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Category  Pathway
T4
ALK
EGFR
oz [
Receptor
FGFR1
tyrosine
FGFR2
Cell kinase
FGFR3
growth
KIT
RET
PI3K AKT1
Akt AKT3
mTOR | MTOR
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PTEN
STK11

BRAF
HRAS
MAPK | KRAS
NF1

NRAS

MYC MYC

GPCR | GNA11

NF2
Differ | WNT
RNF43

entiation
Hedgehog | PTCH1

Epigenetic | Chromatin | ARID1A
regulation | modification | SMARCB1

Cell Cell | CCND1

cycle cycle RB1

BRCA1

Core | BRCA2

DDR | BRIP1 -
PALB2

Genome | DNA
maintenance | damage | RAD51C

control

ATM
TP53 | CHEK2
TP53

CD274
Immune | Immune
PDCDILG2

Metabo | Metabolic
MTAP
lism | pathway

Protein | Protein
FBXW
homeo | homeo

stasis stasis
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https://www.cms.gov/medicare-coverage-database/view/ncd.aspx?NCDId=372

Indications and Limitations of Coverage
B. National ly Covered Indications

1. Somatic (Acquired) Cancer

Effective for services performed on or after March 16, 2018, the Centers
for Medicare & Medicaid Services (CMS) has determined that Next
Generation Sequencing (NGS) as a diagnostic laboratory test is reasonable
and necessary and covered nationally, when performed in a Clinical
Laboratory Improvement Amendments (CLIA)-certified laboratory, when
ordered by a treating physician, and when all of the following
requirements are met:

a. Patient has:
either recurrent, relapsed, refractory, metastatic, or advanced stage

1l or |V cancer; and not been previously tested with the same test

using NGS for the same cancer genetic content, and decided to seek
further cancer treatment (e. g, therapeutic chemotherapy).

b. The diagnostic laboratory test using NGS must have:
Food & Drug Administration (FDA) approval or clearance as a companion
in vitro diagnostic; and, an FDA-approved or —cleared indication for use

in that patient’s cancer; and, results provided to the treating physician

for management of the patient using a report template to specify
treatment options.

=PFTDEMO A RS54 > (k1) TlE, BEEEICH L TIE—RAEERIBAD
2 NGS MEZEEI S EMNEREEZIALTEY (FE, H”E). Molecular
profiling should be carried out before/during first-line therapy. Gene
panel should include FGFR2, IDH1, HER2/neu and BRAF to test for hotspot
mutations, but may also include genes such as NTRK and ¢c-MET. The rapidly
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evolving

necessitate larger panels in the future. EEZAMNTWVET,

landscape of drug targets and predictive biomarkers may

*

Locally advanced

-

—
PO Cisplatin-gemcitabine
+ durvalumab®
2 [I, A; MCBS 4]
2
a
=B
5 .
g :
g
£
=1
—

Advanced or metastatic'
+

w
[ Molecular profiling?

J

Cisplatin-gemcitabine

+ durvalumab®
[1, A; MCBS 4]

Liver-limited

Local therapy (i, A

Alternative: 5-FU =
irinotecan [, C]

|

All gomers

IDH1 mutation
[ESCAT I-A]'

FOLFOX
[1,A; MCBS 11

Ivosidenib/
[1.A; MCBS 2]

!

FGFR2 fusion
[ESCAT I-B]'

Pemigatinib®
[, A; MCBS 3!
Infigratinib’
[In, A; MCBS 3
Futibatinib! [ll, A]

|

MSI-H/dMMR
[ESCAT I-CJ

|

BRAF mutation
[ESCAT I-B]'

Dabrafenib—
trametinib!
[, A; MCBS 3°

Pembrolizumab™'
i, A; MCBS 3]

overexpression

Trastuzumab—

|

HER2/neu

[ESCAT I-CT'

pertuzumab™
[, A]

NCCN #HA R 24 T4,

METASTATIC DISEASE

« If jaundice present:
placement of self-
expanding metal

e,q

Metastatic
disease

esting for
inherited mutations, if
not previously done9
* Molecular profiling of
tumor tissue, if not
previously done'

FEJE (SR LT lE—
LI ENHREINATOVET (XH2. TH,

FIRST-LINE THERAPYS

Clinical
trial
Good _, |(preferred)
ps’ or
Systemlc
therapy!

Poor

PS

Xak1) Vogel A et al.
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MAINTENANCE THERAPYS
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based on molecular profiling,' as clinically indicated
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