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PLATFORM OVERVIEW 



e-PKGene Definitions 

• Study: set of assessments (PK, PD and safety) following the 

administration of a target compound to a well defined 

population. 

 

 
• The population is usually divided into a “reference” group and  

an “impaired” group. The reference group usually consists of 

“extensive metabolizers” or carriers of two copies of the wild 

type allele of the gene of interest. 
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• Articles included in the e-PKGene database focus on drug 

exposure (AUC, Cl, C) in relation to pharmacogenetic variation. 

Studies can also include PD, clinical efficacy, and side effects. 

 

 



e-PKGene- Definitions 
• e-PKGene defines each variant allele by one SNP which is unique to the 

allele. This SNP is identified as “diagnostic SNP”, but it is important to note 

that the diagnostic SNP may not be responsible for the observed functional 

changes.  
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e-PKGene Definitions 
• Assignment of Impact: The classification is assigned by the database 

editorial team to provide users with a contextual framework that rapidly 

highlight variants of interest. Based on a predefined cut-off given by the 

statistical analysis performed by the authors (statistical significance).  
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 Active parent compound 

• Change in AUC 

• Change in CL 

• Change in Concentration 

  

 

e-PKGene rules (Impact of Variant) 

1: statistical analysis must be performed by the authors of the study 

2: control group is genotype *wt/*wt and/or Extensive Metabolizers 

 

 Metabolites 

• Change in CL (formation) 

• Change in AUC ratio 

• Change in Concentration ratio  



Examples of Queries 
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Example 1: Compound Search 

 Irinotecan 

8 

• Enter first letters of compound generic name OR first digits of compound 

CAS number 

• Select the compound of interest 



Search Results 
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- Gene box: number of 

citations for each 

polymorphic gene studied 

 

- Population box: number of 

citations performed in a 

given population (ethnic, 

health status) 

 

- Citations: list ordered 

chronologically 

 

-Links: PubChem 

compound, compound 

summary, citation display 

Link to citation display 

Links to PubChem and compound summary 



Refine the search: by Gene and/or Population 
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Select gene and/or population of 

interest. This will: 

 

1) Narrow the number of 

citations listed according to 

criteria of selection 

 

1) Allows the access to 

“Impact of  Variant” box 

 

 Specific additional search by 

key word, date or PMID  

 

 Reorder by ascending or descending years and PMIDs 



                 Impact of Variant 
            

Binary classification of genotypes/compound pairs based on  PK 

differential observed across the various citations retrieved 

 

*Impact is assigned by the database team based on the following criteria: Impact=YES if the change in AUC, CL or Cmax is statistically significant (as 

determined by the study author). If changes are not statistically significant, the database team has assigned Impact=NO. Impact is assigned based on 

changes for the parent compounds, and metabolites. 11 

 

• Based on change of exposure between reference group (wild-type) and variant group 

• Predefined cut-off: statistical analysis 

• Based on Parent or metabolite(s) exposure 

Access to  

citation 

display 



12 

Citation Display: Effects page screen 

Features: 

• Links to PubMed, 

PubChem, gene and 

compound summary 

• Comments (curator) 

 

Effects: summary of 

the impact of variant(s) 

on parent compound 

PK in the different 

populations (based on 

ΔAUC, ΔCL, or Δconc) 
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Citation Display: Impact on Pharmacokinetics 

 

 

 

 

 

- Overview of all PK parameters 

measured in each population 

groups reported in the citation  

 

- for parent compound and 

metabolites 

 

- statistical significance vs 

reference group. 
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Citation Display: Full Study Sets 

- Displays data captured for a 

study in one population of 

interest 

 

- May include: 

•Population description 

•Study design/dosing regimen 

•Phenotyping/Genotyping 

Methods 

•Alleles tested for 

 

-Pharmacodynamic and/or 

side effects when these 

assessments are performed 

 

 

 

 

 



Other Search Criteria 
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Search by Gene 

Search by Population 

 



Example 2: Search by gene - SLCO1B1 
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• Curser in the gene box: drop box with the whole gene list by default  

 

•    Type first letters of gene and select gene of interest 



SLCO1B1 Search 
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- Refine search: select a 

compound and/or 

population 

 

 

- “Clear Field” to 

perform a new search 

 

- Citation list displays 

only citations studying 

the compound in the 

population selected 

 



SLCO1B1 Search 
Pravastin and Asians selected 
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Impact box opens 

 
 

List of citations refined 
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Summaries  
available in PDF format for Drugs and Genes 

 

 

• PDF summaries 

for Genes and Drugs 

 

 

 

 

• Direct access to  

gene results or  

compound results 
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Example of Drug Summary: Tamoxifen 

  

Background:  

Summary of drug 

disposition 

characteristics 

 

 

 

Maximum changes 

in exposure found in 

the literature for a 

given drug and a 

given genotype 
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Example of Gene Summary: CYP2D6 
 

- General description of Gene 

 

- Definitions 

 

- Classification of alleles 

 

- Genetic description for some 

alleles 

 

- Relation Genotype/Phenotype 

(when available) 

 

- Frequencies by ethnicity 

 

- References 

 



For Comments and Questions 

          Contact DIDB Program at didbase@uw.edu 
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