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Problem-solving therapy (PST) is a brief, structured psychological treatment. Preliminary clini-
cal findings regarding the effectiveness of PST for treating psychological distress experienced
by Japanese cancer patients are presented. Our actual clinical experience in administering
PST to four consecutive distressed cancer patients was reviewed. All of the patients were
breast cancer survivors who were referred to us after undergoing surgery. Three cases
received six PST sessions each and one case received three PST sessions. The depression
and anxiety scores decreased after PST. Our preliminary experience suggests that PST is an
effective treatment for alleviating psychological distress in Japanese cancer patients and that
this treatment should be further examined In a clinical trial.

Key words: cancer

psvchological distress - problem-solving therapy - psyehological intervention

INTRODUCTION

The experience of cancer causes considerable siress in
patients. Depression and anxiety, including adjustment dis-
orders and major depression, are the most prevalent forms of
psychological distress experienced by cancer patients (1).
Patients sometimes seek psychological treatment to help
them cope with their cancer even though their psychological
status does not meet the criteria of a formal psychiatric
diagnosis (1) Previous Japanese studies investigating
the prevalence of psychological distress in cancer patients
have reported rates of 15- 40% (2,3). Psychological distress
nol only causes great suffering. but also diminishes qualiry
of life, amplifies pain and other symptoms, and sometimes
leads to suicide.

Regarding therapy for psychological distress, two
potentially effective management sirategies are available:
psychotherapy and pharmacotherapy. A previous Japanese
study indicated that psychotherapy is deemed more
acceptable than pharmacotherapy by cancer patients (4).
Although previous reviews have highlighted the general
efficacy of various psychosocial interventions, very few
studies have addressed which kinds of psychotherapy
are feasible or effective for Japanese cancer patienis in
actual clinical oncology practice. In this context. we have
been interested in the effectiveness of problem-solving
therapy (PST), which is a brief, structured psychological
treatment (5). PST has been shown to be effective for the
treatment of common mental disorders. including depression
and anxiety, in primary care and oncology seitings in
Western countries (5)
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bk o ® The current report introduces our preliminary clinical
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PATIENTS AND METHODS
SummECTs

The subjects were four cansecutive cancer patients who were
referred to one of the authors for PST. The patients were
referred for the treatment of psychological distress and were
followed up by one of the authors The patients received PST
for several s, such as mtolerability and/or reluctance to
use medications and refractoriness to general supportive
psychotherapeutic approaches. Psychiatric diagnoses were
made using the Diugnostic and Statistical Manial of Mental
Disarders, 4th Edition (DSM-IV). As this study was con-
ducted in the routine clinical setting. treatments of PST were
provided under usual health national insurance system (we
therefore could not charge the patients any special fee for
PST). In the following. several items of personal information
were modified to preserve the anonymity of the patients.

Prost em-SoLvivg THERAPY

PST focuses on the present and helps patients to use their
own skills and resources to function better. The patients are
taught how their psychological symptoms may be linked 1o
psychosocial problems that they are facing, and PST provides
the patients with a structured strategy to solve them. If these
problems can be resolved. their symptoms may improve.
PST includes the following seven steps (5): (1) explanation
of the treatment and ils rationale, (ii) identification, definition
and breakdown of the problem, (iii) establishing achievable
goals, (iv) generating solutions, (v) evaluating and choosing
the solution, (vi) implementing the ch lut (vii)
evaluating the outcome after the solution has been
implemented. We developed a PST manual for Japanese
cancer patients. The manual was designed to help the
patients list and summarize problems commonly encountered
by cancer patients, including cancer treatment, symptoms of
cancer, treatment side effects, fear of recurrence/metastasis,
relationship with medical staff, family and other people.
economic problems, information issues. employment/school
issues. The manual also includes tips and worksheets for
patients 1o use while progressing through each step of PST.
The first ireatment session lasted about 90 min. and sub-
sequent sessions lasted 40 50 min. In principle, six treat-
ment sessions were given. In addition, we incorporated a
simple behavioral treatment skill. activity scheduling. into
the PST (5). In activity scheduling, we helped the patients
find and then engage in pleasurable activities on a more
frequent basis 1o help alleviate their psychological distress.

ASSESSMENT

We used two psychological measures, the Beck Depression
Inventory-11 (BDI-1I) (6) and the Hospital Anxiety and
Depression Scale (HADS) (7). to evaluate psychological dis-
tress in clinical practice, depending on the patients’ psychologi-
cal starus. The BDI-11 is a 21-item self-reported questionnaire

10 evaluate the severity of depression. The total score can mnge
from O to 63. with higher scores representing severer
depression. The validity and reliability of the Japanese version
of the BDI-I1 has been confirmed (8). Depression severity was
assessed according to the following BDI scores (9): 0-13,
minimal: 14-- 19, mild: 20- 28, moderate; 2963, severe. The
HADS is a 14-item self-reported questionnaire consisting of an
anxiety and depression subscale: the total score can range from
010 42. Higher scores indicate severer anxiety and depression.
The Japanese version of the HADS has been validated for
cancer populations, and the optimal cut-off point for screening
for adjustment disorder and major depressive disorder was 10
of 11 (10). In this repon. the results of these measures be fore
and immediately afier intervention were used.

Because of the small sample size, we presented the
descriptive statistics of the BDI-11 and HADS scores pre-
and post-intervention only

RESULTS

All of the patients were breast cancer survivors who were
referred to us afier undergoing surgery (Table 1). Their psy-
chiatric diagnoses varied. ranging from normal reaction to
major depression. Both the BDI-11 scores [pre: 26.8 (SD =
14.0); post: 13.3 (SD = 7.7)] and the HADS scores | pre:
17.0 {SD = 2.6); post: 9.7 (SD = 3.5)] improved afler PST.
Three patients completed all six PST sessions, while one
patient received only three PST sessions (one case, a 32-year
woman. lerminated PST early because she declined further
treatment after finding a new job.). Patient adherences with
each therapy session, including activity scheduling, was gen-
erally excellent for all the four patiems

Here, the clinical process of PST is introduced using one
example case (Ms. D). Ms. D was a 52-year-old housewife
who lived with her husband and two children. She was diag-
nosed as having early-stage breast cancer (Stage 0) and
received a surgical resection (simple mastectomy). Because
the results of a sentinel lymph node biopsy were negative, she
was told that she would not need any further adjuvant therapy.
However, she became nervous and anxious about the possible
recurrence of her breast cancer and its development into a
serious physical disease. Consequently, she could not sleep
and began to feel several kinds of physical discomfon, includ-
ing dizziness, tinnitus and palpitations. She visited an otolar-
yngologist and neurologist, but no evidence of organic disease
was found. Three hs after her of she consulted a
psychiatric clinic and began to take psychotropic medications,
including antidepressants and benzodiazepines, and was sub-
sequently referred to one of the authors. An initial assessment
revealed a depressive mood and a fear of recurrence, and she
was diagnosed as having an adjustment disorder with mixed
emotional features (BDI-1l score, 31) Thereafter. we contin-
ved to provide her with general psychosocial treatment,
including continuous medication and supporiive psychother-
apy. However. her condition remained unchanged during the
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Table 1. Characteristics of the cancer patients

Age Sex Cancer site  Stage Cancer treatinent { period afler cancer Psychiatric PST BDI-11 score HADS sore
diagnosis at the stant of PST) diaguosis
Pre Post Pre Post
PST PST PST PST
32 Feinule  Breast Early Hormone therapy after left mast, Major depression in 3 sessi 2l 17 19 13
(18 monts after disgnosis) partial remission during 4
weeks
47  Female Breast Early Hormone therapy alter left panial Normal resction, but 6 sessions 12 2 14 3
mastectomy + radiation (20 months having perceived during 10
after diagnosis) distress weeks
47 Feumale Bream Locally None after right Major depression i sessions 45 15 NA #
advanced  mastectomy + chemotberapy during 20
(53 months after diagnosis) weeks
52 Female Breast Eariy None after left simple mastectomy Adjustment disorder 6 sessions 29 21 I8 1
{13 months after diagnosis) with mixed dunng 12
emotiom] featires wieeks

BDI-11, Beck Depression lnventory-11. HADS, Hospital Anxiety and Depression Scale: PST, problem-solving therapy: NA. not applicable. One case, a

32-year-old waman, completed only three PST sessions

next 8 months. We therefore introduced her to the concept of
PST and she expressed an interest. At this time, her BDI-11
score was 29. During the PST session, various problems were
revealed, including a fear of recurrence. dissatisfaction with
her communication with her physician. marital discord and
tension with her husband, and frequent difficulties with her
son. Interestingly, she selected the difficulties with her son as
the first problem that she would like to deal with using PST.
During the PST session, she stated that much of her distress
resulted from quarrels with her son. and these quarrels often
began after she had scolded him. Using the PST skills, she
defined her problem (‘I can’t help scolding my son.") and
defined an achievable goal (*1 will refrain from scolding him
for a couple of hours after his return from school *). She gen-
erated nine potential solutions and finally selecied three sol-
ution strategies. She was able to complete most of the solution
strategies. During the evaluation process. she said, 'l feel
better because | am having fewer quarrels with my son.” After
the third PST session, she stated, “Lately. | am not so worried
aboul my disease’ and ‘1 feel that | shall see what | shall see’.
At this time, her BDI-1I score was 19. She next tried 1o
resolve her marital discord. Although this problem was not
successfully solved, she understood that her goal was too diffi-
cult and that she needed 1o set a smaller goal. She completed
a total of six PST sessions over a period of 3 months. By the
completion of the PST, her feelings had improved (Table 1)

Although the six sessions were not sufficient to deal with all
of her problems and she partly failed to resolve one of her
problems, as mentioned. she felt that *1 will be able 10 cope
with my problems using the PST"

DISCUSSION

Many types of psychosocial interventions exist for reducing
psychological distress among cancer patients. However, very

few studies have confirmed the effectiveness of such
interventions in Japan, and the available studies were limited
lo group psychosocial interventions (11.12) and progressive
muscle relaxation (PMR) (13). Several barriers 1o providing
such interventions exist in the Japanese medical system and/
or culture, including the difficulty of accruing a homo-
geneous cancer patient group for appropriate interventions,
disadvantages of group interventions for some patients (e.g.
reluctance to share individual experiences), and the patient’s
dissatisfaction with simple behavioral interventions such as
PMR. Furthermare, although Western studies have systemati-
cally reviewed the effectiveness of psychosocial interven-
tions for cancer patients, demonstrating that cognitive
behavioral therapy is recommended (14), our clinical experi-
ence suggests that most cancer patients do not have extreme
distortions of cognition and that traditional cognitive thera-
peutic interventions are often not appropriate for cancer
patients. Additionally, fewer trained clinical psychologists
are available to provide formal psychological intervention
for cancer patients in Japan, and this situation creates a
barrier 10 its dissemination among them. In this context, we
are interested in using PST 1o alleviale psychological distress
in cancer patients within the Japanese medical system. based
on the appropriateness and simplicity of PST

The current findings suggest that PST can be used to alle-
viate common forms of psychological distress experienced
by cancer patients. such as adjustment disorders and/or
major depression. In addition. good adherence to the therapy
sugpests PST is an acceptable therapy for Japanese cancer
patients. Furthermore because PST is a brief therapy that
consists of six treatment sessions. PST can be a cost effec-
tive psychotherapy. The fact that the subjects were cancer
survivors, including both short and long duration after
cancer disgnosis, who continued 1o experience psychological
distress afier cancer diagnosis, suggests that one of possible
subjects who benefit from PST may be distressing cancer
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survivors, irrespective of duration after cancer. Although
many cancer survivors experience a [ear of recurrence and a
previous Japanese survey indicated that the most common
distress expenienced by Japanese cancer patients is o fear of
recurrence and/or disease metastasis (15), no standard inter-
ventions for alleviating this form of distress exist (16). Our
experience suggests that PST may be useful for reducing
fears of recurrence, although PST does noi directly deal with
fear or anxiety itself but instead focuses on present daily pro-
blems. In addition, a previous study suggested the usefulness
of PST for alleviaung distress among palliative care patients
117). These findings suggest that PST can be used for a
broad range of psychological distress in clinical oncology
settings. On the other hand, because we could not find the
long-lasting effect of PST (e.g. 6 or 12 months afier treat-
ment), whether the effect of PST is persi or not should
be addressed in a future study. In addition, because treatment
period ranged widely from 4 to 20 weeks in the current
study, we could not determine the best treatment period for
cancer patients’ illness trajectory. We also need to address
this issue in a future study.

The present findings are very limited because our case
series is seriously flawed by many methodological weak-
nesses, especially many types of bias resulting from systema-
tic and random errors. However, our experience indicates
that the PST is a promising psychosocial intervention that
should be investigated in further well-designed clinical trials
m Japanese clinical oncology settings. We are now planning
a clinical trial to investigate the effectiveness of PST on fear
of recurrence amony breasi cancer survivors,
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ABSTRACT
Background

The most common psychiarric diagnosis among cancer patients is depression; this diagnosis is even more common among patients with
advanced cancer. Psychotherapy is a patient-preferred and promising strategy for wreating depression among cancer patients. Several
systematic reviews have investigated the effectiveness of psychological treatment for depression among cancer patients. However, the
findings are conflicting, and no review has focused on depression among patients with incurable cancer.

Objecrives
To investigate the effects of psychotherapy for treating depression among patients with advanced cancer by conducting a systemaric
review of randomized controlled trials (RCTs).

Search strategy
We searched the Cochrane Pain, Palliative and Supportive Care Group Register, The Cochrane Controlled Trials Register, MEDLINE,
EMBASE, CINAHL, and PsycINFO darabases in Seprember 2005.

Selection criteria
All relevant RCTs comparing any kind of psychotherapy with conventional treatment for adulr patients with advanced cancer were
eligible for inclusion. Two independent review authors identified relevant studies

Data collection and analysis

Two review authors independently extracted data from the original reports using standardized data excraction forms. Two independent
review authors also assessed the methodological quality of the selected studies according to the recommendations of a previous systematic
review of psychological therapies for cancer patients thar utilized ten internal validity indicators. The primary outcome was the
standardized mean difference (SMD) of change between the baseline and immediate post-treatment scores.

Main results

We identified a total of ten RCTs (total of 780 participants); data from six studies were used for meta-analyses (292 patients in
the psychotherapy arm and 225 patients in the control arm). Among these six studies, four studies used supportive psychotherapy,
one adopred cognitive behavioural therapy, and one adopied problem-solving therapy. When compared with treatment as usual,
psychotherapy was associated with a significant decrease in depression score (SMD = -0.44, 95% confidence interval [CI] = -0.08 ro -
0.80). None of the studies focused on patients with dlinically diagnosed depression.

Authors' conclusions
Evidence from RCTs of moderare quality suggest thar psychotherapy is useful for treating depressive stares in advanced cancer patients.
However, no evidence supports the effectiveness of psychatherapy for patients with clinically diagnosed depression.

Psychotherapy for depression among incurable cancer patients (Review) I
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PLAIN LANGUAGE SUMMARY

Psychotherapy for depression among cancer patients who are incurable

Dcprr.mvr stafes represent ﬁ'ﬂ[uﬂ'll mmplnca:mm AmMONE Cancer pancnis and are more common amongsec advanced cancer panents.

Psychotherapy comprises of various inter for ating or pre g psychological distress conducted by direct verbal or
interactive communication, or both, and is delivered by health care professionals. It is a pari ferred and promising strategy for
treating depressive states g cancer | Several sy have in d the effectiveness of psychotherapy for
treating depressive states g cancer p ts, However, the findings are conflicting, and no review has focused on depressive states

among parients with incurable cancer. The review authors conducted a systematic review of andomised controlled trials to investigate

states

with advanced cancer. The review authors found thar

the effects of psychotherapy on the tre of deg

oF

paychotherapy was uscful for treating depressive states in advanced cancer patients. However, little evidence supports the effectiveness

of psychotherapy for patients with clinically diagnosed depression including major dep

4 2 e Afancd Az

Future to investigate
Ii‘ dl i_ : are dod

d depression in ter

and dlarify the usefulness of psychotherapy for ¢

BACKGROUND

Cancer isa life-threatening discase that often impacts on a panient's
welfare and well-being; attention to these issues is thus an impor-
tant aspect of comprchensive patient care. Derogatis e al found
that 509 of cancer patients are diagnosed w:d: a psychiarric disor-

der. The most ¢ psychiatric diag was d ive disor-

ders, indluding adjustment disorder with devancd mood (12%)
or mixed emotional features (13%) or unipolar major depression,

(496) or both (Derogatis 1983). Other studies have consistendy
indicated thar these depressive disorders represent ¢ forms
of psychological distress experienced by cancer patients (Akechi
2001; Kugaya 2000; Okamura 2000) and are more common in pa-
tients with advanced cancer (Bukberg 1984; Kugaya 2000). Thus
depression is one of the most widely recognized psychiatric dis-
orders in cancer patients (McDaniel 1995). Depression not only
produces serious suffering (Block 2000), bur also worsens quality
of life (Grassi 1996), reduces compliance with anti-cancer treat-
ment (Colleoni 2000), can lead to suicide (Henriksson 1995), is a
psychelogical burden on the family (Cassileth 1985), and prolongs
hespiralization (Prieto 2002). Thus, the appropriate management

nfﬂeptmion in cancer patients is critically important.

One patient-preferred and promising strategy for rrearing depres-
sion among cancer patients is psychotherapy (Okuyama 2007).
Here, the term "psychotherapy’ is defined as various kinds of in-
terventions for ameliorating or preventing psychological distress
conducted by direct verbal or interactive communication, or both,

delivered by health care prof Is. § | meta-analyses and
Y i reviews i gating the effectiveness of psychosocial
for d i g cancer patients have been per-

formed. mer the ﬁndmgs of these reports are conflicting
(Devine 1995; Newell 2002; Ross 2002; Sheard 1999), and no

g clinically diagr

OBJECTIVES

1) The primary objective of this review was to investigate the
effectiveness of psychatherapy for trearing any kind of depression
in incurable cancer patients.

2) The review also evaluated the effectiveness of psychotherapy
on:

® anxiery,

» general psychological distress,
+ conrrol of cancer symproms,

» quality of life,

* coping measures for patients,

e severiry of physical symproms such as pain.

CRITERIA FOR CONSIDERING
STUDIES FOR THIS REVIEW

Types of studies

All relevant randomised controlled trials (RCTs) comparing any
kind of psychotherapy with conventional treatment (treatment as
usual).

Types of participants

The study participants were limited to adults (18 years or older) of
either sex with any primary diagnosis of incurable cancer, Their de-
p had to be d by validated r such as standard
ized self-report questionnaires or clinical interviews (e.g., Struc-
tured Clinical Interview for major depressive episode based on

review to date has addressed the effect of psychotherapy for  DSM-IV). A concurrent diagnosis of another physical d was
:ru(i.ng depression among incurable cancer patients. not a criteria for exclusion,
among incurable cancer patients (Review) 1

Psych y for d
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Types of intervention

Studies involving psychotherapy of any kind were included in the
review. We were interested in the effect of a broad range of psycho-
logical interventions, including several unique interventions, such
as music therapy, that may be used in a palliative care setting. On
the other hand, interventions that were not considered as forms
of psychotherapy (e.g,, aromatherapy, therapeutic rouch) were not
included. This broad range of non-pharmacological interventions
were further divided into:

A: intervenrions by direct verbal or interactuive communication, or
both, delivered by health care professionals; and

B: non-pharmacolagical interventions other than the aforemen-
tioned ones.

Types of outcome measures

The studies had to include at least one measure of the severiry of
depression, which was set as the primary outcome of this system-
atic review, Symptom severity could be measured cither by self-
reporting or rating by an observer.

Effectiveness was to be evaluated using the group mean scores of
these continuous depression severity scales (this planned analytical

method was modified in the completed review (See "Results’)).

Qurtcomes were to be measured at the end of the study. Where
possible, these indices of effectiveness would be pooled ar different
time points in the course of treatment, such as at one month, three
months, six months and so on. In addition, when studies provided
data regarding ongoing cffectiveness after treatment terminarion,
this data was also o be pooled (this planned method was modified

SEARCH METHODS FOR
IDENTIFICATION OF STUDIES

See: Cochrane Pain, Palliauve and Supporuve Care Group
merhods used in reviews.

1. Electronic databases

To idenufy studies for inclusion in this review, detailed search
strategies were developed for each electronic database searched
in September 2005, These strategies were based on the search
strategy developed for MEDLINE bur were revised appropriately
for each database and are included in additional Table 01.

MEDLINE via OVID search strategy

1. exp PSYCHOTHERAPY/

2. (psychotherap$ or aromatherap$ or “art therap$” or
"autogenic training” or "behavior$ adj6 therap$” or (behaviour$
adj6 therap$) or (biofeedback and psycho$) or (cognitive adj6
therap$) or (desensiti$ and psychol$) or “implosive therap$" or
(relax$ adj6 therap$) or (relax$ adj6 rechniq$) or (therap$ adj6
touch$) or yoga)

3. (bibliotherapy or (color$ adj6 therap$) or (colour$ adjé
therap$) or (music$ adj6 therap$) or (hypno$ adj6 therap$)

or (imagery and psychotherap$) or counsel$ or (group$

adj6 therapf) or “socioenvironmental therap$” or “socio
environmental therap$” or “milieu therap$” or “therapeuric
communit§” or (famil§ adj6 therap$) or psychosocs or
psycholog$ or “self help group$” or (support$ adj6 group$) or
(guide$ adj6 image$))
4. 01/1-3

5. Depression/

(See data synthesis’),

Secondary were as

1) no of patients who 'responded’ 1o treatment according to the

original study authors' definition;

2) anxiery, as measured using scales like the Hamilton Anxiery

Rating scale, the State-Trait Anxiety Inventory, and the Hospital

Anxicty and Depression Scale;

3) general psychological distress, as measured using scales like the

Profile of Mood States (total mood disturbance) and the General

Health Questionnaire;

4) quality of life, as measured using scales like the European Orga-
jzarion for R h and Ti of Cancer (EORTC) quality

of life questionnaire, the Punctional Assessmenr of Cancer Ther-

apy-General (FACT-G) scale, and the Medical Outcome Srudy

Short-Form 36-item survey;

5) severity of physical symproms like pain, as measured using scales

like the Brief Pain Inventory (BI'l) and visual analogue scale (VAS).

£l
4

'}

was to be d wsing the fol-

Tolerability of the

1) Number of parients dropping out of the study for any reason.

6. (dep
7. or/5-6
8. exp NEOPLASMS/

9. (tumor$ or tumour$ or cancer$ or carcinoma$ or malignan$
or neoplas$)

10. or/8-9

11.4and 7 and 10

4
or dep

The above search strategy was run with the following filer for
Controlled Clinical Trials:

Cochrane Sensirive Search strategy for RCTs for MEDLINE
on OVID (published in appendix Sb Cochrane Handbook for
Systemaric Reviews of Interventions. 4.2.5 May 2005)

1. randomized controlled trial.pr.

controlled clinical erial pr.

randomized controlled rrials.sh.

random allocation.sh.

double blind mechod.sh.

single blind method sh.

7. orl1-6

8. (ANIMALS not HUMAN).sh.

9.7 not §

10. clinical trial.pe.

g

3.
4.
5.
6.
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11. exp clincal trials/

12. (cdin$ adj25 trial$).ui,ab,
13. ((singl$ or doubl$ or trebl$ or tripl$) adj25 (blind$ or
mask$)).ti.ab.

14, placebas.sh.

15. placebo$.u,ab.

16. andom$.0.ab.

17. rescarch design.sh.

18. or/10-17

19. 18 noc 8

20. 19 not 9

21.90r 19

2. Reference search

The references of all selecred studies were inspecred for more
published reports and citations of unpublished srudies. In
addirion, other relevant review papers were checked.

3. SciSearch

All the selected studies were sought as a citation in the SciSearch
database to |dcrmfy additional studies.

4 Y | L i

To ensurse that all RCTs were identified, the authors of significant
papers were conracted.

5. Language
No language restrictions were applied when selecting studies.

METHODS OF THE REVIEW

1. Sclection of studies

In September 2005, two review authors (TA and JO) checked hard
copies of the references identified by the search strategy to identify
studies meeting the following broad and simple criteria:

i) randomised rials;

i

ui) paients blinded to treatment group:

iv) care-providers blinded to trearment group;

v) excepe for study intervention, equivalence of other treatments;
vi) care-providers’ adherence monitored,;

vii) detailed lost-to-follow-up information;

viii) percentage of patients not included in analyses:

ix) ion-to-treat anal and

‘} Mm‘m 4 hlind: D: i

ina
The maximum score for cach study was 30 points, with higher
scores indicating higher quality. As previously reported, the quality
of a study was considered 1o be good if the study had a total score
greater than 20 points, fair if it scored 11 to 20 points, and poor
if it scored less than 11 points (Newell 2002).

The inter-rater reliability of these validiry criteria was evaluated
u.uug Cohen's wcldm:d kappa. Those studies with dearly

conc of random allocation were excluded.
The influences of the other quality indices were examined using
sensitivity analyses.

3. Data extraction

Two review authors (TA and TO) independently extracted data
from the original reports using data extraction forms. Any
disagreement was resolved by consensus berween the rwo or, where
necessary, berween all the review authors. Extracted data included
the country of origin, the narure and content of psychological
incervention and the patient group involved, the duration of the
study, the study serting, the sample size, and the key ourcomes
using validated instruments.

4. Data synthesis

Planned method

Dara were to be entered by O into Review Manager 4.2.10 rwice,
using the duplicate data entry feature. For dichotomous outcomes,
the relative risk (RR) and their 95% confidence intervals (C1) were
to be clculated using the random-effects model, since the RR

ii) incurable cancer patients (this included subjects with inc
advanced, metastatic, or terminal cancer, When the participants
were mixed-stage cancer patients, studies in which more than 80%
of the participants had an advanced stage of cancer (stage 111, IV,
or recurrent) were eligible for inclusion in the review); and

iii) asmessment of depression.

The inter-rater reliability of the two raters were evaluated using
percentage agreement and kappa coefficient. All studies identified
by either of the two raters were then subjected to the next stage of
critical appraisal according to the strice eligibility criteria.

2. Quality assessment

Two independ review authors (TA and TO) assessed the
mcthodo.lugc:] quality of the sclected studics. We used Newell's
methodological quality criteria (Newell 2002), which includes the
following points:

1) adequare concealment of allocation;

ii) patients randomly selected;

of the random-effects model has been shown to be superior in
dinical interpretability and external generalisability than the fixed-
effecr models and odd.s ratios (OR) or risk differences (Furukawa
2002). The heterogeneity g the studies was to be assessed
using the I-squared and Qmm and by visual inspection of
the results in the Meta View plots. An I? greater than 30% or a
Q statistic P value of less than 0.1 wuwbccomdewd indicative
of heterogeneity. If significant heterogeneity was suspected, the
sources were to be i igated. For dich outcomes of
response, two analytical strategies were to be adopred; first, a 'per
protocal” analysis was to be performed according to the values
reported by the original authors. When dara on dropouts were
included, usually by way of the last-observation-carried-forward
(LOCF) methed, this data was to be analysed according to the
primary studies. For continuous outcomes, the standardized mean
difference (SMD) was to be pooled using the random-effects
model. Continuous outcomes were to be analysed on an endpoint
basis, including only patients with 1 final assessmenc or with a last

Psyc apy for depr among ble cancer p
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observation carried forward to the final assessment. A stna ITT
analysis was nor feasible with continuous outcomes, as the studies
performed enly LOCF or endpoint analyses.

Actual method
Dara were entered by TA into Review Manager 4.2.10 rwice
using the duplicate data entry feature. Analysis of dichotomous
outcomes was planned, but only one study (Wu 2003) induded
this. Post-treatment scores were available in three studies (Wu
2003; Liossi 2001; Linn 1982) while change scores were available
or could be calculated in six studies (Goodwin 2001; Classen
2001; Edelman 1999; Wood 1997: Linn 1982; Spicgel 1981). We
therefore modified the data synthesis method during the review
because the dara obrained could not be synthesized appropnately
using the planned method. The change between the baseline
and immediate post-treatment scores was selecred as the primary
outcome for the meta-analysis (Banerjee 2006). The SMD and
95% Cls were pooled using a rand ffects model (Alderson
2004). Two studies provided data on the results of slope analyses
(Classen 2001; Spiegel 1981). and we calculated the change scores
using these data. One paper provided raw data only (Wood 1997);
for these dara, we calculared the change score using SPSS 10.0]
fry for Windows (SPSS 2003). In addition, because
we could not obtain the actual figures for the standard deviationsin
the change scores for depression, anxiery, and general psychological
distress in rwo studies (Classen 2001; Linn 1982), we calculared
the pooled standard deviations in the other available studies thac
utilized the same measuring instrument (the Profile of Mood
States) (MaNair 1992) (Edelman 1999; Goodwin 2001; Spiegel
1981; Wood 1997) and these values were inputted for the missing
data (Furukawa 2006).

The heterogeneity among the studies was assessed using the I*
and Q statistics and by visual inspection of the results in Meta
View plots. An I? value greater than 30% or a Q statistic with a
P value less than 0.1 were considered indicative of heterogeneity.
If significant heterogencity was suspected, the source of it was
investigated.

5. Subgroup analyses

Subgroup analyses should be performed and interpreted with
caution because multiple analyses can lead to false-positive
conclusions (Oxman 1992). However, we performed the following
subgroup analyses, if possible, for the following # prieri reasons:

e A separate analysis was performed for parucipants who
received group psychotherapy, since different modalities of

psychotherapy (ie.,
different effects.

group versus individual) could have

e A separare analysis was performed for breast cancer patients,
because many psycho-oncology studies focus on this patient
group.

® A separate analysis was performed for participants with clinical
depression based on any cut-off points or diagnostic criteria

of depression measures, because the effect of psychotherapy on
depression may differ according to the baseline depressive starus.

A scparate analysis was performed for partiapants receiving
interventions by direct verbal or interactive communication
delivered by health care professionals, or both, because this type
of psychotherapy may have a different cffect on depression.

Funnel plot analysis and seasitivity analyses:

s A funnel plot analysis was performed to check for any
publication bias.

6.

o A sensitivity analysis was performed, if possible, to examine the
robustness of the observed findings by repeating all the analyses
using only high-quality studies.

DESCRIPTION OF STUDIES

Two independent review authors checked the studies identified by
the search sources, and a total of 176 studies were extracted for
possible inclusion. Full copies of these articles were obtained, and
the two independent review authors then examined the strict eli-
gibility of these papers. Further reference searches and a SciSearch
did not yicld any additional studies that satisfied the strice eligibil-
ity criteria. The inter-rater reliabilicy of the strict eligibility crite-
ria were as follows: kappa coefficient, 0.84, percent concordance,
95.5%.

First, we identified 16 studies that were potentially suitable for
inclusion (Classen 2001; Edelman 1999; Giasson 1998; Goodwin
2001; Laidlaw 2005; Linn 1982; Liossi 2001; Mantovani 1996;
North 1992; Sarna 1998; Schofield 2003; Sloman 2002; Soden
2004; Spiegel 1981, Wood 1997; Wu 2003). However, five of
these studies (Giasson 1998; North 1992; Sarna 1998; Schofield
2003; Soden 2004) were ultimately dropped after a discussion
among the review authors because the interventions in these stud-
ies were not forms of psychotherapy. The interventions in these
studics were as follows: aromatherapy (Soden 2004), a mulrisen-
sory environment (Schofield 2003), a structured nursing assess-
ment of symproms {Sa.ma 1998}, noncontact thcr:pcnnc touch
(Giasson 1998), and i ided by tape gs of
consultations (North 1992). In :ddmnn one nudy was a:duded
because of the absence of usual care in the control group (Man-
tovani 1996). Finally we identified ten studies that were suitabl
for inclusion (total of 780 participants) (Classen 2001; Edelman
1999; Goodwin 2001; Laidlaw 2005; Linn 1982; Liossi 2001;
Sloman 2002; Spicgel 1981; Wood 1997; Wu 2003).

The subjects of the meta-analysis were recruited from three main
groups: patients with metastatic breast cancer (five studies), pa-
tients who had received some form of palliative care (three stud-
ies), and various patients with advanced cancer (two studies).

Various types of interventions were utilized in these ten studies.
Five studies (Classen 2001; Goodwin 2001; Linn 1982; Spiegel

Psychotherapy for depression among incurable cancer patients (Review)
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1981; Wu 2003) manly used supportive psychotherapy. Three
studies mainly investigated the effect of behavioural therapies, «i-
ther relaxation rechniques (Sloman 2002) or hypnosis (Laidlaw
2009; Liossi 2001). The other studics used cognitive behavioural
therapy (Edelman 1999) and problem-solving tisznpy (Wood

1 measure of depression (Classen 2001; Edelman 1999: Goodwin
2001; Linn 1982; Spiegel 1981; Wood 1997). Amaong these six
studies, four studies used supportive psychotherapy (Classen 2001 ;
Goodwin 2001; Linn 1982; Spicgel 1981), one utilized cognitive
behavioural therapy (Edel 1999) and one urilized problem-

1997). The duration of the interventions was t
from just three to five sessions (Wood 1997) 1o unlimired md

solving therapy (Wood 1997). Regarding the dars from the study
by Linn et al,, we decided to use the data obtained one month

continuing until death (Spicgel 1981), Three of the five stud
using supportive psychotherapy and the one study using cognitive
hal S 1 t’)tl'lpr 1 A Pmp mm. lh‘c
ten selected studies included several kinds of interventions, all of
which involved direer verbal and i ive ¢ ication de-
livered by health care professionals (Classen 2001; Edelman 1999;
Goodwin 2001; Laidlaw 2005; Liossi 2001; Linn 1982; Sloman
2002; Spiegel 1981; Wood 1997; Wu 2003). There were no inter-
ventions belonging 1o non-pharmacological interventions ocher
than the aforementioned ones.

METHODOLOGICAL QUALITY

With regard ro study quality, none of the studies mer the criteria
for a "good’ raring. Three studies met the criteria for a "fair’ rat-
ing (Goodwin 2001; Linn 1982; W 2003), and the remaining

after inter w0 the effects of drop-outs, although
the study provided data on dep at five ume points duning
the intervention (Linn 1982),

The combined data from the six studies, involving 292 patients
in the psychotherapy arm and 225 pauents in the control arm,
showed thar psychotherapy had a significant effect on the trear-
ment of depression among participants with advanced cancer
(SMD = -0.44, 95% CI = -0.08 to -0.80). Visual inspection of
the Meta View plots suggested that the study conducted by cither
Spiegel er al or Wood eral contributed most of the heterogeneity
(Wood 1997; Spicgel 1981). While the heterogeneiry indicators
were similar if the study by Wood er al (Wood 1997) was excluded
(Chi*= 15.49, df = 4 (P = 0.004), I'= 74%). the hetcrogencity
diminished and was no longer saatistically significant if the study
by Spicgel r ol was excluded (ChiZ~ 5.93, df = 4 [P = 0.20], '~
32.6%). T'l‘lcwuruofdm‘ ,w{unhcr i

seven studics were judged as having a ‘poor’ rating. Two studi
dearly described the procedure for adequate allocation conceal-
ment (Goodwin 2001; Linn 1982),

RESULTS

Two studies did not report the effects of the interventions on de-
pression (Laidlaw 2005; Wood 1997), although they did measure
the severity of depression among the participating subjects. As de-
scribed above, all of the remaining eight studies used interventions
involving direct verbal and interactive communicarion delivered
by health care professionals (Classen 2001; Edelman 1999; Good-
win 2001; Linn 1982; Liossi 2001; Sloman 2002; Spiegel 1981;
Wu 2003).

Effects of p herapy on d meta-analyses
Moderate :rld. mmt:u.lly s;g;nlﬁa.m heterogeneity among six
studies (see below) was observed (P = 0.004, I = 71%). The iden-
tified studies were quite heterogeneous with regard to their partic-
ipants and interventions, and many studies did nor indndc some

by examining the group, type and
duration of intervention, treatment of nonr.rol group, outcome
data and so on; however, clear factors that might have produced
the heterogeneity could not be idenrified.

Effect of psychotherapy on anxiety and general psychological
distress: meta-analyses

Since one study did not measure anxiery (Linn 1982), we com-
bined the dara from five studies (Classen 2001; Edelman 1999;
Goodwin 2001; Splcﬁ 1981; Wood 1997). The combined dara,
involving 242 patients in the psychotherapy arm and 169 patients
in the control arm, showed that psychotherapy had a borderline
effect on anxiety among participants with advanced ancer (SMD
= -0.68, 95% CI = 0.01 w -1.37). Svong, satisucally significant
heterogeneity was observed (P < 0.00001, I*= 89.19%). Visual in-
spection of the Mera View plots suggested thar the study con-
ducted by Spicgel ef al was heterogencous (Spicgel 1981). When
this study was omitted, the significant heterogeneity was no longer
observed (Chi® = 3.22, df = 3 [P = 0.36], I’= 6.8%).

Four studies provided data on general psychological distress, as

of the data required for mcta—lmlyws (‘ quently, we decided
to conduct the mera-analyses by g the dara from stud-
ies in which the change scores were mﬁlbl.e Thus, we excluded
four studies because they did not contain necessary dara, such as
the change score, the standard deviation of the change score, or
the number of parucipants (Laidlaw 2005: Lioss: 2001; Sloman
2002; Wu 2003). The dara from the six studies that provided all
the information needed 1o condua the meta-analyses were com-
bined; all of these studies had used the Profile of Mood States as

evaluated using the toral mood disturbance score of the POMS
(Classen 2001; Edelman 1999; Goodwin 2001; Spiegel 1981).
The combined dara, involving 237 participants in the psychother-
apy arm and 166 participants in the control arm, showed a sig-
nificant effect for psychotherapy on general psychological distress
among, partiapants with advanced cancer (SMD = -0.94, 95%
Cl =-0.01 t0o-1.87). A strong, statistically significant heterogene-
ity was observed (P < 0.00001, I*~ 94.3%). Visual inspection of
the Mcta View plots again suggested that the study conducted by

Psychotherapy for depression amang incurable cancer patients (Review)
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Spiegel et al. was heterogencous (Spicgel 1981). When this study
was omitted, the significant hererogeneiry was no longer observed
(Chi?= 2.43, df = 2 (P = 0.30), I’= 17.8%).

Other secondary outcomes

We deleted some secondary endpoints, including symptom con-
trol, quality of life. coping measures for participants, and severity
of physical symproms (like pain), because few studies provided this
kind of data. In addition, we stopped checking the tolerability of
the treatment and the dichotomous outcomes for the same reason.

Subgroup and sensitivity analyses

The two planned subgroup analyses (for participants who under-
went group psychotherapy and for breast cancer patients) were
conducted using the same four studies that invesugared the effec-
tiveness of group psychotherapy among metastatic breast cancer
patients (Classen 2001; Edelman 1999; Goodwin 2001; Spitgf]
1981). The results demonstrated similar and significant findings
for all three targeted psychological symptoms: depression, anxiety,
and general psychological distress.

The other subgruup analysis (for participants with clinical depres-
sion) was not conducted as none of the studies included the par-
ticipants with clinically diagnosed depression. In addition, as de-
scribed in the aforementioned section (‘Effects of psychotherapy
on depression: meta-analyses’), the planned subgroup analysis for
participants receiving interventions via direct verbal and interac-
tive communication delivered by health care professionals was nor

performed.

As only two studies included in the meta-analysis were judged to
be of good or fair quality (Goodwin 2001; Linn 1982), a sensitiv-
iry analysis limited to these studies was performed. However, the
study conducted by Linn er al did notinclude anxiety and general
psychological distress measures, so we conducted the sensitiviry

of other types of non-pharmacological interventions for the treat-
ment of depression could not be analysed because the available

data on this topic was insufficient.

Our findings suggest that the effects of psychotherapy are almost
comparable to those ob pharmacotherapy
studies in general psychiatry sectings (Bech 2000). On the other
hand, this effect was not consistent with a previous meta-analysis
of 17 clinical trials thar investigated the effect of psychological in-
terventions on depression in cancer patients (Sheard 1999). This
previous meta-analysis indicated an effect size of 0.19, suggesting
a clinically weak or negligible effect. Since the subjects of the ma-
jority of the studies included in this previous meta-analysis were
not advanced cancer patients and most of the studies had selected
their patient populations based on cancer diagnosis, rather than
on diagnostic or psychological criteria, or both, differences in the
prevalence of clinical depression may be one possible explanation
for the discrepancy between their meta-analysis and ours. In other
waords, since depression is common in patients with advanced can-
cer (see 'Background'), this difference may account for the differ-
ent findings regarding the effect of the intervention.

A2 =
1 10 antdep

Regarding the types of verbal and interactive psychotherapeurticin-
terventions char were included in the mera-analysis, four of the six
psychotherapeutic approaches utilized supportive therapy. Proba-
bly because of the narure of the study subjects (i.c., people suffer-
ing from incurable cancer), all of the approaches involved some
form of techniques dealing with the impact of life-threatening dis-
ease on patients’ lives, including issues of ‘dying’ or ‘existence’, or
both, in addition to general suppore (Spiegel 1978; Yalom 1977).
In addition, one of the most prominent characteristics of these
four studies was the fact that the interventions essentially contin-
ued until the patients’ deaths. On the other hand, specific types of
psychotherapy, especially cognitive behavioural therapy, are widely

analysis for depression only. The combined data, involving 152
patients in the psychotherapy arm and 101 patients in the control
arm, showed thar psychotherapy was significantly effective for the
treatment of depression (SMD = -0.35, 95% CI = -0.06 to -0.65).
Suatstcally significant heterogeneity was not observed (P = 0.26,
1= 22.4%).

Although the number of included studies was small, thereby lim-
iting the usefulness of a visual inspection of the funnel plot (Figure
01; Figure 02; Figure 03), a visual inspection did not suggest a
preminent publication bias.

DISCUSSION

Current findings

This s the first systematic review, including a mera-analysis so far
as we are aware, to show the significant effectiveness of verbal and
interactive psychotherapeutic intervention for treating depression
among advanced cancer patients. Unfortunately, the effectiveness

rec ded for the treatment of psychological distress among
cancer patients; however, our systematic review highlights the need
for more well-designed clinical trials to clarify the cffectiveness of
cognitive behavioural therapy on depression in parients with ad-
vanced cancer.

The findings with regard o anxiety and general psychological dis-
tress were similar to those for depression, although the results for
anxiery did not reach statistical significance. These findings sug-
gest that the psychotherapy may be useful for ameliorating a broad
range of psychological distress, with the exceprion of anxiery ex-
perienced by advanced cancer parients.

Clinical implications and future research

The present findings suggest that the depression experienced by
advanced cancer patients, who are well-known o be at risk for de-
veloping depression or clinically profound psychological distress,
or both, can be effectively ameliorated by psychotherapeuric in-
tervention. Although our review could nor clarify the cost effec-
tiveness of psychotherapeutic interventions for parients with ad-
vanced cancer, and the fact that long-term conunuous interven-
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tions requiring trained mental health professionals may not be easy
to provide for all patients, our findings suggest that psychologi-
cal interventions should be combined with routine patient care
for the trearment of patients with advanced cancer. At the same
me, darifying the cost-cffect of psychotherapy and devel-
oping cost-effective interventions for treating depression among
advanced cancer p may be imp furure tasks.

Some relevant questions remain concerning the effectiveness of
psychotherapy on deg among with incurable can-
cer. First, because most studies incduded in the meta-analysis in-
vestigated the impact of the interventions just after or during the
process of continuous treatment, or both, the persistent effects of
the completed interventions were unclear. Second, because most
of the subjects were not clinically diagnosed as having depression,
the effectiveness of psychotherapy for the treatment of clinical de-
pression could not be clarified in this review. These dinically im-
portant issues should be addressed in furure studies.

Finally, we would like to comment on the study quality of the
psychological interventions. As reported in the previous reviews,
the quality of most of the studies was problematic (Newell 2002;
Williams 2006). However, given the difficulty of conducring clin-
ical trials in this population, such as in palliative care settings and
of evaluating the quality of clinical tnals for psychological inter-
ventions (Penrod 2004), novel and realistic qualiry sy

because the subjecs’ physical status (e.g., physical funcrioning,
estimated survival) were not clearly defined « prior: and the par-
nicipants were at least not eritically terminally ill (i.e. an estumated
survival period of less than a few months), the findings may not
be applicable ro end-stage cancer patients who are nearing death.

Despite these limitations, the obuined findings about the use-
ful pr)p‘ h Py for i ion in advanced
cancer patients deserve important consideration, and furure stud-
ies to investigate and darify the usefulness of psychotherapy for
treating dinically diagnosed dep inally ill patients
are warranted.

ating d

m [e

AUTHORS' CONCLUSIONS

Implications for practice

Evidence from RCTs of moderate quality suggests that psychother-
apy is useful for treating depressive states in advanced cancer pa-
tients although little evidence supports the effectiveness of psy-
chotherapy for patents with clinically diagnosed depression in-
cluding major depressive disorder. The effects of psychotherapy
are almost comparable to those observed in antidepressant phar-
macotherapy studics of major depressive disorders in general psy-

tems may be needed for studics focusing on patients with advanced
cancer.

Methodological advantages of this study
This systematic review has mu:.l rnu;ur mtngdu Firstly, we per-
formed ic and ¢ searches for rel-

evant ltudle:, whereas prtku.r studies contained several major
flaws in their mﬂhndolagy, lndudms a language bias (e.g,, t‘_rp
ically only English papers), and the combination of rand

and non-randomized clinical trials. Second, the a priors planned

heterogeneity and ivity analyses indicated thar the results of
the analyses were quite robust.

Limitations of this study

Qur review also has some limi First, the r d stud-
ies generally had small sample sizes, and only a small number of

studies (n = 6) were included in the meta-analysis. These factors
may limit the validity of our findings. The existence of a possible
outcome reporting bias cannor be negated (Chan 2005; Furukawa
2007). Secondly, although the use of data imputation for miss-
ing standard deviations of change scores was found to be valid
in one study dealing with pharmacotherapy for depression (Fu-
rukawa 2006), whether this procedure was valid in our study sam-
ple was not confirmed. Thurdly, while this review included studies
on the treatment of depression among advanced cancer patients,
d1c muln may not be npphcahle to advanced cancer patients with

lly Addicionally, although this study
ah.o mdudod mm—ma.lylu for anxiery and general psychological
distress, these findings were subsidiary and inconclusive. Finally,

churrytmngx Regmim;thg types of verbal and interactive psy-

inter the most common approach was
long-tcrm continuous supportive therapy, typically until the pa-
tients' deaths. Although our review muld not darify the cost ef-
fecu of psychotherapeutic interventions for patients with

advanced cancer uld considering that long-term continuous in-
terventions requiring trained mental health professionals may not

be easy to provide for all p our findings suggest tlm.psy—
chological inter i h ‘Jh' bi m:h i

care for the trearment of patients with advanced cancer

1 [+ : &r L

The continuing effects of the completed interventions and the ef-
fectiveness of psychotherapy for the treatment of dinical depres-
sion should be addressed in future studies. In addition, clarify-
ing the cost-cffectiveness of psychotherapy and developing
effective interventions for the treatment af depression among ad-
vanced cancer patients are also important future tasks. Specific
types of psychotherapy, especially cognitive behavioural therapy,
are widely recommended for the rearment of psychological dis-
tress among cancer patients; however, our systematic review high-
lights the need for more mll-dcngbnd clinical trials to clarify the
effectiveness of ¢ ve herapy on depression in pa-
vents with advmt.ed cancer, The effectiveness of psychotherapy
for treating depression in end-stage cancer patients who are near-
ing death should also be investigated. Finally, given the difficulry
of conducting clinical trials in palliative care settings and of eval-
uating the quality of clinical trials for psychological interventions,
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