
FX 8.  Appendix

Example report 1:  Diagnostic test for female with normal results

The Laboratory

1111 Laboratory Avenue

City, State  00839

(555) 920-3333

www.laboratory.com


Patient Name:
   Jane D.



ID number:      
   057398468


Patient Information
DOB:


   04/05/2007


Personal History: Intellectual disability 


Gender:

   Female


Family History:  None

Ordering Physician:     Dr. Good



Date of Report:
   June 15, 2012





Test Performed:

Fragile X
Indication for testing: 
Diagnostic testing

Specimen Type: 

Blood


Result: PCR analysis using DNA obtained from a blood sample detected 29 CGG repeats on one X chromosome and 32 CGG repeats on the other X chromosome.
Using standard nomenclature, this genotype is described as c.-129CGG[29];[32].   

Interpretation:   These results do not provide evidence of the common trinucleotide repeat expansion observed in almost all patients with fragile X syndrome, indicating that a diagnosis of fragile X syndrome is highly unlikely in this patient.  Due to the nature of the assay, we estimate that the number of CGG repeats is correct to within 5 repeats.

 

Description of Methods:   Direct DNA analysis of the CGG repeat in the fragile X mental retardation 1 gene (FMR1) was performed by Triplet Repeat Primed PCR followed by capillary electrophoresis.   Southern blot analysis, when performed, uses the StB12.3 probe and genomic DNA digested with EagI/EcoRI.  Up to 44 copies of the CGG repeat within FMR-1 is considered normal.  Premutation alleles are usually between 55-200 repeats.  A gray zone exists for alleles between 45-54 repeats.  The full mutation is characterized by the presence of approximately 200-230 repeats and greater.  
Rare FMR1 mutations, unrelated to trinucleotide expansion may not be detected by this assay.  Possible diagnostic errors include sample mix-ups and genotyping errors resulting from trace contamination of PCRs, maternal cell contamination of fetal samples and from rare polymorphisms, which interfere with analysis.  Low level mosaicism may not be detectable by this method. Mistaken paternity may be inadvertently identified.  Mutation analysis should be combined with phenotypic, cytogenetic and pedigree data for the most accurate interpretation. 
Comment: This test was developed and its performance characteristics determined by The Laboratory. It has not been cleared or approved by the U.S. Food and Drug Administration.  The FDA has determined that such clearance or approval is not necessary.  This test is used for clinical purposes.  It should not be regarded as investigational or for research.  This laboratory is certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA-1988) as qualified to perform high complexity clinical laboratory testing.


This report was reviewed and approved by:

___________________                   __________

John Doe, M.D., Ph.D.            
Date

Director, The Laboratory

Example report 2:  Carrier test for male with an intermediate allele
The Laboratory

1111 Laboratory Avenue

City, State  00839

(555) 920-3333

www.laboratory.com


Patient Name:
Tom D.



ID number:      
057398468

Patient Information
DOB:


04/05/1987

Personal History: None


Gender:
Gender:


Male

Family History:  Intellectual disability 

Ordering Physician: Dr. Good


Date of Report:
June 15, 2012





Test Performed:

Fragile X
Indication for testing: 
Carrier testing

Specimen Type: 

Blood


Result: PCR analysis using DNA obtained from a blood sample detected 48 CGG repeats. Using standard nomenclature, this genotype is described as c.-129CGG[48].   

Interpretation:   These studies indicate that this patient is not a carrier of a premutation or full mutation for the fragile X gene.  If the family history is suggestive of fragile X syndrome, DNA studies and clinical evaluation of potential affected family members should be considered.  Although CGG repeats of 45-54 are considered normal, the stability of this number of repeats over multiple generations has not been clearly established.  In a male, the number of repeats would not be expected to increase significantly when passed to his daughters.  However, the risk of expansion from his daughters is not known for certain.  Studies of other family members could help determine the stability of the FMR-1 gene within this family.  Due to the nature of the assay, we estimate that the number of CGG repeats is correct to within 5 repeats.

 

Description of Methods:   Direct DNA analysis of the CGG repeat in the fragile X mental retardation 1 gene (FMR1) was performed by Triplet Repeat Primed PCR followed by capillary electrophoresis.   Southern blot analysis, when performed, uses the StB12.3 probe and genomic DNA digested with EagI/EcoRI.  Up to 44 copies of the CGG repeat within FMR-1 is considered normal.  Premutation alleles are usually between 55-200 repeats.  A gray zone exists for alleles between 45-54 repeats.  The full mutation is characterized by the presence of approximately 200-230 repeats and greater.  
Rare FMR1 mutations, unrelated to trinucleotide expansion may not be detected by this assay.  Possible diagnostic errors include sample mix-ups and genotyping errors resulting from trace contamination of PCRs, maternal cell contamination of fetal samples and from rare polymorphisms, which interfere with analysis.  Low level mosaicism may not be detectable by this method. Mistaken paternity may be inadvertently identified.  Mutation analysis should be combined with phenotypic, cytogenetic and pedigree data for the most accurate interpretation. 
Comment: This test was developed and its performance characteristics determined by The Laboratory. It has not been cleared or approved by the U.S. Food and Drug Administration.  The FDA has determined that such clearance or approval is not necessary.  This test is used for clinical purposes.  It should not be regarded as investigational or for research.  This laboratory is certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA-1988) as qualified to perform high complexity clinical laboratory testing.


This report was reviewed and approved by:

___________________                   __________

John Doe, M.D., Ph.D.            
Date

Director, The Laboratory

Example report 3:  Carrier test for female with a premutation allele
The Laboratory

1111 Laboratory Avenue

City, State  00839

(555) 920-3333

www.laboratory.com


Patient Name:
Jane D.



ID number:      
057398468

Patient Information
DOB:


04/05/1987

Personal History: None


Gender:
Gender:  

Female


Family History:  Intellectual disability 

Ordering Physician: Dr. Good


Date of Report:
June 15, 2012





Test Performed:

Fragile X
Indication for testing: 
Carrier testing

Specimen Type: 

Blood


Result: PCR analysis using DNA obtained from a blood sample detected 29 CGG repeats on one X chromosome and 95 CGG repeats on the other X chromosome.
Using standard nomenclature, this genotype is described as c.-129CGG[29];[95].   

Interpretation:   These results indicate that this patient is a carrier of a premutation FMR1 gene.  Males with a fragile X premutation are at increased risk of developing the fragile X-associated tremor/ataxia syndrome (FXTAS).  Females who carry a fragile X premutation may also develop tremor and ataxia.  In addition, females heterozygous for a premutation allele are at increased risk for premature ovarian insufficiency (FXPOI).  Fragile X DNA studies are recommended for other at-risk family members.  Prenatal diagnosis is available for all future pregnancies, since expansion to a full mutation can occur.  Genetic counseling is recommended.  Due to the nature of the assay, we estimate that the number of CGG repeats is correct to within 10 repeats.

 

Description of Methods:   Direct DNA analysis of the CGG repeat in the fragile X mental retardation 1 gene (FMR1) was performed by Triplet Repeat Primed PCR followed by capillary electrophoresis.   Southern blot analysis, when performed, uses the StB12.3 probe and genomic DNA digested with EagI/EcoRI.  Up to 44 copies of the CGG repeat within FMR-1 is considered normal.  Premutation alleles are usually between 55-200 repeats.  A gray zone exists for alleles between 45-54 repeats.  The full mutation is characterized by the presence of approximately 200-230 repeats and greater.  
Rare FMR1 mutations, unrelated to trinucleotide expansion may not be detected by this assay.  Possible diagnostic errors include sample mix-ups and genotyping errors resulting from trace contamination of PCRs, maternal cell contamination of fetal samples and from rare polymorphisms, which interfere with analysis.  Low level mosaicism may not be detectable by this method. Mistaken paternity may be inadvertently identified.  Mutation analysis should be combined with phenotypic, cytogenetic and pedigree data for the most accurate interpretation. 
Comment: This test was developed and its performance characteristics determined by The Laboratory. It has not been cleared or approved by the U.S. Food and Drug Administration.  The FDA has determined that such clearance or approval is not necessary.  This test is used for clinical purposes.  It should not be regarded as investigational or for research.  This laboratory is certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA-1988) as qualified to perform high complexity clinical laboratory testing.


This report was reviewed and approved by:

___________________                   __________

John Doe, M.D., Ph.D.            
Date

Director, The Laboratory

Example report 4:  Diagnostic test for male with a full mutation 
The Laboratory

1111 Laboratory Avenue

City, State  00839

(555) 920-3333

www.laboratory.com


Patient Name:
Tom D.



ID number:      
057398468

Patient Information
DOB:


04/05/2009

Personal History: Intellectual disability


Gender:
Gender: 

Male


Family History:  Intellectual disability

Ordering Physician: Dr. Good


Date of Report:
June 15, 2012





Test Performed:

Fragile X
Indication for testing: 
Diagnostic testing

Specimen Type: 

Blood


Result: PCR analysis detected a full mutation FMR1 allele.  Southern blot analysis revealed an expanded FMR1 allele in the full mutation size range of approximately 500 repeats.  Methylation studies were consistent with the presence of a completely methylated FMR1 allele. Using standard nomenclature, this genotype is described as c.-129CGG(500).   

Interpretation:   These results confirm the diagnosis of fragile X syndrome.  The severity of the clinical phenotype cannot be determined by these studies.  Fragile X DNA studies are recommended for all at-risk family members.  Genetic counseling is recommended.  
 

Description of Methods:   Direct DNA analysis of the CGG repeat in the fragile X mental retardation 1 gene (FMR1) was performed by Triplet Repeat Primed PCR followed by capillary electrophoresis.   Southern blot analysis, when performed, uses the StB12.3 probe and genomic DNA digested with EagI/EcoRI.  Up to 44 copies of the CGG repeat within FMR-1 is considered normal.  Premutation alleles are usually between 55-200 repeats.  A gray zone exists for alleles between 45-54 repeats.  The full mutation is characterized by the presence of approximately 200-230 repeats and greater.  
Rare FMR1 mutations, unrelated to trinucleotide expansion may not be detected by this assay.  Possible diagnostic errors include sample mix-ups and genotyping errors resulting from trace contamination of PCRs, maternal cell contamination of fetal samples and from rare polymorphisms, which interfere with analysis.  Low level mosaicism may not be detectable by this method. Mistaken paternity may be inadvertently identified.  Mutation analysis should be combined with phenotypic, cytogenetic and pedigree data for the most accurate interpretation. 
Comment: This test was developed and its performance characteristics determined by The Laboratory. It has not been cleared or approved by the U.S. Food and Drug Administration.  The FDA has determined that such clearance or approval is not necessary.  This test is used for clinical purposes.  It should not be regarded as investigational or for research.  This laboratory is certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA-1988) as qualified to perform high complexity clinical laboratory testing.


This report was reviewed and approved by:

___________________                   __________

John Doe, M.D., Ph.D.            
Date

Director, The Laboratory

Example report 5:  Diagnostic test for male with a full mutation and methylation mosaicism
The Laboratory

1111 Laboratory Avenue

City, State  00839

(555) 920-3333

www.laboratory.com


Patient Name:
Tom D.



ID number:      
057398468

Patient Information
DOB:


04/05/2009

Personal History: Intellectual disability


Gender:
Gender:  

Male


Family History:  Intellectual disability

Ordering Physician: Dr. Good


Date of Report:
June 15, 2012





Test Performed:

Fragile X
Indication for testing: 
Diagnostic testing

Specimen Type: 

Blood


Result: PCR analysis detected a full mutation FMR1 allele.  Southern blot analysis revealed an expanded FMR1 allele in the full mutation size range of approximately 500 repeats with methylation mosaicism (also referred to as incomplete methylation).  Using standard nomenclature, this genotype is described as c.-129CGG(500).   

Interpretation:   These results confirm the diagnosis of fragile X syndrome.  The severity of the clinical phenotype cannot be determined by these studies.  Fragile X DNA studies are recommended for all at-risk family members.  Genetic counseling is recommended.  
 

Description of Methods:   Direct DNA analysis of the CGG repeat in the fragile X mental retardation 1 gene (FMR1) was performed by Triplet Repeat Primed PCR followed by capillary electrophoresis.   Southern blot analysis, when performed, uses the StB12.3 probe and genomic DNA digested with EagI/EcoRI.  Up to 44 copies of the CGG repeat within FMR-1 is considered normal.  Premutation alleles are usually between 55-200 repeats.  A gray zone exists for alleles between 45-54 repeats.  The full mutation is characterized by the presence of approximately 200-230 repeats and greater.  
Rare FMR1 mutations, unrelated to trinucleotide expansion may not be detected by this assay.  Possible diagnostic errors include sample mix-ups and genotyping errors resulting from trace contamination of PCRs, maternal cell contamination of fetal samples and from rare polymorphisms, which interfere with analysis.  Low level mosaicism may not be detectable by this method. Mistaken paternity may be inadvertently identified.  Mutation analysis should be combined with phenotypic, cytogenetic and pedigree data for the most accurate interpretation. 
Comment: This test was developed and its performance characteristics determined by The Laboratory. It has not been cleared or approved by the U.S. Food and Drug Administration.  The FDA has determined that such clearance or approval is not necessary.  This test is used for clinical purposes.  It should not be regarded as investigational or for research.  This laboratory is certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA-1988) as qualified to perform high complexity clinical laboratory testing.


This report was reviewed and approved by:

___________________                   __________

John Doe, M.D., Ph.D.            
Date

Director, The Laboratory

Example report 6:  Diagnostic test for male with a full mutation with size mosaicism 
The Laboratory

1111 Laboratory Avenue

City, State  00839

(555) 920-3333

www.laboratory.com


Patient Name:
Tom D.



ID number:      
057398468

Patient Information
DOB:


04/05/2009

Personal History: Intellectual disability


Gender:
Gender: 

Male


Family History:  Intellectual disability

Ordering Physician: Dr. Good


Date of Report:
June 15, 2012





Test Performed:

Fragile X
Indication for testing: 
Diagnostic testing

Specimen Type: 

Blood


Result: PCR analysis detected a full mutation FMR1 allele with mosaicism for a premutation of approximately 150 repeats.  Southern blot analysis revealed an expanded FMR1 allele in the full mutation size range of approximately 500 repeats with mosaicism for a premutation of approximately 150 repeats.  Methylation studies were consistent with the presence of a completely methylated FMR1 full mutation allele and unmethylated premutation. 
Interpretation:   These results confirm the diagnosis of fragile X syndrome.  The severity of the clinical phenotype cannot be determined by these studies.  Fragile X DNA studies are recommended for all at-risk family members.  Genetic counseling is recommended.  
 

Description of Methods:   Direct DNA analysis of the CGG repeat in the fragile X mental retardation 1 gene (FMR1) was performed by Triplet Repeat Primed PCR followed by capillary electrophoresis.   Southern blot analysis, when performed, uses the StB12.3 probe and genomic DNA digested with EagI/EcoRI.  Up to 44 copies of the CGG repeat within FMR-1 is considered normal.  Premutation alleles are usually between 55-200 repeats.  A gray zone exists for alleles between 45-54 repeats.  The full mutation is characterized by the presence of approximately 200-230 repeats and greater.  
Rare FMR1 mutations, unrelated to trinucleotide expansion may not be detected by this assay.  Possible diagnostic errors include sample mix-ups and genotyping errors resulting from trace contamination of PCRs, maternal cell contamination of fetal samples and from rare polymorphisms, which interfere with analysis.  Low level mosaicism may not be detectable by this method. Mistaken paternity may be inadvertently identified.  Mutation analysis should be combined with phenotypic, cytogenetic and pedigree data for the most accurate interpretation. 
Comment: This test was developed and its performance characteristics determined by The Laboratory. It has not been cleared or approved by the U.S. Food and Drug Administration.  The FDA has determined that such clearance or approval is not necessary.  This test is used for clinical purposes.  It should not be regarded as investigational or for research.  This laboratory is certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA-1988) as qualified to perform high complexity clinical laboratory testing.


This report was reviewed and approved by:

___________________                   __________

John Doe, M.D., Ph.D.            
Date

Director, The Laboratory

