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PATIENT INFORMATION
Name: JOHN SMITH

Gender: MALE
Birthday: 04/22/1937

Age: 79

Address: 14 Any Street, Any Village
Any City, Philippines

SAMPLE
Source: FFFPE

Lab ID: TGZY160317

Date Collected: 10/23/2016
Date Received: 10/28/2016

Date of Report: 11/06/2016

REFERRING PHYSICIAN

Name: Oncologist,

M.D.

Institution: Oncology Practice

Address: 21 Any Street

Any City, Philippines

Contact: +632 123-4567

Tumor Profile for John Smith
ICD-10: C34.11: Malignant neoplasm of upper lobe, right bronchus or lung

Result: POSITIVE

Mutations Detected: EGFR-E746_AT750del, EGFR-T790M

Targeted Theraples
Gefitinib, Erlotinib,
Afatinib

Dacomitinib

Osimertinib

Targeted Therapies |

Gefitinib, Erlotinib

THERAPIES WITH POTENTIAL CLINICAL BENEFIT
SAME TUMOR TYPE

LACK OF CLINICAL BENEFIT
SAME TUMOR TYPE

Gene Alteration

EGFR-E746_A750del

EGFR-E746_A750del

EGFR-T790M

Gene Alteration

EGFR-T790M

OncoGxSelect Repart for John Smith

Lataratory Director James Darmody, PRO | CLIS ID: 0005783 | CLIA 1D: 31D2028676

THERAPIES WITH POTENTIAL CLINICAL BENEFIT ‘7[
DIFFERENT TUMOR TYPE

Targeted Therapies
Erlotinib

A
&

Q

OncoGxSelect™

Solid Tumor Genetic
Profiling

Gene Alteration

EGFR-E746_A750del

Drug Target

EGFR-Exon19_del

EGFR-T790M

CLINICAL TRIALS TO CONSIDER

# Clinical Trials

Rav1
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KEY FINDINGS
1. Potential Clinical Benefit in Non-Small Cell Lung Cancer with Gefitinib, Erlotinib, Afatinib due to EGFR
E746_AT750del.
Potential Clinical Benefit in Mon-Small Cell Lung Cancer with Dacomitinib due to EGFR ET46_AT50del.
Potential Clinical Benefit in Mon-Small Cell Lung Cancer with Osimertinib due to EGFR T790M.
Potential Clinical Benefit in CN3 (NSCLC metastases) with Erlotinib due to EGFR ET46_AT50del.
Potential Drug Resistance in Mon-Small Cell Lung Cancer with Gefitinib, Erlotinib due to EGFR T790M.
* The Ke]rFrm'.lngs =echion is an averview of polential therapeufic benefit or lack thereof. Please refer to the information below for defails.

SESPRN

Medically Actionable Alterations

THERAPIES WITH POTENTIAL CLINICAL BENEFIT - SAME TUMOR TYPE

Alteration Detected Therapies Tumor Type Reference
- . . Maon-Small Cell e
EGFR E746 AT50del Gefitinib, Erlotinib, Afatinib NCCHN Guideline
= Lung Cancer
EGFR E746_AT750del Dacomitinib Non-Small Cell | Ramalingam SS, et
- Lung Cancer al. 2012
EGFR T790M Osimertinib Non-Small Cell NCCN Guideline

Lung Cancer

THERAPIES WITH POTENTIAL CLINICAL BENEFIT - DIFFERENT TUMOR TYPE

Alteration Detected Therapies Tumor Type Reference
EGFR E746_AT50del Erlotinib CNS (NSCLC NCCN Guideline
metastases)

THERAPIES WITH POTENTIAL DRUG RESISTANCE - SAME TUMOR TYPE

ration Detected Therapies Tumor Type

EGFR T790M Gefitinib, Erlotinib Non-Small Cell NCCN Guideline
Lung Cancer
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CLINICAL TRIALS TO CONSIDER

1. EGFR-Exon19_del Associated Clinical Trials

Title

Locations#

Therapies

Afatinib

Edotinib,
Gefitinib,
ASPE2T3

AZDAZN

Ramucirumab,

Erlotinib

Erlotinib
Hydrochloride

MCT02514174

NCT02588261

MCT02511106

MCT02411448

MCT02193282

A Single Arm Phase IV Study of Afatinib in
Elderly Patients With Stage IV or Recurrent
MNon-Small Cell Lung Cancer Whose Tumors
Have Epidermal Growth Factor Receptor
(EGFR) Exon 19 Deletions or Exon 21(L858R.)
Substitution Mutations

An Open-label, Randomized Phase 3 Efficacy
Study of ASP8273 vs Erlotinib or Gefitinib in
First-line Treatment of Patients With Stage
HE/NY Mon-small Cell Lung Cancer Tumars With
EGFR Activating Mutations

A Phase I, Double-blind, Randomized,
Placebo-controlled Multi-centre, Study to
Assess the Efficacy and Safety of AZD9291
Versus Placebo, in Patients With Epidermal
Growth Factor Receptor Mutation Positive Stage
IB-llA Non-small Cell Lung Carcinoma,
Following Complete Tumour Resection With or
Without Adjuvant Chemotherapy (ADAURA)

A Multicenter, Randomized, Double-Blind Study
of Erletinib in Combination With Ramucirumab
or Placebo in Previously Untreated Patients
With EGFR Mutation-Positive Metastatic
Mon-Small Cell Lung Cancer

Randomized Double Blind Placebo Controlled
Study of Erlotinib or Placebo in Patients With
Completely Resected Epidermal Growth Factor
Receptor (EGFR) Mutant Mon-small Cell Lung
Cancer (NSCLC)

California,
Hawaii

California,
Cregon

California,
Hawai

California,
Hawaii

California,
Hawaii
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#HELICE

NCT ID

Erlotinib,
Gefitinib,
ASPB2T3

NCT02585261

An Open-label, Randomized Phase 3 Efficacy
Study of ASP8273 vs Erlotinib or Gefitinib in
First-line Treatment of Patients With Stage
B/ Mon-small Cell Lung Cancer Tumors With
EGFR. Activating Mutations

California,
Oregon

AZDE291

NCT02511106

A Phase lll, Double-blind, Randomized,
Placebo-controlled Multi-centre, Study fo
Assess the Efficacy and Safety of AZD9291
Versus Placebo, in Patients With Epidermal
Growth Factor Receptor Mutation Positive Stage
IB-11lA Mon-small Cell Lung Carcinoma,
Following Complete Tumour Resection With or
Without Adjuvant Chemotherapy (ADAURA)

California,
Hawaii

Afatinib
Dimaleate,
Cetuximab

NCT02438722

A Randomized Phase /Il Trial of Afatinib Plus
Cetuximab Versus Afatinib Alone in
Treatment-Maive Patients With Advanced,
EGFR. Mutation Positive Mon-small Cell Lung
Cancer (NSCLC)

California,
Washington

INC280,
Mivolumab,
EGF816

NCT02323126

A Phase I, Multicenter, Open-label Study of
EGF&16 in Combination With Nivolumab in
Adult Patients With EGFR Mutated Mon-small
Cell Lung Cancer and of INC280 in Combination
With MNivolumab in Adult Patients With cMet
Positive Non-small Cell Lung Cancer

Alabama

Osimertinib

NCT02759835

A Pilot Study of Local Ablative Therapy for
Treatment of Oligoprogressive, EGFR-mutated,
Mon-Small Cell Lung Cancer (NSCLC) After
Treatment With Osimertinib (AZD9291,
Tagrisso)

Maryland

# The two locations closest fo the patient's address based on zip code are shown (for US locafions, otherwise show all jocations).
Nore: Select clinical trials are shown. For a full list of clinical trials, please search the ClinicalTrials.gov website.
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ALTERATION DETAILS WITH THERAPEUTIC IMPLICATIONS BY TUMOR TYPE

EGER

Gene: EGFR Nucleotide: c.2235_2249del
Alteration Detected: E746 AT30del

Response to Gefitinib, Erlotinib, Afatinib,
Dacomitinib:

Response to Erlotinib:

Pathways: RAS/RAF/MEK/ERK signaling pathway

Variation Type: Deletion

= Potential Clinical Benefit in Non-5Small Cell Lung
Cancer

= Potential Clinical Benefit in CN5S (NSCLC metastases)

EGFR
Gene: EGFR Nucleotide: c.2369C>T
Aheration Detected: T790M

Response to Osimertinib:

Response to Gefitinib, Erlotinib:

Pathways: RAS/RAF/MEK/ERK signaling pathway

Variation Type: Missense

= Potential Clinical Benefit in Non-5Small Cell Lung
Cancer

> Potential Drug Resistance in Non-Small Cell Lung
Cancer
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LIST OF ALL ALTERATIONS AND RESULTS

T1151_L1152insT Indel Megativel-)
ALK F1174L =10 Hegative-)
L1194M =1 1Y Megative-)
G1202R SHY Megative-)
51208y =1 1Y Megative-)
312084 =1 1Y Megative-)
EMLE-ALK Fusion Megativel-)
KIF5B-ALK Fusion Hegative-)
TFG-ALK Fusion MHegative|-)
STRMH-ALK Fusion MHegative(-)
Gasgy =1 1Y Megative-)
BRAF G450 =10 Megativel-)
G450E =10 Hegative-)
G488L =1 1Y Megative-)
Gagay SHY Megative-)
DHa45 =1 1Y Megative-)
DEL4y =1 1Y Megative-)
G5H0E8R =10 Megativel-)
L5a7c =10 Hegative-)
L5ETR =1 1Y Megative-)
LEETE SHY Megative-)
LEaTY =1 1Y Megative-)
WEooD =1 1Y Megativel-)
WBOOE =10 Megative(-)
WEDDG =1 1Y Megative-)
WEOOK SHY Megative-)
WE0OM =1 1Y Megative-)
YEOOR =1 1Y Megative-)
KB0ME =10 Megativel-)
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GT 184 SNV Megative(-)

EGFR GT18C SNV Megative(-)
GT185 SNV Megative(-)
KT45_AT50del Indel Megative(-)
ET48_aAT50del Indel Positive{+)
ET48_aATS0delELREA, Indel Megative(-)
ET48_ST52delinsA, Indel Megative(-)
LT47_S752del Indel Megativel-)
Lyd7_Pr53delinss Indeal Megativel-)
ATEI_YTE4insFQEA Indeal Megativel-)
GTTEL SNV Megativel-)
GT7E_r77insVeC Indel Megative(-)
ATTE_GTTBins WA, Indel Megative(-)
DTT0_M7T1insEVD Indel Megative(-)
TTE0M SNV Positive{+)

LE5ER SNV Megative(-)

Laa1a SNV Megative(-)

LEg1R SNV Megative(-)
Exon18_del Indel Megative(-)
Exonif_ins Indel Magativa(-)
Exon2_ins Indel MNegative(-]
Amplification CHY MNegative(-]
GETTEL SNV Megativel-)
ERBEZ ATTE_GTTRinsY WA Indeal Megativel-)
GT7a_vr7rinsvVc Indeal Megativel-)
Amplification GV Megativel(-)
WEETR SNV Megative(-)

KIT WEGEM SNV Megative(-)
WESBD SNV Megative(-)

L&vrarF SNV Megative(-)

KB4ZE SNV Megative(-)
Ca1aH SNV Megative(-)
Amplificaton CNW Magativa(-)
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G12A SMY Megafive(-)

KRAS G122 EMV Megative(-)
G120 EMV Megafive(-)

G12R SHY Megative(-)

G125 EMV Megative(-)

G12v EMV Megative(-)

G13A SHY Megative(-)

G13C EMV Megative(-)

3130 EMV Megative(-)

G13R SHY Megative(-)

G135 EMV Megative(-)

G133V EMV Megative(-)

QE1H EMV Megative(-)

Q&K EMV Megative(-)

2a1L EMV Megative(-)

Q&1P EMV Megative(-)

Q1R EMV Megative(-)

AT4EP SMY Megafive(-)

AT4ET EMV Megative(-)

AT4EW EMV Megafive(-)

MAPZK1 C1218 SMY Megafive(-)
Arnplification MY Megative-)

MET Exon14_skipping MNegative(-)
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G124 SHY Hagative(-)

HRAS Gi2c SHY Hagative(-)
G120 SHY Hagative(-)

G1ZR SHY Hagative(-)

G125 SHY Hagative(-)

G12v SHY Hagative(-)

G134 SHY Hagative(-)

G13c SHY Hagative(-)

G130 SHY Hagative(-)

G13R SHY Hagative(-)

G135 SHY Hagative(-)

G113V SHY Hagative(-)

QE1H SHY Hagative(-)

Qe1K SHY Hagative(-)

QBIL SHY Hagative(-)

Q8P SHY Hagative(-)

QE1R SNV Hagative(-)

E542K SHY Hagative(-)

PIK3CA E545K SHY Hagative(-)
H1047R SHY Hagative(-)

CRI4R SHY Hagative(-)

RET CAIAW SHY Hagative(-)
Caa4Y SHY Hagative(-)

M@18T SHY Hagative(-)

CCDCA-RET Fusion Hagative(-)

NCOA4-RET Fusion Hagative(-)

KIFSE-RET Fusion Hagative(-)

LRIG-ROS1 Fusion Hagative(-)

ROS1 TPM3-ROS1 Fusion Hagative(-)
EZR-ROS1 Fusion Hagative(-)

SDC4-ROS1 Fusion Hagative(-)

GOPC-ROS1 Fusion Hagative(-)

SLC34A2-ROS1 Fusion Hagative(-)

CO74-ROS1 Fusion Hagative(-)
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ABOUT GENES

EGFR

Epidermal growth factor receptor (EGFR) belongs to a family of receptor tyrosine kingses [RTES) that include
EGFR/ERBE1, HERZ'ERBE2MEU. HERI/EREB3, and HER4/ERBE4. The binding of ligands, such as epidermal
growth factor (EGF), induces a conformational change that facilitates receptor homo- or hetercdimer formation,
thereby resulting in activation of EGFR tyrosine kinase activity. Activated EGFR then phosphorylates ifs substrates,
resulting in activation of muliple downstreamn pathways within the cell, including the PI3K-AKT-mTOR patheay,
which is invalved in cell survival, and the RAS-RAF-MEK-ERK pathway, which is involved in cell praliferation.

Mutation location i i tei
ET48_ATEQdel Kinase domain (exon 18) ; TYB0M: Kinase domain (exon 207

Mutation prevalence

EGFR mutstion frequency in Mon-Small Cell Lung Cancer; 28, 10%(21403/781858)

EGFR-ET48_ATEOdel mutation frequency from all EGFR mutations in Mor-Small Cell Lung Cancer:
2.08%1720/21403)

EGFR-TTE80M mutation frequency frem all EGFR mutations in Mon-Small Cell Lung Cancer: 4.97%({1083/21403)

Effect of mutstion

EGFR-ET48_ATS0del is an activating mutation. EGFR actvating mutations or amplification may predict sensitivity to
Egfr-targeted therapies, incleding inhibitors of mulfiple ErbE family members, and several have received FOA
approval in some umor types (Mok et al., 2008, Rosell ef al., 2008, Tsao et al., 20058), Egfr activation or
overexpression may also lead to activation of the PI3K and MAFK pathway and may confer sensitivity to PI3K and
MAPK pathway inhibitors (Bancroft et al., 2002).

EGFR-TTS20M is an activating mutation. EGFR activating mutations or amplification may predict sensitivity to
Epgfr-targeted therapies, including inhibitors of multiple ErbB farmily members, and several have received FOA
approval in some umor types (Mok et al., 2008, Rosell ef al., 2008, Tsao et al., 2005). Egfr activation ar
overexpression may also lead to activation of the PI3K and MARPK pathway and may confer sensitivity to PI3K and
MAPK pathway inhibitors (Bancroft et al., 2002). EGFR TT20M has been reported to confer resistance to the first
generation Egfr TKls erlotinib and gefitinib (Li et al., 2007). Third generation irreversible Egfr TKIs that target the
EGFR TTO0M mutation, such as reciletinib and osimerinib, have shown efficacy in HSCLC cases that harbor EGFR
T780M and are resistant to first generation Egfr TEls (Wang et al., 2015; 1A5LC 2015, Abstract 243, Sequist ef al.,
2015, Mitsudomi et al., 2015; 1ASLC 2018, Abstract 1408, Janne et al., 2018). Osimertinib has been approved by the
FOA for the treatment of EGFR TTB0M-mutant metastatic MECLC (Yang et al., 2015; IASLC 2015, Abstract 943,
Mitsudomi et al., 2015; |1ASLC 2015, Abstract 1408).
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CANCER DRUG INFORMATION

IHES SAE {G-Eﬁhnlhl
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Table 1: OncoGx Select™ Panel Genes

OncoGxSelect™ iz an amplicon-based cancer test panel designed to provide sensitive and accurate genomic
analysis on genes frequently mutated in cancers. EGFR, KRAS. BRAF, NRAS, ERBBZ. ALK, PIKICA, MAPZK1,
KIT, MET. RET and ROS1. Using Mext Generation Seguencing (MGS) based technalogy. this test detects point
mutations, small insertions/deletions for EGFR, KRAS, BRAF, NRAS, ERBBZ, ALK, PIK3CA, MAP2KA, KIT and
MET. and detects selected known gene fusions for RET, ALK and RS, and Exonl4 skipping for MET listed in the
table below.

HuNL gene name BT oeq ACCESS Uetectable Exon

BRAF MH_004333 E11, E15

EGFR MHM_005228 E2. E3. E18, E18, E20, E21
KRAS MI_004085 E2. E3 E4

NRAS H_002524 E2. E3 E4

ERBE2 MH_004448 E3. E12, E20, E23. E25
ALK H_004304 E22, E23, E25

PIK3CA MM_008218 EB, E20

MAP2K1 MM_002755 E3

KIT MM_000222 E2. E3, EG, E11. E13, E1T
RET M_020875 E11, E16

MET M_001127500 E1.E2, E18, E17, E1E, E20

HGNC gene name  RefSeq Access Detectable fusion pariner genes
ROE1 M _ 002044 CD74, 2LC34A2 GOPC, EZR, SDC4, TPM3, LRIGS
ALK MR 004304 KIFSB, TFG, EML4, STRN

RET M 020875 CCDCa, NCOA4, KIFSE

HuNL gene name el S0 ACCESS Uetectable fusion partner genes

MET NM_001127500 E14 skipping
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Test Methodolegy and Limitations for OneoGxSelect™:

Targe! regions of inferes! were constructed wsing an amplicon Gbrary and sequenced by massive parsliel sequencing method
(Mumina platform). The detected mutations are annolafed based on hgtd reference genome assembly. The OneoGxSefecf™ fesf
wes developed by Admera Heslth, including deferminafion and validation of penformance charactensfics. The sensitivity and
specificiy of fthis fesf is greater than 55% and 55%, mespectively, when a minimum of 102 fumor fissue is present in the sample,
This fest has nof been approved by the U5 Food and Dwug Administrstion (FDA) but the FDA has determined that such
clearance or approval is nof mecessary. The OncoGxSelect™ lest is used for clinical purposes. If shouwld nof be regarded as
imestgational or for research. The Admers Heslfh cimical faboratory s ceriffied under the Climical Labomtory improvement
Amendments of 1388 (CLIA), sccredifed by the Colege of Amencan Fathologists, and is qualiffed fo penform high complesxiy
clinical laboratory teshing.

Disclaimer of Liabiliy:

The information contained i Bhis report s provided as a senice and does nof constitufe medical advice. Af the ime of reporf
generation this information is believed fo be cumrenf and is based vpon published reseanch; however, research dale evolves and
amendments fo the prescrbing mformation of the drugs Bsted wil change over fime. While this report is believed o be sccurate
and complete as of the dafe issued, THE DATA IS PROVIDED "AS [57, WITHOUT WARRANTIES OF ANY KIND, EXPRESS OR
IMPLIED, INCLUDING WITHOUT LIMITATION, THE IAPLIED WARRANTIES OF MERCHANTABILITY AMD FITMESS FOR A
FARTICULAR PURPOSE. As medical adwice musf be taillored fo fhe specific circumstances of each case, the tresfing health care
professional has ullimate responaibifity for all treafment decisions made with regard to & pafient including any made on the basis
of & pafient's genofype.

Signatures:

James J. Dermody, Ph.D.

Laboratory Director

Admera Health LLC

ABMG Certified, Clinical Molecular Genelics

Testing and interpretation performed by Admera Health LLC, 126 Corporate Blvd, South Plainfield, NJ 07080
James Dermody Ph.D. Laboratory Director

OncoGxSelect™ is a trademark of Admera Health, LLC.
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