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Pathogenic [path-uh-jen-ik]

Adjective
capable of producing disease

Used in a sentence:
The patient has a pathogenic BRCA1 variant.

Definition:  www.dictionary.com

The patient has a pathogenic HNF4A variant.

http://www.dictionary.com/


Two patients with the same pathogenic HNF4A variant.
The variant is causally associated with MODY

(Maturity-Onset Diabetes of the Young - Autosomal Dominant)

CASE 1

• 25-year-old woman with 
• On insulin for    blood sugar
• Diabetes diagnosed age 23 yrs.
• Strong family history of early 

onset diabetes

• Clinical Diagnosis:
• MODY (Maturity Onset Diabetes 

of the Young)

CASE 2

• 25-year-old woman with 
• Normal blood sugar
• No personal history of diabetes
• No family history of early onset  

diabetes

• Clinical Diagnosis:
• Patient does not have MODY.

Friedman JM, Jones KL, Carey JC. Exome Sequencing and Clinical Diagnosis. JAMA. 
2020;10.1001/jama.2020.11126. doi:10.1001/jama.2020.11126



Five Steps Following 
The Return of a Screening Result

1. EDUCATE (genetic counseling)

2. EVALUATE (targeted clinical evaluation)

3. CASCADE TESTING (to identify at-risk family members)

4. FLAG THE MEDICAL RECORD (name the variant in problem list)

5. CARRY OUT LONGTERM CLINICAL FOLLOW-UP (and track 
outcomes)

• Schwartz MLB, et al. Am J Hum Genet. 2018;103(3):328-337. 



Your DNA is not your diagnosis

Scale Required
to develop best practices 

for implementation

Targeted Clinical 
Evaluations Required 

to stratified patients into 
five groups for long-term 

clinical management

• Murray MF, Giovanni MA. Nat Med. 2020;26(8):1172-1174
• Manickam K, et al. JAMA Netw Open. 2018;1(5):e182140.
• Murray MF. Genet Med. 2016;18(8):765-767.



12 Questions to be Addressed in Large Scale DNA-based Screening Pilots
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