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Background and Rationale

There are a range of available treatments for major depressive disorder, including pharmacological, psychological
and neurostimulatory options. To select an appropriate therapy, clinicians may refer to the advice offered by
current treatment guidelines, which are published independently by local, national and international bodies.
However, treatment guidelines for depression are not standardised, and a universal or ‘first line’ guideline does
not exist. It is therefore plausible, given the number of treatments available, that recommendations may differ

between them as may the evidence on which the guidelines are based, and their overall quality.

An overview of the quality and content of recommendations made by available guidelines could benefit both
clinicians and their patients. Response rates to both pharmacological and psychological treatment in patients with
major depressive disorder (MDD) vary widely, with as many as 30-50% of patients having an inadequate response
to at least two different antidepressant treatments (Cleare et al., 2015). If discrepancies exist between the quality
and content of treatment guidelines, it is important that clinicians are aware, and therefore able to give

consideration to this when making treatment decisions.

MDD patients who do not respond to initial antidepressant treatment(s) may be regarded as treatment resistant,
and this has been associated with poorer long term outcomes (Fekadu et al., 2009). Therefore, the assessment of
treatment guidelines for this group is of particular importance, to ensure clinicians are able to make the best
possible treatment decisions based on the available evidence and guidance. Pharmacological augmentation,
whereby another agent is added to an existing antidepressant treatment, is a widely used strategy for this patient
group. As there are a large number of pharmacological augmentation options available, guidelines for this line of
treatment will be the focus of this review. In doing so we hope to provide a concise overview for both clinicians

and researchers.

Obijectives
Objectives: To provide a comprehensive overview of recommendations made by local, national and international

bodies for the prescription of pharmacological augmentation therapies for TRD, to identify consistencies and
inconsistencies between them, and to assess their quality. It is therefore hoped that this review may identify

barriers to the prescription of pharmacological augmentation therapies and highlight areas for future research.

Methods

Eligibility criteria
Records identified by the search will be assessed for eligibility in 2 stages:
Stage 1 guideline selection:
All current versions of local, national and international guidelines meeting the following eligibility criteria will
be included at this stage:
- Guidelines for treating clinicians. For the purpose of this review we will use the following definition of
aguideline: Statements that include recommendations intended to optimise patient care that are informed

by a review of evidence and an assessment of the benefits and harms of alternative care options. This



definition is adapted from that used by (Verdolini et al., 2018), and based on those stated by the Institute
of Medicine (Institute of Medicine (U.S.) & Graham, 2011).
- Published in the past 10 years
- Available in English
- The guidelines must relate to the management of adults (18+ years) with unipolar MDD.
Recommendations for specific subsets of MDD patients, e.g. those who are pregnant or breastfeeding,
will not be included.
- The guidelines must mention pharmacological augmentation as a treatment option in order to be
included.
Stage 2 guideline selection:
All guidelines meeting stage 1 eligibility will be assessed for quality using the Appraisal of Guidelines for
Research and Evaluation (AGREE) 11 tool (Brouwers et al., 2010) as per the methodology outlined below. Those
with a total score of >=100 for domains 1 to 6 will be included in this stage and assessed for content.

Information sources and search strateqy

A systematic search of the MEDLINE, PsychINFO and Embase databases will be conducted, using terms relating
to guidelines, augmentation treatment, and treatment resistant depression (see search terms of article title and
abstracts below). To ensure all relevant literature is included, we will review the reference list of all included

articles and any relevant reviews for additional guidelines.

Search terms: ("guid*" OR "consensus” OR "recommend*" OR "algorithm*" OR "expert panel” OR "advi*")
AND ("depress” OR "MDD") AND ("treat*" OR "therap*").

Study records and selection process

All study records identified by the search will be downloaded to EndNote (https://endnote.com/) and duplicates
removed. 2 review authors (RT and LM) will independently screen titles and abstracts for each record. For those
appearing to meet the stage 1 inclusion criteria or where there is any doubt, review authors will assess the full text
for eligibility. Any discrepancies between the review authors regarding suitable records will be discussed until a

consensus is reached. A third review author (AJC) will be consulted as necessary.

All records meeting stage 1 eligibility will then be assessed for quality by 2 review authors (RT and LM) using

the AGREE 11 tool. All those meeting a total score of >=100 for domains 1 to 6 will go to data extraction.

Data extraction

Relevant data will be extracted for all included guidelines meeting stage 2 eligibility criteria. This will be done
for all pharmacological augmentation treatments recommended by at least one of the included guidelines. Data
pertaining to recommendations for treatments that are lower than second line in all guidelines will not be retrieved.
Data extraction will be completed independently by 2 authors for each guideline (RT, LM, EO, VA, SM and BV)

and any discrepancies reviewed.



Outcomes and prioritisation
Primary outcomes:
1. Recommended augmentation treatments, including indication/contraindication, pre-prescribing and

monitoring tests, dosage, and tapering/withdrawal recommendations.

Secondary outcomes:
1. Discrepancies between guidelines in recommendations
2. Quality of guidelines identified by the search as assessed by the AGREE |1 tool.

Data Synthesis
Data about the quality of guidelines will be evaluated qualitatively. For studies reaching stage 2 inclusion, relevant

treatment data will be extracted from the guidelines, and recommendations for indication/contraindication, pre-
prescribing and monitoring tests, dosage, and tapering/withdrawal will be summarised, along with the literature

on which they are based. Similarities and inconsistencies between guidelines will be reported.

Dissemination Plans

It is intended that the results of the study will be published in open access, peer-reviewed journals. In addition,

we will present the findings at National and International conferences to reach as wide an audience as possible.



References

Brouwers, M. C., Kho, M. E., Browman, G. P., Burgers, J. S., Cluzeau, F., Feder, G., ... Zitzelsberger, L.
(2010). AGREE II: advancing guideline development, reporting and evaluation in health care. CMAJ,
182(18), E839-E842. https://doi.org/10.1503/cmaj.090449

Cleare, A., Pariante, C., Young, A., Anderson, L., Christmas, D., Cowen, P., ... Uher, R. (2015). Evidence-based
guidelines for treating depressive disorders with antidepressants: A revision of the 2008 British
Association for Psychopharmacology guidelines. Journal of Psychopharmacology, 29(5), 459-525.
https://doi.org/10.1177/0269881115581093

Fekadu, A., Wooderson, S. C., Markopoulo, K., Donaldson, C., Papadopoulos, A., & Cleare, A. J. (2009). What
happens to patients with treatment-resistant depression? A systematic review of medium to long term
outcome studies. Journal of Affective Disorders, 116(1), 4-11.
https://doi.org/10.1016/j.jad.2008.10.014

Institute of Medicine (U.S.), & Graham, R. (Eds.). (2011). Clinical practice guidelines we can trust.
Washington, DC: National Academies Press.

Verdolini, N., Hidalgo-Mazzei, D., Murru, A., Pacchiarotti, I., Samalin, L., Young, A. H., ... Carvalho, A. F.
(n.d.). Mixed states in bipolar and major depressive disorders: systematic review and quality appraisal

of guidelines. Acta Psychiatrica Scandinavica, 0(0). https://doi.org/10.1111/acps.12896



