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OVERVIEW OF PD-L1 TESTING’ CONCORDANCE BETWEEN ASSAYS BY
SCORING ALGORITHM AND CUTOFFS
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THE BLUEPRINT PD-L1 IHC ASSAY COMPARISON PROJECT. HIRSCH ET AL. 2016

Heat map to show concordance between assays (test samples expressing
PD-L1 at levels above or below each assay’s validated cutoff threshold).’

Number of cases (%) with PD-L1
expression above the assay specific
selected cut-off

30/38 cases 26/38 cases 26/38 cases 2038 cases
(78.9%) (60.5%) (60.5%) (52.6%)

» Five cases out of 38 show concordance below all threshold values
for all assay/algorithm combinations’

N=19 concordant above threshold

N=14 discordant above threshold » 19/38 cases show expression above all threshold values for all
N=5 concordant below threshold o 0 o 1
assay/algorithm combinations

Jaqunu ase)

» The remaining 14 cases show a combination of discordant outcome
across the various assay/algorithm combinations’

Increasing PD-L1 Expression —»

SP142 22C3 28-8 SP263 [l PD-L1 expression above the selected cutoff
TC1/1C1 1% TPS 1% TPS 25% TPS PD-L1 expression below the selected cutoff

Adapted from Hirsch et al. 2016." Sample number is shown on the right-hand side.
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1 THE BLUEPRINT PD-L1 IHC ASSAY COMPARISON PROJECT. HIRSCH ET AL. 2016

Analytical comparison of percentage tumour cell and immune cell staining, by case, For each assay
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Adapted from Hirsch et al. 2016." Adapted from Hirsch et al. 2016."
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D RATCLIFFE ET AL. 2017

» Three assays were tested: SP263, 22C3, 28-8 using 500 archival NSCLC An overall percentage agreement of >90% was achieved between
samples? assays at multiple PD-L1 expression cutoffs.?

The correlation coefficients comparing TC staining between assays were Overall percentage agreement between assays at multiple

highly correlated for all comparisons:? expression cutoffs?

» Ventana SP263 versus Dako 22C3, Spearman correlation coefficient = 0.925
» Ventana SP263 versus Dako 28-8, Spearman correlation coefficient = 0.948

» Dako 28-8 versus Dako 22C3, Spearman correlation coefficient = 0.954

>1% 91.7 (89.3) 93.7 (91.7) 91.1(88.7)
>10% 92.9(90.7) 94.9 (93.0) 92.7 (90.5)
>25% 94.9 (93.0) 96.6 (94.9) 94.3 (92.3)
>50% 95.9 (94.2) 97.2 (95.6) 93.5 (91.4)

The positive percentage agreement (PPA) and negative percentage agreement
(NPA) mostly showed >90% agreement, with more variability in the PPA.

PPA and NPA between assays at multiple expression cutoffs?

Reference assay at specified PPA NPA
expression cutoff (lower 95% Cl), % (lower 95% ClI), %

Dako 28-8 21%

Dako 28-8 210%

Ventana SP263 >25% 90.1 (85.5) 97.5 (95.6)
Dako 22C3 250% 97.5(93.7) 97.0 (95.2)

Adapted from Ratcliffe et al. 2017.2
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D RATCLIFFE ET AL. 2017 SCHEEL ET AL. 2018
PPA and NPA between assays at multiple expression cutoffs? (continued) » All Four assays (28-8, 22C3, SP142, SP263) were tested?
Reference assay at specified PPA NPA » Assays 22C3 and 28-8 showed similar concordance coefficients for
expression cutoff (lower 95% Cl), % (lower 95% ClI), % the >1% and >50% cut-offs in the near-perfect range (k=0.82-0.89)3
Dako 28-8 21% 90.4 (87.1) 93.5(89.9) » Assay SP263 showed perfect agreement for the >50% cut-off (k=1),
Dako 28-8 510% 91.4 (87.6) 94.0 (91.1) whereas the coefficients of the >1% cut-off had limited validity,
owing to the high ratio of positive cases (k=0.76)3

Ventana SP263 225% .

» Assay SP142 showed substantial concordance for the 1% cut-off
Dako 22C3 250% 91.7 (86.4) 94.1(91.7)

(k=0.71) and near-perfect concordance for the >50% cut-off (k=0.95)3

» Atthe >50% cut-off for TCs, assays 22C3 and 28-8 detected five of
PPA and NPA between assays at multiple expression cutoffs? (continued) 15 positive cases, assay SP263 six of 15, and assay SP142 three of 15°

Reference assay at specified PPA NPA
expression cutoff (lower 95% Cl), % (lower 95% Cl), % 4 ADAM ET AL. 201 7

Dako28-821% 92:5(89.4) 255 ) » Three assays were tested: 28-8, 22C3 and SP263*
Dako 28:8210% 94.8(91.5) 95.1(92.4) » The 28-8, 22C3 and SP263 assays were highly concordant for tumour
Ventana SP263 225% 86.0 (80.8) 98.8 (97.2) cell and immune cell staining across the Dako or Ventana platforms
o . (R2=0.886 t0 0.953)*

ako 22C3 250%

Adapted from Ratcliffe et al. 2017.?
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SUMMARY FURTHER INFORMATION

There is a reasonable » SP263 can be used to identify patients suitable for pembrolizumab and nivolumab, based on a method
comparison study carried out by AstraZeneca, which compares data from currently available PD-L1 assays,
PD-L1 IHC 22C3 pharmDx (used in the clinical studies of pembrolizumab), PD-L1 IHC 28-8 pharmDx (used

agreement of PD-L1
assays in NSCLC'+ in the clinical studies of nivolumab) and VENTANA PD-L1 (SP263) Assay®
» Laboratory-developed tests (LDTs) were also tested, showing more variable results*

Adverse events should be reported.
Reporting forms and information can be
found at
https://yellowcard.mhra.gov.uk/ or search
for MHRA Yellow Card in the Google Play
or Apple
App Store. Adverse events should also be
reported to MSD (Tel: 0208 154 8000)
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