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TBB-LLL:

Fragments of lung parenchyma showing lymphanagitis
carcinomatosis, from lung adenocarcinoma origin.

The malignant cells in the blood vessels are positive in TTF1, CK7

and PanCK.
CD31 is positive in the blood vessels.
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ALK & ROS1 gene rearrangement

The analysis was performed on case number 19-10541.

# ALK protein expressi ~lis-{besed on platform criteria) predicts the presence of ALK
rearrangement and response to therapy with a targeted inhibitor, such as crizotinib and ceritinib.

KU=a>1 D0 I | - agatives
#Absence of ROS1 protein expression in cancer cells suggests that this tumor is unlikely to harbor ROS1
rearrangement and to respond to treatment with a targeted inhibitor, such as crizotinib.

Note:

i 5% of lung adenocarcinomas have a chromosomal rearrangement involving the ALK gene, most
commonly in the form of an intrachromosomal inversion leading to the EML4-ALK fusion product associated
with ALK protein overexpression. Patients with this tumor type are responsive to therapy with ALK tyrosine
kinase inhibitors, such as crizotinib. The FDA has approved the use of the Ventana ALK (D5F3) CDx Assay as a

ROS1 rearrangement occurs in 1%‘1:& 204 of non-small cell lung carcinomas and predicts response to crizotinib
therapy. IHC using the available D4D6 antibody appears to be a robust screening tool, but due to suboptimal
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The analysis was performed on case number 19-10541
A complete histo-pathological report can be found at this pathological report number.

Pembrolizumab Lung Cancer IHC Interpretation Algorithm as Assessed in the
KEYNOTE-001/010 and KEYNOTE-024 Trials:

» Strongly positive: 50% or more of the tumor cells express PD-L1 protein.

- Adequacy of sample for testing:
Adequate, more than 100 tumor cells present.

- Adequacy of controls:
Adequate external control. Known laboratory control was stained adequately.
Adequate internal control. Some of the macrophages and lymphocytes exhibited positive staining.

Note:
PD-L1 expression testing-IHC: The tumor's PD-L1 expression was measured using Ventana's XT Benchmark
using IHC PharmDx (clone 22C3, Dako), UltraView detection kit (FDA approved, Ventana), following the Israeli
validation protocol (Neumann
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Molecular Pathology report:

om a next-generation sequencing (NGS)

he DNA within 22 cancer-related genes.
FPE block number 19-10541/1/1.

The following report provides information fr
based assay which identifies alterations in t
The test was performed on DNA extracted from a F
The tumor cell fraction was 15% (See Note).

Test results:
Tumor diagnosis:

Lung adenocarcinoma.

EGFR mutation status:
Wildtype (WT) EGFR sequences detected in the specific regions in EGFR gene

that were tested.
Note: Due to the low percentage of tumor cells in the specimen, EGFR mutation analysis had been
assay. The same result was obtained: WT EGFR for the

also performed by a real time PCR based
examined mutations.

the lonAmpliseq Colon and Lung Cancer Research Panel V2 (CE-IVD). The

nel was designed to cover point mutations in 22 genes, commonly mutated in colon and lung cancer. The
list includes KRAS, EGFR, BRAF, PIK3CA , AKT1, ERBB2 , PTEN, NRAS, STK11, MAP2K1, ALK,
DDR2, CTNNB1, MET, TP53, SMAD4, FBXW?7. FGFR3, , NOTCH1, ERBB4, FGFR1, FGFR2, The sequencing
ina the Torrent Suite and lon Reporter Software, which is specifically optimized for data

results were analyzed using
TM EGFR 29 Mutations

analysis from this system.
EGFR mutation status by real time PCR had been performed using the AmoyDx ‘
detection of 29 mutations in the EGFR gene, including: 19 deletions in &xon
in exon 20, and G719X in exon 18. The

Detection Kit. This Kit allows the
19. L858R and L861Q in exon 21, T790M, 5768! and 3 insertions
analytical sensitivity of the testis 1-2.5% mutant DNAn 2 background of 99% normal DNA.
Molecular analysis was performed by Dr. Irit Solar, PhD
449 PAPYAN 'HY19 : NNNID RN
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