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What is a natural history study, and why conduct them?

Insights from selected studies

Synopsis



What is it- and why conduct a natural history study?

Definition: “The natural history of a disease is traditionally defined as the course a disease takes in the absence of 
intervention in individuals with the disease, from the disease’s onset until either the disease’s resolution or the individual’s 
death. A natural history study is a preplanned observational study intended to track the course of a disease.”
Purpose of a natural history study: To identify demographic, genetic, environmental, and other variables (e.g. treatment 
modalities, concomitant medications) that correlate with the disease’s development and outcomes.

(FDA 2019)



What is it- and why conduct a natural history study?

Uses of a natural history study:
A. Drug development

1. Identifying the patient population
2. Identification or development of clinical outcome assessments (clinician reported, PROMs, performance outcome 

etc.)
3. Identification or development of biomarkers

B. Other uses
-”To benefit patients by establishing communication pathways, identifying disease-specific centers of excellence, 
facilitating the understanding and evaluation of the current standard of care practices, and identifying ways to improve 
patient care” (FDA 2019)



Examples of natural history studies



Different insights 











-LGMDR9 patients who are homozygous for the common mutation (c.826C > A) are 
more likely to have milder phenotype
-Variable walking abilities across range of ages- not possible to detect age ambulation is 
lost
-Fifty-five genetically confirmed LGMDR9 patients (55/303, 18.2%) required ventilation, 
and 30/129 (23.3%) reported a heart condition. Standards of care and follow up in 
routine care is needed.





Clinical features

Diff.diagnosis.: metabolic myopathy







Aim: investigate HRQoL in the Norwegian LGMDR9 
cohort over 14 months and relation to fatigue and 
sleep quality. 

Conclusions:
-Physical, emotional, and social aspects of HRQoL were 
impaired, which advocates for a multi-disciplinary care.
-In c.826 C > A homozygotes, perceived muscle weakness and 
disease burden deteriorated during the study
- Females reported a higher burden among homozygous
-Associations suggest that myalgia and mental distress are 
potential targets for the treatment of fatigue
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