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ACMG Document Types (>200 to date)

ACMG Statements 
• Represents the professional judgments of ACMG 
• May discuss where ACMG stands on a topic or a debatable issue. 
• Three types: Points to Consider, Position Statement or Policy Statement

ACMG Practice Resource (laboratory or clinical)
• Informed by evidence and expert opinion, but lacks the rigor of a systematic evidence review 

ACMG Technical Standards 
• Establishes criteria for clinical genetics laboratory testing
• Written through a consensus development process, by experts in the field
• Increasingly joint with AMP, CAP and ClinGen

ACMG Systematic Evidence Review and ACMG Practice Guideline 



ACMG Systematic Evidence Reviews and Evidence Based Guidelines

• Rigorous COI (conflict of interest) management of WGs
• Requires experienced methodologists and staff
• Follows 100-page ACMG Protocol for Evidence-Based 

Guideline Development
• Develop key questions using the PICOTS format and 

report according to PRISMA checklist
• Funding to date from ACMG Foundation fund-raising
• Solicitation of topic proposals from the community
• Topics undergo prioritization process

• Extent of practice variation or uncertainty
• Impact on patient outcomes 
• Is ACMG the most suitable entity to lead

https://www.acmgfoundation.org/ebg

https://nationalhealthcouncil.org/wp-
content/uploads/2021/04/NHC-PICOTS-Infographic-v10.pdf

https://www.prisma-statement.org/

https://nationalhealthcouncil.org/wp-content/uploads/2021/04/NHC-PICOTS-Infographic-v10.pdf
https://www.prisma-statement.org/
https://nationalhealthcouncil.org/wp-content/uploads/2021/04/NHC-PICOTS-Infographic-v10.pdf
https://nationalhealthcouncil.org/wp-content/uploads/2021/04/NHC-PICOTS-Infographic-v10.pdf
https://www.prisma-statement.org/


Nominated SER/EBG Topics Undergoing Prioritization 

Topic Other potential society partners
Exome and genome sequencing for pediatric patients with congenital anomalies or intellectual disability Published
Noninvasive prenatal screening for fetal chromosome abnormalities in a general-risk population Published
Phenylalanine Hydroxylase (PAH) Deficiency Diagnosis and Management Published
Rapid exome and genome sequencing in the NICU AAP to endorse
Genetic testing of autism spectrum disorder AAP to endorse or collaborate
Genetic testing in monogenic chronic kidney disease Strategy led by ACMG; kidney society collaboration or endorsement
Diagnosis and management of fatty acid oxidation disorders SIMD could lead
Utility of multigene diagnostic testing for patients with epilepsy AAN or AAP to collaborate
Reflexive germline genetic testing following breast cancer diagnosis ASCO or NCCN to lead
Gonadal germ cell tumor risk in individuals with differences of sex development Collaborate with endocrine and/or pediatric oncology
Diagnosis and management of urea cycle disorders SIMD could lead
Genetic evaluation of living kidney donors Nephrology or transplant society to lead; or ACMG to collaborate
Genetic diagnosis and clinical management of cardiomyopathy ACC with ACMG input, or narrow scope to genetic testing only
Transfer of mosaic embryos during in-vitro fertilization Societies focused on OB/IVF; ACOG, ASRM, with NSGC
Referral to Genetics AAP /child neurology/ACP should lead
Diagnosis and perinatal management of fetal skeletal dysplasia ACOG or SMFM could lead
Genetic diagnosis and clinical management of inherited retinal diseases ACMG if limited to genetic testing only; AAO if wider scope
Genetic diagnosis and clinician management of Marfan syndrome ACA could lead
Diagnosis and management of osteogenesis imperfecta AAP, Endocrine, Orthopedic societies could lead
Genetic diagnosis and management of Pompe disease SIMD could lead
Genetic implications of advanced paternal age NSGC with ACOG or Society for Maternal-Fetal Medicine with ACMG



Related Factors in Clinical Genetic Testing Guidelines

• Primary focus of guidelines: clinical utility for offering a genetic test

• Related Factors:
• Diagnostic yield and rate of uncertain results (i.e. benefit/risk)

• Accuracy of results

• Availability of implementation support for physicians



ClinGen’s semi-quantitative framework to classify the 
strength of evidence for the role of genes in disease

23% insufficient evidence



Implementation of ClinGen’s 
gene curation results

ASCO Guideline: “The evidence assessment of the 
ClinGen expert panels informed the final selection of 

genes and the strength of the recommendation for each.”



Critical role of data sharing and expert consensus in genetic testing

4%

16%

16%

64%

P/LP vs VUS/LB/B

VUS vs LB/B

confidence conflict

≥2 concordant 
submissions

20% of classifications performed by 
more than one lab are conflicting

ClinGen Expert Panels resolve discrepancies in ClinVar and move VUS to LP/P/LB/B 
through data sharing, application of professional standards and expert consensus

Source of data: 
ClinVar Database 
10/17/24

78% of variants are only seen by one laboratory



• Genetic test detection rates 
were reduced in 
underrepresented minorities 
compared to whites and 
Asians (p<0.001). 

• Inconclusive rates were 
increased in URMs and 
Asians compared to whites 
(p<0.001).

Landry and Rehm. JAMA Cardiol. 2018. PMID: 29490334

33% of all diagnostic testing results are inconclusive due to VUS
Rehm et al. Genet Med. 2023, PMID: 37534744



Critical companions to guidelines are implementation resources

92 ACT Sheets



Patient Perspectives

• ACMG SER/EBG Policy: Patients, carers of patients, or advocates for patients are 
required for nearly all SER/EBG projects

• Patients often have distinct perspectives from laboratories and clinicians

Strongly 
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51%

Agree
35%

Neutral
4%

Disagree
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Strongly 
disagree
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Laboratory (n=331) Clinician (n=373) Patient (n=36)

Strongly 
agree
34%
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10%
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14%
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disagree
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Strongly 
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Neutral
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Strongly 
disagree
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Survey question for VUS reporting guidance: 
Laboratories should NOT return VUS in genes related to secondary findings



Key Takeaways
• Evidence-based practice guidelines are critical to our field but are 

labor intensive and require resources and expertise to support, 
as well as inclusion of patient perspectives

• It is important for clinical genetics and genomic guidelines to 
address test content, methods, and reporting guidance to ensure 
tests optimize for highest benefit and lowest risk

• Consideration for implementation is important to ensure that 
clinical utility is effectively achieved once put into practice
• Examples: ACMG ACT sheets, data sharing, expert panels, 

inclusion of data from underrepresented populations
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