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currently being modified and tested in a community 
mental health setting in the USA.7 It is also crucial 
that implementation science be at the forefront of 
efforts to increase the effectiveness, adoption, and 
scalability of treatments, with an emphasis on tailoring 
for target contexts8 and bolstering existing services 
with provider-level and organisational-level training, 
flexibility, and resources.9,10
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From clinical trials to real-world effectiveness: evaluating 
guided iCBT for depression in routine care 

With the increasing global burden of depression, 
digital interventions such as internet-delivered 
cognitive behavioural therapy (iCBT) are emerging 
as viable alternatives to face-to-face CBT (fCBT). 
These interventions offer flexible and cost-effective 
treatment options, with the potential for substantial 
impact in underserved populations for whom access 
to psychotherapy is limited.1 Guided iCBT has been 
tested extensively in randomised controlled trials 
(RCTs), consistently showing efficacy in reducing 
depressive symptoms compared with control 
conditions.2 RCTs are designed with a focus on internal 
validity, controlling confounding factors and highly 
standardising experimental conditions. Although this 
quality strengthens causal inference, it also limits the 
generalisability of the results to real-world settings 
because such studies often exclude patients with 
comorbid mental health conditions, physical illnesses, 
or suicide risk.3–5

The study by Tom H Rosenström and colleagues6 in 
The Lancet Psychiatry aims to address these limitations 

by using real-world registry data and advanced 
statistical techniques to assess the effectiveness of 
guided iCBT versus fCBT. Using five sources of Finnish 
registries, the authors analysed outcomes for patients 
with depression receiving guided iCBT (n=5467) or 
fCBT (n=392). Treatment effect was measured by 
change in the Patient Health Questionnaire-9 (PHQ-9) 
score and estimated via targeted maximum likelihood 
machine learning while controlling for multiple 
confounders. Their results showed that guided iCBT 
led to a greater reduction in average treatment effect, 
by a reduction of 0·745 points (95% CI 0·156–1·334) 
on the PHQ-9 after treatment compared to fCBT, 
suggesting no meaningful differences between the 
two delivery formats. Treatment completion rates were 
greater for fCBT (316 [81%] patients) than for guided 
iCBT (3333 [61%]), despite the shorter duration of 
the online programme (seven sessions for iCBT; mean 
of 14 sessions for fCBT). The outcome was computed 
for everyone who started the programme. Sensitivity 
analyses, including different methods for handling 
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missing data, were in accordance with the main 
findings.

The findings of Rosenström and colleagues’ study6 
are in line with previous RCTs and meta-analyses, 
offering complementary evidence derived from 
real-world data.7 The authors emphasise that causal 
triangulation is needed to integrate evidence from 
multiple study designs to reduce different sources 
of potential bias. Next to the novel analytical 
approach used, the study’s extensive dataset is a 
key strength. The authors linked multiple Finnish 
social and health-care registries, allowing for the 
measurement and modelling of a comprehensive list 
of potential confounders, including detailed clinical 
variables and sociodemographic factors. Nevertheless, 
the study still faces some inherent limitations of 
observational research. Even with sophisticated 
statistical adjustments, registry-based studies might 
still be influenced by unmeasured confounders. 
Individuals who choose iCBT might systematically 
differ from those opting for fCBT in ways that are 
not entirely captured by the available covariates, a 
risk that is generally mitigated through appropriate 
randomisation in RCTs. Moreover, although the 
study strengthens the case for integrating iCBT into 
routine care, issues related to generalisability remain. 
Exclusion criteria for treatment included current 
substance use and acute suicide risk, conditions often 
co-occurring with depression. As a result, the findings 
might not fully generalise to more complex clinical 
populations.

The study by Rosenström and colleagues6 makes a 
valuable contribution to the growing body of evidence 
supporting guided iCBT as an effective treatment 
for depression. However, several key issues need 
to be addressed in further research to facilitate the 
successful integration of iCBT into routine clinical 
practice. One important area for future research 
is the development of personalised treatment 
recommendations. Ongoing large-scale RCTs8 and 
individual patient data meta-analyses2 offer promising 
avenues for optimising treatment outcomes. These 
efforts could be complemented by registry studies 
that develop prediction models to assess the real-
world effectiveness of alternative delivery formats 
based on individual patient profiles. A major challenge 
with the wide dissemination of iCBT is its low uptake. 

Identifying individuals at greater risk of dropout9 and 
implementing tailored strategies, such as adjusting 
treatment modules or offering additional support, 
could improve engagement and treatment success. A 
promising strategy to improve retention and facilitate 
the implementation of guided iCBT in routine care is 
the stepped care model. This approach starts with 
offering lower intensity treatments, such as guided 
iCBT, and escalates to more intensive interventions, 
such as fCBT or medication, when clinically indicated. 
This model could help to optimise resource use while 
adapting care to each patient’s specific needs.

Integrating real-world data alongside RCTs is an 
important step towards a more comprehensive 
evaluation of treatment effectiveness, making sure 
that diverse populations, particularly those most 
in need of care, are adequately represented in the 
evidence base. Additionally, to strengthen evidence 
triangulation, the efficacy parameters used to evaluate 
these interventions should reflect outcomes that 
matter to patients.10 By prioritising patient-relevant 
outcomes, we can ensure that treatments are not 
only effective, but also meaningful in real-world 
settings.
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Lithium for depression-related hospitalisation in bipolar 
disorder

An ideal mood stabiliser for bipolar disorder has four key 
functions: treating acute mania or hypomania, reducing 
depressive episodes, and preventing the recurrence of 
mania and depression once stability is achieved.1 Among 
the entire pharmacopoeia for bipolar disorder, lithium 
stands out as the only medication that meets all these 
criteria to be considered the ideal mood stabiliser.1 
Lithium is the only mood stabiliser consistently 
shown to reduce suicidality in individuals with bipolar 
disorder.2 Furthermore, lithium has demonstrated 
benefits for neurocognitive functioning,3 reducing 
cerebrospinal fluid concentrations of phosphorylated 
tau, improving cognitive outcomes in amnestic mild 
cognitive impairment,4 and decreasing functional 
impairment.5 Despite the robust evidence base, lithium 
prescriptions remain disappointingly low, while the 
use of antidepressants and antipsychotics continues to 
increase.6 The use of antidepressants in bipolar disorder 
remains particularly controversial, yet prescription rates 
continue to increase. 2023 data7 show no significant 
difference in the occurrence of mood episodes 
between short-term and long-term use of adjunctive 
antidepressants with mood stabilisers or antipsychotics. 
However, data on depression-related hospitalisations 
(ie, hospital admissions) associated with long-term 
antidepressant use remain insufficient.

The study by Catagay Ermis and colleagues8 provides 
valuable insight, examining the association between 
antidepressants, mood stabilisers, and antipsychotics 
with depression-related hospitalisation in bipolar 
disorder, with a primary focus on antidepressant use, 
with or without mood stabilisers or antipsychotics, 
in a real-world, registry-based cohort in Sweden. The 
cohort (n=105 495) included individuals with bipolar 
disorder, identified using ICD-10 codes, who received 
inpatient and specialised outpatient care, sickness 

absences, or disability pensions between Jan 1, 2006, 
and Dec 31, 2021. This large cohort enabled the 
detection of differences among pharmacotherapeutic 
agents, particularly serotonergic antidepressants, as 
2022 pooled data9 suggest the efficacy of second-
generation antidepressants for acute bipolar II 
depression.

Antidepressant monotherapy was the most common 
treatment and was prescribed to 56·8% of the cohort 
(n=59 963), while lithium monotherapy was prescribed 
to 19·2% (n=20 244). Depression-related hospitalisation 
was observed in 15·3% of the cohort and mania-
related hospitalisation in 7·7% of the cohort. Compared 
with non-use of antidepressants, antipsychotics, and 
mood stabilisers, the study found a higher risk of 
depression-related hospitalisation associated with 
antidepressants alone (adjusted hazard ratio [aHR] 
1·25, 95% CI 1·16–1·34), antipsychotics alone (1·39, 
1·24–1·55), a combination of antidepressants and 
antipsychotics (1·28, 1·18–1·39), and a combination 
of antipsychotics with mood stabilisers (1·13, 
1·03–1·24). The antidepressant–mood stabiliser 
combination slightly reduced the risk of depression-
related hospitalisation (0·92, 0·85–1·00), although 
this effect might not be significant after adjusting for 
multiple comparisons. Antidepressant-only treatment 
was also linked to an increased risk of mania-related 
hospitalisation (1·22, 1·03–1·44), whereas a reduced 
risk of mania-related hospitalisation was observed with 
antipsychotics alone, mood stabilisers alone, and for 
all other combinations. These findings underscore the 
importance of minimising the use of antidepressant 
monotherapy in bipolar disorder.

Notably, but not surprisingly, lithium monotherapy 
significantly reduced the risk of hospitalisation for both 
depression (aHR 0·75, 95% CI 0·67–0·85) and mania 
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