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OCHOBHbIe NPUHLUNDI
HOBOW KnaccmduKaumm

MeXAnCcUumMnaMHapHbIN Noaxon

JeneHne Ha 2 YacTu:

ANArHoCTUYecKMe pekoMeHaaunn ana 6uoncuii m
LUMTONOTMYECKUX 06pa3uoB Yy MNauMeHToB C
pacnpocTpaHeHHbIM 3aboneBaHneM;

ANarHocTtnyeckue pekomeHaaunun AnA
onepaunoHHOro maTtepmnana \ nauneHtTos C
JIOKANM30BaHHbIM 3ab0neBaHNEM.
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Knaccudmrkauma ana 6uoncuin n LUToNornyecknx obpasuos

AneHoKapLuMHOMa
(onucbiBatoTCA BbIABAAEMbIE CTPYKTYpbI: cTentowasnca (lepidic), aumHapHas, nanuanapHas, conuaHas,
MUKponanuansapHas)

AfeHoKapLMHOMa co cTentowmmes Tunom pocta (lepidic)
(ECIWI npeacTtaBaeH TONbKO CTeﬂIOLI.I,Ml:'iCﬂ KOMMOHEHT, TO AOGaBnﬂIOT: MHBa3VBHbIN KOMMNOHEHT He MOXeT 6bITb
WCK/II0YEH)

MHBa3nBHaA MyLMHO3HaA ageHOKapLuMHOMA
(onucbiBatoTCA BbIABAAAGMBIE CTPYKTYPbI, KMYLMHO3HAA aAeHOKaPLMHOMA CO CTENOLMMCA TUNIOM POCTa»)

ALEHOKapLMHOMA C KOTIOUAHbIMU YepTamu
ALEHOKapLMHOMA C peTaNbHbIMU YepTamu
ALEHOKapLMHOMA C YePTaMM KapUMHOMbI KMLLIEYHOTO TMNa

HemenKoKneTouHbIn pakK, BepoATHee ageHOKapunHoOMa
(no aaHHbIM rucToxMMMM 1 UMX: TTF1+)

HemenKoKkneTouHbIn PakK, BepoATHEE NIOCKOK/IETOUHbIN
(no AaHHbIM rUCTOXMMMMUK M UTX: p40+)

MNOCKOKNETOUHBIN paK

HemenkokneTouHbli pak, bAY (NOS — not otherwise specified)
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YTOYHeHue AnarHo3a npun nomouwm
AONO/HUTENIbHbLIX MeTOAUNK

[ HeT YyeTknx MopdoNOrnyYecKkMx NPMU3HAKOB MNOCKOKAETOYHOMN MU ]
enesncron anddepeHuUnpoBKm

enesucrble
MapKepbl
No3UTUBHbIE U/UNK
MYLWMH NpucyTcTeyeT
a

Kenesucrole MnockokneTouHble
MapKepbl MapKepbl
MyumnH NO3WUTWBHblE NO3UTHBHbIE

oTcyTcTBYET n/unn myuH a
npucyTcTeyeT
Xenesunucrbole

a
a
UIX mapkepbl NNIOCKOKNETOUHbIE I 2
HeraTuBHble,

HeraTuBHble Mapkepbl
HeraTuBHble NN MYyUWUH

cnabble GoKasbHO OTCYTCTBYET

N/1I0CKOK/IETOYHbIE
MapKepbl
NO3UTUBHbIE

B Pa3/INYHbIX
KNETOYHbIX
nonynaunax

UIX mapkepsbl enesuctoi auddeperumnposku: TTF1, napsin A
MnockoknetouHoln auddepeHumposku: p63, p40, CK5/6
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Histology: Lepidic, papillary, and/or
acinar

—

Cytology: 3-D arrangements, delicate
foamy/ vacuolated (translucent)

cytoplasm,
Fine nuclear chromatin and often
prominent nucleoli
Nuclei are often eccentrically situated

No clear ADC or
SQCC morphology:
NSCLC-NOS

1

Classic morphology:
ADC

ADC marker
and/or
Mucin +ve;
sQcc

marker -ve
(or weak in
same cells)

NE morphology, large cells, ] NSCLC,
NE IHC+ — 5
NE morphology, small cells, no
nucleoli, NE THC+ TTF-1 +-, ||
CK + SCLC
Keratinization, pearls T -
and/or intercellular bridges Classic Morphology:

3 ADC marker or Mucin +ve;
IHC
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YcraHoBneHue Anario3a  JA\ senevouw

War 1: mopdonorus

PD-L1

LWar 2: Urx

HER2PIK3CA ALK
|

BRAF
LLar 3: monekynapHoe TectTufloBaHune

PekomeHA0BaHO BO BCeX Cayvasnx ¢
HenNOCKOKNETOYHOMN FMCTONOMNEN 1
M36PaHHbIX NJIOCKOKNETOYHbIX PaKax

EGFR, ALK

KRAS (ROS1)

ALK wild type }}A\ BENbIE HOUM

ALK REARRANGEMENT =

+ + DIAGNOSTIC TESTS
IHC

FISH
CISH
RT-PCR

———
ALK INHIBITORS e
1* GENERATION

Crizotinib

2" GENERATION
Ceritinib
Alectinib

34 GENERATION
Brigatinib
Lorlatinib

o I

Growth, proliferation, tumor angiogenesis, decreased apoptosis
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HacTtoTa nepectpoek ALK

Incidence of ALK rearrangements in NSCLC in populations from different

countries.
Country of origin N n (%) Reference
Latin-America 188 19 (10.1) (Corrales-Rodriguez et al., 2017)
Latin-America 7600 487 (6.4) (Martin et al., 2018)
Mexico 200 18 (9) (Cruz-Rico et al., 2017)
Argentina 131 8 (6.11) (Verzura et al., 2018)
Brazil 62 2 (3.23) (Lopes and Bacchi, 2012)
Chile 49 3(6.12) (Fernandez-Bussy et al., 2017)
Italy 96 1 (1.04) (Lee et al., 2018)
Spain 97 2 (2.06)
Germany 97 2 (2.06)
Australia 92 4 (4.35)
Japan 100 2 (2.00)
Korea 94 9 (9.57)
Taiwan 80 3 (3.75)
China 1387 71 (5.12) (Tian et al., 2017)
China 1160 94 (8.10) (Hong et al., 2014)
USA 1387 49 (3.53) (Dai et al., 2012)
Australia 296 25 (8.45) (Tan et al., 2018)
Korea 3767 270 (7.17) (Lee et al., 2016)
MapTHepbl ALK I\ BENIBIE HOUM
ALK fusion partners in NSCLC.
ALK FUSION PARTNER LOCALIZATION REARRANGEMENT BREAKPOINT
cr.2
exon 20 EML4 (Echinoderm microtubule associated protein like 4) cr.2 inv(2)(p21p23) exon 2
exon 6
exon 13
exon 14
exon 15
exon 18
exon 20
KIF5B (Kinesin family member 5B) cr.10 1(2;10)(p23;p11) exon 15
exon 17
exon 24
TFG (TRK-fused gene) cr.3 1(2;3)(p23;q21) exon 3
exon 4
exon 5
KLC1 (Kinesin light chain 1) cr.14 1(2;14)(p23;q32) exon 9
STRN (Striatin, calmodulin binding protein) cr.2 del(2)(p22p23) exon 3
TPR (Translocated promoter region) cr.l 1(1;2)(q31.1;p23) exon 15
HIP1 (Huntingtin Interacting Protein 1) cr.7 1(2;7)(p23;q11.23) exon 21
exon 28
GCC2 (GRIP and coiled-coil domain containing 2) cr.2 1(2;2)(p23;q12) exon 12
DCTN1 (Dynactin subunit 1) cr.2 1(2;2)(p13;p23) exon 26
SQSTM1 (Sequestosome 1) cr. 5 1(2;5)(p23;935) exon 5
LMO7 (LIM domain 7) cr. 13 1(2;13)(p23;922) exon 15
BIRC6 (Baculoviral IAP repeat-containing 6) cr. 2 1(2;2)(p22;p23) exon 10
PHACTRI1 (Phosphatase and Actin Regulator 1) cr. 6 1(2;6)(p23;p24) exon 7
exon 10 or 11 PTPN3 cr.9 1(2;9)(p23;q31) exon 2
(Protein tyrosine phosphatase, non-receptor type 3) exon 3
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10 ROC Curve }}A\\ BEMbIE HOUM
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1-Specificity Research
Dichotomous ALK-IHC Is a Better Predictor for
ALK Inhibition Outcome than Traditional ALK~ ®
FISH in Advanced Non-Small Cell Lung Cancer amE

A.J.van der Wekken', R. Pelgrim?, N. 't Hart?, N. Werner?, M.F. Mastik?, L. Hendriks®,
E.H.F.M.van der Heijden®, M. Looijen-Salamon®, A.J. de Langen®, J. Staal-van den Brekel’,
S. Riemersma®, B.E.van den Borne?, E.J.M. Speel'®, A-M.C. Dingemans®, T.J.N. Hiltermann',

A.van den Berg?, W. Timens?, E. Schuuring?, and H.J.M. Groen'
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V MeTepbyprekuit MexayHapoaHbii
OHKONnoruyecku opym
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...6ONbLLE YEM OHKOMOINA
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