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Our literature search results

- Query: 200 papers
- Filter by calendar year
- Post review: 20 paper

- Replicated 13– as cohort definitions
o2 papers could not be replicated



What we learned about Alzheimer so far

•Variation in terminology
•Variation in use of diagnose codes
•Variation in inclusion criteria (logic)



Shift in terminology: Alzheimer's disease 
(AD) or Alzheimer's Disease Related Dementia (ADRD)

- ADRD is umbrella Term: AD and related conditions like vascular, 
Lewy body, frontotemporal dementia.

- ADRD Background: Introduced by Law, the National Alzheimer's Project 
Act (NAPA) passed by US Congress in 2011.
o Inclusivity: Recognizes the spectrum of dementia-related disorders 

beyond Alzheimer's.

- Usage
o Increasing use in health research and policy.
oNot used in clinical practice because of diagnosis specificity (physicians diagnose 

specific types of dementia rather than using the broad term ADRD)



Condition Alzheimer's Disease
Lewy Body Dementia 

(LBD)
Frontotemporal 

Dementia (FTD)
Vascular Contributions to Cognitive 

Impairment and Dementia (VCID) Mixed Dementias

Definition

A progressive 
neurodegenerative 
disorder characterized by 
memory loss and 
cognitive decline.

A type of dementia 
associated with abnormal 
protein deposits in the 
brain known as Lewy 
bodies.

A group of disorders 
caused by progressive cell 
loss in the brain's frontal 
or temporal lobes.

Cognitive impairment caused by 
cerebrovascular problems that affect 
brain blood flow.

A condition featuring 
symptoms and 
pathological features of 
more than one type of 
dementia.

Pathognomonic Feature

Amyloid plaques and 
neurofibrillary tangles in 
the brain.

Presence of Lewy 
bodies, abnormal 
aggregates of protein in 
neurons.

Prominent atrophy in 
frontal and/or temporal 
lobes of the brain.

Evidence of cerebrovascular disease 
contributing to cognitive impairment.

Combination of 
pathologies such as 
Alzheimer’s and vascular 
dementia.

Diagnostic Criteria

Clinical diagnosis 
supported by imaging and 
biomarkers; exclusion of 
other dementias.

Clinical diagnosis based 
on core features, with 
possible biomarker 
support.

Diagnosis based on 
clinical presentation, 
imaging, and ruling out 
other causes.

Evidence of vascular disease via 
imaging, aligned with cognitive 
decline.

Clinical assessment and 
imaging to identify 
multiple types of 
dementia pathologies.

Characteristic Clinical 
Feature

Memory loss, confusion, 
difficulty with problem-
solving and language.

Fluctuating cognition, 
visual hallucinations, 
Parkinsonism.

Changes in behavior and 
personality, language 
difficulties.

Stepwise cognitive decline, history of 
strokes or vascular risk factors.

Symptoms that are not 
fully explained by one 
type of dementia alone.

Distinguishing Trait

Gradual memory decline 
as an early and prominent 
feature.

Fluctuating cognitive 
symptoms and visual 
hallucinations.

Early changes in behavior 
or language, relative 
preservation of memory.

History of stroke or vascular disease, 
with stepwise decline.

Mixed presentation of 
symptoms, not typical of 
one single dementia 
type.

Promising Treatments in 
Research

Research on anti-amyloid 
and tau therapies, 
neuroprotective agents.

Studies on alpha-
synuclein inhibitors, 
neuroprotective 
strategies.

Research focuses on tau 
protein inhibitors and 
behavioral management.

Emphasis on vascular health, 
managing risk factors, neuroprotective 
drugs.

Combination therapies 
targeting multiple 
pathological processes.

Generated content https://chat.openai.com/share/0f244acf-01bf-46b1-9ff9-dd431d8f02ad
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Published studies varied in what they defined as the clinical 
condition with
- older studies focusing on AD and 
- more recent ones broadening the scope to ADRD.  

However, there was no consistency in how the specific conditions 
under ADRD were grouped.

"AD" was used both as "A. disease" and "A. Dementia"

Generated content https://chat.openai.com/share/0f244acf-01bf-46b1-9ff9-dd431d8f02ad
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We ended up with 13 replicated definition 

1 Dx vs (1 IP or 2 OP or 3 OP) vs (2 
Dx or 2 Rx or (1Dx and 1Rx). Some 
required neurologist and some 
included procedures.

codes between AD and ADRD are 
different (and choice of codes to 
include vary within papers on 
ADRD)



What we learned about Alzheimer so far

• From Alzheimer's disease (AD) to Alzheimer's Disease Related Dementia 
(ADRD)
• At least 4 published articles discussing validation of AD/ADRD/Dementia 

algorithms (from US and Europe)
• A body of literature from Medicare
• Replicated 13 definitions.

o Dx (2DX), RX (2RX), neurologist, inpatient vs. Outpatient,  
o Codes between AD and ADRD are different, and choice of codes varied from including 

general terms like "Senile degeneration of brain, not elsewhere classified" to limit to a 
single code of Alzheimer's disease

• Validation studies reporting PPV ranging from 50% TO 95% and sensitivity 
from 30-85%

https://epi.jnj.com/atlas/


Next steps

• Study package
oWill include Cohort Diagnostics and Cohort Incidence
oCurrently being developed and tested within JNJ infrastructure
oOnce documented, will be available as R-package OHDSI-studies 

GitHub repository.
oData partners: Open for data partners to contribute

• Literature scan for other conditions
oContributors for lung cancer, depression and PAH selected


