observation carried forward to the final assessment. A strict ITT
analysis was not feasible with continuous outcomes, as the studies
performed only LOCF or endpoint analyses.

Actual method

Darta were entered by TA into Review Manager 4.2.10 twice
using the duplicate data entry feature. Analysis of dichotomous
outcomes was planned, but only one study (Wu 2003) included
this. Post-treatment scores were available in chree studies (Wu
2003; Liossi 2001; Linn 1982) while change scores were available
or could be calculated in six studies (Geodwin 2001; Classen
2001; Edelman 1999; Wood 1997; Linn 1982; Spiegel 1981). We
therefore modified the data synthesis method during the review
because the dara obrained could not be synthesized appropriately
using the planned method. The change berween the baseline
and immediate post-treatment scores was selected as the primary
outcome for the mera-analysis (Banerjee 2006). The SMD and
95% Cls were pooled using a random-effects model (Alderson
2004). Two studies provided dara on the results of slope analyses
(Classen 2001; Spicgel 1981), and we calculated the change scores
using these dara. One paper provided raw data only (Wood 1997);
for these data, we calculated the change score using SPSS 10.0]
version software for Windows (SPSS 2003). In addition, because
we could not obtain the actual figures for the standard deviationsin
the change scores for depression, anxiety, and general psychological
distress in two studies (Classen 2001; Linn 1982), we calculated
the pooled standard deviations in the other available studies that
utilized the same measuring instrument (the Profile of Mood
States) (MaNair 1992) (Edelman 1999; Goodwin 2001; Spiegel
1981; Wood 1997) and these values were inpurtred for the missing
dara (Furukawa 20006).

The heterogeneity among the studies was assessed using the I?
and Q staristics 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 wich
caution because multiple analyses can lead to false-positive
conclusions (Oxman 1992). However, we performed the following
subgroup analyses, if possible, for the following a priors reasons:

e A separate analysis was performed for participants who
received group psychotherapy, since different modalities of
psychotherapy (i.e., group versus individual) could have
different effects.

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

o 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 status.

e A separate analysis was performed for participants receiving
interventions by direct verbal or interactive communication
delivered by health care professionals, or both, because chis type
of psychotherapy may have a different effect on depression.

6. Funnel plot analysis and sensitivity analyses:

A funnel plot analysis was performed to check for any

publication bias.

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 obrained, and
the two independent review authors then examined the strict eli-
gibility of these papers. Further reference searches and a SciSearch
did not yield any additional studies that satisfied the strice eligibil-
ity criteria. The inter-rater reliability 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; W 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
studies were as follows: aromatherapy (Soden 2004), a multisen-
sory environment (Schofield 2003), a structured nursing assess-
ment of symptoms (Sarna 1998), noncontact therapeuric touch
(Giasson 1998), and information provided by tape-recordings of
consultations (North 1992). In addition, one study was excluded
because of the absence of usual care in the control group (Man-
tovani 1996). Finally we identified ten studies that were suitable
for inclusion (toral of 780 participants) (Classen 2001; Edelman
1999; Goodwin 2001; Laidlaw 2005; Linn 1982; Liessi 2001;
Sloman 2002; Spiegel 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
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1981; Wu 2003) mainly used supportive psychotherapy. Three
studies mainly investigated the effect of behavioural therapies, ei-
ther relaxation techniques (Sloman 2002) or hypnosis (Laidlaw
2005; Liossi 2001). The other studies used cognitive behavioural
therapy (Edelman 1999) and problem-solving therapy (Wood
1997). The duration of the interventions was variable, ranging
from just three to five sessions (Wood 1997) to unlimited and
continuing untl deach (Spiegel 1981). Three of the five studies
using supportive psychotherapy and the one study using cognitive
behavioural therapy utilized group treatment sessions. Thus, the
ten selected studies included several kinds of interventions, all of
which involved direct verbal and interactive communication 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 to non-pharmacological interventions other
than the aforementioned ones.

METHODOLOGICAL QUALITY

With regard to study quality, none of che studies met the criteria
for a 'good’ rating. Three studies met the criteria for a 'fair’ rat-
ing (Goodwin 2001; Linn 1982; Wu 2003), and the remaining
seven studies were judged as having a "poor’ rating. Two studies
clearly 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 abaove, all of the remaining eight studies used interventions
involving direct verbal and interactive communication delivered
by health care professionals (Classen 2001; Edelman 1999; Good-
win 2001; Linn 1982; Liossi 2001; Sloman 2002; Spicgel 1981;
Wu 2003).

Effects of psychotherapy on depression: meta-analyses

Moderate and statistically significant heterogeneity among six
studies (see below) was observed (P = 0.004, 12 = 71%). The iden-
tified studies were quite hererogeneous with regard o their partic-
ipants and interventions, and many studies did not include some
of the data required for meta-analyses. Consequently, we decided
to conduce the meta-analyses by combining the daca from stud-
ies in which the change scores were available. Thus, we excluded
four studies because they did not contain necessary data, such as
the change score, the standard deviation of the change score, or
the number of participants (Laidlaw 2005; Liossi 2001; Sloman
2002; Wu 2003). The data from the six studies that provided all
the informarion needed ro conduct the meta-analyses were com-

bined; all of these studies had used the Profile of Mood Srates as

a measure of depression (Classen 2001; Edelman 1999; Goodwin
2001; Linn 1982; Spiegel 1981; Wood 1997). Among these six
studics, four studies used supportive psychotherapy (Classen 2001;
Goodwin 2001; Linn 1982; Spiegel 1981), one utilized cognitive
behavioural therapy (Edelman 1999) and one utilized problem-
solving therapy (Wood 1997). Regarding the data from the study
by Linn er al, we decided to use the data obtained one month
after intervention ro minimize the effects of drop-outs, although
the study provided data on depression at five time points during
the intervention (Linn 1982).

The combined data from the six studies, involving 292 parients
in the psychotherapy arm and 225 patients in the control arm,
showed that psychotherapy had a significant effect on the treat-
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 either
Spiegel er al or Wood er al. contributed most of the heterogeneiry
(Wood 1997; Spiegel 1981). While the heterogeneiry indicators
were similar if the study by Wood ez a/ (Wood 1997) was excluded
(Chi?= 15.49, df = 4 (P = 0.004), I’= 74%), the heterogeneity
diminished and was no longer statistically significant if the study
by Spiegel er al was excluded (Chi2= 5.93, df = 4 [P = 0.20], I’=
32.6%). The source of the heterogencity was furcher investigated
by examining the patient group, measuring instrument, type and
duration of intervention, treatment of control group, outcome
data and so on; however, clear factors that might have produced
the heterogeneity could not be identified.

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

Since one study did not measure anxiety (Linn 1982), we com-
bined the dara from five studies (Classen 2001; Edelman 1999;
Goodwin 2001; Spiegel 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 cancer (SMD
= -0.68, 95% CI = 0.01 to -1.37). Strang, stacistically significant
heterogeneity was observed (P < 0.00001, I’= 89.1%). Visual in-
spection of the Meta View plots suggested that the study con-
ducted by Spiegel er 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
evaluated using the rotal mood disturbance score of the POMS
(Classen 2001; Edelman 1999; Goodwin 2001; Spiegel 1981).
The combined data, 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 participants with advanced cancer (SMD = -0.94, 95%
CI =-0.01 to-1.87). A strong, statistically significant heterogene-
ity was observed (P < 0.00001, I*= 94.3%). Visual inspection of
the Meta View plots again suggested thar the study conducted by
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Spiegel er al was heterogeneous (Spiegel 1981). When this study
was omitted, the significant heterogeneiry was no longer observed

(Chi?= 2.43, df = 2 (P = 0.30), %= 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 dara. In addition, we stopped checking the tolerability of

the crearment 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 thac investigated the effec-
tiveness of group psychotherapy among metastatic breast cancer
patients (Classen 2001; Edelman 1999; Goodwin 2001; Spiegel
1981). The results demonstrated similar and significant findings
for all three rargeted psychological symptoms: depression, anxiety,
and general psychological distress.

The ocher subgroup 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 not

performed.

As only two studies included in che meta-analysis were judged to
be of good or fair quality (Goodwin 2001; Linn 1982), a sensitiv-
ity analysis limited to these studies was performed. However, the
study conducted by Linn ez 2/ did not include anxiety and general
psycholagical distress measures, so we conducted the sensitivity
analysis for depression only. The combined data, involving 152
patients in the psychotherapy arm and 101 patients in the control
arm, showed that psychotherapy was significandy effective for the
treatment of depression (SMD =-0.35, 95% CI =-0.06 to -0.65).
Staristically significant heterogeneity was not observed (P = 0.26,
12= 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
prominent publication bias.

DISCUSSION

Current findings

This is the first systemaric review, including a merta-analysis so far
as we are aware, to show the significant effectivencss of verbal and
interactive psychotherapeutic intervention for treating depression
among advanced cancer patients. Unfortunarely, the effectiveness

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 obtained in ancidepressant pharmacotherapy
scudies in general psychiatry settings (Bech 2000). On the other
hand, this effect was not consistent with a previous meta-analysis
of 17 clinical trials that 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 mera-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
words, 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.

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

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

Clinical implications and future research

The present findings suggest that the depression experienced by
advanced cancer patients, who are well-known to be at risk for de-
veloping depression or clinically profound psychological distress,
or both, can be effectively ameliorated by psychotherapeutic in-
tervention. Although our review could nor dlarify the cost effec-
tiveness of psychotherapeutic interventions for parients with ad-
vanced cancer, and the fact that long-term continuous inrerven-

Psychotherapy for depression among incurable cancer patients (Review)

7

Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

=il o=



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 treatment of patients with advanced cancer. At the same
time, clarifying the cost-effectiveness of psychotherapy and devel-
oping cost-effective interventions for treating depression among
advanced cancer patients may be important future rasks.

Some relevant questions remain concerning the effectiveness of
psychotherapy on depression among patients with incurable can-
cer. First, because most studies included in the mera-analysis in-
vestigated the impacr of the interventions just after or during che
process of continuous treatment, or both, the persistent effects of
the complered 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 dlinically im-
portant issues should be addressed in future 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 conducting clin-
ical trials in this population, such as in palliacive care settings and
of evaluaring the quality of clinical trials for psychological inter-
ventions (Penrod 2004), novel and realistic qualicy assessment sys-
tems may be needed for studies focusing on patients with advanced
cancer.

Methodological advantages of this study

This systematic review has several major strengths. Firstly, we per-
formed systematic and comprehensive literature searches for rel-
evant studies, whereas previous studies contained several major
flaws in their methodology, including a language bias (e.g., typ-
ically only English papers), and the combination of randomised
and non-randomized clinical trials. Second, the # priori planned
heterogeneity and sensitivity analyses indicated that the results of
the analyses were quire robust.

Limitations of this study

Our review also has some limirations. First, the reviewed 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 cannot 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. Thirdly, while this review included studies
on the treatment of depression among advanced cancer patients,
the results may not be applicable to advanced cancer patients with
clinically diagnosed depression. Additionally, although this scudy
also included meta-analyses for anxiety and general psychological
distress, these findings were subsidiary and inconclusive. Finally,

because the subjects’ physical status (e.g., physical funcrioning,
estimated survival) were not clearly defined 2 priori and the par-
ticipants were at least not critically terminally ill (i.e. an estimated
survival period of less than a few months), the findings may not
be applicable to end-stage cancer patients who are nearing death.

Despite these limitations, the obtained findings about the use-
fulness of psychotherapy for ameliorating depression in advanced
cancer patients deserve important consideration, and future stud-
ies to investigate and dlarify che uscfulness of psychotherapy for
treating clinically diagnosed depression in terminally ill patients
are warranted.

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 licde evidence supports the effectiveness of psy-
chotherapy for parients with dinically diagnosed depression in-
cluding major depressive disorder. The effects of psychotherapy
are almost comparable to those observed in antidepressant phar-
macotherapy studies of major depressive disorders in general psy-
chiatry sertings. Regarding the types of verbal and interactive psy-
chotherapeutic interventions, the most common approach was
long-rerm continuous supportive therapy, typically undl che pa-
tients’ deaths. Although our review could not clarify the cost ef-
fectiveness of psychotherapeutic interventions for patients with
advanced cancer and considering that long-term continuous in-
terventions requiring trained mental health professionals may not
be easy to provide for all patients, our findings suggest that psy-
chological interventions should be combined with routine patient
care for the treatment of patients with advanced cancer.

Implications for research

The continuing effects of the completed interventions and the ef-
fectiveness of psychotherapy for the treatment of clinical depres-
sion should be addressed in future studies. In addition, clarify-
ing the cost-effectiveness of psychotherapy and developing cost-
effective interventions for the treatment of depression among ad-
vanced cancer patients are also important future rasks. Specific
types of psychatherapy, especially cognitive behavioural therapy,
are widely recommended for the treatment of psychological dis-
tress among cancer patients; however, our systematic review high-
lights the need for more well-designed clinical trials to clarify the
effectiveness of cognitive behavioural therapy on depression in pa-
tents with advanced 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 difficulty
of conducting clinical trials in palliative care settings and of eval-
uating the quality of clinical trials for psychological interventions,

Psychotherapy for depression among incurable cancer patients (Review)

Copyright ©® 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



novel and realistic quality assessment systems may be needed for
studies focusing on patients with advanced cancer.
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TABLES

Characteristics of included studies

Study Classen 2001
Merhods RET
Participants 125 women with metastatic breast cancer; American

Interventions

Supportive-expressive group psychatherapy, including fostering support among group members and encour-

aging the expression of emotions, psychoeducation, and self-hypnosis exercise
(90 minutes weekly session lasting at least one year)

Qutcomes

Profile of Mood States, Impact of Event scale

Notes

Quality score: 10
It is reported that the group therapy did not improve depression

Allocation concealment B — Unclear
Study Edelman 1999
Methods RCT

Participants

124 women with merastatic breast cancer; Australian

Interventions

Group cognitive behavior therapy
(8 weekly sessions)
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Characteristics of included studies (Continued)

Outcomes

Profile of Mood States, Coopersmith Self-esteem Inventary

Notes

Quality score: 7
It is reported that the therapy improved depression

Allocation concealment

B -~ Unclear

Study

Goodwin 2001

Methods

RCT

Participants

235 women with metastatic breast cancer; Canadian

Interventions

Supportive-expressive group psychotherapy, including fostering support among group members and encour-
aging the expression of emotions about cancer and its effects on cheir lives (90 minutes weekly session lasting
at least one year)

QOutcomes

Profile of Mood States, Pain scale, Suffering scale, Survival

Notes

Quality score: 17
It is reporred thar the group therapy improved depression

Allocation concealment

A — Adequate

Study Laidlaw 2005

Methods RCT

Participants 37 women with metastatic breast cancer; English

Interventions 1. Self -hypnosis, including bath anti-stress and anxiety techniques and visualization techniques (four weeks)
2. Johrei, a healing technique developed in Japan, is non-touch, and requires the practitioner to visualize
healing light entering the body and being transferred via the outstretched hand to the recipient with a spirit
of goodwill towards the other person (four weeks)

Qutcomes Beck Depression Inventory, Profile of Mood States Bi-Polar-Form, State Trait Anxiety Inventory, Impact of
Event Scale, EORTC QLQ-C30, BR23
(Assessment was conducted after at least three months of practice)

Notes Quality score: 5

The statistical results regarding depression were not reported

Allocation concealment B — Unclear

Study Linn 1982

Methods RCT

Participants One hundred and twenty men with end-stage cancer (clinical stage IV) identified on wards of a large general
hospiral; American

Interventions Counseling, including reducing denial, maintaining hope, life review, support for families
(several times a week rtill death)

Outcomes Profile of Mood States, life satisfaction, self-esteem, alienation, locus of control
(one, three, six, nine, 12 months after the trearment)

Notes Quality score: 13

It is reported that the therapy improved depression ac three months

Allocation concealment A — Adequate
Study Liossi 2001
Methods RCT

Participants

Fifty terminally ill cancer patients who were referred for palliative care; Greek
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Copyright @ 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

7



Characteristics of included studies (Continued)

Interventions

Hypnosis, including induction, suggestions for symptom management and ego-strengthening, and post
hypnotic suggestions for comfore and mainctenance of the therapeutic benefits

(30-minutes four weekly sessions)

Qurcomes Hospital Anxiety and Depression scale, Rotterdam Symprom Checklisc
(four weeks after the start of the treatment)
Notes Quality score: 9

It is reported thar the therapy improved depression

Allocation concealment B — Unclear

Study Sloman 2002

Methods RCT

Participants Fifty six advanced cancer patients receiving home palliative care who were experiencing anxiety and depression;
Australian

Inrerventions Progressive muscle relaxation and guided imagery
(twice weekly)

Qutcomes Hospital Anxiety and Depression scale, Functional Living Index-Cancer scale
(three weeks after the initial session)

Notes Quality score: 4

It is reported that significant positive changes occurred for depression

Allocation concealment

B — Unclear

Study

Spiegel 1981

Methods

RCT

Parricipants

Eighty six women with merastatic breast cancer; American

Interventions

Psychological support group, including fostering support among group members and encouraging the ex-
pression of emotions (90 minutes weekly session lasting at least one year)

Qurcomes Profile of Mood States, Rotter Internal/External Locus of Control Scale, Health Locus of Control Scale, Self-
esteem (from the Janis-Field Scale), Maladaptive coping response, Phobias, Denial
Notes Quality score: 9

The original study revealed “The treatment group tended (although not significantly) to be less depressed”
on the basis of the findings about slopes analysis that investigated the score change per 100 days. On the
other hand, because we ser the outcome at the end of the study in the protocol, we recalculated the score
change during 300 days. Consequently the score change has become to be sraristically significant.

Allocation concealment B — Unclear
Study Wood 1997
Methads RCT

Participants

Twenry cancer patients who were referred to hospice home care teams; English

Interventions

Problem-solving therapy
(three to five sessions)

Qutcomes

Profile of Mood States, Hospital Anxiety and Depression scale, modified Social Adjustment Scale

Notes

Qualicy score: 9
The staristical results regarding depression were not reported

Allocation concealment

B — Unclear
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Study Wa 2003

Methods RCT
Participants One hundred and twenty lung cancer patients receiving chemotherapy combined with radiotherapy; Chinese
Interventions Supporting psychotherapy, including cognitive therapy, patient self-help group, behavioral therapy, and
family educarion
Outcomes Self-Rating Depression Scale, Self-Raring Anxiety Scale
(one month after the start of the treatment )
Notes Quality score: 12

It is reported that the patients of the treatment group made a significant progress in relieving the depression
compared with the control group

Allocarion concealment B — Unclear

Characteristics of excluded studies

Study Reason for exclusion
Edmonds 1999  Alchough the POMS-Short Form was used as a psychological measure, this questionnaire cannor assess depression

Giasson 1998 The intervention (noncontact therapeutic touch) was not considered as psychotherapy

Mantovani 1996  The study did not include the usual care in the control group

North 1992 The intervention (informarion giving by tape-recording the consultation) was not considered as psychotherapy
Sarna 1998 The intervention (structured nursing assessment of symprom) was not considered as psychotherapy

Schofield 2003 The intervention (use of multisensory environment [Snoezelen]) was not considered as psychotherapy

Soden 2004 The intervention (aromatherapy, including massages with lavender essential oil and an inert oil) was not considered

as psychotherapy
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Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

“=161=



(sserdosu YO Lueudipw YO ,ewounies YO JIUE YO Jnewm yO Joum)) o (wryy[asequua] Ny dxay wsepdoau ) NV ((wr/[2sequa]
ANY dxayuorssardap) YO (unryesequa] NV passaadap 4O ,2amssardap y o uorssaadap)) Ny ((wiy/[asequa] quy (Andew: papnd, 4o
sdnoid aansoddns, o dnosd sansoddns, yo sdnoid ueddns, Y dnosd weddns, o sdnosd diay g5, yo dnoid dipy gps, Yo LFojouypdsd
MO J2osoypdsd yo sarderaq Apurey, yo Adesayn Ay y o Anununwos snndesayy, o Adesaqy nanqru, 4o Adesagy [eruawiuoniaua oos,

MO Adeaay pruswmonausonos, Y saiderap dnosd, yo Adesp dnoid o Ljesunos yo dessqroyndsd qppy £s8eun ( Ny AdesaypoudAy,
WO Adewsyy osnw y o sadesayy mnofod y (O sardesays 1003, YO Adesays mojoa, yo Adesaqs 10100, o 4deraypionqrq)) Yo (i [asequia)

NV wijy[asequia] NV (B3od, YO sardessya yonoy YO Adessyn yones o yonor oundesap, yo sanbruyaan vonexeps, yo 2nbuypar
uonexep1, YO sordesay vonexeps, YO Adersys vonexeps, yo Adesogi sasopdun, Yo (,joypdsd (v Jnmsuasap) YO sorderayn emorseyaq
aanudon, yO Adersy emorseyaq aanudos, Yo Adessy aanSoo, yo (,oyodsd QN Pegpasjoiq,) YO Adesy emoiseyaq, 4o Adesayp

soraeyaq, 3O Suturen owafoine, Yo Adeng e, yo ,desyrewore yo desgoypdsd)) o (unyesequis] gy dxoy Adesaqpoydsd ))

(O1# PU® L# PU® ¥#) T1#

(6# 10 8#) 01#

(.Se[dosu so  ueuSifew 10 BWOUIBIED 10 130U 10 INOWN] 10 L I10WN) G4

(HS?IN 52211 [[e 2pojdxa) SINSYTJOFN 8¢

(9# 10 C#) L4

(passadap 10 ,aa1s591dap 10 uorssardap) gg

(HS2N w1 3j3urs) NOISSTYAAA §#

(€4 10 T4 10 14) bt

(,23ewr YyaN ,2pind 10  dnoid

VAN ,ioddns so dnoid dpy jps 10 Jojoyadsd 10 posoypdsd 10 (,desay resu ,jrurey) 10 (,arunuures snnadesay) o (,desy 1xou narji)
10 (,desay) 1X2U [PUIWUOIAUS 1X2U 01905) 10 (,desay 1au [EIuAWToNAU30n0s) 10 (,deray yyIN Ldnoid) 1o [asunon o (,desagioypdsd
ANY A1adewn) 1o ( derain resu oudAy) ro ( deray seau misnw) 10 (,desay) reau mojod) 1o (,deray reau ojod) 1o Aderaponqrq) ¢
(¥do£ 10 (ypnoy seau desa) 1o (bruypm sesu

~epar) 1o ( desay reau xepar) 1o ( dessy seau aasojdun) 1o (,joypdsd pue nisuasap) 10 (.12 reau sanuSos) 1o (,o1p4sd pue ypeqpaajoiq)
10 (,desa seau  moreysq) 1o (,dessyp sesu otaeyaq) 10 (Suturen weu owafoine) so (,deiay 1eu re) 10 Lderayrewore 1o desaypoyodsd) 74

(HS2 5331 [[e apojdxa) X JVHIHILOHDASI [#

((gseidoau y o gueuBiew YO gewounien YO §199UEd YO FINOWNI Y $IOWNI YO swiserdoou) (N (passa1dap YO

gaarssardap y O uarssardap) QN (Ar98ewr papnd g0 ,,dnoid uoddns, o dnesd dpay gpes, 4o LJojoypdsd Yo ,2050u04sd 0 deey
Ay YO Aunwwos ounadeny o  Adesg naw y 0 Adesay eauswuonaus-010s, YO JAderayy pauswuosausonos o | dersy
dnosd, 4O Jesunod Yo (,Adesspoyadsd qupy £1a8eunr) yo Adessyroudiy o Adesap ssnw yo Adey mojos, YO . derag mojod, O
Adesaqonqiq YO v8od 4O, deray yonor, Yo yoner snnadesaqy |y, ,2nbruyos uonexes YO ,Jeny1 vonexeps, YO Aderay sasojdur
YO (wJoydsd gNy ,n1suasap) YO .desays pmoiaeyaq aamu8os yo Adesay aamudon YO (Loyr4sd qNY Heqpaajoiq) YO ..desy
Jnomeysq YO Adesyy gomeypq, yo Juturen owsfone yo Adersqi are, yo Adessyrewore yo ,Adeispoyodsd 4o Aderaqroyodsd))

pasn £3arens yoresg

w7y Isequiy TA ISYAN

TYHLNED

YALSIDIY STVIYHL Std®d

‘U-.—u.-dUm Bn.dﬂﬂamﬁ—

GU_WUHHMHM Yoreas —.N:O..:mfﬁ< ‘10 U—Jﬁvﬁ.

S4TEVL TVNOILIAQAY

15

Psychotherapy for depression among incurable cancer patients (Review)

Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

—=168=



EAMO T#YMO 1# F#

(28w Ny 2pmE) 1o (,dned quy 2ioddns)

10 (,dnox8 gy dpy ANV §195) 10 Bojoypdsd 10 dosoypdsd 1o (de1sy NV L[1wey) 10 (Jrunwwod Ny ounadesay) Jo (,desap gNY
narqu) 1o (,deraq NV [eruawuorauz-010s) 10 (,detayy (N [EIuswuonauseros) 10 (,desy (Nv Ldnoid) 1o psunod 1o (,dengioydsd
pue A1a8ewn) 1o ( ey Ny Louddy) 10 (,derayp qupy ,osnw) 1o ( desay) NV nejo) Jo (,dessg NV L10[09) 1o Ldesayqionqiq) ¢
(e304 10 (,yonor QN ,deray) 10 (,bruyoar Ny xepe1) 10 (derap

ANY »Xe[21) 10 (derayy Ny 2arsojdurr) 1o (Joyodsd pue nisussap) 10 (desayy Ny 2an1uSon) 1o (,oypdsd pue ypeqpasjoiq) 10 (,der
ANV .momeyag) 10 (dersyy QN J01aeyaq) 10 Bururen Ny du2doine) 1o (deap quy 1e) 10  desayrewore 10  dengioydsd) 74

(HS?W) AdVYIHLOHDASd [#

S1=110°01

[uonrerUsumns 1oensqe sdurpesy 1alqns yeun spn=dw] dw-(gem ¢zipe guip) ‘G|

FAELL TERUNE) T

[woneyuawnnsur 1ensqe ‘surpeay 13(gns [yeun apn=dw] ‘durgogaserd ¢

Qe (($oysew o gpurq) Szlpe (§1d1a so gigan 1o giqnop Jo gidurs)) 7]

/50qa0R]] 'T1

[uonEruawnIIsUr ‘1oensqe sfurpeay 1algns [yeud epn=du] ‘qe‘n-124055013 30 "dwrIA0-5501 ()]
‘qe‘ni-asenbs une| g

‘qe‘ - guopues ‘g

[uoneauawmisur

‘wensqe ‘sdurpeay 103(qns [yeun ‘spn=dw] ‘dur({pnis @usd-nmu 10 Apmis anuss-njnur 1o Aprus wLANMW Jo Aprus anusdpmW) Y/
judisa(] [erowe] g9

JuSisa(] 124085017y '

jspmg pung-ajduy p

[SIPTIS PUIE-RGNOCT ¢

satpnas purq-adurs ¢

Auswudissy wopuey ||

(THVYNID ui sen pajjonuor) 10§ 131[y Surmoljoj 213 qatm uny inq INITATN 195 s AFa1eang yoreag)

wij/[asequiz] ANV (wiy/[2sequd] NV

((wrg/[psequus] NV puswnradie g 2p/,[ewitur, O /urwmyuou YO /ewiue) NV (wi/[sequis] QN /uewmny)) TON (wi/[asequa)
ANV puswniadxa NV 9P/ [ewive, YO /uewnyuou YO /ewiue)) LON ((wi[ssequs] Ny dxa/ ampaooid saaosson,) YO (wr]/[25equa)]
ANY dxa/2mpasosd purrq 2iqnop) YO (wiyy[asequs] Ny dxey 2mpasoerd purq sBus) YO (wip/[sequia] Ny dxa/ e pajjonuoa
PaZIWOpuEL) YO (11°qe:,1320unjo) YO (Qe: 2edo[e YO qen:,udisse) YO (n'qe: putfq 2fuws, Yo nqe: purq 2(3uis) YO (Purg sjqnop, YO
Pulg 21qnop) YO (1'qe:0qae(d) YO (1'qe: 1940 ssond_ YO 11'qe: 1340 §5010 Y (O N'qe: J9A0ss010) YO (11°qe:, [eI01e)) YO (qEN:  Wopuer))
wodISVHNE eA ISYHIAT 10 1211] Summoljoy 213 01 payur] sem ypIeas 192(qns 2a0qe oy

((wnyy[esequiz] ANV

pasn A3aens yoreag

wUmﬁSm ._UUENU ﬁvELSQ

dIAO BA THYNID

P2Yyareas Iseqere(]

(pomurzuon)  sa13a3ens Yoreas [eUOIHPPY "[( [qEL

ié

Psychotherapy for depression among incurable cancer patients (Review)

Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

163~



JOgHOVTd B

[sd2ou0o Aoy *aum1u00 jo a[qes sBurpeay 1algns densqe pn=duw] ‘dwrgogaoeid ¢

[sad9u0 £33 *suanuon jo 2(qes ‘sBurpeay 13lqns “wensqe ‘opn=dur] -dur ((gysew 10 $purq) fpe ($1dua 1o giqan 10 giqnop 1o gidurs)) -z
[s1dau0 4oy ‘sua1u00 jo ajqen *sFurpeay afqns Goensqe opn=duw] -dur((grem ¢lpe gjonuod) 1o grwopuer) |

(pastaar qfS) Psequig 10J 31 1Y/ LDD

3211y urmorjog 3y i una sem AFarens (pieas 13(qns 2a0qe ay |

D1 poeL PHEH T

6-8/10°01

(gsedoau 10 gueudijew 1o grwoumnres 10 $120U®d 10 gIMOWNI 10 growmi) g

ISWSYTdOIN dx> ‘g

Grproliy,

(passordap 1o gaatssardap 10 uvoissaidap) -9

/NOISSTHdIA YOIV 9% 10/ (NOLLOWH) NOISSTHdAd,

dx2 10 /NOISSTUIIA LNVLSISTY INTWLVIYL dxo 10 INOISSTHIIA FALLOVAY 4% 10 /NOISSTAIIA INTHHNDTY dxo ¢
€-1/10°%

((g23eun

9lpe gopm3) 10 (gdnosd gipe grioddns) 10 gdnord dppy jps, 10 $3oopAsd 10 goosoyadsd 10 (gdesay glpe gpurey) 1o girunwwos snmadersy
10 gdersmq naiur, 1o gdesay auswwonaus onos 10 JSderay [Eruswuonausonos | 10 (gdesay gfpe gdnosd) 1o gppsunos 1o (gdesaroypdsd
pu £133eun) 10 (gdeay glpe goud4y) 1o (gderay glpe gorsnw) 1o ($dera gfpe gmojos) so (gdesap glpe grojon) 10 Aderayponqiq) ¢
(2904 10 (gypnos glpe gderay) 10

(gbruwpa glpe gxepar) 10 (gderay glpe gxepar) 10 (Sdesay aasodwn | 10 (gjoyoAsd pue grisuasap) 10 (¢desap olpe aamudon) 1o (goyadsd pue
jPeqpaajerq) 1o (¢desay glpe gmotaeyaq) to  gderp growmeyaq 10 Sururen swadoine, s ¢deroys w10 gdersprwore 10 gdenyroyadsd) -z
[AVYHH.LOHOAS 9% 1

([yw] vewny jON [yuw] speunue) [ ON ([dxeouqu)

uBISIp IEsdI YO [a] Lwopues YO [w] 0921 YO [quw] soqeaed) YO (1] LPutg YO (W] sew) ANV (4] [du 30 [ma] ,qam 10
[#1] ,1qnop 10 [m1] (,[3urs)) 10 [a3] e eorup ) 30 [yw] spen pesrurp 1o [ad) pen [earurp 10 [yuwr] poylaw _u:__n_.umm:._n 10 [yu] poyraw puriq
-2[qNOp 10 [Yw] uoneso[[e Wopue: y() [Yuw] s[ein pajjonucd paziwopues YO [1d] e [earuip pajjonuol Yo [2d] et pajjonuos paziuopues)
"PANGR 105 121y 2urIydoT) Fuimofjog Y1 01 payul] sem A3a1ens yoress aaoqe EL R

1OURD) SHWIT PP [V O1# ANV L# ANY b# 114

6#UO 8% 0L#

LSepdosu 1o weudiew 10 Pwoumnies 30 130Ul 10 INOWN 10 J0Wny G

(HSIW 2Pojdx3) SWSVTJOEN 8#

9% MO S# L#

passardap 10 aaissardap 10 uorssaidop g

(HS3W) NOISSTHdIq S#

pasn A3arens yoreag

(pamuiuon))  sa1321ems Yoreas [FUONIPPY 10 2|qEL

AIAO B4 OANIYAs]

payoreas Umdn—s“ﬂc

17

Psychotherapy for depression among incurable cancer patients (Review)

Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd



((gsejdoau YO gueudiew y O gewoumIEs YO §390uEd YO gImowm
YO growns YO swseidosu) QN (wotssaadap y o passaadap Yo geatssardsp yo vorssardap) ANy ((£8ewn (INy papmd) YO (sdnosd
ANV 2ansoddns) 0 (dnesd ([N sanioddns) Yo (sdnoid gy 11eddns) yo (dness quy uoddns) Yo (sdnosf NV dpy ANV IPS) MO
(dnosd QN dpy ANy 3ps) MO $8ojowpisd Yo goosoyadsd yo (sardesay Ny Apureg) YO (Aderaip Qv Ajrweg) Yo (Aunwwos (v
sunadesay) YO (Adesoyy Ny nanun) y o (Adesaqy Ny [eIuRMIUONAU3-01305) YO (Adera NV [BIUawIToNIAU008) YO (sa1deiaq (INV
dnoid) YO (Adessya Ny dnosf) yo gppsune yo (gderaoyodsd Ny A18ew) WO 4deragrouddy Yo (Adesayy Ny d1snw) YO (sardesary
ANY n0jo2) YO (sarderay QN 10[03) YO (Aderag1 Ny mojos) o (Kdesy qNy 10[09) YO Adesaronqiq O ¥dod o (sardesayp
ANY Pno3) YO (Adesayy gNy yeno) o (yonor gy sunderay) YO ($anbiuyoa uonexe[a1) YO (sardessyn (INY UONEXEP) YO
(Adesayy Ny vonexep) YO (Adesagy gy sarsopdun) y o ($[oypdsd v $nsusssp) 4O (sarderayy NV [eInoraeyaq (N aanudos) 40
(Adesap N [emmoiaryaq N 2anmos) o (Adessys N 2aniufios) 4O ($eyphsd QN 3pRqpasjoiq) YO (Adesags N gmoieyaq) yO
(Adesay QN gromaeyaq) Yo Buren gNy asruadoine) yo (Aderayy Ny 38) YO gdesayqewore ¥ gdesspoypdsd Yo Adesayroypdsd))  1qrawangmmm ea SOV

L
Juoneneay ssausAndajyy waunear] dxo g

‘durisaossorn g

pasn kBUu!.:w -—U&.ﬂom —.uUaAUHﬂUm. vn.mnmﬂwﬂn—

(penunuor))  $21821e138 Yoreas [euOnIppy [0 2qEL

Psychotherapy for depression among incurable cancer patients (Review)
Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd

—165—



ANALYSES

Comparison 01. Psychotherapy versus treatment as usual

No. of No. of

Statistical method

Effect size

Outcome title studies participants
01 Depression 6 517
02 Anxiety S 411
03 Toral Mood Disturbance 4 403

Standardised Mean Difference (Random) 95%
€l
Standardised Mean Difference (Random) 95%
Cl
Standardised Mean Difference (Random) 95%
Cl

-0.44 [-0.80, -0.08)
-0.68 [-1.37, 0.01]

-0.94 [-1.87, -0.01]

Comparison 02. Subgroup analyses

No. of No. of

Statistical method

Effect size

Outcome title studies participants
01 Depression 4 403
02 Anxiery 4 403
03 Total Mood Disturbance 4 403

Standardised Mean Difference (Random) 95%
Cl
Standardised Mean Difference (Random) 95%
CI
Standardised Mean Difference (Random) 95%
Cl

-0.58 [-1.02, -0.13)
-0.77 [-1.52, -0.01]

-0.94 [-1.87, -0.01)

Comparison 03. Sensitivity analyses

) No. of No. of
Qutcome title studies participants

Statistical method

Effect size

01 Depression 2 253

Standardised Mean Difference (Random) 95%
Gl

-0.35 [-0.65, -0.06)
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GRAPHS AND OTHER TABLES

Figure 01. Funnel plot for the outcome depression

Review: Psychotherapy for depression among incurable caner patients
Comparison; 01 Psychotherapy versus treatment as usual
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Review:

Psychotherapy

Figure 02. Funnel plot for the outcome anxieety

for depression among incurable caner patients
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Outcome: 02 Anxiety
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Figure 03. Funnel plot for the outcome total mood disturbance

Review: Psychotherapy for depression among incurable caner patients
Comparison: 01 Psychotherapy versus treatment as usual
Outcome: 03 Total Mood Disturbance
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Analysis 01.01.

Comparison 01 Psychotherapy versus treatment as usual, Outcome 01 Depression

Review: Psychotherapy for depression among incurable cancer patients

Comparison: O Psychotherapy versus treatment as usual

QOutcome: 0l Depression

Study Treatment Control Standardised Mean Difference (Random) Weight Standardised Mean Difference (Random)
Mean(SD) N Mean(SD) 95% Q1 (%) 95% CI
Classen 2001 58 -1.80 (7.94) 44 -] 44 (6.38) . 197 -005[-044,034)
Edelman 1599 43 -3.07 (791) 49 1220724 e 19.1 -056[-098,-0.14]
Goodwin 2001 102 -1.70 (9.20) 45 260 (7.10) i 206 -050 [ -D.85, -0.14 ]
Linn 1982 50 -1.00 (7.94) 5 040 (6.38) G 199 019[-058,019]
Spiegel 1981 34 -0.12(1.79) 28 252(212) g 160 -1.32(-187,-076]
Wood 1997 5 020 (277) 3 -2.00 (4.00) T 48 0.55 [-0.90, 2.08 ]
Total (95% CI) 292 225 * 100.0 -0.44 [ -0.80, -0.08 ]
Test lor heterogeneily chi-square=17.29 df=5 p=0004 I =71.1%
Test for overall eflect z=240 p=0.02

-4 2 o 2 4

Favours treatment Favours TAU

Analysis 01.02.

Review: Psychotherapy for depression among incurable cancer patients

Comparison 01 Psychotherapy versus treatment as usual, Outcome 02 Anxiety

Companson: 01 Psychotherapy versus treatment as usual
Qutcome: 02 Anxiety

Study Treatment Control Standardised Mean Difference (Random) Weight Standardsed Mean Difference (Random)
N Mean(SD) N Mean(SD) 95% Cl (%) 95% Q1
Classen 2001 58 -0.60 (5.80) 44 -0.36 (5.05) - 27 -0.04 [ -0.44, 0.35 ]
Edelman 1999 43 -1.53 (5.20) 49 029(572) M 225 -033[-074,008]
Goodwin 2001 102 -150 (6.90) 45 190 (5.70) - 230 -052[-087,-0.16 ]
Spiegel 1981 34 -2.73(1.28) 28 087 (1.75) - 200 -235([-301,-1.70]
Wood 1997 5 020 (409 3 033(5.13) S T 1.9 0.03[-1.46, 1.41]

Total (95% CI) 242 169 = 100.0 -0.68 [-1.37,0.01 ]
Test for heterogeneity chi-square=36.77 df=4 p=<0.000! I* =89.1%

Test for overall effect z=192 p=005
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