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E ) , AT IEWA ZCR (objective response rate, ORR ) 534.5%, i ik EAETFH (progression-
free survival, PES ) N4/ ; #BARF 7 BB LER] (overall survival, OS ) N114 A, OSHIsd24EH A 21] (4.2%,
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[ Abstract ] Background and objective Non-small cell lung cancer (NSCLC) with neuroendocrine differen-
tiation (NED) was a new pathologic type and uncommon in clinics. The aim of this study is to observe the relationship
between clinical pathologic characteristics, imagination, biological behavior and prognosis in NSCLC-NED. Methods
The clinical data of 47 patients with NSCLC-NED admitted from January 2009 to November 2017 in the Fifth Medical
Center of General Hospital of People's Liberation Army were collected. The demographic data and imaging character-
istics were summarized. Pathological features, treatment and prognosis, analysis of the correlation between different
factors and prognosis. Results Of the 47 patients with NSCLC-NED, the median age was 61 years (45 years-78 years),
38 males and 9 females; 37 were poorly differentiated cancer with NED, and 10 were middle differentiated cancer with
NED; 2 cases of driving gene positive (1 case of EGFR sensitive mutation, 1 case of ALK fusion), objective response
rate (ORR) of first-line chemotherapy was 34.5%, and median progression-free survival (PFS) was 4 months; the median
overall survival (OS) was 11 months, and only 2 cases (4.2%, 2/47) of OS were over 2 years. Conclusion NSCLC-
NED is different from simple NSCLC or pulmonary neuroendocrine tumors. Males, <70 years old, severely smoking,
and patients with lower tumor differentiation often have NED, and most of them are stage IV. This type of patient-
driven gene positive proportion is lower than the general adenocarcinoma population, less sensitive to chemotherapy,
and the overall survival is shorter, indicating a poor prognosis.
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FIRH BRI 20328, AE/ NI 988 (non-small cell
lung cancer, NSCLC) o5 J5 & M il 5 148 0%-85%, 3 243
BRI B IRBEIR S AL RO AN M, b, 19994F
T T A 4021 (World Health Organization, WHO) % B
IR R A BT 2328 . NSCLCTEMZR N 73l Ak

( neuroendocrine differentiation, NED ) , 51948 FRZ LY
Jili 22 N4 I8 (neuroendocrine lung tumor, NELT) %},
NSCLCHFLERS 3 M, AR BATDLEE N ML B AU NEZH
MBS R, (EAHOCNED bR iCH g (o FIME I HAEHUBE T /]
DA RINED UKL, 3 H ] 28 BUNELT AR L 414
WHOK X 53 H A NED /L NSCLC TN IIZENELTE,
X B R[] T A1 A NS C L C 5 i A4 28 P 43 e
I, ABAE IR PRI PO HAT SR BT FNEDIE S Z5 R
NSCLCAVH HLFF TAHSENED S difb e o, 3 M0
X—ZRIMRIRIZ I 16T R BUR AR .

ASHFSE A %47 FENED B NS CLCHR il EA 7 [ i
oA, A FLIR RAFAE | AR S B AL, IF AL
TRYTHAIFUS BAHSCHE

1 FEREIE

L1 IIRGERE @A R RS R A
B 45 T R 02009451 H -20174E 1L I R B2 NS CLC-
NEDAt47{, SRAEASEAF B L BT

1.2 A SHERARE 255 WHO$R B3 2B FRuER, e
TAERRE: (1) A NSCLCHIEH A2 (2) MPEA
NED; (3) HEBRAtpfis oy 4 i gy (LRI g | A LRIk
I /NI . AR N IR 5 (4) ¥ SR
DGR3 T ARl

2 #R

2.1 —fE¥ER 47(iINSCLC-NED&#E # ., J381 (38/47,
80.9%) , oWl (9/47,19.1%) ; FOI4ERR 615 (45%-78
%), <703 3410 (34/47, 72.3%) , >70% H 13/ (13/47,
27.7%) 5 379 (37/44, 84.1%) R/ 1bdiE (BLFEAK /LR
I AR R S A0dE ) FENED, 1014 (10/44, 15.9%)
v oA CBLAE R oA B L ok 5 ) FENED;
1165 (11/47, 23.4% ) A B MR B AN AR, 36151 (36/47,
76.6%) A E FEWGAH s 2651 (2/47, 4.3%) UK 5 3 K BH A
(EGFRZEZH 1, ALKIHMEE 1) , 45151 454 7 fii it
Jii (45/47,95.7%) , W1,

= 1 476INSCLCHENED R & — AR AL
Tab 1 General imformation of 47 NSCLC-NED patients

Clinical characteristics n (%)
Gender

Male 38(80.9)

Female 9(19.1)
Age (yr)

<70 34(72.3)

>70 13 (27.7)
Differentiation grade

High differentiated with NED 0(0.0)

Middle differentiated with NED 10 (15.9)

Low differentiated with NED 37(84.1)
Pathological type

Adenocarcinoma with NED 30(63.8)

Squamous carcinoma with NED 11(23.4)

Undifferentiated with NED 6(12.8)
Smoking status

Heavy smoking 36 (76.6)

Light smoking 2(4.3)

Never smoking 9(19.1)
Driver mutation

Positive 2(4.3)

Negative 45 (95.7)

NSCLC: non-small cell lung cancer; NED: neuroendocrine
differentiation.

2.2 MRS e RS SRR A E . 3141 (66.0%)
BRI IV, 8] (17.0%) HIIIbHA, 6/ (12.8%) Hy
T, 220 (4.3%) HUHE . FEARBEFE D, Kkt
HLWTJZ 3345 (computed tomography, CT) FH A “HuL Y
B 261 (26/47, 55.3%) , FRI A “INERY 57 H A 2114
(21/47,44.7%) o 4751 F D, TR IABBE R i a5 i
WEK i/ SO EIRIE . 257 (IR ECTHh I B A% >8
cm) HA 181 (18/47,38.3%) o 5 WLINHEAETRO A : & ki
il B bR FFIE . B RS, UL RS A
TIEEY L RS IR A, KRR 31TV IR T, A 144
B> 3N ERE T (45.2%) , 70 83 PR 2R 07 e
7 (22.6%) , 106 &A1 (32.3%) , WAK2.,
2.3 JRHEARAE KAy TR 4700 g A e R B
Wr, BRI ENED #3011 (30/47, 63.8%) , B EENED# 11
1] (11/44, 25.0%) , R AIEENEDE 614 (6/47, 12.8%) ,
M7 3051 s, AR5 FENED 2811 (93.3%) ,
1145 9 2B v, AR FENED 5 9 441 (81.8% ) o A5
()58 AL BAYEFE AR (FHMER ) 45 Syn (19/47, 40.4%) .
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Tab 2 Clinical characteristics of 47 NECLC-NED patients

Clinical characteristics n (%)

Clinical stage

v 31(66.0)
1] 14 (29.8)
llla 8(17.0)
b 6(12.8)

I 0(0.0)

| 2(4.3)
Characteristics of image

Center type 26 (55.3)

Peripheral type 21 (44.7)
No of metastasis sites

1 10(32.3)

2 7 (22.6)

>3 14 (45.2)
Common metastasis sites

Brain 13 (27.7)

Adrenal 6(12.7)

Liver 6(12.7)

Bone 17 (36.2)

Lung 13 (27.7)

Others* 3(6.4)

*: other sites including subcutaneous, retroperitoneal lymph
node and pancreas

TTF-1(21/47, 44.7%) . CgA (24/47, 51.1%) . CDS56 (30/47,
63.8%) , CK7 (35/47, 74.5%) . Ki-6745 %L (Kl %40.4%,
Hrd550>50% % 1586.4%) . X471 85, (A 15K 55
TERRIEE A B EGFR 194MNE T B RAE, BB i
FER I B EML4-ALKIE R g A, DL 1.
2.4 JRIF MG AITFELRAAE (overall survival, OS) A9
33, oS i (2.5 -32.01)1) , oS
242 (2/33, 6.1%) o H26BIIVHIEE (26/33,
78.8%) P 0S K8.3 1 (2.5 H-3240H) , 25045
T FENED R (25/33, 75.8%) FIFFAZOS 11 H (2.5
AMH-32401) 5 1B EAFAEEGFR 195MNE Bl AR R AF (F
FHEGFR-TKIZEZ4Y), A7 1) | 168 EAF/EEML4-
ALK GHER (AT, A 24F) .

39ITIIb I/ IV AYNSCLC-NED H 3 1 —£RI5 97
&, 3R IR NSCLCHIEYT 7 % (A 3k 5,
TKIs) , 4R H B/ i (small cell lung cancer,
SCLC) MiRYT % (VP-168X A4 DDPE CBP) . —Z L7

BB RCFE N 34.5%, T ok R A A7 (progression-free
survival, PFS) 44~H.

SPEREALAREA 176, rPAL0SH10.51H, 23
NERSERALI R A 1401, THAL0SH8. 74 H o WA ik
R BE 106, L0 H7.5H, WIS JCMEE RS I &
#3761, oS K118,

3 Wig

3.1 NSCLC-NEDMHJE L TR &, 10%-20%HY
NSCLC HATNEDHHIE, 55t = NEDHNSCLCAHLL, iX
2% it 95 FB 3 XA ICTT I S TS S R N IR
X H AW AT R A D, SOWHO I A F A
N\ 8 P A 28 PN 3 DA TR PN, T 7 19°9 9 4 il 5 Mg s
i 9 2H 2 JL 2 3 AR e b, RS i TNSCLC-NED
FHE & 20 H T 0 B A 28 PN 3 0 A4 D 7 s A 2 4
FPANIES0%, LA 4 i sl 20 At S T2 o3BG TE
N i A U — Rk BE S, W FR O FENED, M
P2 PN 43 W0 B RE AE DX 1 o 12 W bR TR R s SR I e s 44k
AT E 55 #E1A (chromogranin A, CgA) . 2 Ml
(synaptophysin, SYN ) Bl HLEE T LGS 21 #2843 Db 5t
B, AR A — I BAPE RI 2R 7R NED . H I R T AR s
NED [ 3= 4 A B F S Ak SPik .

A I 40 B mINED Jy [l 34k, (R e HAA S
FRAE,  BRAE IR A o AU NED 48 i BE 5/ Arh g =44 20 it
MIASH R A, S R ISR N 4 WA FORE . 1 B NED 4t
B SRl 2 200 L % S0 (R A R K o At KT A 4
SCIIRAR S, TEAR S AL s T NED 41 i £ R . O
BE BASKEE , ST 2k, 3o S 240 i i) A% 5 ] el
i — A EL A BH A ) S P X SR HOAE ) R 2 P 4 b
Y5 TR R R R 2R AL L A s
KRBY), WIFEERESL, NEDIAR ZAAAETRIFAR .
B Wi | SR R

HHETXFNSCLC-NED B 5¢l R ik 2, MHEWHO
XINSCLC-NEDIE L, KEZHCRHCgA . SYNRA M
EREANEDFR A, DL bRic P BRI E ANEDFH
V. BB E R A EL 0 T (neural cell adhesion
molecule, NCAM) FIANTRANHBITR A, Bk 2 i il 57
FEUR IR A N C A M AT I 783 20 M 2 A5 5 AT # e o8 43 Wb
(neuroendocrine, NE) $#1F . SterlacciZE#X 40561 F-ARpn
AP A K CgA . SYNFIHZE ML ZS BT 7+ (NCAM,
CD56) MR XKW FENETE AL, A H A —Fh Rk H
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ACHAFFENED, KA 16.1% NSCLCK 4:NED, Segawa
EEFE130HINSCLCH i o S s AL Al CgA L SYN
N-CAMFILeu7 (CDS7) , I\ HEA —Fh R IR AHA N F
TENED, 4R A IAT16% B ATNEDAHIE, b k& 4E
NEMHA12427%
3.2 NSCLC-NEDMWIGASER S SundaresanZE A M I dm ik
NED (& A= T, I b fENED T 04k,
CgAFISYN—RTERE h R IE K £, CgATEARIR LR B
(iR v e SRR HE T, T SYNTEAR A b rh 253k W3, Ut
W Ied o AL R EE AT, B2 B INED, 77 Ak S5 Pk it
giifilo

FEAYKR [ S v, 28 B 47 B b AR 35 £ 5 B2
Wi A TENED 45 FIINSCLC, HoH i 2163.8% , i K
23.4%, AT WLARIEE R & AENED Y FL ) 3 g, 5 EAh
W78 25 5 M ] o 177 2 NEDRHIENSCLC R Z 543
b, X— 5 AR IR sCLC AL, SCLCZ
95% IR FIZ AR, FPi L 5 909-95% , SR F TR Ry A A Ly
R gkt FEIET] . BRI A5 12 56 8% . AR 430
S5, JR] LR R v A A ENED B FU R
i, ML R E R A 20, 5 SCLCHRE S 143
AEEL,
3.3 NSCLC-NED W& ANLEIF 3 FHFR fENEDR
NSCLCHAT# i TG P, Rk fby7 U £ )
2 5LA, Apaf-1FlCaspase-3/5 22 ik K44 T B LAEH]. X%
FUREE T30HINSCLC HATNED RHIE, &I HAF-H5 4
4840 % Apaf-1, Caspase-385 1K BB & = T A ENED
# (P<0.058§P<0.01) ; Apaf-1FllCaspase-37 A5 2 [A] 5L 1E A
% (r=0.287, P<0.01) , i S5UNIRYRT- 2 [A] 7R 2 IE A 5C %
Z (P 3240.385F10.231, $4JP<0.05) o i d RN s 20 21
(1) Apaf-125 [R5 FHPER B R (P<0.01) , Caspase-385 14
IRBAMERTE B AR | i bR A R L A5 e
(P<0.051%,P<0.01) »

XS ARSI 77 3 IH kit 78 P28 PN A I e R ) 225 -
AR R BAME R 5 AR B PR 2 5 OR B R > /N
0 B R >R A I > ML TR ) 5 A BIRR A BH MRy s DRk
FHPER 5 B8 HAE>S e PR &5 FAME SRR B A A7 0
Ko B AE G2 5
3.4 NSCLC-NEDMIRYT M5 NSCLC-NEDA:Y)~F4F
HE K %2R B FNSCLC 5scLez ], {H XM7Y
FEURAR A5 T SCLCHINSCLC Z Jal, [ NAMIFFE XTI
FEEFSL,

Petrovid§ I A8 4140 I 77 VA 1 16 41TV A FITIT

WINSCLCZHZIHNSE . CgA. SynflFikAKF-, K IM25% 17
TENED, fA7ENED T BUS RS, AE1E30% L I
NEAH AL HATAR 193697 2OCR , CHNSCLCH & AENED
(£ Mo P AR Yo SAZ IR B IV 7 SR BRIR TR
BRI R 2 (A A A5 /R X SENED IR A B
PRIT R . 2 PR A2 25 5 B S B4 . AT 30 R
SAAFR S — B NSCLCTGHH i 22 5.

HAINSCLC-NEDIAYT 7 2 AL HIWFFEAR 2, Derks!
I FHPIFMETT 7 58, 20 i 22 VE BRI 5 U | PRk frie
AT SR EA, & B E A NED Y R A A A7

(14.817) HAENEDHIHEE (10710 7) M H A B %2
5, MINSCLC-NED B #X PRui e i A AR FEIA 1 KR40
J5 SERIT RN AT 2 P S A TR 7

AW FEAER—LIAIT Tr Z2 W7 I FA T & AT
FAVP- 165 A HAZE A BCR B 4 (H AR B GE A0 A 19
BEAT /L, T R IEBRIG YT I, I R BE A X FNSCLC-
NED % 2 FENSCLCHIE — 36 ) 2, Al Itk
SR E 20 RIS, (HBUA R4 s 7 T A
BIRTT I 2R

25 HRTHE S 45 5, 7EXFNSCLCHEATIE 28 43 By i) 1]
PIWLER BINEDLT- & 5 25 . AR A7 A 1 F8 b, 1 7E 2
HINSCLC 5 NSCLC-NED F il J 22 5 i XA K 5t UE 4 i
BINED 5 il 5 o6 o EAR I, BE A0S
FUANH GG —AT g &l T: (1) NSCLChRAKRZ
P AR | 05 i R SHL TR R 4 G AL K, 3 S o B S TR )
FEA TR, 7ENSCL CHi {51 H iy b (i L AN [R] i AR 45 wip
A FT 45 X = AR B H AT NED FE U 5 H A il j5 22
SARG WA —; (2) NEDAIWHREAT, A NED
IR ISR, AS TR 2 420 % NE B e B e S vk RS
Ifl.,

g b Tk, AR 3CE o W S Hr4 7 INSCLC-
NED R I PR ARAE . S AR2ER I SIRITHOER, NN
NSCLCTENEDH] g2 A I S i) — Fh R B, 2k
BEE DI EGFREE S e EML4-ALKR AN | 1k
<704 FFEWIR IR o AL A AR R BINED,
H R Z IV, —83R97 EHEVP-16 KA 8125 7] B
1P AT ROR, W2 T I 22 V4 il 9 45 0 1 7 280
BRI R S M B R AiE Z—, NSCLC-NEDZENf R
T ASRIRERE | e B AR A YT BN S TR A R
S, BB R g BIE 2 0B AU . BRI ATY  RE AR I R
OB HE— 2L R LA 2R R O RTIZ R R A R R
TBIT ARSI
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