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Two ways to measure the brain

Subjective

* Primary endpoints

* Interviews by a
clinician

* Rating scales

* Sum symptom * Secondary endpoints
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*One tO’Fa| score e Performance during testing
per session

* Burdensome to acquire
* Exploratory in nature
* Measure of “phenotype”?
-Or-
* Measure of “pharmacodynamics”?

* FDA approval drug-
placebo separation



Depression is measured in psychiatry trials with a sum of 10 symptoms
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We found that Speech Latency can be derived from MADRS interviews
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We built a speech analysis pipeline to extract Speech Latency from MADRS
Interviews
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We tested the speech pipeline using a prior study
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We found that Speech Latency is a good measure of a symptom of depression
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We found that Speech Latency is a good measure of a symptom of depression
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We found that Speech Latency is a good measure of a symptom of depression
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Three broad categories of enrichment strategies as listed below are addressed in this guidance:

L] L]
E IlI'lChmeIlt Strategles fO r (1) Strategies to decrease variability — These include choosing patients with baseline

measurements of a disease or a biomarker characterizing the disease in a narrow range

C lin ic al T ria ls t 0 S u p p 0 rt (decreased interpatient variability) and excluding patients whose disease or symptoms

improve spontaneously or whose measurements are highly variable (decreased
D t o t o f mtrapatient variability). The decreased variability provided by these strategies would
e er min a 10 n 0 increase study power (see section III., Decreasing Variability).

E ffe ctiven es S O f Hu m an D r ug S (2) Prognostic enrichment strategies — These include choosing patients with a greater

likelihood of having a disease-related endpoint event (for event-driven studies) or a

L INTRODUCTION substantial worsening in condition (for continuous measurement endpoints) (see section
I'V., Prognostic Enrichment Strategies — Identifying High-Risk Patients). These
The purpose of this guidance is to assist industry in developing enrichment strategies that can be strategies would increase the absolute effect difference between groups but would not be

used in clinical investigations intended fo demonstrate the effectiveness of drug and biological
products. Enrichment is the prospective use of any patient characteristic to select a study
population in which detection of a drug effect (if one is in fact present) is more likely than it

expected to alter relative effect.

would be in an unselected population. Although this guidance focuses on enrichment directed at (3) Predictive enrichment strategies — These 111‘31%“1‘3 CllQOSmg panel.l’[:s who 'are more likely
improving the ability of a study to detect a drug’s effectiveness. similar strategies can be used in to respond to the drug treatment than other patients with the condition being treated.
safety assessments. Such selection can lead to a larger effect size (both absolute and relative) and can permit

use of a smaller study population. Selection of patients could be based on a specific

- . o : aspect of a patient’s physiology. a biomarker, or a disease characteristic that is related in
drug development and support precision medicine, i.e., tailoring treatments to those patients who some manner fo the studv drue’s mechanism. Patient selection could also be empiric
will benefit based on clinical laboratory, genomic, and proteomic factors. This guidance also ' ‘ y = R 2 ‘ P

discusses design options for enrichment strategies and discusses the interpretation of the results (e.g.l. the patient hf!s PI‘SVIPHSW appeared to 1‘§5p011d to a drug m.the Same class) (see
of studies that use enrichment strategies. section V.. Predictive Enrichment — Identifying More-Responsive Patients).

The enrichment strategies described in this guidance are intended to increase the efficiency of




An example application of Speech Latency for enrichment and patient selection
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An example application of Speech Latency for enrichment and patient selection
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