Tissue sampling for PD-L1 testing
in lung cancer

Fact Sheet

Testing PD-L1 status in patients with lung cancer

* Information related to tumour programmed cell death ligand-1 (PD-L1) expression levels can help a physician determine the
most appropriate therapeutic strategy in patients with lung cancer’

* Multiple assays for assessing tumour PD-L1 expression by immunohistochemistry (IHC) have been, or are being, developed?

* In order to carry out PD-L1 testing, appropriate tumour tissue samples are required; the way in which these samples are
obtained and processed can impact the success of PD-L1 testing

* Core needle, bronchoscopic forceps or surgical biopsies can be used to obtain a histological sample in
lung cancer®+#

» Alternatively, endobronchial ultrasound guided transbronchial needle aspiration (EBUS-TBNA) is
recommended by guidelines as a minimally invasive technique that yields a cytological specimen®specimen®¢

Appropriate samples for PD-L1 testing

Sample type

* Routinely processed, formalin-fixed, paraffin-embedded tumour biopsy samples, with an adequate number of viable cells
(usually =100) are preferred for use with PD-L1 testing assays™®

* A number of assays have been validated for PD-L1 testing in cytology samples and could therefore provide an alternative
option when histological samples are not available

Sample Age

* Newly acquired and archival tumour biopsies can be used as long as they adhere to standard sample preparation and
processing procedures’

Sample Location

* Samples obtained from either primary or metastatic lesions can be used for PD-L1 testing'?

Tissue sample preparation and processing

* Standard preparation and processing procedures should be performed once tumour samples have been obtained

* Preparation instructions for historical samples differ for each PD-L1 assay.”® Failure to follow these instructions may
compromise the subsequent success of PD-L1 testing

Overview of basic tissue processing procedures for PD-L1 testing in histological samples*”-%*

FORMALIN FIXATION
Refer to individual product inserts for optimal fixation times

Cross-linking of proteins occurs from over-fixation, which can interfere with antibo
penetration into the sample

— Preparation

CUT 4-5 pm sections*

Where possible, sections should be cut and then processed in a timely manner;
however, stability has also been shown with archived samples — Processing

LOAD onto positively charged slides
DRY and store

*The preparation instructions differ for each PD-L1 assay. For further details, refer to specific package insert for individual assays
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Tissue sampling for PD-1.1 testing

in lung cancer

* Cytological tumour samples derived from lymph nodes or pleural fluids, can be processed as a cell block for use with
PD-L1 IHC3®

* Further investigation is needed to establish this in practice

Pathologist review to confirm quality of samples

Pathologist QC (basic overview)”!3

Confirm presence of an
adequate number of
cells/section

Yes

Insufficient tumour sample;
new sample required

Summary

* Before processed tissue samples are used for
PD-L1 testing, it is important that they are assessed
for their suitability®®

* If samples are not adequate for testing, alternative
samples should be sought, or rebiopsy should
beconsidered?®'?

Tumour PD-L1 expression levels are important for the selection of therapy in patients with lung cancer

The use of appropriate tissue samples, and their correct preparation and processing is critical in ensuring the success

and validity of PD-L1 testing by IHC
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