
BACKGROUND

Context
Conceptual and computable operational definitions (CODefs) 

are integral to Real-World Research (RWR), especially to 

define cohort phenotypes. Interpretation of results in RWR 

are directly dependent on the CODefs used.

The Gap / Problem
Variance in CODefs can create inconsistencies in research 

results and interpretation. 

Pharmacoepidemiologic Relevance
Awareness of variation in definitions and code lists used to 

define clinical concepts is essential to having a clear 

understanding of study results.

OBJECTIVES

Primary Objective
To demonstrate variations in cohort-defining CODefs from 

reputable sources and publications on patients with 

depression.
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METHODS

Study Design & Data Source

We reviewed definitions for depression, major depressive disorder (MDD), and 

treatment resistant depression (TRD) that were published in literature and clinical 

references (i.e. NICE). Those definitions were extracted and compared against 

each other to see the level of variation between the references. The analysis 

includes comparison of code lists (ICD-10-CM), scoring models, and treatment 

failure.

Study Population

24 references were reviewed and 33 distinct CODefs were extracted as 
definitions of depression, MDD, or TRD. The analysis includes comparison of 
code lists (ICD-10-CM), scoring models, and treatment failure.

Definitions Review

24 references were reviewed and 33 distinct CODefs were extracted as definitions of 

depression, MDD, or TRD. The most common definition was Diagnostic and Statistical 

Manual of Mental Disorders (DSM-5) criteria which appeared in 8 of the references. After 

that were two diagnosis code lists, one defining depression (3/24) and the other MDD 

(3/24), and the initiation of a third antidepressant defining TRD (3/24). 20 definitions only 

appeared in a single reference.

Code and Medication Review

Computable Operational Definitions (CODefs )

Study elements — exposures, outcomes, and covariates — were defined using 

Navidence CODefs : rigorous, data source-agnostic algorithms that ensure 

precision and reproducibility across real-world data sources.

navidence.com

RESULTS

24
Total Published 

References Reviewed

33
Distinct Definitions for 
Depression, MDD, and 

TRD

13
Distinct Definitions for 

TRD Alone

CONCLUSIONS

Key Findings

This review showcases a large amount of variety in definitions for 

depression. This variance creates difficulty in consistent interpretation 

of results. Awareness of this variance in definitions is essential to 

understanding the impact on RWR studies

Clinical & Policy Implications

It is recommended to always publish the exact definition and codes 

used to define depression so that interpretation of data can become 

clear and consistent.
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Targeted Literature Review

24 Published references with depression, MDD, and TRD CODefs

Distinct Definitions Extracted

33 Definitions across depression, MDD, and TRD

Distinct Code Lists Extracted

7 Diagnosis code lists 13 medication lists

Compared Variation Between Definitions and Code 
Lists

Figure 1: Study Design

13 TRD definitions across 8 references showed variance in the number of treatments and 

their definition for failure of treatment. 10 references published 7 distinct code list 

definitions for depression/MDD. Every code list included F32 and F33 codes but differed by 

the additional codes that were included or excluded. The most unique definition came from 

the depression deficit component of the Veterans Affairs Frailty Index (VA-FI) which included 

disorders related to depression such as bipolar disorder.
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Figure 2: # of Distinct Definitions Per Each Reference
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Figure 3: Common Definitions
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