

 
If a patient is medically eligible, they will be contacted by the research staff to introduce the study, 

assess patient interest. If patients are interested, the study will be explained to them in detail and 

they will be asked to complete the Screening Assessment including the Distress Thermometer. If 

eligible, the patient will then complete the consent.  Once an informed consent (either verbal 

consent over the phone or written consent in-person) is obtained patients will be assigned a subject 

number and informed that they will be contacted in the near future about which arm they have 
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been randomized to.  If they have been randomized to IMCP or ISP, the start date for the 

intervention will also be discussed. Every effort will be made to schedule intervention sessions so 

that they will not interfere with participants‘ cancer treatment plans. For patients who express 

interest in participating in the study but require financial assistance for transportation to/from 

individual sessions, a $20.00 travel reimbursement per session (or assessment for EUC arm) will 

be offered (see Appendix N). 

Patients who do not meet all of the study eligibility criteria and are thus ineligible may be offered a 

chance to take part in the study as a training case. Additionally, patients enrolled in the main study 

and assigned to the EUC arm may be offered the opportunity to participate as a training case for 

one of the other arms (i.e., meaning or support) once they have completed all study requirements 

and follow-up assessments. These individuals, if they are interested, will be consented as training 

cases and will receive 7 sessions of Meaning Centered or Supportive Counseling by one of the 

study therapists being trained to deliver the therapy (section 4.2). 

Ma inta ining o f Rec ruitme nt Re cords : Research staff will use the information provided by the 

patient, medical provider and/or medical record to confirm that the patient is eligible. If the pat ient 

is ineligible for the research study, the research staff will destroy all infor mation collected during 

the initial conversation and medical records review, except for any information that must be 

maintained for screening log purposes for the duration of recruitment to make sure patients are no 

re-approached. At the completion of the study, all screening information will be de- identified. 

 

Limited Wa ive r: The screening and recruitment process outlined above presents no more than 

minimal risk to the privacy of the patients who are screened and minimal PHI will be maintained 

as part of a screening log.  For these reasons, we have a (partial) limited waiver of authorization 

for the purposes of (1) reviewing medical records to identify potential research subjects and obtain 

information relevant to the enrollment process; (2) conversing with patients regarding possible 

enrollment; (3) handling of PHI contained within those records and provided by the potential 

subjects; and (4) maintaining information in a screening log of patients approached (if applicable). 

 

7.1 ASSESSMENT/EVALUATION PLAN 
 

Following completion of the screening assessment (T0), participants will be randomized to one of 

the 3 study arms (IMCP, ISP, or EUC) and informed of the intervention they have been assigned to 

receive.  The assessment battery described above will be re-administered at four subsequent points 

(See Figure 3): T1 (baseline, before the intervention, week 1, Appendix C), T2 (midpoint, at 

session 4, Appendix D); T3 (post-intervention, following the 7th session of the intervention or at 

the completion of 14 weeks, whichever occurs first, Appendix E) to assess changes over the course 

of treatment; and T4 (follow- up, 8-12 weeks post completion of T3, Appendix F) to assess 

maintenance of treatment gains. Patients in the EUC arm will be re-administered the assessment 

battery at comparable time points. In addition to the T0, T1, T3, and T4 questionnaires, we will be 

asking patients in the IMCP arm to complete an optional weekly session rating survey ( Appendix 

R). Patients who complete all 5 assessments will be eligible to receive a $20 Barnes and Noble gift 

card as a thank you for study completion.  This will be delivered to the patient in person, by     

mail or email, depending on participant preference. 
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When feasible and when the participant has given permission for us to contact his or her doctor 

during consent, the MSKCC oncologists for a subset of participants will be contacted by email to 

complete a prognostic awareness questionnaire. This e- mail, sent by the principal investigator no 

more than two weeks after patients complete their baseline assessment (T1), will contain a link to a 

survey introductory page that provides informed consent information. Potential participants will 

review study information and the risks and benefits associated with participation. Physicians who 

select the "next page" button will be informed that they are providing consent and will be taken to 

a webpage to fill out an 8-item questionnaire (see Appendix S for email, consent text, and 

questionnaire items). Contacted oncologists will be provided with a study ID number to connect 

the data they provide with the participant, and their responses will be otherwise de- identified. If  

the questionnaire is not completed after two weeks, a reminder email will be sent to the physician. 

If they do not complete the survey at that point, physicians will not be contacted again. The online 

questionnaire should only take about 5 minutes to complete, involves minimal burden, and is 

completely voluntary. Physicians are informed that the data they provide will not identify them  

and neither their patient nor his or her study therapist will have access to their responses. 

 

The data collected from this Physician Prognostic Awareness Questionnaire will be managed 

through REDCap (Research Electronic Data Capture), a data management software system 

supported by the Core Informatics Group of the Clinical and Translational Science Center (CTSC) 

at Weill Cornell Medical College. The CTSC is funded by a CTSA NIH grant, which is led by 

Vanderbilt University and includes MSKCC. As a result of the Hospital‘s inclusion on this grant, 

we are able to use the CTSC‘s resources, including REDCap, even for projects on which they have 

no role. For this project, we are only using REDCap; we are not collaborating with anyone at the 

CTSC. Members of the Core Informatics Group supporting the REDCap software will only have 
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access to the de- identified data hosted by their servers for the purpose of ensuring the proper 

functioning of the database and the overall software system. REDCap is a tool for the creation of 

customized, secure data management systems including web-based data entry forms, reporting 

tools, and a full array of security features including user and group based privileges with a full 

audit trail of data manipulation and export procedures. REDCap is maintained on CTSC-owned 

servers that are kept in a locked server room with appropriate environmental modifications (e.g., 

special air conditioning), supported by an uninterrupted power supply, and backed up nightly with 

some backup tapes stored off-site. All connections to REDCap utilize encrypted (SSL-based) 

connections. Nationally, the REDCap software is developed, enhanced, and supported through a 

multi- institutional consortium led by the Vanderbilt University CTSA. Use of REDCap has been 

approved by the Department of Psychiatry & Behavioral Sciences‘ manager of IT Systems. 

 
Subje ct Burde n 

In an effort to minimize patient burden, the assessment protocol has been designed to be as brief as 

possible in order to gather the required information.  The assessment battery takes approximately 

one hour to complete, depending on the individual patient. Research staff will interrupt an 

assessment if a patient is fatigued or in significant pain.  In an effort to ease patient burden, all self- 

report measures will be read to the patient if necessary. 

 
Tests a nd Mea sures 

Study participants will be assessed at baseline, midpoint, and follow-up assessments, using the 

following study measures (see Appendices A, C, D, E, & F for assessment questionnaires).  The 

measures chosen have all been widely used with medically ill patients and have been used to study 

patients with cancer. In selecting these measures, an effort was made to limit subject burden. 

Assessments will be completed in person or if the patient is not able to complete the follow-up 
questionnaires in person, the research study team reserves the right to be able to mail or complete 
the questioners over the phone with the participant. 

Screening for Eligibility Criteria: 

1. Sociodemographic Questionnaire: Sociodemographic information will be obtained at 

the pre-randomization time point consisting of questions concerning age, gender, 

ethnicity, education, employment history, marital status and household composition, 

and religious affiliation and practices. Significant medical and other life events which 

occur during the course of treatment and follow- up will be recorded for each patient. (5 

minutes; T0) 

2. Distress Thermometer (DT): The Distress Thermometer (Roth et al., 1998) is a single- 

item visual analog scale used to screen cancer patients for the presence of 

psychological distress with a 0-10 range. The National Cancer Center Network 

(NCCN) Clinical Practice Guidelines for Distress Management recommend use of the 

DT, along with a 34- item problem checklist (NCCN, 2003, 2009). An extensive 

research literature has documented the utility of the DT as a screening tool for oncology 

settings, and has identified a cut-off of 4 or greater for identifying clinically significant 

psychological distress (e.g., Grassi et al., 2009; Jacobsen et al., 2005). (2 minutes;  T0, 

T2, T3) 

3. Karnofsky Performance Rating Scale (KPRS): Observer-rated scale used by physicians 

to report patient's level of physical performance with a range of 0-100. (Karnofsky & 

Buchenal, 1949; Coscarelli-Schag, 1984). KPRS is rated upon admission screening and 

at each assessment.  (1 minute; T0, T3, T4) 
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Health Status Measures: 

1. Health Status Interview (HS): Extent of disease, degree of medical co- morbidity, 

concomitant therapies, and significant medical events occurring during the study will 

be recorded for each patient. (5 minutes; T1) 

2. Memorial Symptom Assessment Scale - Short Form (MSAS): The MSAS is a symptom 

checklist that elicits information about the intensity, frequency, and distress associated 

with 32 physical and psychological symptoms (Portenoy et al., 1994). Patients rate their 

symptoms during the previous week. The MSAS, which has been validated fo r use in 

cancer and AIDS patients (Breitbart et al., 1996), generates a global symptom distress 

index and two sub-scales that characterize physical symptom distress and psychological 

symptom distress respectively. We utilize an abbreviated version of the MSAS which 

assesses a single domain (usually distress) for each symptom, and provides calculations 

for sub-scales that are identical to those obtained for the original measure (range 0-4). 

This abbreviated version of the MSAS has also been demonstrated to have adequate 

levels of internal consistency (coefficient alpha =.83 for the Physical Symptom Distress 

subscale). (5 minutes; T1, T3, T4) 

3.   Prognostic Awareness (PA): PA will be assessed by using three approaches published 

in the literature on advanced cancer patients (Chochinov et al., 2000; Lichtenthal et al., 

2009; Prigerson, 1992; Ray et al., 2006). Prigerson (1992) created a single- item 

assessment of prognostic awareness which we have adapted by our team for our 

population:― How would you describe your current disease status?‖ with response 

options: ―curable‖, ―likely curable‖, ―unlikely curable‖, or ―incurable‖. Chochinov et 

al. (2000) used semistructured interviews to assess patients‘ understanding of their 

illness, with interviewers ranking responses a mong three categories: 1 = No Awareness, 

2 = Partial Awareness, and 3 = Complete Awareness (range 0-3).  Finally, Temel et al. 

(in progress) are currently developing the Prognosis and Treatment Perceptions 

Questionnaire, a 13- item measure that assesses the following: perceptions of likelihood 

of cure, importance and helpfulness of knowing about prognosis, primary goal of 

cancer care, preferences for information about treatment, and satisfaction with quality 

of information provided regarding prognosis and treatment. We have adapted these 

measure and are utilizing a combined assessment of these three approaches which will 

be completed in two parts (Part 1- as self report questions during the assessment and a 

clinician rated assessment by the therapist. (5 minutes; T1, T3) 

4. Physician Prognostic Awareness Questionnaire (8 items; See Appx S): When feasible, a 

subset of participants‘ oncologists (approximately 50) will be asked to complete a brief, 

face valid questionnaire, developed in collaboration with Fordham University. The 

questionnaire consists of 8 items assessing physicians‘ perceptions of the discussion 

about prognosis with their patients, including the patient‘s understanding of their 

prognosis and any potential barriers to their understanding. (5 minutes; T1) 

5. Health Status and Outcome (Appendix T): HIS charts will be reviewed at the end of 
study or after death notification for the following information: DNR, hospitalization 
within one month of death, hospital death. (Chart Review; T4 and post-death) 

Measures of Meaning: 

1.   Life Attitude Profile-Revised (LAP-R): The LAP-R is a 48- item self-report 

multidimensional measure of discovered meaning and purpose in life and the 

motivation to find meaning and purpose in life based on Frankl‘s work (Reker, 1992). 

Items are rated on a 7-point Likert-type scale of agreement. The LAP-R evaluates 6 

dimensions: purpose, coherence, life control, death acceptance, existential vacuum, and 
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goal seeking, which are used to calculate two composite subscales: the Personal 

Meaning Index (having life goals and a sense of direction) and Existential 

Transcendence (degree to which meaning and purpose has been discovered) (range 8- 

56). The LAP-R has high internal consistency (Cronbach‘s alpha coefficients ranging 

from 0.77 to 0.91; Reker, 1992). (5 minutes; T1, T2, T3, T4) 

2.   Unfinished Business Questionnaire (UBQ): This 3- item measure asks participants to 

identify any matters in their lives (e.g., relationships, work) perceived as unfinished or 

unresolved (range 0-10). Participants who endorse ―unfinished business‖ are asked to 

provide a troubling example and to rate their distress related to this example. (under 5 

minutes; T1, T3, T4) 
 

Measures of Spiritual Well-Being: 

1.   FACIT Spiritual Well- Being Scale (FACIT-Sp): The FACIT Spiritual Well- Being 

Scale is a brief self-report measure designed to assess the nature and extent of 

individual‘s spiritual well-being (Brady et al., 1999, Peterman, Fitchett & Cella, 1996). 

This measure, which generates two sub-scales: Faith (the importance of 

faith/spirituality) and Meaning /Peace (sense of meaning and purpose in life) (range 0- 

4), has been demonstrated to have strong internal reliability for both the total score and 

each subscale (coefficient alpha = .87 for the total scale, .88 for the faith factor and .81 

for the meaning factor). In addition, strong support for the external validity of this 

measure has been demonstrated in a several large samples of cancer and AIDS patients 

including patients with advanced and terminal illness (Brady et al., 1999, Breitbart et 

al., 2001; Nelson et al., 2002). (5 minutes; T1, T2, T3, T4) 

 
Measures of Religiosity: 

1.   Intrinsic/Extrinsic Religiosity Scale (IE-12): The Age Universal I-E Scale is a 12 item 

self-report measure that assesses intrinsic and extrinsic religiosity (Maltby, 1999). Each 

item is anchored on a three point scale (range 0-2). Items on the intrinsic scale include 

―My whole approach to life is based on my religion,‖ and ―It is important to me to 

spend time in private thought and prayer‖. Extrinsic religiosity items include ―I go to 

church because it helps me to make friends,‖ and ―Prayer is for peace and happiness,‖ 

(Allport & Ross, 1967). The measure has adequate internal consistency reliability 

(alpha range = .66 to .75) and has been increasingly used with elderly and medically ill 

populations (e.g., Nelson, 2002). (under 5 minutes; T1) 

 
Measures of Psychological Distress and Quality of Life: 

1. Hospital Anxiety and Depression Scale (HADS): Tis is a 14 item self-rated 

questionnaire, which has been well tested as a measure of overall psychological distress 

in cancer populations (range 0-42)., with Depression and Anxiety Subscales of seven 

items each (range 0-21).. It is considered particularly useful because of the absence of 

somatic items that often confound the determination of psychiatric problems among the 

medically ill. Strong test-retest reliability has been found in samples of elderly patients 

(Spinhoven et al., 1997) and HIV positive patients (Savard et al., 1998).(under 5 

minutes; T1, T2, T3, T4) 

2. Schedule of Attitudes towards Hastened Death (SAHD): This 20- item questionnaire 

(range 0-20) was developed by the responsible investigators as a self- report measure of 

interest in hastened death (Rosenfeld, Breitbart, et al., 1999; 2000). This measure has 

been administered to more than 300 patients with terminal cancer and HIV/AIDS, and 

has demonstrated high levels of reliability (alpha coefficient=.88 and median item-total 



Memorial Sloan Kettering Cancer Center 

IRB Number: 11-021 A(15) 

Approval date: 28-Mar-2017 

Page 24 of 43 

 

 

 

 

correlation=.43). In addition, the SAHD has demonstrated concurrent validity, 

correlating 0.88 with the clinician-rated Desire for Death Rating Scale (Chochinov et 

al., 1995), and somewhat more modestly (r=.47 to 0.65) with measures of depression 

and overall psychological distress. This range of scores and pattern of correlations with 

measure of depression is consistent with previous research (e.g., Chochinov et al., 

1995; Breitbart et al., 2001). (under 5 minutes; T1, T2, T3, T4) 

3. Hopelessness Assessment in Illness (HAI): The Hopelessness Assessment in Illness 

scale (HAI) is a brief, 8- item questionnaire specifically developed through a R01- 

funded research study (B. Rosenfeld, P.I.; W. Breitbart, Co-P.I.) to assess hopelessness 

in cancer patients with advanced disease and terminal illness (range 0-16). (Rosenfeld 

et al., in press). The HAI has demonstrated a high degree of internal consistency 

(coefficient alpha above .80) and construct validity (e.g., a correlation of.74 with 

clinical ratings of hopelessness). The HAI demonstrated incremental validity over and 

above existing measures of hopelessness, such as the Beck Hopelessness Scale, which 

our group has used in previous research studies. (under 5 minutes; T1, T2, T3, T4) 
4. McGill Quality of Life Questionnaire (MQOL): A brief, self-report instrument designed 

to assess various domains of psychological, spiritual, and physical functioning 

among terminally ill patients (Cohen et al., 1995). Patients rate their current functioning 

on a scale of 0 to 10. The physical and psychological domains of the MQOL are highly 

correlated with other measures of quality of life, although the existential/spiritual 

domain assessed by this measure has not typically been included in other quality of life 

measures. This measure has demonstrated reliability (internal consistency > .70 for the 

subscales), and adequate levels of concurrent validity (e.g., correlation of .34 with the 

Spitzer Quality of Life Index) (under 5 minutes; T1, T2, T3, T4) 

5. Duke-UNC Functional Social Support Questionnaire (FSSQ): As a measure of 

perceived social support we are utilizing an 11- item multidimensional, functional social 

support questionnaire (range 0-4). (Broadhead et al., 1988). The Duke-UNC is a 

reliable and valid self-report instrument that generates a total score representing overall 

social support, and two subscale scores corresponding to confidant support and 

affective support. This measure has adequate demonstrated levels of internal 

consistency and test-test reliability (> .60), as well as significant correlations with other 

measures of social functioning. (5 minutes; T1) 

6. Life Orientation Test Revised (LOT-R): This 8-item measure of optimism has been 

widely used in studies of adjustment to stress and illness and depression (range 8-56). 

Studies have demonstrated high levels of reliability (e.g., alpha coefficients ranging 

from =.76-.80 and test-retest reliability of .79) as well as concurrent and discriminant 

validity (Scheier & Carver, 1985). While most studies have treated the LOT-R as a 

trait- like measure (dispositional optimism), Carver et al. (1993) found that LOT-R 

scores were influenced by situational stress in a sample of women with breast cancer. 

(2 minutes; T1) 
 

Measures of Psychotherapy Preference, Process and Adherence: 

1. Pre-Randomization Preference Questionnaire (PRP): A face valid questionnaire 

developed by the investigators to assess patients‘ preference for interest in participating 

in a psychotherapy intervention, and preferences regarding content and group 

assignment. Patients are asked to rate (on a 0-4 Likert-type scale) their preferences for 

3 aspects of psychotherapy content: a) social support, b) expression of feelings, c) 

finding a sense of meaning and purpose in life. Patients are also being asked to indicate 

their preference for the meaning-centered vs. supportive psychotherapy vs. enhanced 
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usual care study arms (they are told that this information is solely for analytic purposes 
and will not influence group assignment). (1 minute; PR) 

2. The Working Alliance Inventory-Short Form (WAI-SF): The original WAI is a 36 item 

instrument designed to measure variables affecting the degree of counseling success 

based on Bordin‘s (1979) conceptualization of the therapeutic alliance, independent of 

the counselor‘s theoretical orientation (Horvath et al, 1989). There are three sub-scales 

of the WAI (tasks, goals, and bonds) as well as a composite score (range 12-94). All 

items are rated on a seven point Likert Scale acceptable validity was demonstrated with 

the Counselor Rating Form (CRF) and the Empathy scale of the Relationship Index 

(Horvath et al, 1989). Cronbach‘s Alpha of the WAI composite score is 0.93 (Horvath 

et al, 1986). We will be utilizing a shortened version of the WAI (WAI-SF), which 

consists of 12 items total with four items in each of the three sub-scales (tasks, goals 

and bonds). Validity has been demonstrated for the WAI-SF based on a similar factor 

structure with the original 36 item WAI. Cronbach‘s alphas for the WAI-SF range from 

0.83 to 0.98 (Busseri et al 2003). The WAI-SF self-report rating form will be 
administered to participants in the IMCP and ISP treatment arms at the post- 
intervention assessment. (under 5 minutes; T1, T2, T3: Not in EUC) 

3. Treatment Integrity/Adherence to Intervention Format: We have developed a Treatment 

Integrity Rating Form based on the standardized treatment manuals for each of the 

treatment conditions (IMCP and ISP) which will allow for independent raters to 

evaluate each session of both interventions for treatment adherence in terms of process 

and content. There is one for form for all sessions. Content items will be rated on a 

Yes/No scale, and process items will be rated on a 0-2 scale. All sessions will be audio- 

taped, with prior consent of the participants. A random sample of 30% of these audio- 

tapes will be evaluated and rated for treatment integrity by two independent raters. 

4. Post-Intervention Questionnaire (PIQ): A face valid questionnaire developed by the 

investigators to assess adherence to prescribed format and whether any concurrent 

psychiatric/psychological treatments have occurred during the intervening period 

(administered at the completion of the final individual psychotherapy intervention 

session). Treatment adherence is assessed by asking patients their opinion of the focus 

of content in the intervention they participated in. Patients are asked to rate (on a 0-4 

Likert-type scale) the degree to which the psychotherapy they participated in focused 

on: a) social support, b) expression of feelings, c) finding a sense of meaning and 

purpose in life. They will be asked to answer an open-ended question: 1) ―What other 

forms of psychiatric/psychological treatment have you received during this study‖? (1 

minute; T3; Not administered to EUC). 

5. Optional Weekly Session Rating (Appendix R): A subset of the patients in the IMCP 

arm will be asked to complete an optional brief weekly session assessment. This will 

ask participants the extent to and ways in which the meaning-related topics covered in 

their sessions are helpful and/or applicable. Feedback from these questions will help us 

determine which meaning-related topics are most salient and helpful for patients to 

potential adapt the intervention. This survey will be handed out by the therapist 

immediately after each session, and the participant will be given the option to decline 

filling it out. (Optional: weeks 1-7, IMCP only) 
 
8.0 TOXICITIES/SIDE EFFECTS 

 

Minimal risk of psychological distress is posed by study questions that ask participants to identify 
their current problems. However, since study items were chosen to reflect what are likely to be 
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existing concerns, the present study is not expected to markedly increase participants‘ 

psychological distress above their routine concerns. Experienced personnel, trained in interviewing 

medically ill individuals, will administer all instruments, and will be supervised by the Principal 

Investigator or Project Coordinator. Participants‘ reactions will be observed and signs of 

significant distress will be followed up by the PI or study therapist with attention to presence of 

any serious psychological concerns. In the unlikely event of significant acute distress, par ticipants 

will be referred to a staff member from the Department of Psychiatry and Behavioral Sciences. If a 

research participant indicates that s/he is acutely suicidal and poses a significant and acute risk of 

self-harm, this information will be shared with their attending physician so that timely and 

appropriate psychiatric assessment and care can be provided by the MSKCC Social Work or 

Psychiatry Service staff. 

However, some subjects may become distressed or experience anxiety when discussing end-of- life 

care issues in the individual psychotherapy sessions or in response to filling out the self-report 

questionnaires that inquire about their illness, degree of depression, thoughts on end of life care, 

feelings of hopelessness, pain and physical symptoms, quality of life and social support. All 

patients will be monitored for severe distress and explicit suicidal ideation with plan or intent at 

each assessment point (including EUC). We will continue to utilize interviewers who have been 

trained to be sensitive to the nature of end-of- life care issues.  When necessary, subjects who 

experience psychological distress related to filling out self- report questionnaires will be referred to 

appropriate care by the MSKCC Psychiatry Service. 

 

There will be only one exception to the strict patient confidentiality policy, described above, which 

pertains to information obtained during the research assessment, which would indicate that the 

patient is seriously suicidal and may pose a significant and acute risk of self- harm. Subjects will be 

informed of this exception, and will also be informed that such information will be shared with the 

P.I. of the study and their attending physician so that timely and appropriate psychiatric assessment 

and care can be provided by the MSKCC Psychiatry Service. 
 

There is a slight risk that participants may become fatigued or uncomfortable during the course of 

the self-report assessment.  The assessment protocol has been designed to be as brief as possible in 

order to gather the required information.  If necessary, the questionnaires will be read to the 

participant.  The questionnaires should take approximately one hour to complete. 
 

Expected Freq ue nc y o f S ide Effec ts/ To xic ity 

In our previous studies involving over 500 cancer patients, using a very similar battery of 

questionnaires and assessment tools examining such issues as depression, hopelessness, suicidal 

ideation, pain, quality of life, etc., we have encountered little resultant emotional distress. Subjects 

in fact reported that they were relieved to be discussing such issues. We will, however, continue to 

utilize research personnel who have been clinically trained to be sensitive to issues of emotional 

distress, fatigue and subject burden. 

9.1 PRIMARY OUTCOMES 
 

The primary outcomes to be measured include measures of meaning (LAP-R), spiritual well-being 

(FACIT-Sp) and psychological distress (HADS, SAHD, HAI, MQOL). Specific measures are 

described above in section 7.0 and assessment timeline described below. 

 
 

Figure 4. Schedule of Interventions & Assessments 
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Week 0 1 2 3 4 5 6 7 15 

Screening and Randomization to Intervention x         

Assessments T0 T1   T2   T3 T4 

Interventions: 

Meaning Centered Psychotherapy (1 hour sessions) 

 

Supportive Psychotherapy (1 hour sessions) 

 

Enhanced Usual Care  (Referral Facilitation) 

  

x 

x 

x 

 

x 

x 

 

x 

x 

 

x 

x 

x 

 

x 

x 

 

x 

x 

 

x 

x 

x 

 

 

 

10.0 CRITERIA FOR REMOVAL FROM STUDY 
 

Given the clinical course of patients with advanced cancer, not all patients entered into the study 

are expected to complete the entire trial.  Subjects will be taken off study protocol under the 

following circumstances: 

• Patient voluntarily withdraws from study 

• Onset of severe cognitive difficulties that preclude participation in the intervention or 
accurate assessment in the judgment of the therapist and the P.I. 

• Patient is unable to tolerate the intervention in the judgment of the therapist and the P.I. 

• Infectious episode that is of sufficient severity to preclude further participation in the study. 

• Non-compliance with the intervention without medical cause or reasonable explanation in 
the judgment of the therapist and the P.I. 

 
11.0 BIOSTATISTICS 

 

This project involves a parallel-arm randomized controlled clinical trial to compare the efficacy of 

three psychotherapy interventions: 1) Individual Meaning-Centered Psychotherapy (IMCP); 2) 

Supportive Individual Psychotherapy (ISP); and 3) Enhanced Usual Care arm (EUC). We plan to 

recruit altogether 414 patients (138 in each arm) with solid tumors with advanced disease. The 

primary outcomes include assessments of meaning (LAP-R), spiritual well-being (FACIT-Sp) and 

psychological distress (HADS, SAHD, HAI, MQOL). 

Omnib us MANOVA for the prima ry a im: 

The general paradigm for assessing the outcomes will be multivariate analysis of variance 

(MANOVA). MANOVA is appropriate because the primary psychosocial outcomes are highly 

correlated. The MANOVA method essentially combines the multiple dependent variables together 

into a weighted linear combination of canonical variates. The canonical coefficients provide the 

weights in this linear combination.  The canonical weights have several advantages. The main 

advantage is that they inform the relative contribution of each outcome to the overall canonical 

function (i.e., whether or not meaning contributes more than spiritual well-being to the overall 

canonical function). MANOVA was chosen, rather than, for example, a mixed-effects modeling 

approach, primarily because of these considerations.  In MANOVA, the combined canonical 

variate is analyzed in a manner similar to a univariate ANOVA. 
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The primary aim of this study will be evaluated in one omnibus, one-way MANOVA model 

against the null hypothesis that all three randomized arms entail comparable post- intervention 

outcomes in meaning, spiritual well-being, and psychological distress.  Thus, the dependent 

variables will be the six primary outcome assessments (LAP-R, FACIT-Sp, HADS, SAHD, HAI, 

and MQOL) measured at the post-intervention time point (week 7).  The sole independent variable 

is the randomized intervention assignment.  Dunlop, Cortina, Vaslow & Burke (1996) showed that 

this method provides the most generalizable findings, findings that do not depend on the patients‘ 

baseline scores or other baseline characteristics.  Thus, the omnibus MANOVA will test whether 

or not the psychotherapy groups differ in all six correlated outcomes of interest. 

The T2 (mid- intervention) assessments are made because some patients may be too sick to 

complete the 7-session intervention.  For these patients, we will use the T2 assessment to represent 

the most available data on intervention effect. 

Samp le size a nd statistica l po wer co nside ratio ns: 

Two important hypotheses need to be established in this trial: 1) IMCP is superior to EUC; and 

more importantly, 2) IMCP is superior to ISP for improving psychosocial outcomes in patients with 

advanced cancer.  Therefore, we have based sample size considerations on sufficient statistical 

power to detect these two differences. We have conservatively based our sample size calculations on 

a 0.20 standardized mean difference in the MANOVA canonical variates between the IMCP and ISP 

interventions. This 0.20 difference is what Cohen would consider a ―small‖ effect size in 

psychosocial research (Cohen, 1992), representing subtle group differences typically observed in 

psychotherapy clinical trials. Cohen (1992) distilled the findings of decades of psychosocial  

research and arrived at a classification of a ―small‖ effect (0.20 standardized mean difference), a 

―medium‖ effect (0.50 difference), and a ―large‖ effect (0.80+ difference). This ―small‖ difference 

is also a sensible assumption, due in part to the small group differences in some of the psychosocial 

outcomes in our pilot IMCP trial (Table 1, e.g., psychological distress). Thus, we planned to have a 

sufficiently large sample size to detect subtle differences. Overall, this conservative estimate would 

accommodate outcomes in psychological distress which out pilot data showed a small difference. 

Based on these assumptions, we would need 104 participants in each arm at post-intervention 

(week 7) in order to obtain a power of 0.80. Other assumptions that go into this estimation 

included two a priori contrasts (IMCP vs. EUC and IMCP vs. ISP), and a two-sided, type-I error 

rate of 0.01 in the MANOVA test.  The statistical power calculations were obtained from the 

computer program G*Power version 3.1 (Faul, Erdfelder, Lang & Buchner, 2007), for a 

MANOVA model with six correlated outcome variables.  The output of the G*Power estimate is 

included below. 

F tests - MANOVA: Global effects 

Options : Pillai V, O'Brien -Shieh Algorithm 

Analysis : A priori: Compute required sample size 

Input: Effect size f²(V) = 0.20 

 α err prob = 0.01 

 Power (1-β err prob) = 0.80 

 Number of groups = 2 

 Response  variables = 6 

Output: Noncentrality parameter λ = 20.8000000 

 Critical F = 2.9936309 

 Sample size = 104 

 Actual power = 0.8062691 

 Pillai V = 0.1666667 
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A sample size of 104 per randomization arm (138 at baseline) at post- intervention would 

accommodate a post-intervention attrition rate of up to 25%, which is within the attrition rate in 

our pilot IMCP trial.  The estimated sample size at the follow-up time point (week 15) is 90 

participants per intervention condition. 

Based on our current IMCP Group psychotherapy intervention, we are currently recruiting at a rate 

of 5 – 6 individuals to participate. This study involves the IMCP individual therapy, which is 

more flexible in terms of enrolling patients quickly and scheduling for starting of the therapy 

sessions.  Thus we are confident that we will be able to recruit at a rate of 8 – 9 individuals per 

month and complete the total enrollment of 414 within the 4-year recruitment period. 

Data a na lytic p la ns for the seco nda ry a ims 

To examine clinical and demographic variables that may correspond to differential responses to 

Individual Meaning-Centered Psychotherapy (e.g., potential moderating influences such as gender, 

race/ethnicity, religiosity, level of pre- intervention social support, optimism, physical symptom 

burden, prognostic awareness, and treatment dose). 
 

We anticipate that several socio-demographic and clinical variables will moderate the impact of 

IMCP. For example, we expect that level of religiosity (based on the IE-12) at the baseline/pre- 

intervention assessment will be inversely related to treatment response (i.e., less religious 

individuals will be more likely to experience benefits from this intervention than more religious 

individuals). We also predict that level of social support will moderate improvement, with those 

patients reporting higher levels of social support receiving the greatest benefits (because of the 

emphasis on connectedness to others as a source of meaning in the IMCP intervention). On the 

other hand, we expect that patients with poorer physical functioning (e.g., lower Karnofsky sco re), 

greater pain severity and overall symptom burden (MSAS Global Distress Index scores) will be 

less likely to benefit from the interventions, in part because unmanaged physical symptoms may 

impede participation. 

Ana lyse s: Putative explanatory covariables will be identified and tested statistically using the 

method originally described by Baron and Kenny (1986), and more recently by MacKinnon 

(2008). Specifically, these will involve Multi-Variate Analysis of Covariance (MANCOVA) using 

the changes in the six primary outcomes (post intervention minus baseline) as a function of 

intervention condition, controlling as covariates the effects of gender, race/ethnicity, and baseline 

covariates in religiosity, social support, optimism, physical symptom burden, pain severity, and 

overall symptom burden.  This analytic approach entails the following advantages: 1) change 

scores have the advantage of clearly identifiable direction of change, 2) psychosocial outcomes are 

measured on an interval scale (such as measures of temperature in the Fahrenheit or Celsius 

scales), so that change scores are less prone to problems associated with respondents using 

different internal psychological scales; and 3) precedence exists (Flay et al. 1995) in interventions 

designed for behavioral change.  This method offers several advantages, both in terms of power as 

well as interpretation, to a traditional repeated measures design for analyzing data when both 

independent and dependent variables are assessed at two or more time points (Huck & McLean, 

1975; Willet, 1988-9). Change score analyses will include the baseline score as a covariate if 

change is significantly correlated with baseline score (as is often the case). 

To assess the relative impact of Individual Meaning-Centered Psychotherapy on different aspects 

of meaning (e.g., purpose, coherence, existential vacuum), as well as on different aspects of 

spiritual well-being (meaning versus faith): 
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Two additional MANOVA models will be carried out.  In the first model, pre-post change scores 

of different aspects of meaning (e.g., purpose, coherence, existential vacuum) will be modeled by 

intervention conditions to examine to relative impact of IMCP on these outcomes.  The canonical 

weights will be used to estimate the relative contribution of each mean components on the overall 

canonical function. Components of spiritual well-being will also be analyzed similarly, in a 

separate MANOVA model.  Univariate ANOVA contrasts will be used to compare IMCP against 

ISP and IMCP against EUC. 

To explore whether an enhanced sense of meaning ―explains‖ (mediates) improved psychological 

well-being (i.e., increased quality of life, decreased psychological distress : 

This mediation analysis will be carried out using a MANCOVA model.  The dependent variables 

will be the changes in psychosocial outcomes at the follow-up assessment time point (week 15 

minus baseline) in quality of life and psychological distress as a function of intervention condition, 

adjusting for the post-intervention change in meaning (post- intervention LAP-R minus baseline 

LAP-R). Thus, the follow-up outcomes will be predicted by enhanced sense of post- intervention 

meaning.  This lagged analysis is necessary because there is a potential confounding effect, for 

example, in using the post-intervention changes in meaning in predicting post- intervention quality 

of life. The lagged analysis between follow-up outcomes in quality of life and psychological 

distress and post- intervention changes in meaning preserves a plausible temporal ordering of 

causes and effects. 

Inte nt-to-trea t a na lyses a nd ha nd ling o f missing d ata : 

Intent-to-treat (ITT) analysis is the gold standard in evaluating the relative efficacy of therapeutic 

regimes for patients assigned to different treatment arms whether or not they comply with the full 

treatment plan as defined in the protocol. In contrast to studies that assess clinical outcomes that  

are observable whether or not patients comply with therapy, it is likely in this study that patients 

who fail to participate in particular counseling sessions will also be missing the corresponding 

outcome data. Thus, examination and imputation of incomplete data will be an integral part of our 

ITT analysis. Data for intermediate time points might be imputable by one of several available 

statistical techniques. However, it is more problematic to assess outcomes for patients who 

essentially drop out of the study, namely, who are missing the final (and possibly preceding) 

evaluations.  Although we shall endeavor to obtain final evaluation-time data even for patients  

who discontinue the counseling, but because of the likelihood that premature withdrawal is related 

to deteriorating physical health, we cannot rely on this and will therefore use appropriate statistical 

methods. One preferred approach is the Pattern-Mixture Model (Hedeker & Gibbons, 1997), which 

assumes that patients can be grouped into a small number of implicit cohorts with different patterns 

of missing data. This method models the trajectories of responses within each cohort and   

combines results across cohorts to make overall comparisons between treatment arms. The Pattern- 

Mixture Model can be relatively easily applied in practice using a publicly accessible SAS macro. 

This approach will handle two potential, inter-related issues, namely, intent-to-treat analysis and 

missing data while making a global assessment of the overall efficacy of the two types of 

counseling.  We anticipate that the majority of patients will complete most or all of the planned 

sessions and the corresponding assessments. However, our pilot data suggest that there may be 

sufficient attrition to warrant use of the above-described approach even if drop-out rates do not 

differ significantly between the two treatment arms. 

 
Missing data : 

Because attrition may significantly impact the MANOVA, we will utilize several techniques for 

dealing with missing data (Nich & Carrol, 1997; Singer & Willett, 1991). These techniques may 
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include estimating missing data, complete data analysis, and intention to treat analysis. Although 

missing data can be estimated using a number of powerful techniques (Graham, Hofer, Donaldson, 

MacKinnon & Schafer, 1997), we intend to use a multiple imputation procedure described by 

Schafer and O lsen (1997), which is capable of handling categorical data, continuous data, and any 

combination of the two.  Graham et al. (1997) have argued that parameter estimates using this 

method are unbiased and have standard errors that are typically only slightly larger than those 

generated by other methods. In order to assess the effect of this imputation method, we will 

compare results based on imputed data to those based only on subjects who completed the study 

(this comparison allows for an assessment of the extent to which biases may have influenced study 

results). Finally, we can analyze data assuming that those subjects who dropped out of treatment 

had no change in either meaning or psychological distress. 

 
Procedures to co ntro l Fa lse Disco very Ra te (F DR) : 

One final issue is that of multiple statistical analyses. While the use of MANOVA models 

decreases the possibility of inflated type I error normally observed when several outcome 

measures are being evaluated, analysis of the individual dependent variables can also incorporate a 

multiple comparisons method, such as a the False Discovery Rate-controlling procedure 

(Benjamini & Hochberg, 1995). 

 
 

12.1 RESEARCH PARTICIPANT REGISTRAT ION AND RANDOMIZATION PROCEDURES 
 

12.2 Research Participant Registration 
 

Confirm eligibility as defined in the section entitled Criteria for Patient/Subject Eligibility. 
 

Obtain informed consent, by following procedures defined in section entitled Informed 

Consent Procedures. 

During the registration process registering individuals will be required to complete a 

protocol specific Eligibility Checklist. 

All participants must be registered through the Protocol Participant Registration (PPR) 

Office at Memorial Sloan-Kettering Cancer Center. PPR is available Monday through 

Friday from 8:30am – 5:30pm at 646-735-8000. Registrations must be submitted via the 

PPR Electronic Registration System (http ://pp r/).  The completed signature page of the 

written consent/RA or verbal script/RA, a completed Eligibility Checklist and other 

relevant documents must be uploaded via the PPR Electronic Registration System. 

 
12.3 Randomization 

 

Participants will be randomized to one of the two 7-week interventions (Individual Meaning 

Centered Psychotherapy or Supportive Individual Psychotherapy) or the Enhanced Usual Care. 

After eligibility is confirmed and immediately after consent is obtained, patients will be registered 

in the MSKCC Protocol Participant Registration (PPR) system and randomized using the MSKCC 

Clinical Research Database (CRDB), by calling the MSKCC PPR Office at 646-735-8000 between 

the hours of 8:30 am and 5:30 pm, Monday - Friday. 

http://ppr/
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Randomization is overseen by the MSKCC Biostatistics Service.  Randomization will be 

accomplished by the method of random permuted block, and stratified by two dichotomized 

variables: 1) baseline Distress Thermometer (4 through 6 vs. 7 through 10); and 2) baseline 
Karnofsky score (60 through 79 vs. 80 or greater). 

Patients who are registered and randomized, but cannot make their scheduled session time 

(because of conflict or illness) will be placed on a waitlist so they can be offered a spot when they 

are available in the future, in the same treatment assignment as randomized. 

13.1 DAT A M ANAGEMENT ISSUES 
 

A Research Study Assistant (RSA) will be assigned. The responsibilities of the RSA include 

project compliance, data collection, abstraction and entry, data reporting, regulatory monitoring, 

problem resolution and prioritization, and coordinating the activities of the protocol study team. 

The data collected for this study will entered into a secure database, the hard copies of the 

questionnaires will be kept in a locked, secured location and will only be accessible to study staff. 

Data will be stripped of any identifying information. A list, matching participants‘ names and case 

numbers will also be kept in a secure area at MSKCC. All questionnaire data completed by 

participants will be identified only with a study code number. 

Study findings will be presented in aggregate form only, with no reference made to individual 

participant‘s data. The Principal Investigator and his research team will be responsible for 

identifying, reviewing and reporting all necessary adverse events to the institutional IRB as 

appropriate. Adverse events are identified through standard, routine protocol review and clinical 

assessment of each participant in the study. Minimal data set will be maintained in CRDB. 

13.2 Quality Assurance 
 

Reports will be generated to monitor patient accruals and completeness of registration data.  Data 

quality reports will be generated to assess missing data and inconsistencies.  Accrual rates and 

extent and accuracy of evaluations and follow- up will be monitored periodically throughout the 

study period and potential problems will be brought to the attention of the study team for 

discussion and action.  Random-sample data quality and protocol compliance audits will be 

conducted by the study team. 

13.3 Data and Safety Monitoring 
 

The Data and Safety Monitoring (DSM) Plans at Memorial Sloan-Kettering Cancer Center were 

approved by the National Cancer Institute in September 2001.  The plans address the new policies 

set forth by the NCI in the document entitled ―Policy of the National Cancer Institute for Data and 

Safety Monitoring of Clinical Trials‖ which can be found at: 

http://www.cancer.gov /clinicaltria ls/conducting/dsm -gu idelines/pag e1. The DSM Plans at 

MSKCC were established and are monitored by the Office of Clinical Research.  The MSKCC 

Data and Safety Monitoring Plans can be found on the MSKCC Intranet at: 
http://smsk psps9/dept/ocr/OCR%20 Website%20 Documents/Clin ical%20 Research %20Qua lit y%20  
Assurance%20(C RQA)/MSKCC%20Data%20and%20Safety%20Mon itoring%20Plan.pdf . 

 

There are several different mechanisms by which clinical trials are monitored for data, safety and 

quality.  There are institutional processes in place for quality assurance (e.g., protocol monitoring, 

compliance and data verification audits, therapeutic response, and staff education on clinical 

research QA) and departmental procedures for quality control, plus there are two institutional 

http://www.cancer.gov/clinicaltrials/conducting/dsm-guidelines/page1
http://smskpsps9/dept/ocr/OCR%20Website%20Documents/Clinical%20Research%20Quality%20Assurance%20(CRQA)/MSKCC%20Data%20and%20Safety%20Monitoring%20Plan.pdf
http://smskpsps9/dept/ocr/OCR%20Website%20Documents/Clinical%20Research%20Quality%20Assurance%20(CRQA)/MSKCC%20Data%20and%20Safety%20Monitoring%20Plan.pdf
http://smskpsps9/dept/ocr/OCR%20Website%20Documents/Clinical%20Research%20Quality%20Assurance%20(CRQA)/MSKCC%20Data%20and%20Safety%20Monitoring%20Plan.pdf
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committees that are responsible for monitoring the activities of our clinical trials programs. The 

committees: Data and Safety Monitoring Committee (DSMC) for Phase I and II clinical trials, and 

the Data and Safety Monitoring Board (DSMB) for Phase III clinical trials, report to the Center‘s 

Research Council and Institutional Review Board. 

 

During the protocol development and review process, each protocol will be assessed for it‘s level 

of risk and degree of monitoring required.  Every type of protocol (e.g., NIH sponsored, in- house 

sponsored, industrial sponsored, NCI cooperative group, etc.) will be addressed and the monitoring 

procedures will be established at the time of protocol activation. 

 
This trial is funded by the NCI/NCH and will comply with all of its requirements for Data and 

Safety Monitoring. This trial sponsor does not have an independent Data Safety Monitoring 

Process. 
 

13.4 Regulatory Documentation 

 
Participating sites/investigators who are consulting and/or conducting specimen or data analysis 

should submit this protocol to their IRB according to local guidelines. Copies of any site IRB 

correspondence should be forwarded to MSKCC. 

 
14.1 PROTECTION OF HUMAN SUBJECTS 

 

Overall, the benefits of this study outweigh the risks. Patients participating in the study will all 

have the benefit of receiving seven individual psychotherapy sessions provided by trained staff of 

the MSKCC Psychiatry Service, free of charge, or a targeted patient referral sheet. The risks are 

primarily related to the potentially upsetting nature of some of the themes that will be raised in the 

individual psychotherapy sessions or in the self-report questionnaires which ask about mood, 

depression, hopelessness and end-of- life care issues 

Potentia l Risk s/ Risk Ma na ge me nt 

Some subjects may become distressed or experience anxiety when discussing end-of- life care 

issues in the individual psychotherapy sessions. In addition, some patients may become distressed 

or experience anxiety when filling out the self-report questionnaires which inquire about their 

illness, degree of depression thoughts on end of life care, feelings of hopelessness, pain and 

physical symptoms, quality of life and social support. All the psychotherapy individual 

interventions will be facilitated by highly trained, and qualified mental health professionals who 

have extensive experience with cancer patients and are sensitive to these issues arising during 

individual psychotherapy. Therapists will be supervised closely by the P.I., a senior clinician with 

close to 20 years of experience in the psychiatric care of advanced cancer patients. We will also 

utilize research staff that is experienced in obtaining research information on issues related to 

cancer illness and its impact, emotional distress, quality of life, and other issues of a sensitive 

nature.  When necessary, subjects who experience psychological distress related to filling out self- 

report questionnaires will have appropriate care provided by The MSKCC Psychiatry Service. 

There will be only one exception to the strict patient confidentiality policy, described above, which 

pertains to information obtained during the research assessment, which would indicate that the 

patient is seriously suicidal and may pose a significant and acute risk of self- harm. Subjects will be 

informed of this exception, and will also be informed such information will be shared with the P.I. 
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of the study and their attending physician so that timely and appropriate psychiatric assessment 
and care can be provided by the MSKCC Psychiatry Service. 

Be ne fits 

Patients participating in the study will all have the benefit of receiving a 7-week individual 

psychotherapy intervention provided by trained staff of the MSKCC Psychiatry Service, free of 

charge or a targeted referral sheet.  Moreover, patients who are identified as having a major 

psychiatric disorder which would preclude them from participating in the psychotherapy study 

(e.g., untreated severe major depression requiring treatment) will be referred to the MSKCC 

Psychiatric Service for timely treatment. 

Subje ct Burde n 

In an effort to minimize patient burden, the assessment protocol has been designed to be as brief as 

possible in order to gather the required information.  The questionnaires take approximately one 

hour to complete, depending on the individual patient.  Research staff will interrupt an assessment 

if a patient is fatigued or in significant pain. In an effort to ease patient burden, questionnaires can 

be mailed to patients, read to patients over the phone, or read to patients in person to help with 

completion if necessary. 
 

Additionally, for patients who express interest in participating in the study but require financial 

assistance for transportation to/from individual sessions or to complete assessments, a $20.00 

travel reimbursement per session will be offered. 
 

14.2 Privacy 
 

MSKCC‘s Privacy Office may allow the use and disclosure of protected health information 

pursuant to a completed and signed Research Authorization form.  The use and disclosure of 

protected health information will be limited to the individuals described in the Research 

Authorization form.  A Research Authorization form must be completed by the Principal 

Investigator and approved by the IRB and Privacy Board. 
 

14.3 Serious Adverse Event (SAE) Reporting 
 

Any SAE must be reported to the IRB/PB as soon as possible but no later than 5 calendar days. 

The IRB/PB requires a Clinical Research Database (CRDB) SAE report be submitted 

electronically to the SAE Office at sae@ mskcc.org.  The report should contain the following 

information: 

Fields populated from CRDB: 

• Subject‘s name (generate the report with only initials if it will be sent outside of 

MSKCC) 

• Medical record number 

• Disease/histology (if applicable) 

• Protocol number and title 

Data needing to be entered: 

• The date the adverse event occurred 

• The adverse event 

• Relationship of the adverse event to the treatment (drug, device, or intervention) 

mailto:sae@mskcc.org
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• If the AE was expected 

• The severity of the AE 

• The intervention 

• Detailed text that includes the following 

o A explanation of how the AE was handled 

o A description of the subject‘s condition 
o Indication if the subject remains on the study 

o If an amendment will need to be made to the protocol and/or consent form. 

The PI‘s signature and the date it was signed are required on the completed report. 

Severe distress as a direct result of the intervention, suicide attempt, or expressed suicidal ideation 
with plan or intent will be considered a serious adverse event and will be reported. 

 
Hospitalizations and death are expected events for all patients involved in this clinical trial; We 
will not report events that are unrelated to participation in this study. 

 
14.2.1 

 

N/A 
 

15.1 INFORMED CONSENT PROCEDURES 
 

Before protocol-specified procedures are carried out, consenting professionals will explain full 

details of the protocol and study procedures as well as the risks involved to participants prior to 

their inclusion in the study. Participants will also be informed that they are free to withdraw from 

the study at any time. All participants must sign or verbally agree to an IRB/PB-approved consent 

form indicating their consent to participate. This consent form meets the requirements of the Code 

of Federal Regulations and the Institutiona l Review Board/Privacy Board of this Center. The 

consent form will include the following: 

1. The nature and objectives, potential risks and benefits of the intended study. 
 

2. The length of study and the likely follow-up required. 
 

3. Alternatives to the proposed study. (This will include available standard and 

investigational therapies. In addition, patients will be offered an option of 

supportive care for therapeutic studies.) 

4. The name of the investigator(s) responsible for the protocol. 
 

5. The right of the participant to accept or refuse study interventions/interactions and 

to withdraw from participation at any time. 

Before any protocol-specific procedures can be carried out, the consenting professional will fully 

explain the aspects of patient privacy concerning research specific information.  In addition to 

signing or verbally agreeing to the IRB Informed Consent, all patients must agree to the Research 

Authorization component of the informed consent form. 
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Each participant and consenting professional will sign the consent form if the consent takes place 

in-person. If the verbal consent is used, the consenting professional will sign the attestation page 

documenting that the proper consent process took place and that the participants agreed to 

participate in the research project. The participant must receive a copy of the informed consent 

form. 

16.0 REFERENCES 

 

Allport GW, Ross JM (1967). Personal religious orientation and prejudice.  J Pers Son Psychol, 5: 
432-33. 

Baron, R. M., & Kenny, D. A. (1986). The moderator-mediator variable distinction in social 
psychological research: Conceptual, strategic, and statistical considerations. Journal of Personality 
and Social Psychology, 51, 1173-1182 

Benjamini, Y. & Hochberg, Y. (1995) Controlling the false discovery rate: A practical and 

powerful approach to multiple testing. Journal of the Royal Statistical Society, Series B 

(Methodological). 57(1), 289-300. 

Bentler, P. M., & Weeks, D. G. (1980). Linear structural equations with latent variables. 
Psychometrika, 45, 289-308. 

Block S. (1996) An Introduction To The Psychotherapies. Oxford ; New  York : Oxford 
University Press. 

Brady, M.J., Peterman, A.H., Fitchett, G., Mo, M., and Cella, D. (1999). A case for including 
spirituality in quality of life measurement in oncology. Psycho-oncology, 8:417-428. 

Breitbart W, Rosenfeld B, Pessin H, Kaim, M, Funesti Esch J, Galietta M, Nelson CJ, 

Brescia R.  (2000). Depression, hopelessness, and desire for hastened death in terminally ill cancer 
patients.  JAMA 284:2907-11. 

Breitbart, W. & Heller, K. S. (2003).  Reframing Hope: Meaning-Centered Care for Patients Near 
the End of Life.  Journal of Palliative Medicine, 6, 979 – 988. 

Breitbart W, Rosenfeld B. (1999). Physician-assisted suicide: the influence of psychosocial issues. 

Cancer Control 6:146-161. 

Breitbart, W., Rosenfeld, B., and Passik, S. (1996c). Interest in physician assisted suicide among 

ambulatory HIV infected patients, Am J Psychiatry  153:238-242. 

Breitbart, W. (2002). Spirituality and meaning in supportive care: spirituality and meaning- 

centered group psychotherapy intervention in advanced cancer. Supportive Care in Cancer, 10, 

272-278. 

Breitbart, W., Gibson, C., Poppito, S., & Berg, A. (2004).  Psychotherapeutic interventions at the 

end of life: a focus on meaning and spirituality. Can J Psychiatry, 49, 366-372. 

Breitbart, W., Rosenfeld, B., Gibson, C., Pessin, H., Poppito, S., Nelson, C., et al. (2009). 

Meaning-centered group psychotherapy for patients with advanced cancer: a pilot randomized 

controlled trial. Psycho-Oncology, DOI: 10.1002/pon.1556. 

BreitbartW., Poppito S , Rosenfeld B., Vickers A, Abbey J., O lden M, Pessin, H., Lichtenthal W., 

Timm AK., Berg A., Cassileth B. (manuscript in preparation) A randomized comparison of 

Individual Meaning-Centered Psychotherapy and Therapeutic Massage for patients with advanced 

cancer. 



Memorial Sloan Kettering Cancer Center 

IRB Number: 11-021 A(15) 

Approval date: 28-Mar-2017 

Page 37 of 43 

 

 

 

 

Breitbart W, Rosenfeld B, Kaim M, Funesti- Esch J. A randomized, double-blind, placebo- 

controlled trial of psychostimulants for the treatment of fatigue in ambulatory patients with human 

immunodeficiency virus disease. Arch Intern Med. 2001 Feb 12;161(3):411-20. 

Broadhead WE, Gehlbach SH, De Gruy FV, Kaplan PH. (1988) The Duke UNC functional social 

support questionnaire: Measurement of social support in family medicine patients, Med Care 

26:709-723. 

Browne, M. W., & Cudeck, R. (1993). Alternative ways of assessing model fit. In K. A. Bollen & 

J. S. Long (Eds.), Testing structural equation models (pp. 136-162). Newsbury Park, CA: Sage. 

Carver, C. S., Pozo, C., Harris, S. D., Noriega, V., Scheier, M. F., Robinson, D. S., Ketcham, A. 

S., Moffat, F. L., & Clark, K. C.  (1993).  How coping mediates the effect of optimism on distress: 

A study of women with early stage breast cancer.  Journal of Personality and Social Psychology, 

65(2), 375-390. 

Carroll, B., Kathol, R., Noyes, R., et al. (1993). Screening for depression and anxiety in cancer 
patients using the Hospital Anxiety and Depression Scale. Gen Hosp Psychiatry, 15, 69-74. 

Chan, E. K. H., O‘Neill, I., McKenzie, M., Love, A., & K issane D. (2004). What works for 
therapists conducting family meetings: Treatment integrity in family- focused grief therapy during 
palliative care and bereavement. Journal of Pain and Symp Manage, 27, 502-512. 

Chin-A-Loy SS, & Fernsler, JI. (1998). Self- transcendence in older men attending a prostate 
cancer support individual. Cancer Nursing 21: 358-363. 

Chochinov HM & Breitbart W. The Handbook of Psychiatry in Palliative Medicine. 2000, Oxford 
University Press, New York, USA. 

Chochinov, H. M. (2002). Dignity-Conserving Care: A new model for palliative care. JAMA, 287, 

2153-2160. 

Chochinov, H. M., Hack, T., Hassard, T., Kristianson, L.J., McClement, S., & Harlos, M. (2005). 

Dignity therapy: A novel psychotherapeutic intervention for patients near the end of life. Journal 

of Clinical Oncology, 23, 5520-5525. 

Chochinov HM, Wilson KG, Enns M, et al. (1998) Depression, hopelessness, and suicidal ideation 

in the hopelessly ill. Psychosomatics 39 : 366-370. 

Chochinov HM, Wilson KG, Enns M, et al. (1995). Desire for death in the terminally ill. Am J 

Psychiatry 152:1185-1191. 

Chochinov, H. M., Wilson, K., Enns, M. et al. (1994). Prevalence of depression in the terminally 
ill: effects of diagnostic criteria and symptom threshold judgments. Am J Psychiatry 51:537-540. 

Classen, C., Butler, L. D., Koopman, C., et al. (2001). Supportive-expressive group therapy and 

distress in patients with metastatic breast cancer: A randomized clinical intervention trial. Arch 

Gen Psychiatry, 58, 494-501. 

Cohen J. (1988). Statistical power analysis for the behavioral science, 2nd Edition.  Hillsdale, New 
Jersey: Lawrence Erlbaum. 

Cohen, J. (1992). A power primer. Psychological Bulletin, 112, 155-159. 

Cohen, S. R., Mount, B. F., Strobel, M. G., & Bui, F. (1995). The McGill Quality of Life 

Questionnaire: A measure of quality of life appropriate for people with advanced disease. A 

preliminary study of validity and acceptability. Palliative Medicine, 9, 207-219. 



Memorial Sloan Kettering Cancer Center 

IRB Number: 11-021 A(15) 

Approval date: 28-Mar-2017 

Page 38 of 43 

 

 

 

 

Cole, B. (2005). Spiritually- focused psychotherapy for people diagnosed with cancer: A pilot 
outcome study. Mental Health, Religion & Culture, 8, 217-226. 

Coscarelli-Schag, C., Heinrich, R. L., Ganz, P. A. (1984). Karnofsky performance status revisited: 
Reliability, validity, and guidelines. J Clinical Oncology 2:187-193. 

Coward, D. (1991). Self-transcendence and emotional well-being in women with advanced breast 
cancer. Oncology Nursing Forum 18:857-863. 

Coward,D., & Lewis,F. (1993). The lived experience of self- transcendence in gay men with AIDS. 

Oncology Nursing Forum 20: 1363-1369. 

Coward, D. (1995). Lived experience of self- transcendence in women with AIDS. Journal of 

Obstetric, Gynecologic, and neonatal Nursing 24:314-318. 

Coward, D., & Reed, P. (1996). Self- transcendence: A resource for healing at the end of life. 
Issues in Mental Health Nursing 17:275-288. 

Coward, D.D. (1998). Facilitation of self- transcendence in a breast cancer support individual. 
Oncol Nurs Forum 25:75-84. 

de Vries, M. J., Schilder, J. N., Mulder, C. L., Vrancken, A. M. E., Remie, M. E., & Garssen, B. 
(1997). Phase II study of psychotherapeutic intervention in advanced cancer. Psycho-Oncology, 6, 
129-137. 

Dolbeault, S., Cayrou, S., Brédart, A., Viala, A. L., Desclaux, B., Saltel, P., Gauvain-Piquard, A., 

Hardy, P., & Dickes, P. (2009). The effectiveness of a psycho-educational group after early-stage 

breast cancer treatment: results of a randomized French study. Psycho-Oncology, 18, 647-656. 

Edmonds, C. V. I., Lockwood, G. A. & Cunningham, A .J. (1999). Psychological response to long- 

term individual therapy: A randomized trial with metastatic breast cancer patients. Psycho- 

oncology, 8, 74-91. 

Faul, F., Erdfelder, E., Lang, A.-G., & Buchner, A. (2007). G*Power 3: A flexible statistical power 

analysis for the social, behavioral, and biomedical sciences. Behavior Research Methods, 39, 175- 

191. 

Fawzy, F. I. & Fawzy, N. W. (1998). Individual therapy in the cancer setting. Journal of 

Psychosomatic Research, 45, 191-200. 

Fawzy, F. I. & Fawzy, N. W. (1998). Psychoeducational interventions. In J. C. Holland (Ed.), 

Textbook of Psycho-oncology (pp. 676-693).  London: Oxford University Press 

Flay, B. R., Miller, T. Q., Hedeker, D., Siddequi, O., Britton, C. F., Brannon, B. R., et al. (1995). 
The television, school, and family smoking prevention and cessation project. Prev Med, 24, 29-40. 

Folstein MF, Folstein SE, McHugh PR. (1975). ―Mini- mental state". A practical method for 
grading the cognitive state of patients for the clinician. J Psychiatr Res. 12:189-198. 

Folkman, S. (1997). Positive psychologica l states and coping with severe stress. Social Science 
and Medicine, 45, 1207-1221. 

Frankl, V. F (1969/1988). The will to meaning: Foundations and applications of logotherapy, 

expanded edition. New York: Penguin Books. 

Frankl, V. F. (1955/1986). The doctor and the soul. New York: Random House. 

Frankl, V. F. (1959/1992).  Man‘s Search for Meaning, fourth edition. Massachusetts: Beacon 
Press. 



Memorial Sloan Kettering Cancer Center 

IRB Number: 11-021 A(15) 

Approval date: 28-Mar-2017 

Page 39 of 43 

 

 

 

 

Frankl, V. F. (1975/1997). Man‘s search for ultimate meaning. New York: Plenum Press. 

Graham, J. W., Hofer, S. M., Donaldson, S. I., MacKinnon, D. P., & Schafer, J. L. (1997). 

Analysis with missing data in prevention research. In K. Bryant, M. Windle, & S. West (eds.), The 
science of prevention: Methodological advances from alcohol and substance abuse research (pp. 

325-366). Washington, DC: American Psychological Association. 

Grassi, L., Sabato, S., Rossi, E., Marmai, L., & Biancosino, B.  (2009). Affective syndromes and 

their screening in cancer patients with early and stable disease: Italian ICD-10 data and 

performance of the Distress Thermometer from the Southern European Psycho-Oncology Study 

(SEPOS). Journal of Affective Disorders, 114, 193-199. 

Greenstein, M. & Breitbart, W. (2000). Cancer and the experience of meaning: A individual 
psychotherapy program for people with cancer.  American Journal of Psychotherapy 54:486-500. 

Griffith JL, Gaby L. (2005) Brief psychotherapy at the bedside: countering demoralization from 

medical illness. Psychosomatics 46:109-116. 

Hedeker, D., & Gibbons, R. D. (1997). Application of random-effects pattern-mixture models for 

missing data in longitudinal studies. Psychol Methods, 2, 64-78. 

Hedeker, D., & Gibbons, R. D. (2006). Longitudinal Data Analysis. New York: Wiley. 

Hiatt JF (1986). Spirituality, medicine, and healing. South Med J 79: 736-743. 

Holland J & Lewis S. (2000) The Human Side of Cancer. Quill; Harper Collins, New York. 

Hopwood P, Howell A, Maguire P. (1991). Screening for psychiatric morbidity in patients with 

advanced breast cancer : validation of two self-report questionnaires. Br J Cancer 64:353-356. 

Horvath, A. O., & Greenberg, L. Development and validation of the Working Alliance Inventory. 

Journal of Counseling Psychology S. (1986). The development of the Working Alliance Inventory. 

In L. S. Greenberg and W. M. Pinsof (Eds.), The Psychotherapy Research Process: A Research 

Handbook. New York, Guilford Press. 

Horvath, A. O., & Greenberg, L. (1989) Development and validation of the Working Alliance 
Inventory, Journal of Counseling Psychology 36, 223–233. 

Huck, S. W. & McLean, R. A. (1975). Using a repeated measures ANOVA to analyze data from a 

pre-test post-test design: A potentiall confusing task.  Psych Bull 82:511-518. 

Ibbotson T, Maguire P, Watson M, et al. (1994). Screening for anxiety and depression in cancer 

patients: the effects of disease and treatment. Eur J Cancer 30:37-40. 

Jacobsen, P. B., Donovan, K. A., Trask, P. C., Fleishman, S. B., Zabora, J., Baker, F., & Holland, 

J. C. (2005).  Screening for psychologic distress in ambulatory cancer patients: A multicenter 

evaluation of the Distress Thermometer. Cancer, 103, 1494-1502. 

Joreskog, K. G. (1993). Testing structural equation models. In K. A. Bollen & J. S. Long (Eds.), 

Testing structural equation models (pp. 294-316). Newbury, CA: Sage Publications. 

Karnofsky D.A., Buchenal, J.H. (1949). The clinical evaluation of chemotherapeutic agents in 

cancer. In MacLeod, C.M. (Ed.)  Evaluation of chemotherapeutic agents. New York: Columbia 

University Press, pp. 191-205. 

Kissane, D., Block, S., Miach, P., Smith, G. C., Seddon, A. & Keks, N. (1997). Cognitive 

existential individual therapy for patients with primary breast cancer—techniques and themes. 

Psycho-oncology, 6, 25-33. 



Memorial Sloan Kettering Cancer Center 

IRB Number: 11-021 A(15) 

Approval date: 28-Mar-2017 

Page 40 of 43 

 

 

 

 

Lazer, E. (1984). Logotherapeutic support groups for cardiac patients. The International Forum for 
Logotherapy, 7, 85-88. 

Lee, V., Cohen, S. R., Edgar, L., Laizner, A. M., & Gagnon, A. J. (2006). Meaning-Making and 

psychological adjustment to cancer: Development of an intervention and pilot results. Onc Nurs 

Forum, 33, 291-302. 

Lerner, M. J. (1980). The belief in a just world: A fundamental delusion. New York: Plenum. 

Lichtenthal, W. G., Nilsson, M., Zhang, B., Trice, E. D., Kissane, D. W., Breitbart, W., & 

Prigerson, H. G. (2009). Do rates of mental disorders and existential distress among advanced 

stage cancer patients increase as death approaches? Psycho-Oncology, 18, 50-61. 

Loehlin, J. C. (2004). Latent variable models: An introduction to factor, path, and structural 
equation analysis (4th rev. ed.). Mahwah, NJ: Lawrence Erlbaum Associates. 

MacKinnon, D. P. (2008). Introduction to statistical mediation analysis. Mahwah, NJ: Erlbaum. 

Maltby, J. (1999). The internal structure of a derived, revised, and amended measure of the 

religious orientation scale: The Age-Universal I-E scale-12. Social Behavior and Personality, 27, 

407-412. 

McClain, C. S., Rosenfeld, B., & Breitbart, W. (2003).  Effect of spiritual well-being on end-of- 
life despair in terminally- ill cancer patients.  Lancet, 361, 1603 – 1607. 

Memorial Sloan Kettering Cancer Center (MSKCC; 2007). MSKCC Counseling Center Services 
Guide for Patients [Brochure].  New York, NY. 

Moorey S, Greer S, Watson M, et al. (1991). The factor structure and factor stability of the hospital 
anxiety and depression scale in patients with cancer. Br J Psychiatry 158 2555-259. 

National Comprehensive Cancer Network. (2003, 2009) NCCN distress management clinical 

practice guidelines. Journal of National Comprehensive Cancer Network, 1, 344-374. (Reproduced 

with permission from The NCCN 1.2010 Distress Management Clinical Practice Guidelines in 

Oncology. ©National Comprehensive Cancer Network, 2009. Available at: http://www.nccn.org. 

Accessed October 28, 2009.  To view the most recent and complete version of the guideline, go 

online to www. ncc n.o rg) 

National Comprehensive Cancer Network (NCCN) Distress Management Clinical Practice 

Guidelines Panel (2009).  Distress Management Version 2.2009 [powerpoint slides]. Retrieved 

from www. ncc n.org. 

Nelson, C., Rosenfeld, B., Breitbart, W., and Galietta, M.  (2002). Spirituality, depression and 
religion in the terminally ill. Psychosomatics 43:213-220. 

Nich, C. and Carroll, K.  (1997). Now you see it, now you don't: A comparison of traditional 

versus random effects regression models in the analysis of longitudinal follow- up data from 

clinical trials.  Journal of Consulting and Clinical Psychology 65:252-261. 

Payne DK, Lundberg JC, Brennan MF, Holland JC. (1997). A psychosocial intervention for 
patients with soft tissue sarcoma. Psycho-oncology 6:65-71. 

Pessin, H., Galietta, M., Nelson, C. J., Brescia, R., Rosenfeld, B., & Breitbart, W. (2008). Burden 
and benefit of psychosocial research at the end of life. J Palliat Med, 11, 627-632. 

Peterman AH, Fitchett G, Cella DF.  (1996). Modeling the relationship between quality of life 
dimensions and an overall sense of well-being.  Paper presented at the Third World Congress of 
Psycho-Oncology, New York, NY. 

http://www.nccn.org/
http://www.nccn.org/
http://www.nccn.org/


Memorial Sloan Kettering Cancer Center 

IRB Number: 11-021 A(15) 

Approval date: 28-Mar-2017 

Page 41 of 43 

 

 

 

 

Portenoy, R., Thaler, H. T., Kornblith, A. B., Lepore, J. M., Friedlander-Klar, H., Kiyasu, E., 

Sobel, et al (1994). The Memorial Symptom Assessment Scale: an instrument for evaluation of 

symptom prevalence, characteristics and distress.  European J Cancer 30A :1326-1336. 

Prigerson, H.G.  (1992) Socialization to dying: social determinants of death acknowledgement and 

treatment among terminally ill geriatric patients. J Health Soc Behav. 33:378-95. 

Puchalski C., Romer A.L. (2000). Taking a spiritual history allows clinicians to understand 
patients more fully. Journal of Palliative Medicine 3:129-137. 

Quirk, J. M. (1979). Finding meaning every day.  The International Forum for Logotherapy, 2, 
(Summer/Fall), 15-22. 

Raudenbush, S., Bryk, A., & Congden, R., (2005) Hierarchical Linear and Nonlinear Modeling. 

Scientific Software International. 

Raudenbush, S. W., & Bryk, A. S. (2002). Hierarchical linear models, Second edition. Newbury 

Park, Sage Publications. 

Ray, A., Block, S. D., Friedlander, R. J., Zhang, B., Maciejewski, P. K., & Prigerson, H. G. 

(2006). Peaceful awareness in patients with advanced cancer. J Palliat Med, 9, 1359-1368. 

Razavi D, Delvaux N, Farvacques C, et al. (1990). Screening for adjustment disorders and major 
depressive disorders in cancer in-patients. Br J Psychiatry 156:79-83. 

Reed, P. (1983). Implications of the life span developmental framework for well-being in 
adulthood and aging. Advances in Nursing Science 6(1):18-25. 

Reed, P. (1991a). Toward a nursing theory of self- transcendence: Deductive reformulation using 
developmental theories. Advances in Nursing Science 13(4):64-77. 

Reed, P. (1991b). Self-transcendence and mental health in oldest-old adults. Nursing Research 

40:1-7. 

Reker, G. T. (1992). Manual of the Life Attitude Profile-Revised (LAP-R). Trent University, 

Peterborough, ON: Student Psychologists Press. 

Reynolds, C. F., III, Degenholtz, H., Parker, L. S., Schulberg, H.C., Mulsant, B. H., Post, E., et al. 

(2001). Treatment as usual (TAU) control practices in the PROSPECT Study: managing the 

interaction and tension between research design and ethics. Int J Geriatr Psychiatry, 16, 602-608. 

Rogers, Carl. (1951). Client-centered Therapy: Its Current Practice, Implications and Theory. 

London: Constable. 

Rogers, Carl. (1980). A Way of Being. Boston: Houghton Mifflin 

Rosenfeld B, Pessin H. et al. (In press) Assessing hopelessness in terminally ill cancer patients: 

Development of the Hopelessness Assessment in Illness Q uestionnaire (HAI). Psychological 

Assessment. 

Rousseau P. (2000).  Spirituality and the dying patient. Journal of Clinical Oncology 18:2000- 
2002. 

Roth, A. J., Kornblith, A. B., Batel-Copel, L., Peabody, E., Scher, H. I., & Holland, J. C. (1998). 

Rapid screening for psychologic distress in men with prostate carcinoma: a pilot study. Cancer, 82, 

1904-1908. 

Savard, J., Laberge, B., Gauthier, J. G., Ivers, H., & Bergeron, M. G. (1998). Evaluating anxiety 
and depression in HIV- infected patients. J Pers Assess, 71, 349-367. 



Memorial Sloan Kettering Cancer Center 

IRB Number: 11-021 A(15) 

Approval date: 28-Mar-2017 

Page 42 of 43 

 

 

 

 

Schafer, J. L. & Olsen, M. K. (1998). Multiple imputation for multivariate missing-data problems: 
A data analyst's perspective. Multivariate Behavioral Research. Vol 33(4):545-571. 

Scheier, M. F. & Carver, C. S. (1985). Optimism, coping and health: Assessment and 
implications of generalized outcome expectancies.  Health Psychology, 4, 219-247. 

Schwartz, J. E., & Stone, A. A. (1998). Strategies for analyzing ecological momentary assessment 
data. Health Psychol, 17, 6-16. 

Singer, J. D., and Willett, J. B. (1991).  Modeling the days of our lives: Using survival analysis 

when designing and analyzing longitudinal studies of duration and the timing of events. 
Psychological Bulletin 110:268-290. 

Spinhoven P, Ormel J, Sloekers PP, Kempen GI, Speckens AE, Van Hemert AM. (1997) A 
validation study of the Hospital Anxiety and Depression Scale (HADS) in different groups of 
Dutch subjects. Psychol Med.  Mar;27(2):363-70. 

Steiger, J. H. (2001). Driving fast in reverse: The relationship between software development, 

theory, and education in structural equation modeling. Journal of the American Statistical 

Association, 96, 331–338. 

Viederman, M. (1983). The psychodynamic life narrative: A psychotherapeutic intervention useful 
in crisis situations. Psychiatry: Journal for the Study of Interpersonal Processes, 46, 236-246 

Watson, M., Haviland, J.J., Greer, S., Davidson, J., Bliss, M. (1999). Influence of psychological 
response on survival in breast cancer population-based cohort study.  Lancet 354:1331-1336. 

Willet, J. B.  (1988-1989). Questions and answers in the measurement of change.  Rev Res Educ 
15:345-422 

Yanez B, Edmondson D, Stanton AL, Park CL, Kwan L, Ganz PA, Blank TO (2009) Facets of 

spirituality as predictors of adjustment to cancer: relative contributions of having faith and finding 

meaning. J Consult Clin Psychol. 77:730-41. 

Zuehlke, T. E. & Watkins, J. T. (1975). The use of psychotherapy with dying patients: An 
exploratory study.  Journal of Clinical Psychology, 31:729-732. 

 
 

17.0 APPENDICES 

Appendix A – Pre-Randomization Measures 
Appendix C – T1 Questionnaire 

Appendix D – T2 Questionnaire 

Appendic E – T3 Questionnaire 

Appendix F – T4 Questionnaire 

Appendix G – EUC Materials-NCCN Guidelines 
Appendix H – EUC Materials-Counseling Services 
Appendix I – IMCP Therapist Manual 

Appendix J – IMCP Patient Manual 

Appendix K – ISP Therapist Manual 

Appendix L – Treatment Integrity 

Appendix M – Study Flyer 

Appendix N – Payment Receipt 

Appendix O – Study Letters 

Appendix P – Study Brochure 

Appendix Q – Study Flyer (with tabs) 



Memorial Sloan Kettering Cancer Center 

IRB Number: 11-021 A(15) 

Approval date: 28-Mar-2017 

Page 43 of 43 

 

 

 

 

Appendix R – Optional Weekly Session Rating 

Appendix S – Prognostic Awareness Physician Questionnaire 

Appendix T - Advanced Care Planning (Chart Review) 


