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19534F
19554
19604F
19634
19654
19664
19744

19744
19744
19754F

19784
19784F

Hli7 A BIRE 2 D11

RIRERE B 1209 DN AIRES

HHOEZRIDMNAIZET SR FHIREE
HARMEMESDEILEFZE~ADHERE
fmhSAMIEEZ D ERY A
SEXIT7A/IN—RA—T DEAIH

HE R B A fR & D B3

RE LRI AFEIAIBFEDKarolinska& D HEF A ZE

Magnus Nasiell, H.Kato
ER &AL

IERMEEZ T VDR

BEA LTV R AR D AR DHEL |
REBIEXR. SEIEE. RAEt ., IRHX— HEEE. NEBZE. EXRE. EHEH. NE
NREETBACE DRI %

R B R U VRR 45
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TOA #afEZE (WHO)

WHO 51

1. AR 1.2 Preinvasive lesions

1) RPERRR, ERA RPLER) & 1.21 Squamous dysplasia, carcinoma in situ

2) REUBREGERA 1.22 Atypical adenomatous hyperplasia

3) UEAMRRIEIEN SR8 AL 123 Diffuse idiopathic pulmonary neuroendocrine cell hyperplasia

13 Malignant
1.3.1 Squamous cell carcinoma
[Variants]
13.1.1 Papillary
1.3.1.2 Clearcell
1313 Small cell
4) WEEMRE 13.1.4 Basaloid

T 1.3.2 Small cell carcinoma
[R5 1.3.2.1 [Variant]
1) RARY)valas Combined small cell carcinoma

4. & 133 Adenocarcinoma
1) BER 133.1 Acinar
2) AR 1332 Papillary
3) MK E AL A 1333 Bronchioloalveolar carcinoma
a) WEBIFEL 1.333.1 Non-mudinous
b) HERAELEKE 13332 Mudnous
o BAE, TRER 13333 Mixed mucinous & non-mucinous o indeterminate cell type
4) HEREETTRENE 1334 Solid adenocarcinoma with mucin
5) RAZSE 1335 Adenocarcinoma with mixed subtypes
[E5222000) [Variants]
1) BHLAEREMR S 1336.1 Welldifferentiated fetal adenocarcinoma
2) B Q01 F) RE 13362 Mucinous (colloid) adenocarcinoma
13363 Mucinous cystadenocarcinoma
13364 Signet-ring adenocarcinoma
13365 Clear cell adenocarcinoma

134 Large cell carcinoma
[Variants]
1) KMERIHEAS B 1.34.1 Large cell neuroendocrine carcinoma
a) BARAMEMEND S 1.3.4.1.1 Combined LCNEC
2) SRS 1342 Basaloid carcinoma
3) U 2/ LERE S 1343 Lymphoepithelioma-like carcinoma
4) #EpRakam 1344 Clear cell carcinoma
5) 57 P4 FReEE# S KRS 1345 Large cell carcinoma with rhabdoid phenotype

6. BRT LRSS 135 Adenosquamous carcinoma

7. W, WliRHZVIEHERSESGHE 136 Carcdnoma with pleomorphic, sarcomatoid or sarcomatous elements
1) HiiEMia5 2 IEMRE SR 1.36.1 Carcinoma with spindle and/or giant cells
a) S 1.36.1.1 Pleomorphic carcinoma
b) #hiERaE 136.1.2 Spindle cell carcinoma
o Emlas 1.36.1.3 Giant cell carcinoma
2) S 136.2 Carcinosarcoma
3) piZE 1.363 Pulmonary blastoma
4) Foft 1364 others

8. AIVF /A Pl 137 Carcinoid tumors . AIVF/AF
1) ERH 13.7.1 Typical carcinoid (ERH)
2) EREM 1.3.7.2 Atypical carcinoid FERS

1.38 Carcinomas of salivary-gland type
1.38.1 Mucoepidermoid carcinoma
1382 Adenoid cystic carcinoma
1383 Others

NSCGH, TMU & IUHW
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1. fiDAFRA
EANE (SEIRELYE  FE2RBLNE  FEIELE)
T ARk
K55 (PM2.5 etc)

2. A AFEEIZDHE

3. REAR R - R HiZ2K

4. BHIAE
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B i FL A

B EARAD Carcinoma in situ
1977

ol

HE

NSk t
"L B My
. . :(‘.-

APEXETEID 7 UER
WHO, UICC & IASLC Staging: Stage 0, Tis
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BEME
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RIEER A A (FEIRTEL)
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BHEAMMN AR Cis
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WTEDIE YD BERMRA

CT Screening
BEIREE R MM A (GGO) A
BHICROMNEEIITEoT =,
FMICKYRTEDRADHMEASNT-,

AR
fEE 2
i e & oD 85 Al
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B E i AA

WHO, UICC & IASLC Staging: AAH, AIS(Tis), MIA
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BRI G A

WHO, UICC & IASLC Staging: AAH, AIS(Tis), MIA
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R DHEZ U7 DEH

Rudolf Ludwig Karl Virchow (19814 - 19024 )
N Y RERBZHIER
N Y THREBZOEE & L TERL I,

REXE(EREBE)DOHIER

S FEYFERER
B LT AT
T AT (HEE)
Liquid Biopsy
CTC (Circulating Tumor Cells). cfDNA (cell free DNA).
CtDNA (circulating tumor DNA)

M5 bIndHT DR AEET GEBEDNA) 18T 5,
RIS CHEBSE S TREICRENELN., BEITE-TM
BERMTRENTRTREILDLG RELRELDS,

BEZIZBEETHECE/IZIZEDY G, EL THFLEYFHIBEHTH M
SALY B LA A FEIZ7H5 T,

NSCGH, TMU & IUHW


https://www.google.co.jp/url?sa=i&rct=j&q=&esrc=s&source=imgres&cd=&cad=rja&uact=8&ved=0ahUKEwirivrd7dLUAhWKKVAKHTQiDDIQjRwIBw&url=https://commons.wikimedia.org/wiki/File:Rudolf_Virchow_NLM6.jpg&psig=AFQjCNHl4azarl5OtCgcaF78mFwFSkKLwg&ust=1498269039709336

A BB EAE (BRERE)
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B EREE

Mg EsE R EE AT

Ki-67 (MIB-1)

SRR DA P D READ R B L ITHIRT S HEERBBD S
F. #R2EH G1 A~ MERE THIEL, MRAHBICAOTWVS
T ELZETRTY.

PCNA

MRBEAD G1 & EA~ S HRIHR (—EB GOHA) |c3IJ % DNA &
RICEET DI X b VEMERERE. BIERFICEIN DT,
BERENZ L.

Topoisomerase

R EAD S BAH~ G2/M HRICHIR I % DNA EHICEEE L f#%
NEEX. |, lla, 1B, Wa, Il BD5DD isoform HM15 N,
i TlE Il a DRIBHOFESRIN TS,

HREEAD G1 M~ S HAICHIRY % DNA ERICEEESE T 5%
E{=)=H

Cyclin D
Cyclin E

Gl #3H 5 SHAND#ETT (Gl Fx v IRA > b)) OFIEICEDLSE
AE.

Cyclin B

G2HAD 5 M EANDHETT (GZIM F v ViRA > k) OHIFEICED
HERE.

NSCGH, TMU & IUHW



AABE S E BB IR - LB A R T

CK7, CK20 D A EDLEICKBHEREDHTE
A REMY /st |REMN S ESBMEMBRREOSER - Napsin A, TTF-1, SpA
Fim T L B2 & BIBRIm T L R & DR © CD5
Chromogranin A

B fRRAD MRS CD56 (N-cell adhesion molecule)

Synaptophysin

Desmoglein 3 (DSG3)

Desmocollin 2 (DSC2)

C RELEMENDDE |Claudin i

Involucrin

p40, p63

Napsin A

Thyroid transcription factor 1 (TTF-1)

Surfactant apoprotein A (SpA)

D II12fHRE ERE, clara fRE
DML

NSCGH, TMU & IUHW
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B IFELEMIRTZEMEAE METER DA & B EE DS

Non-mucinous-
type of poorly
differentiated

adenocarcinoma

(32cases)

Mesothelioma
(11cases)

54.50% 31.30%

Cytokerat]
ytos/e: ™ 9090% 25.00%

9.10% 87.50%
SpAO 71.90%

NSCGH, TMU & IUHW



IRFELETIRD A L B IE DS

Napsin A Calretinin
TTF-1 D2-40,

Surfactant WT1
aporotein A | Thrombomodulin
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AENT B EREAE

FER P BHORRRER
N-CAM R C BT S HREEEERF
(Neural Cell Adhesion Molecule) |fEE@EHEERE

A0+ 7 b NOHAE A
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- FL S EREE

Desmodlein 3 (DSG3) BB ZER Y 4B EEE 2 F Cdh 5 Desmosome Z 18T
2 BHILYY LS U EEEREaE

Desmosome DfEE#EKERZ
MMRIRA RS S5 Tight Junction DIERMERE

Involucrin MR T 5EHE
fitE, EEECIZRY, REEWE LI L TR

REME, 5D SOEBRT ERICHE

NSCGH, TMU & IUHW



AR DA B EEEE

Nabsin A oD || B FfEAEIC &5 1) % 7’0 SP-B (Surfactant protein B) 70t
g SIS BT RINSE B TIOT T —b

B OIK BR U8 B2 M8 B2 @ % A T TSH & & 1k, Thyroglobulin (TG),
Thyroperoxidase (TPO) DHIRZFET H&HERFE L THEREINC
"¢ Surfactant protein+° Clara cell secretory protein DFIRICEAFRT 5
“Pulmonary cell selective transcription protein” C& & %

SpA | Bfhf ERilRE VS SHMBRLEETAY—T7 7022 bDE
(Surfactant i) VIRBICHERENG 7 RER (surfactant apoprotein & % WM&
apoprotein A) surfactant protein : SP) HMESE LIcESK

TTF-1
(Thyroid transcription
factor 1)

NSCGH, TMU & IUHW



NapsinAETTF-1D B H 8

Napsin A W]
P (Thyroid transcription factor 1)

B R RIS 80 ~ 90%
RFEMEMEOMOMBRE & D AW (NlRfhE -
AN B4 AR RN e « A

FAAR) T

fthfliel 2 BRYE C DRIGTE B TRt FRIRBRSE Clm 1%

NSCGH, TMU & IUHW



EIRIICHELEEN S FRR DA DF 75

WHO, UICC & IASLC

preinvasive lesions

atypical adenomatous hyperplasia (AAH)

adenocarcinoma in situ (AIS)

minimally invasive adenocarcinoma (MIA)

invasive adenocarcinoma

lepidic pattern predominant

acinar pattern predominant

papillary pattern predominant

solid pattern predominant

micropapillary predominant

variants

NSCGH, TMU & IUHW



B F R8T S FRRAA DEFFIE

CT image on HRCT

Solid part

Ocm

£0.5cmt

0.6—-1.0cmt

1.1-2.0cmT

2.1-3.0cmt

Total tumor size

Travis WD, et al

AD with lepidic

component

£0.5¢cm 0.6-3.0cm¥¥ <£3.0cm¥+ 0.6-3.0cmtt 1.1-3.0cmit 2.1-3.0cmtt
including GG
Pathologic
Differential AAHE, AIS  MIA | AIS A, LPA | MIA, LPA, AIS | -PR01WaSVe 11 pA Tnvasive, AD | Invasive , AD
Diagnosis ’
Clinical stage cTistf cTimits cTla cTlb cTlc
Invasive part Ocm Ocm £0.5cm+F 0.6-1.0cmt 1.1-2.0cmt 2.1-3.0cmt
Total tumor size
including lepidic Usually £0.5cm¥* <3.0cm¥F <£3.0cm*F 0.6-3.0cm#t 1.1-3.0cmit 2.1-3.0cmit
growth part
oT Lepidic Invasive AD with
predominant a lepidic Invasive AD with
Pathology AAH AIS MIA AD or Inasive componemt or

lepidic
predominant AD

lepidic component

Pathologic stage

pT1mi+

pTla

Journal of Thoracic Oncology Vol. 11 No. 8: 1204-1223, 2016

pT1b

pTlc

NSCGH, TMU & IUHW



Adenocarcinoma In situ (AlS)

PTINOMO
StagelA

T e e 1 N I O e S O e
20 -
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B G A DProteomics BEHT

O Normal

O Adjacent to tumor
:Pathologically normal

Adenocarcinoma in situ Minimally invasive Lepidic predominant
(AIS) adenocarcinoma (MIA) adenocarcinoma (LPA)

Kato Y, et al: A proteomic profiling of laser-microdissected lung adenocarcinoma cells of early lepidic-type. Clinical and Translational Medicine 4:24:1-13,2015

NSCGH, TMU & IUHW



LPAEMIAD Hi BE & H D 5:E
> Statistical significance was evaluated by y? or G- test.

LPA: Lepidic predominant
adenocarcinoma

HIST1H2BL

MUCt
SLC25A11
STT3A
AKR7A2
DDAH1
EGFR
CTNNA1
PDCD#6

ACTBL2
TUBA1C

MIA: Minimally invasive
adenocarcinoma

o] N"MMM‘

LPIA_NSAF
MIA_NSAF

o
o
~ o
— m
o<
(2N 4
T o

840 Proteins identified

Kato Y, et al: A proteomic profiling of laser-microdissected lung adenocarcinoma cells of early lepidic-type. Clinical and Translational Medicine 4:24, 2015
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BRI A DETEICLSEL DL B DIEHE

pseudo-N  AIS MIA LPA

GGO Lung Cancer:
Expression variations of 840
proteins identified

e AIS: n=3
« MIA: n=3
« LPA: n=3

e Pseudo-Normal: n=3

» 1. There seems to be a similarity
between AIS and MIA but

» 2. LPA demonstrated a quite
different protein expression pattern.

Kato Y, et al: A proteomic profiling of laser-microdissected lung adenocarcinoma cells of early lepidic-type. Clinical and Translational Medicine 4:24, 2015
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PPl Networks of LPA

HIF—1

-

» STRING PPI Networks extracted using significant 70 node proteins in LPA.
» Numerous advanced cancer related pathways were already activated, which include
ErBb (Yellow circles) and HIF-1 (Red circles) Cancer Pathways.

Kato Y, et al: A proteomic profiling of laser-microdissected lung adenocarcinoma cells of early lepidic-type. Clinical and Translational Medicine 4:24, 2015
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BHIROA DT OTH —L S W DIFE

> AISTIE, BB ME S M EPHBEE IS TH1EFERFDEHILIZKS BT
DHRREENETIT SR EFT-.

> MIATIX, proteoglycans®> PI3K-AktHFITL . KA DIEIEIZEEEI RIEIND,

> LPATIX., 9 TIZErbB, Ras, Rapl®OHIF-1MFIEL . Z< DM AEFEpathways D
e REINT-,

> LI NECE

> DNATRERILEDIEFHBBRIZHAIE~DZERIK R (ECM-receptor interaction) A3

IMESOTWBAIEMTREBEINTLVAZ ETH D (ECM: extra cellular matrix)

> COESIERERMECTER, AR, FEARER OB N EHEDTOT4—
LERHT I & TR R RAE N,

Kato Y, et al: A proteomic profiling of laser-microdissected lung adenocarcinoma cells of early lepidic-type. Clinical and Translational Medicine 4:24, 2015
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MR F + Ml 7 F L F

Clinical Sequence
BT AT

— ProteoGenomics
BB =

7N
HHRE
H
M ;% (Liquid Biopsy)

A ]
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MR F + Ml 7 F L F

Liquid Biopsy
M2 hINEHT MENABEEF EMDNA) T 5,
- CTC (Circulating Tumor Cells): CTCO BIE X8 EThE D HE A
FRFPARFELTHEREMNEOHON TS,
»cfDNA (cell free DNA=ctDNA (circulating tumor DNA)) :
Mm% ERESMEDODNAT, FABREIZIE. BEAIYELELY,
-FEFE128BY L ambBEIN TV F YR N\AF T —HH
FykhEBHLNT=,
LAl NELK GEVVEETOREETORFEN. SEDFEETHL,
BEICEOTEBLDLG REGHR AN H DS,

NSCGH, TMU & IUHW



Bl A BB 7T DB TR DB

 Clinical sequenceDETIZK > TRB AT NROHONDARIZEAT
LD,
-DNAREICEALERIDZRIIEXR—EDECFHRTNBDOHONTE
=R E4 HFDAIF30EDDNANRILERB L=, CORNEZ(TT
HHETHLC SCRUM-Japanh &R E1E IR T=,

LA LEEFRENZ T TIIELREN 2L, T TEGFOEATIZM
ATHEEZEA I HEEDETNEDHONDDOH D,

- DNADFBRE . FHREH S S+ 5 ZE R [EProtein Protein Interlaction, A
AB8EPassway[CBE 5 L. mREBITICR M ELEWNED THSH ., BRI
BB INGINIEELT . KEGHEETHSH, BEHAQU A HH
BAIZIZ120BIZRAT—ER—ZANHY ., ChERIZBEHEEETFE
ENEENRIESNDDOH D,

- ProteoGenomics D FF{X

NSCGH, TMU & IUHW



D6 DA ERE

BEYI TREADGTNWERZBHELT

il Rl 72 R& =7
+

ProteoGenomics

BT+ BB R

fRIKHRa . #B#E. Mm% (Liquid biopsy)
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BB YD ESIITNOELLE,
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