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ARIEL Trial – Guidance on RAS (KRAS/NRAS) testing results interpretation 

Scope: All ARIEL Sites – document explains RAS (KRAS/NRAS) results interpretation and align 
these to eligibility criteria as per the ARIEL protocol 

 

We understand there are several possible reporting methods for RAS (KRAS/NRAS) testing across 
NHS trusts. However, the below guidance is designed to explain how to interpret the most 
common format of reports. 

 

1. ARIEL RAS (KRAS/NRAS) result interpretation 

The following information is a guide to reading and interpreting the KRAS and NRAS results within a 

pathology report. Guidance has been provided by the Pathology Lead Prof Nick West. The key 

information we aim to derive from this report is: 

 Are any mutations present? 

 If mutations are present, which codons are they displayed in? 

The key information we are looking for will either be in the main body or the technical information 

of the report, however, this may need some further understanding to decipher this. As a minimum it 

is recommended that the assay should cover: 

 KRAS codons 12/13/59/61/117/146 

 NRAS codons 12/13/59/61 

In many cases, BRAF will also be tested along with KRAS and NRAS, although the BRAF status is not 

relevant to the ARIEL trial. 

The example below is an MSI plus report from the Newcastle GLH laboratory and is the standard 

testing used by centres across the North East and Yorkshire Region.  

Example report 1 displays RAS testing results with no mutation detected. 

Example report 2 displays RAS testing results with a mutation present. 

It should be easy to determine if any mutations are present/detected by looking at the first section 

of the report [1]. This section will highlight whether any mutations are present within the tested 
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sample and the location. In the first example, it is clearly shown that there are no mutations. 

Mutations may be referred to as ‘variants’ by some laboratories. 

 

Figure 1. Example report 1 displays RAS testing results with no mutation detected. 

 

 

In cases where a mutation is present, it will be displayed as per the example below [2]. Any result 

other than ‘No variants detected’ means there is a mutation within the patient sample unless it is a 

fail or equivocal result. 

 

Figure 2. Example report 2 displays RAS testing results with a mutation present. 
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1.1. How to identify individual codon results: 

The RAS result eCRF on MACRO requires you to identify the individual results for each codon tested. 

These individual results can be found later in the report under the ‘Technical Information’ section.  

If there is no mutation present (e.g. figure 1), you need to check the report to determine which 

codons have been tested by the assay in order to complete the result input on MACRO. This 

information is usually stated in the technical information section of the report (see figure 3). 

The areas covered by the assay might be summarised by base number, codon number or both. Each 

codon in the gene is composed of three bases. The composition and order of the bases determines 

the amino acid produced. For example, the first codon in KRAS that is usually assessed is codon 12, 

which is composed of bases 34,35 and 36. If the codon is normal, the amino acid produced should be 

glycine (abbreviated as Gly).  

The technical information below shows the areas of both genes covered by the MSI-plus assay. The 

first area of the KRAS gene assessed is “c.34 & c.35 (p.Gly12)”, which means that codon 12 is 

included in the assay by assessing for mutations at bases 34 and 35 potentially affecting the 

production of the glycine ammino acid. You can see that this assay covers KRAS codons 12, 13, 59, 

61, 146, NRAS codons 12, 13, 18, 59, 61, 146, and BRAF codon 600. 

Figure 3. Example report technical information section. 
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If any of the core codons are not assessed by the assay then you should enter “not tested” into 

MACRO. Occasionally one or more codons may fail or provide equivocal results, in which case the 

relevant macro entry should be made (see figure 4). 

Figure 4. Example report text where some codons have failed. 

 

In the above example, only the bases are provided but these can be divided by 3 to get the codon 

number i.e. this relates to failed testing at KRAS codon 146. 

When it comes to identifying which codon a mutation is present in, if a mutation is detected, the 

same principles apply. In figure 2, the KRAS mutation detected is summarised as “c.35G>A 

p.(Gly12Asp)”. This means that a point mutation has been detected in the KRAS gene at base 35 in 

codon 12 with a substation of the G base for an A base leading to a change in the amino acid from 

glycine to aspartic acid.  The actual type of mutation is not important as we are just looking to see if 

a mutation has occurred. This should be recorded on MACRO as a KRAS codon 12 mutation. All other 

codons tested on the assay would be wild type in this case. Occasionally double mutations exist in 

the same codon, however, for the purposes of data entry, we will just need this to be recorded as 

‘Mutant’ for the relevant codon on MACRO. If double mutations are present in more than one 

codon, both codons should be marked as ‘mutant’. 

IMPORTANT 

PLEASE ENSURE THE RAS (KRAS/NRAS) RESULTS HAVE BEEN REVIEWED AND APPROVED BY THE PI 

BEFORE THE PATIENT PROCEEDS ANY FURTHER ON THE TRIAL. 

 

If there are any questions regarding results interpretation, please email us at ARIEL@leeds.ac.uk, we 

are happy to help. 


