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KRAS

Figure 1. Known genetic alterations in lung cancer. (A) Adenocarcinoma and (B) squamous cell carcinoma.

Lim et al., 2013
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EGFR T790M

>50% c NnpnobpeTEHHON PE3UCTEHTHOCTbIO
«KoHcepBaTmBHaa» myTtauusa (B otnmume ot ALK)

N3meHseT 6anaHc cBa3biBaHusa ¢ ATO / TKI B
nonb3sy ATO

MpeacylwecTByeT nnm nosensetcsa de novo?

AKTUBUPOBaHHBLIA

Benok-muwens
6enok-MuweHsb

T790M frequency in clinical samples
(determined by allele-specific PCR)

Blood-derived samples
FFPE samples from LC patients
N=192

LC with EGFR LC without EGFR
ex19del or L858R ex19del or L858R Non-LC samples
mutations mutations N =235
N =392 N =336

Without data With data
on TKI treatment on TKI treatment
N=324 N=68

0/324 1*/68 2/336 0/235 0/192

EGFR T790M substitutions occurred
only in lung cancer (LC) samples
carrying TKI-sensitizing EGFR mutation

EGFR T790M alleles were not detected
in non-LC tumor samples or germ-line
DNA obtained from LC patients

Analysis for rare EGFR mutations in T790M-positive
cases

2/326 1/68

3/394 0/334
EGFR mutation-positive LC EGFR mutation-negative LC

*This patient responded to gefitinib
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% of mutant DNA copies

Sample pairs Sample pairs

ALK n ROS1

PeuenTopHble TMPO3MHKMNHA3bI

AKTUBUPYIOTCH B ONYyX0NsX NocpeacTBOM
TpaHcnokKaumm

Pe3ynbTaT: yBE/IMYEHHOE KOJIMYECTBO NPOAYKTa
(rmnepakcnpeccus)

NcknounTenbHasa 4yBCTBUTENIbHOCTb ONyXO0ien K
nHrmbmtopam ALK (ROS1)

Pak nérkoro, nMmdomMbl, MMopunbpobracTomsbl




TpaHcnokaumn ALK n ROS1

AZleHOKapUMHOMbI JIErKOro (HEMIOCKOKNETOYHbIE
HMPJ)

PeunnpokHblie B3auMMOOTHOLWeEHUSA ¢ MyTaumen EGFR -
TeCTMpOBaHWE MOXHO orpaHunymBatb EGFR-M-

~4-7% (ALK) n 1-2% (ROS1) ageHoKapumHoM

y (o4yeHb) MonoabiX nauneHToB — Ao 50%
Yaule y HeKypsawmx

Percent Change from Baseling

Tong et al., 2016

MLP-TecT Ha HecbanaHCMPOBAHHYHO 3KCMpeccuto 5’/3'-KoHLUeBbIX
nocneposatenbHocTel ALK cnocobeH BbifiBNATL BCe BUADI
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EML4-ALK transiocation WTALK
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QST exon s

Table 2
Comparison of break-apart FISH and PCR assays.

Sample groups FASH+ FISH-

Unbalanced ALK+ and variant-specific 6(100%) 0(0%)
RT-PCR+ (n=G)

Unbalanced ALK+ and variant-specific 2% (40%) 3(60%)
RT-PCR- (n-5)

Unbalanced ALK- and variant-specific 1(100%) 0(0%)
RTE-PCR+ (n=

Unbalanced ALK- and variant-specific 0{0%) 43 (100%)
RT-PCR- (n-43)

in Lung Cancer
2015

* NGS analysis revealed novel ranslocarions in both these samples.

MET Exon 14 Skipping in Non-Small Cell Lung Cancer
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Figure 1. Rearrangements identified among never-smokers with
cancers that were wild-type on SNaPshot for known drivers.

HacTo y NoXunbliX NaunMeHToB




Lazarus-Type Response to Crizotinib in a Patient with
Poor Performance Status and Advanced MET Exon 14
Skipping Mutation-Positive Lung Adenocarcinoma

Meghan Shea, MD, Mark S. Huberman, MD, Daniel B. Costa, MD, PhD*

Advanced platinum-pemetrexed progressive lung adenocarcinoma with
MET exon 14 skipping mutation

baseline crizotinib 250mg daily

month 0 month 2
ECOG PS of 4 ECOG PS of 0
86% oxygen saturation 99% oxygen saturation

Dabrafenib plus trametinib in patients with previously
untreated BRAF'***-mutant metastatic non-small-cell lung
cancer: an open-label, phase 2 trial

gbert F S
g, Bijeyesh
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. EGFR mutation
EGFR analysis (~20%)

EGFR wild-type

ALK

ALK wild-type
KRA: i
KRAS analysis if;;ot/i)tlon

KRAS wild-type

ALK translocation
(~5%)

BRAF analysis

|_|pl/lOpI/ITI/I3a UNA ONATHOCTUKN

* PaK y HeKypsALmMX (BHe 3aBUCMMOCTH OT
FMCTONOrMYECKOro Tmna)

- EGFR (4acTble 1 pegkue mytaumm)
- ALK, ROS
- BRAF
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[TpropnTN3aLMA ANATHOCTUKM

* PaK Yy XeHLLUNH (BHE 3aBMCMMOCTM OT
rTMCTONOTMYECKOro Tnna)

- EGFR (4acTble 1 pegkue mytaumm)
- ALK, ROS
- BRAF

|_|pl/lOpI/ITI/I3a UNA ONATHOCTUKN

* Pak y monogbix (BHe 3aBUCMMOCTH OT
FMCTONOrMYECKOro Tmna)

- ALK, ROS
- RET?

07.05.2019

11



07.05.2019

[TpropnTN3aLMA ANATHOCTUKM

* PaK y NOXuablx
- EGFR L858R
- MET
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