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I. Introduction to the Personal Genome Project (PGP) 
 
The Personal Genome Project (PGP) is a group of researchers and volunteers who seek to make individual 
human genomes and health information freely available for public use by anyone. The PGP is an important 
complement to the biomedical research literature, because the consequences of individual genetic variants can 
be investigated in the context of an entire genome in a population of individuals who have not been singled out 
by their disease status. 
 
Go to the PGP website: 
 
http://www.personalgenomes.org 
 
Click PGP Community in the top navigation menu to go to: 
 
http://www.personalgenomes.org/community.html 
 
Click View public profiles to go to: 
 
https://my.personalgenomes.org/users 
 
Use the selector to Show 100 entries. Scroll down to PGP89 and click hu011C57. In the Complete Genomics 
line of the table, click View report. 
 

 



	
   2	
  

The page that appears displays the Genome report by default. These are likely pathogenic and rare variants 
found in the genome of that individual. Click any allele in the Variant column for more information. 
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The three most important tabs in the top Navigation tabs show you: 
 
1. Genome report. Likely pathogenic and rare variants found in the genome of that individual. 
 
2. Insufficiently evaluated variants. These are variants that need further annotation and evaluation. 
 
3. Gene Report. This shows all genes in which variants have been identified. 
 
In the Genome Report table is a Search box that lets you search for variants of a specific gene in that 
individual. 
 
There is a Gene search box in the upper right that lets you look for variants of a specific gene among all PGP 
individuals. 
 
Immediately below the Gene search box are Log in buttons. If you have a Google or Yahoo email account, you 
can log in to improve the annotation. 
 
II. Improving annotation for a specific variant 
 
Click the tab for Insufficiently evaluated variants. In the Search box in the Genome report table, type CFTR. 
A single variant appears. Click the allele. 
 

 
 
The allele is CFTR-R75Q. This is a missense allele in which the 75th amino acid of the CFTR protein is 
changed from Arginine (R) to Glutamine (Q). 
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To evaluate whether this allele is likely to be harmful, we use PolyPhen-2. Open a new browser window to the 
PolyPhen-2 site from the Tools page on the course website: 
 
http://genetics.bwh.harvard.edu/pph2/ 
 
Enter CFTR as the Protein, 75 as the position, and select R as AA1 and Q as AA2. Click Submit Query. 
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When the job is done running, click the link to go to the screen shown below. Click the plus sign to expand the 
Multiple sequence alignment. 
 

 
 
This allele is rated as Probably damaging. Each line in the multiple alignment represents a different species. 
Click any line to see the entry for that species. 
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We can use OMIM to see if this variant has already been described. Open a new window to OMIM using the 
link from the Tools page of the course website: 
 
http://www.omim.org 
 
Enter CFTR in the search box and click Search. 
 
The top link takes you to the gene entry for CFTR. At the top of the page are links to specific disease entries 
associated with the CFTR gene. 
 
Scroll down to the Allelic Variants section or just search for ARG75GLN. This search fails, so try links in the 
Variation menu in the right margin. The Locus Specific DBs link works; search for ARG75GLN in the 
database there. 
 
There is a citation listed, which you can locate through PubMed (PMID: 1710599). This paper is cited by a 
more recent paper (PMID: 20977904). You can use summarize the information in this paper on the page for 
the CFTR-R75Q allele (click the evaluating evidence link for more information). 
 
III. Searching for all variants of a specific gene in the PGP 
 
In the Gene Search box, enter CFTR. 
 
This returns a multiple-page table of CFTR variants. The Genomes column contains links to individual 
genomes with that variant. Note that some of these alleles have summaries written by annotators. 
 
IV. Approaches to improving annotation at the PGP 
 
There are several approaches to improving annotation at the PGP, outlined below. 
 
A. Genomic Checkup. The American College of Medical Genetics (ACMG) has released a list of genes to be 
investigated as incidental findings when a person's genome is analyzed. Use this gene list to perform a checkup 
on an individual in the PGP. Do you have any reportable findings? 
 
B. Newborn Screening. Newborns are screened for treatable metabolic disorders. The genes associated with 
these disorders are known. You can screen individuals in the PGP to see if they carry variant alleles of any of 
these genes. 
 
C. Insufficiently Evaluated Variants. For any individual, look at insufficiently evaluated variants. Pick 
variants whose frequency is known, but below 1% (or 5% if you are ambitious). 
 
D. Literature Based. Use OMIM or the primary literature to find genes that are interesting. Look for variants 
among individuals in the PGP. 
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V. Report Interesting findings 
 
Keep track of the genes and variants that you have evaluated, even those that you have found uninteresting. If 
you find something interesting, share it with the class. If you are not confident about annotating the variant 
yourself, collect and submit your information to pzauter@unm.edu for further evaluation. 
 


