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Abstract

Background: Depression is common and treatable with cognitive behavior therapy (CBT), for example. However, access to
this therapy is limited. Internet-based interventions have been found to be effective in reducing symptoms of depression. The
International Society for Research on Internet Interventions has highlighted the importance of trandlating effective Internet
programs into multiple languages to enable worldwide dissemination.

Objective: The aim of the current study was to determine if it would be cost effective to tranglate an existing English-language
Internet-based intervention for use in a non-English-speaking country.

Methods: This paper reports an evaluation of atrial in which a research group in Norway translated two English-language
Internet-based interventions into Norwegian (MoodGY M and BluePages) that had previously been shown to reduce symptoms
of depression. Thetrandation process and estimates of the cost-effectiveness of such atrand ation processis described. Estimated
health effect was found by using quality-adjusted life years (QALY).

Results: Conservative estimates indicate that for every 1000 persons treated, 16 QALY s are gained. The investment is returned
9 times and the cost-effectiveness ratio (CER) is 3432. The costs of the trandlation project totaled to approximately 27% of the
estimated original English-language version development costs.

Conclusions: The economic analysis shows that the cost-effectiveness of the translation project was substantial. Hopefully,
these results will encourage others to do similar analyses and report cost-effectiveness datain their research reports.

(J Med Internet Res 2013;15(1):18) doi: 10.2196/jmir.2422
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important global public health issue because of its prevalence
[2], that it isassociated with ahigh level of disability and disease

Computer-aided psychotherapy is a promising way to increase  Purden[3], anditssocial costs[4]. Depressionisalso associated
accessibility to evidence-based treatment of many mental with increased risk of physical disorders and early death [5,6].

disorders, such as mood disorders [1]. Depression is an
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In a systematic review of computer-aided psychotherapy
programs, Marks et a [7] found 97 computer-aided
psychotherapy programs described in 175 studies, of which 103
were randomized controlled trials (RCT). These studies
discussed screening, effectiveness, efficacy, cost-effectiveness,
and the dissemination of computer-aided psychotherapy
programs within health services. Cohen’s d effect sizes for the
identified computer-aided psychotherapy systems ranged from
0.2 (small) to 4.3 (extremely large) [7]. For depression, Marks
and colleagues [7] identified 9 programs, of which 3 were
Internet-based programs evaluated in RCTs (Overcoming
Depression on the Internet [8], MoodGYM [9], and netCBT
[2Q]). In their early reviews of Internet-based RCTs of mental
disorders, Griffiths and Christensen [11] and Griffiths et al
[12,13] identified another program [14]. Since these reviews,
at least 16 new Internet-based intervention programs for
depression have been deployed. Several of these have been
subjected to research evaluation or are in the test phase: Alles
onder controle[15], Color your life[16], Deprexis[17], E-couch
[18], HealthStepsfor Depression[19], Interapy Depression [20],
Living Life to The Full On-line [21], MoodCamer [22],
MoodHel per.org [23], MoodMemos [24], myCompass [25],
Project Catch-it [26], This Way Up-Depression Course [27],
This Way Up-Mixed Depression and Anxiety Course [28],
Xanthis[29], and Youth Mental Health [30]. In addition, more
than 20 other programs are still being tested and, thus, no
published research evidence of the efficacy of the programsare
available.

A recent quantitative meta-analysison I nternet and computerized
interventions for adult depression found an overall effect size
of d=0.41 for computer-aided psychotherapy compared to
control [31]. A recent meta-analysis by Andrewsand colleagues
[32] found an overal effect size for depression of Hedges
0=0.78. Most of the research on Internet-based interventions
for depression has focused on treatment rather than prevention,
and most studies have employed guided rather than pure
self-help strategies. One reason for this focus could be that
treatment has moreimmediate benefits than prevention in which
the benefits take longer to emerge [33].

In their meta-analysis, Andersson and Cuijpers [31] reported
an average effect size of d=0.25 for unguided Internet and
computerized interventions. It has been suggested that such
interventions have higher attrition rates than those involving
therapist support [31,34-36]. To date, we are not aware of any
published studies that directly compare attrition in
therapist-guided compared to unguided interventions. However,
even if attrition is higher in unguided Internet interventions,
they have the potential to provide significant public health
benefits due to the degree of dissemination [33].

Internet-based self-help has the potential to reach target groups
with an unmet need for help. In arecent study, we found that
two-thirds of the participants completing a trial of an
Internet-unguided cognitive behavioral therapy (CBT) program
initially reported an unmet need for help with a psychological
problem [37]. Briefly, the Internet intervention was associated
with a significant reduction in depressive symptoms compared
to the control condition, and thusindicated that theintervention
facilitated an effective self-help effort among a group of people

http://www.jmir.org/2013/1/e18/

Lintvedt et al

who normally would not seek professional help. Theimportance
of reaching and engaging this group is obvious given the
evidencethat low levels of help-seeking intentions among those
with mental health problemsare associated with suicidal ideation
[38].

There is now sufficient evidence to suggest that Internet
interventions can be effective in the prevention and treatment
of depression [39,18,40,41]. The International Society for
Research on Internet Interventions (ISRII) has highlighted the
importance of facilitating the dissemination of Internet
applications by providing trandlation into multiple languages
[42]. The World Health Organization (WHO) has al so suggested
that after establishing their efficacy, Internet-based prevention
interventions should be disseminated worldwide [33]. One
program that has been subjected to anumber of trialsand found
to be effective over 12 monthsis the English-language I nternet
program for depression, MoodGY M [43]. Thereisalso evidence
of the efficacy of the English-language website BluePages[44],
which provides information on the symptoms of and treatment
for depression based on scientific evidence, help resources, and
depression and anxiety screening tests. Both programs are
available aspart of apublicly available, free of charge, e-mental
health service delivered by The Australian National University
(ANU) and funded by the Australian Government [45]. This
paper describes the trandation of MoodGYM and BluePages
into the Norwegian language by a research group at the
University of Tromsgin Norway. Reviewsin thefield of Internet
interventionsfor mental disorders show that studies arelacking
cost-effectiveness data [11,46].

The aim of this study is to evaluate the translation process of
an | nternet-based self-hel p intervention up to dissemination and
to study cost and cost-effectiveness of the project. It will also
consider the feasibility of providing access to Internet-based
interventions in the national language versions. Further, we
discuss some of the challenges experienced during this project
and give recommendations for future developments. Finally,
we attempt to demonstrate the use of disease-specific scalesto
estimate quality of life.

Method

Prior Work

I ntention to Use I nternet-Based Self-help

Before tranglating the Internet-based interventions, astudy was
undertaken to investigate the need for a Web-based self-help
intervention [47]. Nearly 31.9% (115/367) of the respondents
reported they felt a need for help, but had not sought help;
therefore, they had an unmet need for help. Among these
respondents, 91.2% (105/115) reported apositive attitude toward
using aservice like MoodGY M.

The Norwegian Version of MoodGYM and BluePages

In February 2006, Norwegian language versions of BluePages
and MoodGYM were made available. The planning of this
project started in July 2004 and the project was completed in
June 2006. The trangdlation of BluePages was formalized in a
licensing deed, specifying ANU as the intellectua property
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owner and the obligations for the collaborating partners. For
MoodGY M, the research collaboration agreement specified a
nonexclusive, nontransferablelicensefor the translated version
during the period of collaboration and joint ownership of the
data emerging from the collaboration. The translation of
MoodGYM and BluePages was carried out between October
2005 and January 2006. The Norwegian version of the
BluePages website was devel oped by using a 2-phase process.
First, a professional translator prepared a Norwegian version
of BluePages. In the second phase, the trandlation was adjusted
by the research group at the University of Tromsa in Norway
to ensure that it was culturally and clinically appropriate for
Norwegian users. The MoodGYM training program was
translated in 4 phases. The research group conducted the first
phase of trandation. In phase 2, clinical professionals with
formal competence in cognitive therapy scrutinized the
tranglation from the first phase and made adjustments to the
text when necessary. In phase 3, an expert translator of English
compared the Norwegian version of the program with the
original Australian version and checked for inconsistencies. In
the fourth phase, the research group evaluated all changes and
finalized the translation.

Validating the Norwegian Version

The Norwegian versions of MoodGYM and BluePages were
evaluated in a RCT that compared the effect on depressive
symptoms of an unguided Internet-based intervention. The
Internet condition consisted of adepression information website
and a self-help Web application that delivered automated CBT.
The participantsinthewaiting list condition were freeto access
formal or informal help asusual. Thistrial was organized asan
unguided quasi-indicated prevention intervention. A total of
163 students (mean age 28.2 years) with elevated psychol ogical
distress were enrolled into the trial. The intent-to-treat effect
size for depressive symptoms was d=0.63 and d=0.72 for
completers[37]. A tota of 61.9% (101/163) of the participants
remainedinthetrial at postintervention, including 53% (43/81)
of the Internet intervention participants. With respect to
adherence, 33% (27/81) of the Internet intervention participants
completed on average 63% (3.1/5 modules) of the MoodGY M
program without any support or reminders. Among the
completers, 63% (27/43) in the experimental condition and 56%
(33/59) in the control condition initially reported an unmet need
for help. Thelogsfrom MoodGY M showed that the 25% of the
81 participantsin the experimental condition who did not return
the postintervention questionnaire, on average had used almost
half of the modulesin MoodGYM (2.4/5 modules, 48%). The
trial demonstrated a real-world usage of an unguided
Internet-based intervention.

Cost Estimates

Thetotal cost estimate for the Norwegian version of MoodGY M
and BluePages was estimated from the cost of the trandation
process and the project costsfor the Norwegian evaluation trial.

The trand ation process was accomplished by using 2 members
from the Norwegian research group, 3 students in their final
year of clinical psychology training, and external resources
(trandators, psychiatrists, mailing/printing services). Trandation
costs for employees and students were cal culated based on the
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estimated time consumed and their salaries. The cost for external
resources was based on payments for their services.

The trial costs were incurred over 8 weeks from initial
participant contact until the completion of the validation trial.
This estimate for total costs was based on all expenditures of
thevalidation trial for BluePages and MoodGY M and included
thedirect costs of mailing and printing during thetrial, and also
saary for employees and students. Working hours for
developing funding applications were not included in the
estimates. Because the aim of this study was to evaluate the
trandlation process up to dissemination, the trial costs are
included even though these costs could be regarded asresearch
costs.

Theinitial cost datawerein Norwegian kroner (NOK) and dated
back to late 2005 and early 2006. For the purpose of this paper,
the cost has been adjusted for inflation based on the Norwegian
consumer priceindex into a 2009 price level [48] at an average
annual inflation rate of 2.3%. The development cost from ANU
dated back to 2001. We have adjusted the cost for inflation
based on the Australian consumer priceindex into a2009 price
level [49], at an average annua inflation rate of 2.9%. The
foreign currencies were then converted into Euro (€) based on
real exchange rates from January 1, 2010. These rates form the
basis of our calculations, rounded up to the nearest €100. The
rationale for using the Australian development cost was in the
interest of estimating the development cost if the project had
been developed from scratch in Norway, and the Australian
development cost provided an estimate of this figure. The cost
analyses were based on an operating period of 3 years. After
such a timeframe, the Internet-based programs need to be
maintained, changes made in design, the technology needs to
be updated, and so on. Although most of the investment in the
intervention can be maintained, there will be some new costs
at this point in time.

M easures

Center for Epidemiologic Studies Depression Scale

The Center for Epidemiologic Studies Depression Scale
(CES-D) [50] was used as the outcome measure for depressive
symptoms. Each item of the CES-D is scored on a 4-point
ordinal scale ranging from 0 to 60, with a total score of 16 or
higher considered to be depression. Because this criterion has
some limitations [51], it will not be used in this paper. For the
completers analyses, we used a stratified scale adapted from
Rushton and colleagues[52]: subclinical (0-15), mild/moderate
(16-23), and moderate/severe (=24) depression. The internal
consistency of the CES-D scale was alpha=.87.

Kessler Psychological Distress Scale

The Kessler Psychological Distress Scale (K10) [53] isascale
of psychological distress developed for use in epidemiological
surveys. Scores on the K10 scale range from 10 to 50, with
higher scoresindicating greater distress. People who score under
20 arelikely to be well, whereas those scoring between 20 and
24 have amild mental disorder, those between 25 and 29 have
amoderate mental disorder, and those scoring 30 and over have
a severe mental disorder. The internal consistency of the K10
scale was alpha=.79.
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Quality of Life

There has been a growing interest for applying measures for
health-related quality of life (QOL) to evaluate hedlth care
services, in general. However, in the field of Internet- and
computer-based self-help for mental disorders, reviewsfind that
studies lack cost-effectiveness data [11,46]. This is a
disadvantage for the field because proper evaluations among
interventions and services are not possible. There are several
measures available for this purpose: those specific to groups of
diseases, and generic measures applied across disease categories
[54]. Some produce a single measure as a health index and
others assess a profile of scores in different areas of disease.
For independent interventions in which it is essential to use
average cost-effectiveness ratios and for mutually exclusive
interventions, the use of incremental cost-effectiveness ratios
is essential [55]. Interventions in which the costs and effects
are not affected by the introduction of other interventions are
independent interventions. The cost-effectiveness ratio measures
how efficiently the intervention can produce an additional
quality-adjusted life year (QALY). In this way, the
cost-effectiveness of alternative innovations may be compared.
The cost-effectiveness ratio (CER) is calculated as the costs of
intervention divided by the health gain (eg, life-years gained).
Theintervention with the lowest CER is preferred [55].

The Rosser Classification of |1Iness States Scale

The Rosser classification of illness states scale (Rosser Index)
[56] offers aratio scale based on QOL for estimating a utility
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value that captures the degree of improvement in health (AH).
The AH is used to calculate the gain in QALY. As one of the
earliest utility instruments, the Rosser Index was devel oped for
usein clinical settings [57]. This is a generic measure with a
singleindex measure for health status. The valuefor each health
state is the sum of all products when multiplying each cell in
the Rosser health state matrix with corresponding cells in the
Rosser valuation matrix (Figure 1).

In the present study, the Rosser Index was used as a generic
instrument to evaluate the observed effects for the Internet
intervention. The method is based on classifying outcome data
from the trial into 2 components: disability categories (I-V111)
and distress categories (A-D) that define 29 potential health
states [56]. The Rosser health state matrix is based on these
disability and distress categories.

The origina valuation matrix was based on 70 respondents
(doctors, nurses, patients, etc) and was not arandom sample of
the population. The matrix has been transformed and validated
in several publications [58]. The Rosser valuation matrix in its
present form is based on the method of magnitude estimation
[59] in studies from England [56], but they correspond well
with Norwegian data [60]. The process of deciding the
appropriate categories for the Rosser health state matrix is
according to the method described by Gudex and Kind [61].

Figure 1. Model for the Rosser Index measuring quality of life (QOL). The health state matrix is based on the Center for Epidemiologic Studies
Depression scale (CES-D) scoresin relation to the Rosser Disability Category and the Kessler Psychological Distress Scale (K10) scoresin relation to

the Rosser Distress Category.

Health state
matrix

v
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Quality of Life
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Rosser Health State Matrix: Disability Categories

The CES-D was used as the basis for deciding the appropriate
disability categories. No other studies were found that used
CES-D as the disahility categories in the Rosser health state
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matrix. The authors have functioned as a reference group of
clinical psychologists and found that the CES-D seems to
correspond to the Rosser disability dimensions (see Table 1).
Thisis in-line with the recommendations by Gudex and Kind
[61]. The first 2 CES-D subgroups (subthreshold and
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mild/moderate) correspond well with Rosser’s disability
categories| (no social disability) and 11 (slight social disability);
the third CES-D subgroup (moderate/severe) corresponds well
when dividing the CES-D scores over Rosser’s disability

Lintvedt et al

categories |11 to VI. The disahility categories VII to VIII are
not used because they represent states of being confined to bed
and unconscious. The analogy between CES-D and Rosser
Disability category is shown in Table 1.

Table 1. Center for Epidemiologic Studies Depression scale (CES-D) scores and their corresponding Rosser disability categories.

CESD Rosser disability category
Subgroup Score  Category Description
Subclinical 0-15 | No social disability
Mild/moderate 16-23 I Sli_ght_social disability, can continue almost as usua with occupational and home
activities
Moderate/severe 24-33 Il Severe social disability and/or slight impairment of performance at work
34-42 v Choice of work or performance at work very severely limited
4352 V Unable to undertake any work/education
53-60 VI Full-time care or in an institution

Rosser Health State Matrix: Distress Categories

The K10 was developed for usein epidemiol ogical surveysand
isused to measure psychological distress. No other studieswere
found that used K 10 asthe distress category in the Rosser health
state matrix. The authors have functioned as a reference group

of clinical psychologists and found that the K10 seems to
correspond largely with the Rosser distress dimensions (see
Table 2). Thisis in-line with the recommendations by Gudex
and Kind [61]. The K10 preassessment scores are used as the
basis for deciding the appropriate distress categories for the
participants.

Table 2. Kessler Psychological Distress Scale (K10) scores and their corresponding Rosser distress categories.

K10 Rosser distress category

Subgroup Score Category Description
Being well 10-19 A No distress

Mild mental disorder 20-24 B Mild distress
Moderate mental disorder 25-29 C Moderate distress
Severe mental disorder 30-50 D Severe distress

Quality-Adjusted Life Years

A QALY isayear of life adjusted for its quality or itsvalue. A
year in perfect health is considered equal to 1 QALY [62]. The
value of ayear inill health would be discounted. In the trial,
there was a period of 8 weeks between the preassessments and
postassessments, in such a way that the AH was gained over a
2-month timeframe. Thetria did not have a12-month follow-up,
but research from the field shows that the effect over time, from
posttest to 12-month follow-up, is maintained [63]. Mackinnon
and colleagues [63] conducted a study on 12-month outcome
for MoodGY M compared with BluePages and a control group.
This gives the best estimate for how to transform our findings
to a12-month outcome. They reported that both the MoodGY M
group and the control group had adeclinein CES-D scoresfrom
posttest to 12-month follow-up, and the control group had the
best benefit in reduced symptoms of depression. These
transformations of QOL are according to the principles described
by Gudex and Kind [61]. The gainin QALYs (QALY-gain) is
based on the utility value for improved health AH, multiplied
by the time interval (T) over which the improvement occurred
(measured in years): QALY-gain = AH x T [64].

http://www.jmir.org/2013/1/e18/

Cost per QALY Gained

TheNationa Ingtitutefor Health and Clinical Excellence[65,66]
inthe United Kingdom considers cost per QALY gained among
itscriteriafor coverage recommendationsto the National Health
Service. This has been converted into an explicit criterion of
£30,000 per QALY to be used as a guideline for these
recommendations[67]. In Norway, an amount of NOK 500,000
has been proposed (equivalent to €67,100 in 2009) as a
temporary best estimate of a QALY [68].

Results

The Norwegian real cost totalled to €39,900, and the estimated
cost to €56,000, adding up to atotal of €95,900. Based on data
published by Butler and colleagues [69], the Australian
development cost was €479,400 plus an average annual
maintenance cost of €44,700. The Norwegian costs correspond
to almost 27% of the Australian devel opment costs.

Table 3 summarizes the compl ete cases analysis for depressive
symptoms with change scores and effect size [37]. The
between-group difference for the Internet intervention and
control groups for the overall complete cases analysiswas 7.1
points on the CESD scale and 7.0 points for the
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intention-to-treat analysis. The mean scores at baselinefor K10  evident in their total scores and rather high numbers in the
were 33.2 (SD 5.5) for the Internet group and 33.2 (SD 5.0) for CES-D subclinical and moderate/severe subgroups. There is
the control group. The deterioration in the control group is almost no change for the mild/moderate subgroup.

Table 3. Completers between-group effect size (Hedges' g) for depression level as measured by the Center for Epidemiologic Studies Depression Scale

(CES-D).
CES-D scale and condition Pretest Posttest Contragt® Effect size?
Mean (SD), n Mean (SD), n Mean (SD) g (SE)

Total
Intervention 22.6(10.9), 43 18.5(14.0), 43 4.1 (10.4) 0.72 (0.21)
Control 18.5(9.6), 59 21.4(13.0), 59 -3.0(9.1)

Subclinical
Intervention 11.4(3.6), 14 10.0(8.6), 22 1.4(8.49) 0.68 (0.34)
Control 9.8(3.4),25 14.4(9.7), 25 -4.6(8.8)

Mild/moderate
Intervention 19.0 (2.7), 10 11.0(95), 7 8.0(9.8) 0.85 (0.42)
Control 19.2 (2.3), 17 19.5(10.9), 11 -0.3(9.2)

Moder ate/severe
Intervention 32.7(7.0), 19 28.6 (12.8), 14 4.1 (11.7) 0.67 (0.34)
Control 30.4 (10.0), 17 32.4(12.1), 23 -3.2(9.2)

@ Positive contrast represents better outcome.
b Hedges gisHedges unbiased effect size; SE is Hedges' unbiased standard error.

The following analysis is based on the completers data from  in which each cell in the matrix represents the number of cases
the effect trial [37]. For both conditions (Internet intervention  for the combination of distress and disability. Each cell in this
and control group), participants’ distressand disability category — descriptive matrix is associated with a corresponding weight in
is given. Table 4 presents an overview for condition and time  the Rosser valuation matrix (Table 5).

Table 4. Descriptive matrix with number of participants for each disability and distress state, for condition and test time.

Condition Disability category Distress category, n
Baseline Posttest
A B C D A B C D
Internet | 1 8 5 1 12 8 1
1 6 3 1 4 2 1
11 3 4 3 2 1 2
v 2 5 1 1 5
\% 2 2
Control | 1 11 10 3 10 12 3
Il 7 4 6 6 3 2
11 1 7 6 1 3 1 5
v 1 1 5 3
\Y 1 1 3
VI 1
http://www.jmir.org/2013/1/e18/ JMed Internet Res 2013 | val. 15 |iss. 1| el8|p. 6
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Table 5. Rosser’s utility valuation scores for health conditions.

Disability category Distress category?

A B C D

I (no social disability) 1.000 0.995 0.990 0.967

Il (dlight social disability) 0.990 0.986 0.973 0.932

111 (severe social disability) 0.980 0.972 0.956 0.912

1V (severely limited work performance) 0.964 0.956 0.942 0.870

V (unable to work/study) 0.946 0.935 0.900 0.700

VI (total social disability) 0.875 0.845 0.680 0.000

@1 = hedlthy; 0 =dead. Table shows only relevant disability categories (for complete table see Kind et al [59]).

When all cellsin the descriptive matrix are multiplied with the
corresponding weight in the valuation matrix, the sum of all
these products givesthetotal QOL scorefor condition and time.
The total QOL score is then divided by the number of
participants in the group, which gives an average QOL gain
(AH) score for the group [61]. The Internet intervention group
(n=43) had atotal QOL at pretest of 40.82 (mean 0.95), and
41.02 (mean 0.95) at posttest, with a AH of 0.005. For the
control group (n=59), thetotal QOL at pretest was 56.86 (mean
0.96) and 55.96 (mean 0.95) at posttest, with an average AH of
-0.015. The between-groups gain in QOL (AH) was 0.020.

Prediction of a 12-M onth Outcome

By using the change scores from the Australian 12-month
follow-up study of MoodGYM and BluePages [63], we
calculated a factor to extrapolate our findings to predict a
12-month outcome. Because the results for the control group
in our trial were negative, the factors were calculated from
posttest to 12-month follow-up. For the MoodGY M group, the
changefrom posttest (mean 15.9) to 12-month follow-up (mean
14.1) was 1.8 pointson the CES-D scale, giving achange factor
of 1.127. For the control group, the change from posttest (mean
19.5) to 12-month follow-up (mean 16.4) was 3.1 points on the

CES-D scale, giving a change factor of 1.19. Asthe change for
the control group was negative, we multiply with the inverse
factor at 0.84 (1/1.19). In this way, the difference between
groups will diminish.

The gain in QOL (AH) for the Internet intervention group was
0.0048, and increased to 0.0054 (0.0048x1.127) after
transformation. The negative gain in AH for the control group
was —0.015 and decreased to —0.013 after transformation. The
between-groups AH reduced to 0.018. The transformation
extrapolates the results to a timeframe of 1 year. This gives a
QALY-gain=0.018x1, which equals 0.018 of a QALY.

Table 6 presents cost analyses assuming an operating period of
3 years, as the Internet-based programs need to be maintained
after some time. The total cost for the trandation project is
€55,000 per year, equal to 27% of the cost of the devel opment
project in Australia. For the trandation project, we added an
annual cost for maintenance (€14,000) and a servicefee (€9000)
to provide a more redlistic estimate for real-world use. The
Internet-based programs run on a shared server in Australia,
resulting in the lower maintenance cost for the transation
project.

Table 6. Estimated development and translation costs with mean cost (based on 3 years' operating time).

Project and costs type Costs per year (€1000) Mean cost (€1000)
Year 1 Year 2 Year 3
Development cost (Australia)
Development 479.4 159.8
Maintenance 44.7 44.7 44.7 447
Total 524.1 4.7 447 204.5
Trangation cost (Norway)
Development 95.9 32.0
Maintenance 14.0 14.0 14.0 14.0
Service fee 9.0 9.0 9.0 9.0
Total 118.9 23.0 230 55.0

Based on data from the validation study, the QALY-gain was
found to be 0.018 of a QALY. To obtain one QALY, we need
56 individuals (1/0.018) to use the Internet intervention in the
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same way as the group of completers did in the trial. Thisis
equal to gaining 1 year of full health for 1 person.

Table 7 showsasensitivity analysisfor cost and savings, divided
on a development and translation project. Estimated savings
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per QALY is varied between the Norwegian estimate and the
UK estimate. For each of these scenarios, Table 7 shows
potential savings based on the number of people treated
annually. The CER is the ratio between cost and QALY. The
development cost for the translation project islessthan the cost
for 1 QALY gained, and for the devel opments project just over
3 QALY gained, based on the Norwegian estimate for cost per

Lintvedt et al

QALY gained. The most conservative estimate indicates that
for every 1000 persons treated, 16 QALY are gained. The
investment is returned 9 times and the CER is 3432 (based on
the more conservative UK estimate for cost per QALY gained).
Consequently, if 20,000 people aretreated per year, 355 QALY'S
are gained. Annual savings for the trandation project are
estimated to at least €500,000 per 1000 persons treated.

Table 7. Estimates for cost and annual savings (based on 3 years' operating time) for development and trandation projects, with cost-effectiveness

ratio (CER).
Project estimate Per QALY Annual
Savings Persons Development cost  Persons Savingsper per- Tota savings QALY & CER®
(€1000) (€1000) treated son? (€1000)
(€1000)
Development
Norwegian 67 56 204 1000 0.99 992 15 13,772
Norwegian 67 56 204 20,000 1.19 23,725 354 576
UK 30 56 204 1000 0.33 332 11 18,450
UK 30 56 204 20,000 0.53 10,510 350 582
Trandation
Norwegian 67 56 55 1000 1.20 1141 17 3228
Norwegian 67 56 55 20,000 1.20 23.875 356 154
UK 30 56 55 1000 0.54 481 16 3432
UK 30 56 55 20,000 0.54 10,659 355 155

@ Savings per person = (savings per QALY )/(persons per QALY )—(development cost)/(persons treated).

b QALY s = (total savings)/(savings per QALY).
€ CER = (development cost)/QALYs.

Sensitivity Analysis

Our model for estimating thegainin QOL is based on the Rosser
Index. Depending on how well the CES-D and K10 scaleswere
fitted to the disability and distress categories, this could affect
the output from the model. A sensitivity analysiswas conducted
to explore how the operationalizing of the scales could have
contributed to variation in the outcome (QOL gain). Three
scenarios were investigated: (1) the main analysis based on the
score for each individua participant, (2) by using the CES-D
subgroup mean, and (3) by using the mean for the conditions.
In addition, 2 scenarios were investigated to explore the effect
of the deterioration in the control group: (4) if there was no
change in the control group, and (5) a positive change in the
control group. Scenario 1 isaready described previously.

Scenario 2 had only 3 values for each condition and time. In
the Internet condition, scores for CES-D and K10 placed the
CES-D subgroupsasfollows at pretest and posttest: subclinical
group (disability I/distress B, K10 mean 22.8; disability
I/distress B, K10 mean 23.7), the mild/moderate subgroup
(disability Il/distress B, K10 mean 24.4; disability I1/distress
C, K10 mean 25.3), and the moderate/severe subgroup (disability
[11/distress D, K10 mean 30.0; disability I1l/distress D, K10
mean 30.7). Inthe control condition, scoresfor CES-D and K10
placed the CES-D subgroups as follows at pretest and posttest:
subclinical group (disability I/distress B, K10 mean 24.5;
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disability I/distress C, K10 mean 25.4), the mild/moderate
subgroup (disability 1l/distress C, K10 mean 27.5; disability
[1/distress C, K10 mean 25.1), and the moderate/severe subgroup
(disability I1l/distress C, K10 mean 28.5; disability I11/distress
C, K10 mean 28.3).

Scenario 3 was placed in the disability category Il for both
conditions, based on CES-D scores (Table 3). The K10 mean
was 33.2 for both conditions. The same participants were present
at both pretest and posttest, making the distress category D at
both the pretest and posttest. When looking at the changes in
CES-D scores, it is reasonable to assume that the Internet
condition, with areduction of 4.1 points, resulted in arelief of
distress. The opposite could be applied for the control condition,
asthey had an increase of 3.0 points. The manual for the Rosser
Index offers no rules for this scenario, so it seems reasonable
to apply areduction corresponding to half of the change between
distress categories C and D, at 0.02. The same applies for the
control condition.

Scenario 4 aimed to explore the effect of the deterioration in
the control group. If there were no change in the control group
during the trial, the QOL gain for the intervention would be
equal to the gain for the Internet intervention group. The QOL
gain between groupsis 0.006, only one-third of the QOL gain
from scenario 1.
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Scenario 5 represents a scenario in which the control group had
apositive change from baseline to posttest, as one could expect
during atime period of 12 months. This scenario usesthe pretest
assessment for both conditions to calculate a new factor to
extrapolate our findings to predict a 12-month outcome. The
extrapolating was done directly on the pretest scores for each
participant to predict outcome scoresat 12 months. Therationale
for exploring this is based on the fact that the Norwegian and
Australian trials were different, unattended vs minimal
contact/attention placebo. The change factors for the Internet
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intervention and control group were 1546 and 1.317,
respectively. The QOL gain between groupsis0.012, ie, smaller
than for scenario 1 (two-thirds), but still notable. An alternative
approach for this scenario could beto extrapol ate the Norwegian
posttest scores and compare to the Australian improvement for
the control group. The change factors for the Internet
intervention and control group would then be 1.127 (as for
scenarios 1-3) withaQOL gain of 0.003. Thisisonly one-sixth
of the QOL gain from scenario 1. See Table 8 for the results
from the sensitivity analysis.

Table 8. Quality of life (QOL) sensitivity analysis within and between conditions.

Scenario Condition AHR AHextb
1. Main analysis

Internet QOL gain 0.005 0.006

Control QOL gain -0.015 -0.013

Between-conditions QOL gain 0.020 0.018
2. Subgroup mean

Internet QOL gain 0.008 0.010

Control QOL gain -0.004 -0.003

Between-conditions QOL gain 0.012 0.013
3. Condition mean

Internet QOL gain 0.020 0.024

Control QOL gain -0.020 -0.017

Between-conditions QOL gain 0.040 0.041
4. Main analysis, unchanged control group

Internet QOL gain 0.005 0.006

Control QOL gain 0.000 0.000

Between-conditions QOL gain 0.005 0.006
5. Main analysis, gain in control group

Internet QOL gain 0.024

Control QOL gain 0.012

Between-conditions QOL gain 0.012

a8 AH=QOL gain.
b AHg ¢ = QOL gain extrapolated.

Discussion

Conservative estimates indicate that for every 1000 persons
treated, 16 QALYs are gained. The investment is returned 9
times and the CER is 3432. The costs of the trandation project
totalled to approximately 27% of the estimated origina
English-language version devel opment costs.

Principal Results

The scenarios in the sensitivity analyses differ in that they
decrease in distribution among the 29 potential health states.
Scenario 1 uses up to 15 different states, whereas scenario 2
uses up to 5 different states, and scenario 3 only 1 health state.
As the distribution becomes more even, the QOL gain (AH)
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between groups decreases, and for scenario 3 there is no gain
a al. This is partly an effect of the negative results for the
control condition. If the control group iskept stable (no change
between pretest and posttest score), the QOL change between
groupsisequal to the change within the intervention condition.
Then there is an opposite effect, in which the QOL gain
increases with the decrease in distribution. The result is less
sensitivity and givesan inflated result. Between scenarios 1 and
2, thisis probably aresult of less variance and not necessarily
that we had to use judgment, as in scenario 3. The results for
the extrapolated QOL gain (AH,,;) offer no additional insight
because it is just a fixed factor that scales the scores into a
12-month QOL gain.
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Scenarios 4 and 5 explore the effect of the deterioration in the
control group, as one could expect some improvement in that
group over a longer time period. The Australian trial is not
comparable to the Norwegian because the experimental and
control groups are given different focus (minimal contact vs
unattended). As scenario 4 shows, we need 3 times as many
persons treated to gain 1 QALY. In scenario 5, we need 1.5 as
many persons treated to gain 1 QALY.

As the economic analysis shows, the cost of the trandation
project is less than 1 gained QALY. In the worst case, it is
necessary to treat 46 subjects with symptoms of depression to
reach the cost break-even point. The treatment received should,
on average, be the same asthe average for the completersin the
trial. As a trandation project, this investment is highly
cost-effective asit returns the investment many times. With the
Norwegian estimate for gained QALY (savings per QALY),
every 1000 persons treated yields 17 QALY s and returns the
investment 21 times with a CER at 3228. Based on the UK
estimate for gained QALY, every 1000 persons treated gives
16 QALY s, returnstheinvestment 9 times, and the CER is 3432
The cost for the translation projectsislessthan 1 QALY, so the
annual number needed to treat to make the cost break-even is
46 individuals, and the development project needs 171
individuals (based on Norwegian estimate for savings per
QALY). Thisis promising, as we know that people, in general,
are positive to Internet-based self-help and that thisintervention
can serve as a prevention intervention. Results from a
meta-analysis show that preventive interventions can reduce
theincidence of depressive disorders by 22% [70]. The authors
concluded, for people with subthreshold symptoms or with
high-risk situations, preventive interventions might be exactly
what they need.

The trial costs are included in development costs, and include
testing the Web-based interventions' effect and effectiveness.
The WHO suggeststhat Internet-based prevention interventions
should be disseminated after establishing their efficacy [33].
We consider the process of “establishing efficacy” as a part of
the project and recommend othersto includetrial costsaswell.

We regard the assumptions underlying the cost-effectiveness
scenarios as conservative, but at the same time it depends on
the kind of marketing, that the potential users find the
interventions acceptable, and can trust the service provider.
Internet-based interventions are costly to develop and require
long-term research to test and evaluate their efficacy and
effectiveness before they can be disseminated en masse.
Locating funding sources for dissemination is often difficult
[33]. This paper shows the potential economic benefits of
tranglating Internet-based interventions into other languages,
and that the cultural and linguistic transformation of tools
developed in other countries are feasible. Hopefully, this paper
also contributes to more research reporting cost-effectiveness
data in the future. Our findings should encourage others to
undertake similar translation activities. These could comprise
other mental disorders for which evidence-based interventions
exist, including social anxiety disorder, panic disorder,
posttraumatic stress disorder, substance misuse, and eating
disorders [71-75]. For small countries, like Norway, with a
limited number of researchersin the e-mental health field, itis
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considerably more cost-effective to translate and implement
existing interventions than to develop new ones from scratch.
This should enable the relatively rapid introduction and
dissemination of new interventions to a broad spectrum of the
target population. In addition, such an approach could facilitate
global dissemination to reduce health disparities across countries
and cultures [76,33]. Although we find it considerably more
cost-effective to trandl ate existing interventions than to devel op
new ones from scratch, there could be situations in which the
latter option becomes necessary or appears as more beneficial,
ie, if for our area of interest no proven effective Internet-based
intervention is available, the content of the program does not
use the treatment we are interested in, we want to have control
over the content and development of the intervention, and if
there is no willingness from intervention developers to give
access to their programs.

Internet-based treatments are more accessible than
therapist-delivered treatments and, therefore, have the potential
to reach more people with an unmet need [77]. An important
further step is to assess the cost-effectiveness of the various
Internet-based treatments to allow policy makers and health
care providersto compare the benefits of online treatment with
other interventions. This paper represents one of the few
demonstrating the cost-efficacy of an Internet-based therapeutic
intervention to treat or prevent a mental disorder and the only
study of the cost-effectiveness of trandating an existing program
for use in another language, as far as we know.

Although the current study demonstrates that the translation of
interventions can be cost-effective, there are other issues that
need to be addressed in establishing a trandation agreement.
Firstly, the licensing deed or contract will need to specify the
degree to which the trandator can adapt and customize the
translated version to local requirements. Secondly, this
agreement will need to specify the extent to which the trandating
sitewill have the opportunity to implement new functionalities,
such as customized printouts. Thirdly, the agreement will need
to specify the extent to which the translating site will have an
opportunity to influence and contribute to new content for the
program. If the content of the application is altered, the
application is no longer the same. However, if the application
is run by the original center, as was the case for MoodGY M
and BluePages, the proliferation of different versionsrepresents
a logistical challenge, particularly if programs, such as the
BluePages depression information website, requires updating
as new information develops, or changes are introduced on the
basis of user feedback. Fourthly, the contract should be explicit
about the ownership of data collected from the trandator’'s
national usersandtrial. Finally, special attention should be paid
to the timely updating of the trandlated version after changesin
the original one.

Limitations

There are several limitations of this study. The validation part
of this paper is based on mixed model repeated measures
(MMRM) to handle missing data, which might haveintroduced
some bias. However, the results used in this report were from
the complete case analyses as we needed pretest and posttest
for all casesto carry out the estimates for QALY's. The effect
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of the intention-to-treat sample was somewhat smaller than for
the complete cases, and our choice of sample could have
strengthened the effect and QOL calculations. The deterioration
in the control group is not unusual over a short time [78], but
over a longer time period, one would expect improvements.
The effectiveness study discusses some plausible reasons for
this [37], such as that the posttest was conducted just weeks
before university examinations started. The usage of completers
analysis could have introduced some bias, as well. The effects
were considered in arelatively short time span of 8 weeks and
should beregarded as potentia effect if one completesthetrial.
There was no long-term follow-up of this trial. How the
cost-effectiveness of Internet-based treatment is affected when
alonger period of timeisused isunknown to us. If an effect is
maintained over a longer period, this will increase the QALY
gain and thusincreasethe QALY and reduce the number needed
to treat. This assumption was taken into the cal cul ations based
on the 12-month outcome data from other studies with
MoodGYM and BluePages [63]. All outcome measures are
based on self-reports and include only symptoms of depression
because no clinical assessment was done. Self-report measures
of depression may yield a high rate of false positive and false
negative results. This could have compromised the results,
identifying persons as depressed who do not meet the criteria
for a clinical diagnosis and failing to identify persons with a
depressive disorder. No data on sick leave, disability, or other
social benefitswere collected. The use of such datawould have
yielded a more complete and realistic cost-effectiveness
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estimate. However, these benefits would only have increased
the estimated savings and present Internet-based interventions
in an even more attractive way. Finally, the Rosser Index isjust
oneway to estimate health gains, and other methods could have
produced different results [ 79]. However, this method has been
employed previously, and the Rosser Index has its strengths at
apolicy level often used on existing datasets to foretell health
care demands [57]. A similar estimation for QALY gain was
conducted to eval uate cost-effectivenessfor aface-to-face group
intervention designed to decrease depression [80], but they
reported only QOL gain on agroup level.

Conclusions

The economic analysis shows that the cost-effectiveness of the
trandation project was substantial. Thisisanatural consequence
if the project is proven effective in reducing depressive
symptoms and based on unguided self-help. The devel opment
cost is fixed and the maintenance cost is minimal. Further, as
Internet-based treatments are more accessible than
therapist-delivered treatments, when these Web-based
interventions are disseminated at a national level, they should
reach a significant number of individuals with an unmet need
for help. The current findings should encourage others to
undertake similar trandation activities and facilitate global
dissemination of effective programsto reduce health disparities
across countries and cultures. When data on societal benefits
are taken into account, Internet-based prevention interventions
should become even more appealing.
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