
Test Directory subpanel:
Lists the test(s) performed
and the genes analysed
according to the Test
Directory. 

Patient demographics: ooo
Includes patient identifiers
and the pathology reference
number of the sample tested

Results Summary: djdjdjdj
An overview of the key
findings. If further details
need considering, the note
“See Result and Interpret-
ation” should prompt a
thorough review of the
report to ensure appropriate
interpretation. Variants det-
ected in Clinical Trial Target
genes will be annotated with  
[Clinical Trial Target].  

Result and Interpretation:
Includes details of pertinent
variant(s) identified within
the relevant test directory
panel and any clinical trial
targets. Supporting inform-
ation on the variant  and the
clinical significance in the
context of the referral will
also be summarised. This
may include recommend-
ations regarding putative
germline findings.

Notes: Directs the reader to the appendices
(see page 2), where information on
reference sequences used and any regions
not successfully analysed is provided.
Relevant references and resources are cited.

Conclusion: Summarises identified
variants, their clinical implications, and
potential treatment options, with links to
relevant resources (where applicable) 

Clinical Trial Targets:
Additional genomic targets
are now analysed to support
emerging treatments and
clinical trials.
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Coverage: 
Sequencing coverage is a key
quality metric that indicates
how many times each base
within a targeted region has
been sequenced. This section
outlines the coverage req-
uirements for adequacy and
lists any failed regions or
hotspots. 

Genes targeted: 
Lists the genes analysed with
their associated reference
sequences, along with any
hotspot regions included.

Clinical trial targets:  ......
Provides details of addi-
tional clinical trial targets
analysed as standard with
the referral.

Appendix II: 
Gives the final description of
variant nomenclature, class-
ification, genomic co-
ordinates (if applicable), and
variant allele frequency.

References: 
A list of references are
provided, including the
Cancer Drug Fund, any
guidelines or recommend-
ations utilised,  and any
references relating to the
specific findings identified,
where appropriate.
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Neoplastic cell
content (NCC)

This is the proportion of neoplastic/tumour cells in the sample submitted, as a percentage of total
nucleated cells. This value is used for the analysis and interpretation of the results.

Variant allele
frequency (VAF)

This is the proportion of sequencing reads that carry the variant, as a percentage of the total
number of reads that have been sequenced for that exact position.

Low NCC / 
No NCC caveats

For most tests, NCC above 20% is required for accurate and informative interpretation of the
results. If the sample submitted falls below this level or if no NCC is provided, a comment will be
added which highlights the risk of false negative results and to recommend that another sample

(with a higher NCC) should be sent if possible and clinically indicated.

See results and
interpretation

If any important further details need considering, the note “See Results and Interpretation” will
appear in the Results Summary box as a prompt to carefully review the full report, e.g. if there is a

risk of a false negative result, or potential germline implications.

Partial fails
It is possible for a sample to have failed a number of regions and/or hotspots even in the context of

a pathogenic variant being detected. This will be communicated in the report and detailed in
Appendix I in case additional testing is indicated to cover the failed genes.

Variant
classification

This will be detailed in the body of the report and in Appendix II. If there are any relevant caveats
or difficulties in variant analysis then this will be highlighted in the ‘Results and Interpretation’

section,  such as specific elements which made interpretation difficult, or for any variants which
have been regarded as reportable variants of uncertain significance.

Minority clone
variants

A variant detected at a significantly lower allele frequency than is predicted based 
on the NCC estimate may indicate that it is present in a minority clone. In such cases, predicting

treatment response is more difficult, therefore clinical judgement should be applied.

Germline risks 
and referral

recommendation

If there are any germline implications to consider, recommendations for further testing (including
sample requirements) will be highlighted in ‘Results and Interpretation’, in bold. The comment ‘See
Results and Interpretation’ will appear in the Results Summary box to flag to the clinical team there

is more information to impart other than just the variant identified.

Low-level gene
amplification

If low-level gene amplification (approx. 5 to 9 copies per cell) is detected, the following comment
will be included: ‘This level of amplification is considered borderline and should be correlated with

any IHC findings and NCC assessment. The clinical significance of this finding is uncertain and
should be treated with caution. If repeat testing is required, please forward additional pathology

material with higher neoplastic cell content if available.’

Bold text Any information of particular importance. such as details relating to a variant’s actionability, or any
potential germline testing implications, will appear in bold on the report.

Coverage
information

This indicates the overall quality of the sample. Any key hotspots or regions which fall below the
reportable threshold will be indicated to allow the clinical team to make decisions regarding further

testing, if appropriate. Failed hotspots will be mentioned in ‘Results and Interpretation’. Other
failed regions will be recorded in the coverage section of Appendix I.

Key terms and statements
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Please note that in the protein level description, we apply
the 3 -letter amino acid abbreviations. However, some
clinical guidance, databases or alternative reports may refer
to the variant with a single-letter amino acid abbreviation. 

The above variant, EGFR c.2573T>G p.(Leu858Arg), is also
commonly referred to as L858R where L is equivalent to Leu
(leucine) and R is equivalent to Arg (arginine). This can
cause confusion, particular for amino acids where the
single-letter and three-letter abbreviations are less intuitive.
Other common examples include: 

KRAS c.35G>A p.(Gly12Asp) = KRAS G12D
KRAS c.34G>T p.(Gly12Cys) = KRAS G12C
BRAF c.1799T>A p.(Val600Glu) = BRAF V600E
EGFR c.2369C>T p.(Thr790Met) = EGFR T790M

The table (shown right) below provides a complete list of
amino acids, including their three-letter and single-letter
codes, to support interpretation of full HGVS descriptions.

Variant nomenclature

E G F R   c . 2 5 7 3   T > G   p . ( L e u 8 5 8 A r g )

Gene name 

Coding DNA sequence:
base affected

Base change

Protein level change: amino acid(s) affected
(leucine to arginine at amino acid 858 of EGFR)

The NWGLH follows the internationally recognised Human Genome Variation Society (HGVS) standard
nomenclature for variant descriptions.
 
The example below highlight the different parts of a full variant descriptor as per HGVS standards. This
full description provides a unique identifier for variants to avoid misinterpretation / miscalling. For
more information, please see the HGVS Recommendations for the Description of Sequence Variant or
the HGVS nomenclature website.

https://onlinelibrary.wiley.com/doi/10.1002/humu.22981
https://hgvs-nomenclature.org/stable/
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