Article:

BATTLING DEPRESSION: FROM

CLINICAL DEVELOPMENT STRATEGIES
TO PATIENT PERSPECTIVES

The fight against depression is challenged, not only by the insidious nature of the disease, but also by
patients’ own desperate desires to get better

According to WHO, depression is the leading cause of disability worldwide, with an estimated 5% of
adults suffering from depression globally.! Depression is a debilitating disorder that impacts physical
health and wellbeing. In the US alone in 2021, it is estimated that 21 million adults had at least one
major depressive episode, representing 8.3% of all US adults.? Each year in Europe 25% of the population
suffer from depression or anxiety, about 50% of major depressions are untreated, and up to 50% of
chronic sick leaves are due to depression/anxiety.> While there are effective treatments available, many
patients need to try multiple medication regimens before they fully recover from their symptoms, and
up to a third of people fail multiple attempts at treatment.* Additionally, it is not uncommon for patients
suffering from depression to be incorrectly diagnosed leading to a delay in treatment. Conversely, others
who do not have depression may be misdiagnosed and prescribed antidepressants, which are ineffective.

The problem was further exacerbated by the COVID-19 pandemic. The global prevalence of anxiety
and depression increased by 25% in the first year of the COVID-19 pandemic, according to WHO.> Since
the pandemic, mental health has worsened. A Eurobarometer survey conducted in June 2023 revealed
that almost 1 in 2 people experienced emotional or psychosocial problems in the past 12 months, such
as feeling depressed or anxious.® This is further confounded by the financial stressors and poverty of the
current cost of living crisis living many more feeling anxious and hopeless.

CHALLENGES AND CONSIDERATIONS IN CLINICAL DEVELOPMENT FOR DEPRESSION

Clinical research is being conducted to further understand the disorder and to find better treatments.
However, there are unique complexities that need to be considered and planned for in order to be
successful. In this article, we'll address some of the challenges of conducting clinical research in depression
from an operational, medical, and patient perspective.

OPERATIONAL PERSPECTIVE: TOOLS AND BEST PRACTICES FOR SITE ENGAGEMENT

Patients diagnosed with major depressive disorder require special considerations for recruitment and
engagement. This includes a clinical operations model that is focused not only on the study treatment, but
also ensuring that a support system is in place for each patient. Collaboration across medical experts and
clinical trial management teams should address operational issues and ensure patient care options that
educate and provide for the patient’s needs.

To successfully operationalize psychiatric studies, it is imperative that comprehensive study management
plans are developed at the outset of study enrollment. These plans must focus on the timely execution of
clinical trial enrollment and the safety of each patient, and must also address the unique challenges and
opportunities of patients who have been diagnosed with clinical depression. This includes cultivating strong
site relationships, having open communication, and a clear understanding of each site’s capabilities and
resources. This allows the CRO to customize support, including training, technology, and communication.
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Alleviating site burden, while also supporting study enrollment and data integrity, is key. For example,
technology can support site engagement by providing easy access to study documents and training
videos for reference and monitoring oversight. Additionally, effective training for site staff enables them
to continually educate participants on how their full participation is necessary to help the trial meet
its objectives.

Clinical studies in depressive disorders generally require a large number of patient and clinician reported
scales and outcome measures. There may also be a requirement for sites to designate separate safety
raters and efficacy raters, which further increases operational complexity. Requirements for execution of
scales and questionnaires should be clearly defined for site staff at the outset of the study, and robust
training for raters should be provided to ensure these are administered the same way for each patient.
Additionally, site materials should be provided in a manner that facilitates efficient administration of
questionnaires in the proper order. Scales and questionnaires, which need to be completed on paper,
should be provided to sites in a well-organized patient binder to avoid missed assessments, or assessments
being completed in the incorrect order. Electronic clinical outcome assessment solutions should be
considered where possible to decrease the administrative burden of transcribing scale responses onto
case report forms. Consideration should also be given to the number of scales and questionnaires used in a
study, as too many assessments can lead to patient fatigue and frustration, which may impact data quality.

A high percentage of clinical trials of antidepressant therapies do not meet their primary endpoint
due to high placebo response rates. Much effort has been put into trying to understand study design
factors, which can lead to an increase in placebo response, and to develop study designs, which can better
control this. However, operational planning in clinical trials for depressive disorders should also include
implementation of strategies to minimize placebo response.

Utilization of an independent eligibility review prior to randomization such as the SAFER interview’
conducted by centralized raters from the Clinical Trials Network and Institute at Massachusetts General
Hospital provides oversight to sites that not only has detected unsuspected reasons to exclude a patient,
but seems to create a collaborative environment where patient quality is viewed as just as important as
enrollment metrics. Unfortunately, patients with economic and social stressors, patients with a lack of
support systems, and patients with chronic disease behaviors generally will not respond to treatment but
may exhibit placebo response from the relationship with the site, feeling better around the times of their
visits. The SAFER interview avoids the enrollment of patients that may technically meet entry criteria;
however, in practice may not be good study patients, and contribute to increased placebo response rates.

It is not uncommon for patients to maintain an expectation that their symptoms of depression will be
improved by taking study medication, even though they may be receiving placebo. Patients may also seek
to please study staff by providing what they perceive is the correct response to study questionnaires. In
addition to site education on the factors which contribute to higher placebo response rates, consideration
should be given to implementing a standardized script that is read to patients before completing efficacy
assessments.® The script should reinforce the fact that the patient may be receiving a placebo, and, as
such, is not expected to have an improvement in their symptoms of depression. The script should also
serve as a reminder that patients should respond accurately to rater questions, and not try to provide the
response they believe the rater is hoping for.
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MEDICAL PERSPECTIVE: EARLY AND ONGOING INPUT

Medical expertise is critical to study success. Involving medical specialists with knowledge of psychiatric
clinical development ensures the study is designed properly from protocol inception and development
through to clinical study reporting. The medical expert can help evaluate and guide study design
development and tailor it to the specific needs of a sponsor. Early protocol input and refinement ensures
the end points and inclusion/exclusion criteria are carefully vetted to enroll the right patient in the study.
Expert medical support translates scientific academic concepts into successfully operationalized trials.

Incorporating lessons learned through experience allows the clinicians and patients to have a positive
experience in trial participation. This encourages continued research and education in the space. A real-
world example is to avoid having a patient-reported and clinician-reported version of the same scale used
in the study. Since the questions are nearly identical, this can contribute to patient frustration and irritation,
and may detract from accurate endpoint collection. Solving this issue during protocol development ensures
patients and clinicians are more accurately and efficiently collecting essential trial data.

Identification of the right patient for the trial is also key. Independent evaluation of patients confirming
the eligibility criteria has been met during the screening period confirms that the illness is a specific
state and excludes patients with symptoms that are nonspecific or unrelated to the illness under study.
Independent assessments of patients prior to randomization optimize enrollment into the trial.

PATIENT PERSPECTIVE: MAKING ‘PATIENT CENTRICITY" MORE THAN A BUZZ WORD

Most important is ensuring patient safety and providing the appropriate support for their clinical trial
journey. This begins with a strong clinical operations team who understand the nuances of treating patients
with depression and can strategically position the study around the patient’s needs.

Depression is a heterogeneous disease and symptoms, and the lived experience of the illness can vary
greatly between individuals with depression. People living with major depressive disorder can often
experience a loss of interest in activities, and changes in sleep, appetite, and their energy level. Further,
people with depression can experience significant difficulties with concentration and their general ability
to think clearly and make decisions. It is difficult for individuals to keep up with their daily routine, and
they can find themselves feeling isolated. Studies should implement programs that partner with patient
advocates to understand how the study will be perceived by patients, provide guidance on visit procedures
that may be burdensome to patients, and educate patients about the study opportunity, their condition,
study requirements, and provide information on where they can seek support. Educational tools include
teaching videos for patients, websites that inform and engage, and reminders about study requirements.

Offering supportive services on the onset will help navigate the clinical trial experience. Some services
include e-Consent, where patients can remotely consent to participate in a study. This is important for
those looking for a way to join a trial but may have difficulty getting to a study center or simply needing
additional time and space to consider responsibilities of participation. Studies for patients with depression
are using new technology, such as telehealth ‘virtual visits’ that happen directly between sites/ healthcare
providers and participants who may be unable to travel or attend an in-clinic visit. Other helpful services
include transportation support to complete study visits at site, or offering nurses to come to a patient’s
home to complete vital assessments.

Patients struggling with depression may need support with remembering to take their study medication
every day. Utilization of a medication adherence app can increase patient compliance with taking their
study medication by providing dosing reminders and providing prompt notification to sites about any
missed doses so that study staff can quickly follow up with patients to address any issues or concerns.
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CONCLUSION

Depression is a serious and complex mood disorder and a leading cause of disability worldwide. Many
sufferers do not seek treatment due to the stigma of the disease. Their lives are profoundly affected by
their symptoms, which also impact the lives of their family and loved ones. We must continue to advance
development of successful treatment options, while removing the stigma surrounding depression and
mental health through education about the condition.

Clinical development for effective treatment options is more important than ever. There is a broad
spectrum of research underway including antidepressant medications, psychotherapy, and brain
stimulation therapies. Regardless of the approach, we need to always ensure that the patient’s wellbeing
and safety is the centerpiece of the study design and execution.
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