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Ratings as Explanatory Studies

Non-randomized registries

N of 1 case studies

Retrospective, non-randomized, cohort
trials

Large-simple, open-label, randomized,
controlled trials

Open-label, randomized, active-controlled

Double-blind, non-randomized, placebo-
controlled

Double-blind, randomized, placebo- and
active-controlled
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Ratings as Pragmatic Studies

Non-randomized registries

N of 1 case studies

Retrospective cohort trials

Large-simple, open-label, controlled,
randomized trials

Open-label, randomized, active-controlled

Double-blind, non-randomized, placebo-
controlled

Double-blind, randomized, placebo- and
active-controlled
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Explanatory vs. Pragmatic

Other Consideration

Primary Analysis

Practitioner Adherence to Study Protocol

Participant Compliance Requirements and Assessments

Primary Trial Outcomes

Follow-up: Intensity / Duration /Completeness

Medical Practice Setting /Practitioner Expertise -
Comparison

Medical Practice Setting /Practitioner Expertise -
Experimental

Intervention Flexibility for Comparison Treatment

Intervention Flexibility for Experimental Treatment

Participant Eligibility Criteria
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e Does the medication work?
e How well does the medication work?

e How will the medication work for me?

 What is the value of reimbursing this
medication?

YES!!
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* Design — Double-blind, RCT, placebo control, shorter
duration

* Selection criteria — Very restrictive to minimize
confounders

e Setting — Specialist sites who are not new to research
 Measures — Short battery of research scales

* Analyses — Standard, comparing randomized arms

* |nterpretation —In a highly-controlled, regimented setting,

under ideal conditions, the medication was more
efficacious than placebo
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e Design — Open-label, randomized, active-controlled OR open-label,
non-randomized, active-controlled OR observational

» Selection criteria — Minimal, will vary depending on phase of
medication and research question

e Setting — Specialist, community mental health clinics, research-
naive sites

 Measures — One or two scales, patient-reported outcomes (PROs),
adherence, treatment patterns, compliance

* Analyses — Require adjustment for lack of randomization, switching

* Interpretation —In the real-world setting, Medication A was more
effective than Medication B




ISCTM Will the Medication Work for Me?

h INTERNATIONAL SOCIETY FOR CNS
CUNICAL TRIALS AND METHODOLOGY

* Design — Large simple randomized trials OR n of 1
* Selection criteria — Very limited
* Setting — Community

* Measures — One or two scales, PROs, adherence, treatment
patterns

* Analyses — Subgroup analyses, interactions
* |Interpretation — Medication A is more effective than

Medication B in real-world settings in the following groups
of patients
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Reimbursing this Medication?

* Design — Open-label with or without randomization
* Selection criteria — Minimal
e Setting — Community mental health centers

e Measures — Primarily resource utilization and PROs,
switching, adherence

* Analyses — Must adjust for treatment changes
* |nterpretation — A plan that allows a branded agent is cost-

effective compared with one that requires a patient to fail-
first on generic agents or SOC.
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* Many generic options in depression and
schizophrenia

e Limited venues for communicating
comparative results

* Increased value of pragmatic and
observational research at product launch
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Inference for Explanatory and Pragmatic Trials?
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