YTo onpepgenseT BbiIbop nevedbHoOU
TaKTUKWN paka Jerkoro?

E.H. NMaHuTOB

HWW oHkonormm nm. H.H. lNMeTpoBa
FocyaapCTBEHHbIM MEAULMHCKUIA NeANaTPUYECKUA YHUBEPCUTET
CeBepo-3anagHblii MeEAULMHCKUIA yHMBepcnTeT M. N.N. MeuyHnkoBa

CaHkT-leTepbypr

Cragmsa (onepauus nnuv Tepanmsa?)

KypeHune (BeposaTHOCTb 06HapyxeHns EGFR, ALK?
MHOI0 UIN Mano MyTauummn?)

Mon (BepossTHOCTbL 0bHapyxxeHusa EGFR, ALK?)
Bo3pacT (ALK, ROS - Monoaon Bo3pacT)

fmcrtonornyecknnn Tmn (BEposSTHOCTb
obHapyxeHuns EGFR, ALK?)

CocTosHMe naumeHTa (1-as InHUA Tepanun)

Bbl1o nn paHee nevyeHue nHrubutTopammn EGFR?
(T790M)

JOCTYNHOCTb KJIMHUYECKUX UCMbITaH nn
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NMnockokneTo4dHble PJ1: nonnynknnyeckmne
apoMaTunyeckue yrnesonoposabl (Kpenkum
Tabak)

ALEHOKapLUMHOMbI: HATPO3aMUHbI
(curapetbl, «obneryéHHble» copTta Tabaka)
OavHaKoBOE YMCI0 MYyTauun, HO pa3HbIN
CneKkTp

PaKk y HeKypsLUX: oTAeNnbHas Kateropus

onyxonewu

AKT1

MEK1 NRAS
ROS1

Unknown
AKT1

PIK3CA

EGFR

KRAS

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

Lim et al., 2013



MimetoTca adpdpeKTUBHbIE
NHIMONTOPbLI KUHA3

EGFR-M+
TpaHcnokauus ALK
TpaHcnokauusa ROS
MyTtauuna BRAF

TpaHcnokauusa RET (?)
Aktnsauma HER2 (?)
Aktnsauma MET (?)
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High Efficacy of First-Line Gefitinib in Non-Asian
Patients with EGFR-Mutated Lung Adenocarcinoma
Vladimir M. Moiseyenko®® Svetlana A. Procenko® Evgeny V. Levchenko® Alexey S. Barchuk®
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Trial HR (95% CI)
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FIGURE 1. An example of EGFR
exon 19 insertion detection. A,
Hematoxylin-eosin staining of

lung adenocarcinoma with EGFR
ex19ins, 400x magnification. B,
Electrophoretic detection of EGFR
ex19ins. The fragments with insertion
have larger size as compared with
the normal 127 base pair band; in
addition, heteroduplexes are visible
in the upper part of the gel. C, DNA
sequencing of the ¢.2213_2230dup

| f A
(p.1744_K745insKIPVAI) mutation. \ ( ‘ \ f “ |
Eighteen duplicated nucleotides are VY \ \ \ A \ _/\ 5“[\ N | '
marked by a frame. WT, ; INS, . C _ﬁn,\,i\ﬂN.'/v e SMAAMAM Ao A2 ML XAARAAN AW,J\,\,.,

Soaple | Nuckotie sequece Nuckcoidechange | Aminn scd change

| GITAAARTTCCCGTOGCTATCAAGGAATTANGAGAA
VKIPVYAIKETLRE

TTCCCGTCGCTATCAAGGAATTAAGAGAAGCAACATCTCCGAA
ATTCCCGTCGCTATTAAAATTCCCGTCGCTATCAAGGAATTAAG

INS A AGTTAA

widspe |
s
o GITAAAATTCCCGTEGCTATCAAAATTCCCGICGCTATOAAGGAA 744 K451
FIGURE 2. Nucleotide and ami 6 |VEKI PVAIKIPVAILKE R KMIKIVAY
< s ugieotice anciaming G GTTAAAATTCCCGTCGCTATTAAARTICCCGTCGCTATCAAGGAA
acid sequence of epidermal growth I[VEK1I PVATERKIPVATLKE
factor receptor insertions. Duplicated | GITAAAATTCCCGTCGCTATTAAAATICCCGTCGCTANCAAGGAA
: : |[VEKI PYATRKIPYALKE

sequences are underlined, and inser-
tions are designated by frames. 983

Iyevleva AG, Mitiushkina NV, Karaseva NA, Orlov SV, Volodina LN, Kulikova YE,
Lozhkina AM, Ivantsov AO, Tiurin VI, Togo AV, Imyanitov EN.

Lung carcinomas with EGFR exon 19 insertions are sensitive to gefitinib treatment.
J Thorac Oncol. 2014 Apr;9(4):e31-3.

P 1744 K74SinsKIPVAL

5791 P 1744 K74SinsKIPVAL

| GTTAAAATTCCCOTCGCTATTAAARTICCCOTCGCTATCAAGOAA
|[vETPva VALl K E

T K I P P. 1744 K745insKIPVAL
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Survival Outcomes in EGFR Mutation-Positive Lung
Cancer Patients Treated with Gefitinib until or beyond
Progression

Fedor V. Moiseyenko®®©  Vladimir M. Moiseyenko® Svetlana N. Aleksakhina®d

Vyacheslav A. Chubenko® Nikita M. Volkov® Kseniya S. Kozyreva® Michail M. Kramchaninov?®
Alexandr S. Zhuravlev® Kseniya V. Shelekhova®? Alexandr O. lvantsovb® Aigul R. Venina®
Elena V. Preobrazhenskaya®® Natalia V. Mitiushkina® Aglaya G. lyevleva®®

Evgeny N. Imyanitoy®cde
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TectupoBaHue myTauui

Kypuswme He Cratyc CpaBHeHMe yacToT y
KypuBwMne | KypeHua He KYPUBLUNX U He
n3BecTeH KypuBLUMX, TecT Xu-
KBagpar
EGFR-myTaumm (L858R 1 42/584 (7%) 204/572 224/1180 470/2336 p <2.2e-16
ex19del) (36%) (19%) (20%)
TpaHcnokaumu ALK 6/542 (1%)  30/368 (8%) 59/956 (6%) 95/1866 (5%) p = 2.247e-07
MyTtauum KRAS 143/463 70/298 181/609 394/1370 p = 0.03646
(31%) (23%) (30%) (29%)
MyTauu BRAF 5/278 (1,8%) 8/183 (4%) - 13/461 p =0.1947
(2,8%)
Gender Smoking
=] o
- = [—
t never,
ever
g ®
o o
e | ©
[=] (=]
g =
[=] o
o o
o o
o c . .
] o

ALK+ BRAF+ EGFR+ KRAS+ WT

ALK+ BRAF+ EGFR+ KRAS+  WT
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repair
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mutations |

Protein with
mutation-associated
neoantigen (MANA)

Tumor cell

MANA/MHCl PD-L1
TCR% PD-1

T-cell
anergy

PD-L1/PD-1 interaction
blocks T-cell activation

Presence of
anti-PD-1

Mismatch
repair
deficiency

Frameshift
R —

mutations

Protein with
mutation-associated
neoantigen (MANA)

Tumor cell

PD-U/ Anti-PD-1
& antibody
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activation
Y

A
<

PD-L1/PD-1 interaction
blocked by antibody, freeing
T cell to kill tumor cell

dley et al., 2016
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Mutational landscape determines
sensitivity to PD-1 blockade in
non-small cell lung cancer

Naiyer A. Rizvi,"**{ Matthew D. Hellmann,"** Aleysmdno Cmudon L2538 Din Zadethone
Vladimir Makarov,” Jonathan J. Havel,” William 1 G

Teresa S. Ho,” Martin L. Miller,” Natasha Rekhtma Al] Tu mors
Fawzia Ibrahim,' Cameron Bruggeman,” Billel Gasr
Yuka Maeda,'’ Chris Sander,” Edward B. Garon," 1

Jedd D. Wolchok,"*'* Ton N. Schumacher,* Timot} 1001 - High nonsynonymous burden
= Low nonsynonymous burden

501

Percent progression-free

4 8 12 16 20 24
Months

AHTN-PD-L1 nmmyHoTtepanma HMPII:
nabopaTopHoe conpoBOXaeHue

Ansa kaxporo npenapata — ceon UIMX-tect (?!)

O6sazaTenbHble TecTbl (pembrolizumab, 22C3)
Wnu BCcnoMoraTesibHble TecTbl (28-8 — nivolumab;
SP142 - atezolizumab)

Pa3Hble noporn 3Ha4YeHnm +/-

[axe «KpalHWe» 3HaYEHUS «+» N «—» He
ABNAKOTCSA rapaHTUEN Hanuns Ui oTCyTCTBUS
oTBETa
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PacnpeneHue ypoBHsa akcnpeccun PD-L1 1 3aBucnmMocCTb
3P PEKTUBHOCTUN Tepanum OT YPOBHSA akcrpeccum PD-L1

m Prevalence in all screened patients

W ORR in CTA-evaluable patients

Percentage

PS 0% PS1-24%  PS25-49% PS50-74% PS75-100%

Prevalence, allscreened ~ 323(39.2) 255(31.0) 55(6.7) 71(8.6) 120(14.6)
patients,®n (%)

ORRin CTA-evaluable 7(8.1) 19(12.9) 6(19.4) 13(29.6) 39(45.4)

patients, n (%) [95% CI] [3.3-15.9] [8.0-19.4] [7.5-37.5] [16.8-45.2] [34.6-56.5]

*Prevalence and ORR (RECIST v1.1 by central review] assessed in patients whose samples were evaluable by the CTA, regardless of the interval between cutting and
staining.
Analysis cut-off date: August 29, 2014. Garon_AACR 2015_19Apr15

Lung Cancer 82 (2013)171-172

Contents lists available at ScienceDirect

Lung Cancer

journal homepage: www.elsevier.com/locate/lungcan

Case report

Response to dasatinib in a patient with SQCC of the lung harboring a
discoid-receptor-2 and synchronous chronic myelogenous leukemia

Vincenzo Pitini*, Carmela Arrigo, Cristian Di Mirto, Patrizia Mondello, Giuseppe Altavilla

Department of Medical Oncology. University of Messina, Iltaly

« DDR2: peuenTtopHasa TUPO3UHKMHa3a

* MyTauma B 2-4% NI0CKOKNETOUYHbIX PJ1
OTBeT Ha facaTnHMb
Opyrve uHrmbuntopbl?




|_|pI/IOpI/lTl/]3a LA ONAaTHOCTUKN

* PaK y HeKypsLWMmx (BHe 3aBUCMMOCTU OT
FTMCTONOIMYECKOoro Tnna)

- EGFR (4yacTble 1 peakune mytaumm)
- ALK, ROS
- BRAF

|_|pl/IOpl/ITI/l3a LA ONAaTHOCTUKN

* PaK y KeHLWH (BHE 3aBUCMMOCTM OT
rMCTONOIMYECKOro TMna)

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

11.12.2017
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|_|pI/IOpI/lTl/]3a LA ONAaTHOCTUKN

* PaK y monoabix (BHE 3aBUCUMOCTH OT
FMCTONIOTMYECKOro TMna)

- ALK, ROS
- RET?
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