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Commentary See article by Zhou et al

In this issue of JCP, Zhou and colleagues1 review and 
integrate placebo-controlled efficacy trials of medications 

for treatment-resistant depression (TRD) to compare 
efficacy in a meta-analysis. They conclude that, among 11 
augmentation options for TRD, aripiprazole and quetiapine 
have the most robust evidence for efficacy, with the caveats 
that these treatments carry substantial risks of adverse 
events and no long-term data are available. In the absence 
of direct comparisons, this exercise highlights the formidable 
challenges that clinicians face when making decisions. While 
Zhou and colleagues1 provide an excellent analysis of the 
available data, we will argue that these findings are of limited 
use for most people receiving and providing care for TRD. As 
stated by Tricoci and colleagues in commenting on guidelines 
in cardiology, “the current system generating research is 
inadequate to satisfy the information needs of caregivers 
and patients in determining benefits and risks of drugs, 
devices, and procedures.”2(p837) It is not just in psychiatry 
that we lack evidence for most clinical decisions. We need 
a new research paradigm beyond meta-analyses of efficacy 
studies. The audacious initiative from the Patient-Centered 
Outcomes Research Institute (PCORI) was developed to 
form a network of networks: PCORnet, the National Patient-
Centered Clinical Research Network  (www.PCORnet.org). 
This network includes a Mood Patient-Powered Research 
Network that can provide a national infrastructure to address 
clinical questions of most importance to people who have 
mood disorders as they partner with their clinicians.

Unanswered Questions
Which treatment for which TRD patient? When should 

it be given? For how long? What is the best dose? What sort 
of combinations of medications and psychotherapy would be 
best? How long should a treatment be given until it is clear 
that it will not work and should be abandoned? If it is going to 
work, when should it start working? What is the comparative 
effectiveness (not efficacy) among the options? What is the 
treatment of choice for TRD patients with suicidal behaviors 
and risk? What about comorbid disorders, psychiatric and 

medical? What is the effect of taking other medications, eg, 
birth control or chemotherapy? If a treatment works in the 
short term, how long should it be continued? What are the 
long-term risks and adverse effects? Which of these risks 
are unacceptable to patients such that they would no longer 
be willing to take the treatment, even if it worked? None 
of these questions are addressed by Zhou and colleagues1 
because the extant data available for meta-analyses omit the 
answers. But people who have mood disorders and their 
clinicians face these questions every day. Montgomery3 
argues that the way clinicians approach questions without 
clear answers is through practical reasoning (phronesis). But 
clinicians’ practical reasoning would benefit from evidence 
that is more clinically relevant.

Challenges for Researchers
The data used by Zhou and colleagues1 arise from carefully 

controlled efficacy studies that address the question, Does the 
intervention have an effect on the outcome of interest?4 By 
design, these studies had extensive inclusion and exclusion 
criteria that limit the generalizability of the results5,6; the 
patients who participated in the studies represent a small 
fraction of the patients treated by clinicians. These patients 
have a limited scope of comorbid psychiatric and medical 
conditions and limited (if any) risk of suicidal behavior. 
Clinicians perceive that efficacy studies include patients 
who differ substantially from those that present for clinical 
care. Effectiveness studies, in contrast to efficacy studies, 
address the question, How does the intervention function 
in the clinic?4,7 In the clinic, we don’t want to know if the 
intervention is better than placebo; we want to know how 
well it works for our patients. If done well, and if powered 
sufficiently (with enough participants to provide statistically 
powered confidence in positive and negative findings), 
effectiveness studies can also allow for moderator analyses 
(What patient characteristics or biomarkers will predict 
response or nonresponse?).8,9 In comparative effectiveness 
studies, moderator analyses can also address the questions, 
Who should get treatment A and not treatment B? Who 
should get treatment B and not treatment A? Who can get 
either treatment, or who should get neither treatment? The 
major challenge is that comparative effectiveness studies tend 
to be complex and expensive. How then can we obtain data 
that will inform clinical decisions for TRD and other complex, 
real-life presentations of mood disorders? Additionally, can 
we build a biobank to explore how biomarkers and genes can 
help inform treatment outcomes and decisions?
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Answers for Clinicians
One path to address key clinical questions is through 

randomized comparative effectiveness studies that include 
a broad range of individuals who are representative of those 
seen in typical care settings. In mood disorders, STAR*D,10 
CoMed,11 STEP-BD,12 LiTMUS13 and Bipolar CHOICE14 
provided data that in many ways highlighted (1) the difficult 
course for people with depression or bipolar disorder despite 
guideline-based care and (2) the challenge in finding 
differences between competing treatments. The STAR*D 
and STEP-BD built large infrastructures (coordinating 
centers, data management centers, electronic data capture, 
clinical researchers, clinics, and participants) that were then 
discontinued when the National Institute of Mental Health 
shifted its priorities. Now, PCORI has provided funding to 
build a comparative effectiveness infrastructure for the field 
to conduct studies through the Mood Network.

The ultimate goal of the Mood Network is to improve 
the lives of people with mood disorders through prospective 
comparative effectiveness trials embedded within routine 
care15 and through patient-reported outcomes as well as 
outcome data from electronic medical records,16 when 
available. The main aim of the Mood Network is to bring 
together at least 50,000 participants who have or have 
had mood disorder diagnoses and who are willing and 
able to consider participating in prospective comparative 
effectiveness studies. The main strategy to achieve this 
extraordinary aim is to collaborate with multiple mental 
health advocacy groups with their broad reach through 
their membership and Web sites to provide opportunities for 
appropriate individuals to volunteer. From the start, people 
with diagnoses have been true partners in this initiative and 
are instrumental in determining priorities and the scope 
of patient-reported outcome measures to be collected. Key 
members of the team include Allen Doederlein, President 
of the Depression Bipolar Support Alliance; Alies Muskin, 
Executive Director of the Anxiety Depression Association 
of America; Muffy Walker, President of the International 
Bipolar Foundation; Ken Duckworth, Medical Director 
of the National Alliance on Mental Illness; and, most 
importantly, the constituencies of these advocacy groups 
alongside individuals who receive care from a wide network 
of clinicians.

As the Mood Network evolves, it should do so in 
response to the needs, questions, and priorities of people 
receiving care. But it should also include the perspective of 
clinicians, not only to disseminate and implement findings 
from comparative effectiveness studies but also to address 
the questions that clinicians have and to provide them with 
better data so that they can help patients make decisions 
that are right for them, informed by the best evidence. The 
paradigm shift must educate researchers to truly partner with 
audiences that are not educated in research methodology in 
order to provide scientifically informed treatment options 
that will improve patient outcomes.

Returning to the Zhou et al article,1 while envisioning 
the future of the Mood Network, the authors’ unanswered 

questions could be addressed in the Mood Network: How 
do aripiprazole and quetiapine compare in a randomized 
head-to-head study? What are the problems with akathisia, 
tardive dyskinesia, and metabolic syndrome after 6 months? 
If someone responds to these (or any other effective 
intervention), when, if ever, can treatment be discontinued? 
Can these treatments prevent relapses or recurrences? If 
some new promising treatment arises in the next few years, 
how will that compare to these more established treatments? 
Can we determine who should choose aripiprazole and who 
should opt for quetiapine? Can we determine who is at risk of 
adverse effects and how best to manage those adverse effects? 
What is the role of psychotherapy?

The Mood Network will provide a unique opportunity for 
people with major depressive disorder or bipolar disorder 
to join a group of fellow citizen-scientists to collaborate 
together with clinicians and researchers to understand these 
disorders and improve outcomes. As the Mood Network 
Web site (www.moodnetwork.org) is under construction at 
the time of this writing, those interested in learning more 
about how we can all collectively learn together are urged to 
contact us at the following email address: moodnetwork@
partners.org.
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