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Depression and anxiety occur in 25-30% of advanced cancer patients, as conditions arising from a final
pathway of distress determined by the interaction of multiple factors.) Within the psychotherapeutic
intervention developed to address these conditions, Managing Cancer and Living Meaningfully (CALM),% is an
individual meaning and supportive-expressive intervention for patients with advanced cancer. In preliminary
pilot studies, CALM was found to decrease depression and anxiety, and improve spirituality and attachment,®*
while in a randomized clinical trial, CALM reduced depression and improved end-of-life preparation.®

We conducted a pilot study of CALM using a mixed method approach, in order to: (i) understand the
possible application of CALM in a different cultural context (i.e. Italy) and examine patients’ subjective
impact of CALM; (ii) preliminarily explore, as already done in other countries (i.e. Germany),® the possible
effects of CALM on psychosocial outcomes.

The study was carried out on advanced cancer patients referred to the Program of Psycho-Oncology
Psychiatry in Palliative Care, University of Ferrara, Ferrara, Italy. Inclusion criteria were: age 218 years; a
diagnosis of advanced cancer (expected survival of 12-18 months); no cognitive impairment; a score 210 at
the Patient Health Questionnaire-9 (PHQ-9) or 220 at the Death and Dying Distress Scale (DADDS). The
study was approved by the Ethical Committee of the institution (please refer to the supplementary file for
details).

According to the CALM protocol, each patient was assessed at baseline, (TO) three (T1) and six months later
(T2) by using a battery of psychometric instruments, including: the PHQ-9 for depression, the DADDS for
death anxiety, the Generalized Anxiety Disorders-7 (GAD-7) to screen on anxiety symptoms; the
Posttraumatic Growth Inventory (PTGI); the Functional Assessment of Chronic Iliness Therapy-Spiritual
Well-Being Scale (FACIT-Sp) for spirituality and meaning; the Experiences in Close Relationships Inventory
Modified Short Form Version (ECR-M-16); the Quality of Life at the End of Life-Cancer Scale (QUAL-EC). A 7-
item tool, the Clinical Evaluation Questionnaire (CEQ) was used at three and six months (T1 and T2) to
assess the subjective perception of both treatments and the insight patients have gained).

Each patient, after random allocation to CALM intervention or usual care (UC) received 12 individual
sessions (45-60 minutes each), delivered over 6 months on a 15-day basis. CALM therapist, as in the original
manual,” explored meaning, preparation for death, symptom management and interpersonal relationships
domains. Participants in the UC received, by a different psychotherapist, unstructured psychological
support. Also, in spite of the pilot nature of the study, preliminary statistical analysis on the quantitative
data were carried out.

Of 50 eligible referred patients, complete data were available for 25 (mean age 60 +11.8 years; education
13.2+2.8 years; breast, 36%; gastrointestinal, 28%, and lung, 12%). Twenty-seven patients were allocated in
CALM and 23 in UC. Thirteen subjects completed T1 and T2 in CALM and 12 in UC. A greater satisfaction with
care was found in CALM vs. UC (supplementary Table 1). A series of themes, attributing value and meaning

to the CALM experience (supplementary document 1) emerged and were explored in terms of their content.



A statistically significant improvement on PHQ-9, DADDS, GAD-7 and PTGI was found in CALM vs. UC at T1
and T2, as well as, on the same dimensions across time (T1-T2) in CALM, but not in the UC group.

This is the first CALM study in Italian cancer patients. In line with other CALM qualitative studies,®%° CALM
was also positively accepted by the patients, as indicated by their general satisfaction and their comments,
indicating the construction of a shared reflective space in which the therapist facilitated the patients in the
discussion about death and dying, loss, spirituality, and aftermath concerns. In spite of the small number of
participants, CALM showed to be effective, both across time and with respect to UC, to reduce the levels of
depression, death and general anxiety, and to increase the levels of post-traumatic growth at both T1 and T2.
These results are in line with other CALM studies both in Canada and Germany and seem to confirm the role
of this semi-structured intervention acting on meaning in ameliorating psychosocial parameters in advanced
cancer patients. In contrast with the original Canadian study, CALM had no effect on attachment issues and
quality of life issues.

The relevance of this pilot study is mainly linked to the possibility to further application of CALM, and other
forms of meaning psychotherapy, in Southern-European cultural context, such as Italy. As limitations, the
small number of patients indicates the need to expand the sample size. Also, since we compared CALM with
UC, we cannot conclude that CALM is superior to or similar to other meaning-centered psychotherapy. A
larger RCT multicenter study, in agreement with what in progress in other countries (e.g. Germany), is in a

developing phase and the full study will address some of the limitations here underlined.
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