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» BHegpeHue B PyTUHHYIO NPaKTUKY HU3KOAO3HOM KOMMbIOTEPHOM
ToMorpacuu Onsi CKpUHMHra paka nérkux

* Pe3ko BO3pOCIo KONMYeCTBO TOHKOUTONbHbIX Guoncun, 6pai-6uoncumn,
TpenaHo6uoncun u 6poHxo6uoncumn

* B 4 pa3a Bo3pocna 4yactoTa AguarHosa “pak nérkux” v B 6 pa3s yacrtora
paka | craguun

* My6nukauus HoBown knaccudukauum onyxonen nérkux (BO3, 2015)
* YyntbiBaeT Manbii 06LEm Guoncumn
» Peknaccudmkaumsa KpyrnHOKNeToYHOro paka
» OnTummsauus anroputma UMX guarHocTuku
» ®oKyCc Ha MOMNEKYNAPHOM TECTUPOBaHMMN afieHOKapLMHOM

> OAOGPGHME uncnonb3oBaHNA UMMYHOIrMCTOXUMUYECKUX TeCTOB CO
cTopoHbl FDA ansa onpeaeneHnst YyBCTBUTENbHOCTU afeHOKapLu-
HOMbI NErkoro K TapreTHon Tepanuun

* ALK
SRP-|" 1

KntoueBble cobbITUA B AUarHOCTUKe onyxosneun Nerkux

ToYHOCTb AMArHOCTUKM NMpPU pa3HbIX TUNax buoncuu:

BpoHXunanbHbIN
naBax

Bpaw-6uoncus

BpoHxobnoncusa

ToHKOUronbHas
6uoncus

Core-6uoncus

0,00% 50,00% 100,00%

no Tochigi N et al. (2012) ¢ nam.

ApekBaTHbIN 06BLEM GUorncumn




90

80

70

60

50

40

30

20

Probability for Positive (Malignant) Diagnosis

10 : ‘;

0 | -
0O 10 20 30 40 50 60 70 80 90 100
Precise Classification

Tochigi N et al. Diagn Cytopathol 2012

KoppeKkTHbI guarHo3 npu manom o6béme

203 2004

AJeHokapLuymHoma ApeHokapumHoma (ykasaTb Tvn,
» CMeLUaHHbI TUM €CInK ero BO3MOXHO onpeaenuTb)
* AuMHapHbIN TUN
* ManunnsapHbIi TUN
« ConuaHbIn TUN
* MukponanunnspHbIA TUn

BpoHx1onoansBeonspHbI pak He MyLIMHO3HbI  AZleHOKapLyHOMa C anbBEONSIPHbIM
TUMOM pocTa
BpoHx1onoansBeonspHbI pak MyLMHO3HbII MyLuHO3Has ageHokapumMHoMa

* HeT aHanora HMPJT*, BeposTHO ageHoKapLMHOMa
[MoCcKOKNEeTOYHbIV pak [NOCKOKNETOUHbIV pak
* HeT aHarnora HMPIJ1, BEpOATHO NMOCKOKNETOYHbIV

KpynHOKMEeTOYHbIN pak HMPJ1, 6oy**

* HMPJ1 — HeMenKOKNEeTO4HbIN pak NErkoro
*H cdchepeHump 11 pak 6e3 np PUHHON M NITOCKOKNETO4HOW
AnddepeHUUpPOBKU

Travis W et al. J Clin Oncol 2013

MpuHUMNbI GOPMYNMPOBKN AUarHosa
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EcTb knuHUKO-pagmnonormyeckme Nnpu3Hakv NnepBMYHOro
paka nérkoro + 4éTkme Mopdonornyeckue NpU3HaKu
KOHKPETHOM HO30510rmu:

* [NoCcKOKNEeToYHbIN paK: KepaTUH, MeXKNeTo4Hble
moctuku, UMX — p40/p63,

Henpo3aHOOKPUHHBLIN pak: po3eTKONoAo0OHbIe
CTPYKTYPbI UNU MEJKOKpYrokneTo4yHasa onyxonb, UFX
— CD56/cuHanTo13uH,

ApeHokapLMHOMA: XKerne3ncTble CTPYKTYphlI,
nanunnsipHblie CTPYKTYpbl, MyLUUH, aaneonﬂprlﬁ T™™Mn
pocta, UIFX — TTF1/HancuH A.

OnTuManbHbIX 00BLEM ANArHOCTUKMU

13 nuyHoro apxusa Casénosa H.A.
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Table 1. Reclassification of Pulmonary Large Cell Carcinomas by World Health Organization 2015 Criteria

D5G3
No. Original Diagnosis TIF-1 Napsin A pa0 + CK5 Reclassification

Large cell carcinoma

Undifferentiated large cell carcinoma
Undifferentiated large cell carcinoma

Poorly differentiated carcinoma
Undifferentiated large cell carcinoma

Poorly differentiated non-small cell carcinoma
Poorly differentiated carcinoma
Undifferentiated large cell carcinoma

Poorly differentiated carcinoma
Undifferentiated large cell carcinoma
Non-small cell carcinoma

Undifferentiated large cell carcinoma

Large cell undifferentiated carcinoma

Poorly differentiated carcinoma with squamous features
Poorly differentiated non-small cell carcinoma
Poorly differentiated non-small cell carcinoma
Undifferentiated large cell carcinoma

Table 3. Somatic Mutations in Pulmonary Large Cell C}ﬁnp(keclaeeiﬁed by World Health Organization 2015 Criteria

LCC-N, n= 2, ADC-S,n=7, K-SQCC, n =8,
No. (%)/Amino Acid Mutajién No. (%)/Amino Acid Mutation No. (%)/Amino Acid Mutation

SBBAE, 1(50)/D59aN &

CDKN2A 1(120E119*
EGFR (14)/E709K + G719C

KRAS 1(501/G12C (14)/G12C
“TITOTA 1 (12)/E545K
P53 “3F 45002

Mutations
a 0o 28) 2125)
1 2 (100 4y 4(50)
2+ 0 28 11012)

Sequencing failure (o (28) 1012)
Draver B et al. Arch Pathol Lab Med 2016

KpynHOKNeTo4YHbIN pakK - peBusus
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+ EGFR mutation testing EGER mutation Therapy (NSCL-17)
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- Large Cell . i
* NSCLC not EGFR and ALK testing . See First-Line
otherwise should be conducted as ALK positive ———> L (NSCL-18
pecified (NOS' part of broad molecular
profilinghh

Both sensitizing

EGFR mutation and| _ See First-Line

ALK are negative Therapy (NSCL-19)
or unknownkk

subtype® with
adequate tissue for
molecular testing
(consider rebiopsy
Metastatic if appropriate) Sensitizing ) )
Disease * Smoking cessation Consider EGFR mutation EGFRmugation See First-Line
counseling and ALK testing" especially positive Therapy (NSCL-17
« Integrate palliative in never smokers or small
care® (See NCCN s biopsy specimens, or . g
& quamous cell ixed histoloavii . See First-Line
?:.'.f:.'.'?f sc::;) carcinoma EGFR and ALK testing ALK poskive Therapy NSCL-18
. should be conducted as
part of broad molecular
profilinghh

Both sensitizing

EGFR mutation and|_, SeeFirstline

ALK are negative Therapy (NSCL20)

or unknownkk

3See Principles of Pathologic Review (NSCL-A)

Temel JS, Greer JA, Muzikansky A, et al. Early palliative care for patients with metastatic non-smalk cell lung cancer. N Engl J Med 2010,363:733-742.

WThe NCCN NSCLC Guidelines Panel strongly endorses broader molecular profiling with the goal of identifying rare driver mutations for which effective drugs may
already be available, or to appropriately counsel patients regarding the availabilty of clinical trials. Broad molecular profiling is a key component of the improvement of
care of patients with NSCLC. See Emerging Targeted Agents for Patients With Genetic Alterations (NSCL-H)

HMKPI: NCCN 4.2016

PekomeHayeTcsi orpaHM4yeHHoe ucnonb3oBaHue UIMX npu
Marnom o6LEMe MaTepuana, M6o coxpaHeHMe onyxoneBown
TKaHW ANA MONEKYNsiPHOroO TeCTUPOBaHUsA siBNsieTCA
KPUTMYECKN BaXXHbIM, OCOGEHHO Yy NaLMeHTOB Ha NO3AHUX
cTagusax 6onesHun. [Ans peweHnsi 60nbLINHCTBA
AMarHoCTMYeCcKMX NpPo6remM AOCTaTOYHO MaHenu us AByX
aHTUTen: O4HO ANA NIIOCKOKNEeTOoYHOoro paka (p63 unu p40) n
OAHO Ans ageHokapuuMHoMbl (TTF1 unu HancuH A).!

PekomeHpauums 2.3. NMpuoputeT HyXkHO otaaBatb EGFR1 n ALK
TECTUPOBaHUIO.

KommeHTapui: lNMpu manom o6bLEMe maTepuana cnenyer
MCNONb30BaTb OFPaHMYEHHYIO NaHernb aHTUTen Ans
WUCKIOYEHMNSA NNOCKOKNETOYHOro U HEMPO3IHAOKPUHHOIO
paka. MpuHuunuManbHO BaXHO 4YTO Obl OCcTanochb
[OCTaToOYHOEe KONMMYecTBO MaTtepuana Ans MonekynsipHo-

reHeTn4yeckoro VICCHe,I:I,OBaHI/I}‘I.2

1 NCCN 4.2016 — NSCL-A1
2Lindeman N et al. Arch Pathol Lab Med 2013

MpuHumnbl UIFX-guarHocTukn paka nérkoro
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Media Release

Ventana receives FDA approval for the first fully automated

IHC companion diagnostic to identify lung cancer patients

eligible for XALKORI® (crizotinib) Psile a5 o ki Ba6i8 Sikiiaa
ALK with VENTANA ALK (D5F3)

http://www.ventana.com/documents/media/pr ALK FDA.pdf

FDA approved 05.06.2015

8. Dapartment of Health and Human Services

I@ U.S. Food and Drug Administration
m A_ Protecting and Promoting Your Health

Medical Devices | Radiation-Emitting Products | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Tobacco Products

AtoZindox | FolowFDA | EnEspanal

News & Events

Home > Mews & Events > Newsroom > Press Announcements
FDA News Release

FDA expands use of Xalkori to treat rare form of
advanced non-small cell lung cancer tedis

2 Angela Stark
T oy

Inquiries
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For Inmediate March 11, 2016
Release

13 nuyHoro apxusa Casénosa H.A.

FDA approved 11.03.2016
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Leading the way in PD-L1 testing
with PD-L1 IHC 22C3 pharmDx

The first and only FDA-approved test to assess patients with NSCLC
for KEYTRUDA® (pembrolizumab).

e Same assay used in the KEYTRUDA NSCLC clinical trials

o Clinically validated and reproducible

e Proven sensitivity and specificity

* Resuilts available in one working day

YactoTa akcnpeccuu PD-L1 B HMKPJT (KEYNOTE-001) 2 3

PD-L1 HeratmBHasa | Huskasa akcnpeccus | Bbicokasi akcnpeccus
On. kn. < 1% On. kn. 1-49% on. kn. 2 50%

YE SN0 36.1% (263) 38.4% (280) 25.5% (186)

1 laHHbIe NpefocCT: 1 “ MSD
2MauueHTbl, BKNIOYEHHBbIE B uccnegoBanme KEYNOTE-001, koropTsl C, F1, F2, F3

3KEYNOTE-001 — mexayHapoaHoin | dpasbl, u3y ekt Nembponusymaba? y
NaLUMeHTOB C NOKanbHO pacnpocTpaHEHHbLIM Unu meTactatuyeckum HMKPI (NCT01295827)

a npenapar He 3aperucTpmpoBaH B Poccun

FDA approved 02.10.2015

PD-L1 IHC 28-8 pharmDx

Results you can trust
* FDA approved and CE-IVD marked
* Integrate PD-L1 IHC 28-8 pharmDx without changing staining lab workflow

* Ready-to-use reagents and control slides optimized for
Autostainer Link 48

* Pre-programmed, validated protocol

PD-L1 IHC 28-8 pharmDx pekomeHAoBaH Ansa onpeaeneHus
akcnpeccumn PD-L1 B pake nérkoro 6e3 npusHakoB MITIOCKOKNETOYHOMU U
HEeNpPO3HAOKPUHHOW AnddepeHLUNPOBKU

YpoBeHb akcnpeccuun PD-L1 2 1% paét npenmMyLiecTBO nNpu Tepanumn
OPDIVO? no cpaBHeHUIO ¢ AoueTakcerniom: meguaHa OB 17.1 mec
npoTMB 9 Mec, COOTBETCTBEHHO

YpoBeHb akcnpeccumn PD-L1 2 10% — cHuMXeHue pucka cmept Ha 60%
npu Tepanumn OPDIVO?2 (HR = 0.40)

http://www.dako.com/us/index/products/new-products/pd-l1-ihc-28-8.htm?from=s|_pd-I1-ihc-28-8-pharmdx#tab2

a npenapar He 3aperucTpupoBaH B Poccun

FDA approved 09.10.2015
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Table 9. Laboratory Practices Related to Small Biopsy and Cytology Specimens

Percentage

Do you routinely use techniques to preserve tissue for molecular testing for small biopsy and FNA
specimens?
Yes, lung tumor biopsy specimens are handled differently
No, all specimens are handled in basically the same manner
If applicable, how are lung tumor biopsy specimens handled differently?* (n = 12)
Additional unstained slides are initially cut from biopsy specimens
Fewer initial levels are made compared to other biopsy specimens
Immunohistochemical study is typically limited to a certain number of stains
Additional unstained FNA smears are made
Other
Other category submitted text response
Dual stains used (1)
EGFR ordered before immunohistochemistry (1)
For lung biopsy specimens, what is the number of additional unstained slides initially cut?

9
15
For lung biopsy specimens, what is the typical limit of the number of slides for immunohistochemical
study?

For fine-needle aspiration specimens, does your department provide preliminary adequacy assessment?
Yes, routinely
No, we do not provide on-site assessment

Volmar K et al. Arch Pathol Lab Med 2015

CoxpaHHOCTbL MaTepuarna — ponb natonora

«W3-3a He06XOAMMOCTN MONEKYISIPHOrO TECTUPOBAaHUA, B
KaXX[0M y4ypexaeHum Heobxoammo BbipaboTaTb
MyNbTUAUCLMINIIMHAPHBLIM NoAXoa AnA paboTbl C MeNKMMU
6MoncuUsiMM U LIUTONOFMYECKUM MaTepuarnom Takum o6pasom,
YyTO ObI MaTepuana 6bI10 4OCTAaTOYHO He TONbLKO AJist
AMarHosa, HoO U Ansi reHeTU4eCcKoro uccriefoBaHus.

Tak Kak UMeHHO Bpa4-naTtosioroaHaTom nony4aet OGpa3L|bI
AnsA uccnenoBaHusi, To UMEHHO OH OTBETCTBEHEeH 3a
onTMMm3auuro gnarHocTn4eckoro asroputMma n coxpaHeHue
AOCTAaTO4YHOro Konun4yectBa onyxoneBoﬁ TKaHWU ansa
npoBeaeHnsA MONeKynsapHbIX TeCTOB.»

William D. Travis, Elisabeth Brambilla, and Gregory J. Riely, 2013

CMACUBO 3A BHUMAHUE!




