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OncqgSol CGP 550+
Next Generation Sequencing

CHlinicall Indicatloung Carcinoma

Specimen : SHides from P. BHock: 4317/22 (6)
Tumer Content ¢ Cell Bulari49%; Adequate
Site: Left Lung Biopsy

Test Resu I t Summary

POSITIVE
Clinicall By relevant actionable Variant and Fusion detected in this subject

NEGATIVE
No clinicall By evant Copy Number VVariant (CNV) was detected in this subject

Amino acid change/

Gene |CDS variant detaills
Exon No.

Variant Classification (AMP/ASCO/CAP)

Tier; IA
FDA Approved Drug L abe Bafatinib, amivantamab +
B azertinib, acomitinib, er Botinib + ramucirumab, gefitini
osimertinib, osimertinib + chemotherapy, amivantamab,
chemotherapy and datopotamab deruxtecan-d I nk

p.G Bu746 AR a750d(l /586x/
EGFR|c.2236 2250de | GAAT TAAGAGAAGCA ERbT ooy

Fuson G [orapoint _|Total reac
NAV1::NTRK2 chr1:201821519: chr9:84814045 8002

Mu I ti-gene Biomarker Resu Il ts:

CDS variant detaill's Amino acid change/ Exon No.

Microsate I Rite Instability (MSI) High High Microsate I Bite Stabillity detected.
. 10.88 Moderate response anticipated towards
Tumor Mutation Burden (TMB) Mutations/Mb (Intermediate) Immuno-Onco B ogy therapy

*Genetic test resul ts are reported based on the recommendations of AMP-ASCO-CAP guide Rines. #Corre B ation of the genetic findings with the c Binicall condition of the patient is required to arrive at an accurate diagnosis, p
or therapeutic decisions

Additiona l Biomarkers Detected

This section provides information about variants that do not have any therapeutic vall ue. owever, these variants may or may not hav
Bike By oncogenic effect.

CDS detai 1 §Amino acid change/ Exon No. |Owverall I depth/ Mutant AN Belle PercentVarlant Effec
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| None |

Variant CHlassification as per AMP-ASCO-CAP Guide Bines

Variant A change in a gene. This cou ld be disease causing (pathogenic) or not disease causing (benign).

Lewvell, Aiomarkers that predict response or resistance to US FDA-approwved therapies for a specific type of tumor or
hawve been inc Buded in professionall guide Bines as therapeutic, diagnostic, and/or prognostic biomarkers for specifid
types of tumors;

Lewvel, Biomariers that predict response or resistance to a therapy based on we I B- powered studies with consensus
from experts in the fieBd or have diagnostic and/or prognostic significance of certain diseases based on we I B-powg
studies with expert consensus.

Lewvell, Giomarlers that predict response or resistance to therapies approved by FDA or professional societies for a
different tumor type (i.e., off-Babel use of a drug), serve as inc Busion criteria for clinical trials, or have di
and/or prognostic significance based on the resul ts of mull tip e small I studies.

Lewvell,Diomarkers that show p Bausib Be therapeutic significance based on prec Binicall studies or may assist disease
diagnosis and/or prognosis themse B'ves or allong with other biomarkers based on small B studies or mu B tip Be case rep
with no consensus.

Tier I: Variants o
Strong Clinical
Significance

Tier 1l:Variants ¢
Potentiall CHinig
Significance

Tier 111
Variants of Not observed at a significant all Bele frequency in the generall or specific subpopu lation or pan cancer or tumo
alGlela el HlgI(er-¥ [\variant databases. No convincing pub Risted evidence of Cancer Association

significance

MSI Unstab e Loci

MSI - Stab e 1-18
Intermediate/ No Call 1819
MSI - Unstab le >19

TMB Category Interpretation
1-5 Mutations/Mb Low Un B ike B ytobenefit from Immuno-Onco B ogy therapy .-

|6-19 Mutations/Mb Hlntermediate ||Moderate response  anticipatedtowards Immuno-Onco B ogy therapy. |
|>20 Mutations/Mb ||High ||Good andsignificantresponse expected tolmmuno-Onco logy therapy |

Test Attributes, Methodology:

e This is a Next Generation Sequencing based test which identifies genetic all terations in a compreiensive panell of >500 genes which
can impact response to approved therapy for a particular cancer type. Some of the all terations detected may hawve beari
prognosis and/or therapeutic options and may provide re Bevant information that all Bows doctor to consider various Bines ¢
treatment for the patient.

e Samp Be preparation and Library preparation: DNA iso Bated from FFPE or any other fresh tumor tissue source was used to per
targeted gene capture using a custom capture kit. The Bibraries were sequenced to mean >500X coverage on Thermofisher
sequencing platform. The Oncomine™ Comprehensive Assay Plus is a targeted, next-generation sequencing (NGS) assay that
provides a comprehensive genomic profiling so Bution appropriate for formalin-fixed paraffin-embedded (FFPE) tissues. The
all Bows concurrent anallysis of DNA and RNA to simu I taneous By detect mu ll tip Be biomarkers associated with targeted and
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DEPARTMENT OF MOLECULAR DIAGNOSTICS-II
ONCQSOL CGP 550+ WITH PD-L1

cleckpoint research, inc Buding comprefiensive targets that are reBevant in cancer, in a sing e workf I ow.

e Bioinformatics Anallysis and Reporting: The sequences obtained are aBigned to human reference genome (GRCh37/hg1%) and variant
analysis is performed using set of Bioinformatics Pipeline. VVariant call Bing, annotation and c lassification of the varic
using ion reporter 5.2.0 software. Clinicall By relevant mutations are annotated using pub Bished variants in Biterature
databases — ClinVar, COSMIC and dbSNP. Common variants are filtered based on allele frequency in 1000 Genome Phase 3, EXAC,
EVS, dbSNP147, etc. Non-synonymous variants effect is call culated using mull tip e algorithms such as Po ByPh
MutationTaster2, Mutation Assessor and LRT. Sillent variations that do not resull t in any change in amino acid in the codi
are not reported. It enables the identification of SNV, Indels, Gene Bevell copy number variants, TMB score, MSI status,
aneup Boidy, gene fusions, Hfomo B ogus recombination deficiency through Genomic instability metric (GIM), Gene LOK fc
BRCA1/BRCA2 and other HRR genes, full I cowverage of DNA repair patiways inc Buding HRR and MMR Genomic instabi Bity met
(GIM) is a nove I metric to quantify genomic scars/instabi Bity associated with iRD. It is based on genomic segmentation2 using
B og2 ratios and Bog odds for SNP all Bele frequencies, which all Bows to summarize different unba lanced copy number even
autosomes. It ranges from 0-100, and higher va Bues indicate more genomic instabi lity.

e The performance of the was verified using both commercia l By sourced reference controls and FFPE samp Bes. Tumor Mutation Bu
(TMB) & Microsate I Bite Instability: study potentiall response to immunotherapies with measurement of tumor mutationall bur
(TMB), predisposition to genetic typermutability by comparing microsatell Bite instability (MSI) regions and ana lyse mu1
signatures for insights into etioBogicall factors in tumorigenesis.

e This kit enab Bes us to detect Genomic instabi Bity matrix (GIM). Genetic InstabiBity Metric (GIM) is a proprietary measurement
Reporter™ software that quantifies genomic scarring associated with Homologous Recombination Deficiency (HRD). The GIM is a
numeric va B ue between 0 and 100 that summarizes unba lanced copy number changes using genomic segmentation. GIM val ues are
higher in HRD-positive samples than they are in HRD-negative samples in ovarian cancer (GIM values 216). Higher value correlate
with the observation of more genomic instability in the samp Be. The sensitivity of the assays depends on the qua Bity of the samp
and tumor content.

Comprehensive Genomic Panel gene list:

STATSS

TGFBRI"

TRARAP*
TSHR"
UZAF1
usPg
WAS®
XPO1
YAPY
YES1
INF21T
INF429
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CDS genes (n=22T)

AR 1 1 D 1 BV M

AKT1
AKT2
AKT3
ALK
AR
BRAF

™ BRCAT NUTMT

. COKN2A  PICICA
EGFR PiK3C8
ERBEZ PPARG
ERBEER4 PRICACA

- ERG PRIACE
ESR1 RAF1
ETVYI RARA
ETv4 RELA

A ETVS RET

EGFR? ROS1
FGFRZ RSPO2
FGFRI RSPO3
MAPIKE  STATE
MET TERT
MTAP TFE3
MYE TFEB
MYBLT VAP
NOTCH1

Disclaimer:

DNA studies do not constitute a definitive test for the se Bected condition(s) in all I individualls. It should be realized that there
sources of error. Errors can resull t from trace contamination, rare technicall errors, rare genetic variants that interfere with anally:
scientific deve lopments, and all ternative c Bassification systems. This test shou B d be one of the many aspects used by the hea B
provider to he B p with a diagnosis and treatment pBan. The contents of this test shouBd be carefull By assessed by the treating physici
further interpreted along with c Binical, ftistopatho Bogicall findings, contraindications and guide B ines before deciding the course ¢
Most recent b B ock is recommended for testing as the mutation profille may change in response to treatment and hence differ at differe
samp Bing points. Certain genes may not be covered comp Betely, and few mutations could be missed. A negative resull t cannot rull
possibi Bty that the tested tumor samp Be carries mutations not previous By associated with cancer and hence not inc Buded in the pane
accuracy and comp Beteness may vary due to variabBe information availlable in different databases. The c Bassification of
unknown significance can change over time. Synonymous mutations were not considered whi Be preparing this report. The mutations hawve
not been confirmed using Sanger sequencing and/or all ternate tecino B ogies. To rulle out germ Bine mutations i.e. variant with varia
frequency at nearly 50% or 100%, who Be b Bood samp e is recommended to process a long with tissue samp Be. No other variant
warrants to be pathogenic was detected. Variations with high minor all Bele frequencies which are benign/ Rike By benign will B be given L
request. Due to poor quallity of FFPE DNA, indeterminate resull t due to Bow gene coverage or Bow variant depth cannot be rulled
sensitivity of the assays depends on the qua Bity of the bl ock, and tumor content

References:

e Li, Marillyn M., et all.. "Standards and guide Bines for the interpretation and reporting of sequence variants in cancer: a join
recommendation of the Association for Mo Becular Pathio B ogy, American Society of CHinicall Oncology, and Coll Bege
Patho Bogists.” The Journall of Mo Becu Bar Diagnostics (2017) 19(1): 4-23. PMID: 27%3330.

e Richards, Sue, et all. "Standards and guide Bines for the interpretation of sequence variants: a joint consensus recommendation ¢
American Co I Bege of Medicall Genetics and Genomics and the Association for Mo Becu lar Patho Bogy." Genetics in Medicini
17(5): 405. PMID: 25741868.

e Forbes, Simon A., et all. "COSMIC: somatic cancer genetics at high-reso Bution." Nuc Beic Acids Research (2016) 45(D1): D777-
PMID: 278%9578.

® Exome Aggregation Consortium et al. “Analysis of Protein-Coding Genetic Variation in 60,706 Humans.” Nature (2016) 536(7616):
285-291. PMID: 27535533.

® The 1000 Genomes Project Consortium. “A Global Reference for Human Genetic Variation.” Nature (2015) 526(7571): 68—74. PMID:
26432245,
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Note: The performance of this Test fas been eva Buated at Oncquest Laboratories Ltd.
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PDL.1 (22C3) IHC by Dako
FFPE (Tissue) / FFPE Tissue B B ock

LAB. NO:I/xxxxx /25

CL INICAL DETAILS
XXXXX

SITE: XXXXX

SPECIMEN DETAILS
Received xxxxx paraffin bBock Babeledxasxxx for IHC.

Adequate Tumor Cells (= 100 cells) present : Yes/No

TEST SCORE

Tumor proportion score (TPS)  XXXXX %

PD-L122C3 (DAKO)Combined positive score (CPS) XXXXX

IKC INTERPRETATION:

Scoring of PD-L.1 is tumor site specific.

Staining can be present in both immune cel B and tumor cel B components.

Tumor cell Bs : Any amount of partiall or comp Bete membrane staining is evaluated. Cytop Basmic staining is not inc

Immune cel I's : Both membrane or cytop Basmic staining of inf Bammatory cel Bs (Bymphocytes or macrophages) is count

Resu I ts are reported as TPS (Tumor proportion score) or CPS (Combined positive score) -

- TPS (Tumor proportion score) : Percentage of viab Be tumor cell Bs stowing partiall or comp Bete membrane staining ¢
intensity reBative to al I viabBe tumor cell Bs present in the samp He

- CPS (Combined positive score) : Number of PD-L1 staining cell Is (tumor cel s, Bymphocytes, macrophages) divided t
total viable tumor cel Bs, mull tip Bied by 100.

Clinical Utility —
-Non Small I Cel I Lung Carcinoma (NSCL.C).
- Gastric or Gastroesophageal junction adenocarcinoma

- Cervicall carcinoma
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- Urothe Biall carcinoma
- fead and neck, squamous cel B carcinoma (INSCC).

- Trip Be Negative Breast Cancer (TNBC)

Non smal I cel I Nung carcﬂqe%n&aand neck squamous cel I carcinoma (INSCC)

CPS divided into 3 groups:
CPS<1: no PD-L1 expression
CPS>1: PD-L1 expression
CPS>20: PD-L1 expression

TPS divided into 3 groups:
TPS< 1%: no PD-L.1 expression
TPS 1-4%%: PD-L.1 expression
TPS250%: high PD-L1 expression
Cervical carcinoma

CPS divided into 2 groups:
CPS<1: no PD-L.1 expression
CPS21: PD-L1 expression

Gastric/ gastroesophageal junction adenocarcinoma
CPS divided into 2 groups:
CPS<1: no PD-L.1 expression
CPS21: PD-L1 expression

Trip Be negative breast cancer (TNBC)
Urotfeliall carcinoma

CPS divided into 2 groups:

CPS<10: no PD-L_1 expression

CPS210: PD-L1 expression

UrotheBiall carcinoma

CPS divided into 2 groups:
CPS<10: no PD-L.1 expression
CPS210: PD-L1 expression

Note —

- Fixation : This test has been validated for non-deca Il cified paraffin embedded tissue specimens fixed in 10% neutral
buffered formalin.

- This assay has not been validated on tissues subjected to the decall cification process and/ or use of all ternative fi
for bone/ bone marrow specimen or cel I bl ocls.

- The impression is based on the material submitted and is not a comp Bete surgicall patho logy report

- Fallse negative IHC resu B ts due to inadequate fixation of the materiall sent for evaluation cannot be exc Buded.

- ALK positive and negative contro s show expected reactivity.
- Test performed using DAKO Autostainer and detection system s Po Bymer iRP.

*** End OF Report ***

Disclaimer: All Results released pertain to the specimen submitted to the lab

. Test results are dependent on the quality of the sample received by the lab

. Tests are performed as per schedule given in the test listing and in any unforeseen circumstances, report delivery may be delayed
. Test results may show interlaboratory variations

. All dispute and claims are subjected to local jurisdiction only. Clinical correlation advised.

. Test results are not valid for medico legal purposes

. For all queries, feedbacks, suggestions, and complaints, please contact customer care support +0124 665 0000
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