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[ Abstract ] Background and objective Recently it has been proven that non-small cell lung cancer (NSCLC) also
had the feature of neuroendocrine (NE) differentiation. The aim of this study is to investigate the correlation between NE dif-
ferentiation of NSCLC and its biological behaviors, together with prognosis. Methods All NSCLC paraffin-embedded speci-
mens and cases, followed up over than 3 years, were randomly obtained from 206 patients from January 2005 to December
2007, who underwent surgical resection and confirmed pathologically. All of them were not underwent radiation and chemo-
therapy before operation. Immunohistochemical Envision two-step method was used to detect the expressions of NSE, CgA
and Syn. And all data were analyzed using SPSS statistics software and Kaplan-Meier survival curves were constructed, and Log-
rank test was also conducted. Results Of the 206 patients, 84 cases with NE differentiation (39.8%) and CgA, NSE and Syn
positive rates were 53 (25.7%), 104 (50.5%), 91 (44.2%) respectively; a statistically significant difference between NSCLC
with NE differentitation were showed. The positive expression of Syn was closely correlated with histological differentiation,
lymph node metastasis. The survival of single-factor analysis by the Log-rank test showed that Syn had relation to the postop-
erative survival rate of patients (x’=4.164, P=0.041), while the relevance between patients with NE and survival had no signifi-
cant difference (P>0.05). Conclusion NE differentiation is an important indicator of biological behavior of NSCLC; and the
detection of Syn markers of neuroendocrine differentiation may be recommended to detect NE differentiation of NSCLC, and
the positive expression of Syn suggests poor prognosis.

[ Key words ] Lung neoplasms; Neuroendocrine differentiation; Biological characteristics; Prognosis

PEFBAL: 300052 K, KHEERRZERERLOMAMEL (IKZE, FRHY, KIS ) 5 300060 KHE, KEERIA: MR EEbem AR (5538, SUes))
GEIEE . R4, E-mail: cns2008@163.com )

000000
www.lungca.org



© 874 - o [ 9 2% 25 20104E9 1 45 134 45 o )

Chin J Lung Cancer, September 2010, Vol.13, No.9

Jits 96 B8R I PR i DL B M b 2 — AR
MBS A2 M RAFAE A AN [R] 0T 43 Shy /)N s
('small cell lung cancer, SCLC ) FIAE/NHfffilifE ( non-small
cell lung cancer, NSCLC ) , SCLCHE A ML N4 ( neuro-
endocrine, NE ) ZMELIRHIE, J& T & N4 ibig . 0
UTAE 5T & BINSCLC[FIAE I HA NEAME A HEEY, I
HWHOTE 19994 H & 1T 114 i 55 it R e g 2 00 1L 2%
Sy N T NSCLCHAZ 9 53 AL I E S, i T
NSCLC /i Jifidfig h 2 R 280, #ioo HAR bk B i s 4
MBI B B RANE . A58 O 28 D0 S s
fEfLA ( neuron-specific enolase, NSE ) | Zfi 2% ( synapto-
physin, Syn ) TpwEEA ( chromogranin A, CgA ) =FhFric
WG N AT, FIWE S AANES L, JFit— P HRITNE
I3 SGX = FRIC I Y 23K [RINSCLC Y A= kit S =
IARSCHE , DN MG IR YT B 355 PG B (AR

1 R 575%

L1 G RGERE AT I FORR IR T R E R 2= B & b
P BE20054E 1 2007412 | 25N ARG 7 I B
WESEANSCLC, Rl 34F 12066 f8 %, A /& AR
YRS AT . Hr, B2, Ltko4fl. ik
38%-75%, WPIAEE61% I RN -, (K%
20044F It WHO S5 i il s B2 73 AehrifE o325, b i
o8, RRgEm7ef, MR 200, HepZsmiafl, Fra s
A2 109% AR /R AR E , H AR

1.2 3GR A

1.2.1 FEGAG RPAHBRERPTANSE . CgARISyn L rE T
1A EnVision 75150 £ B PF 2 DAKOA Rl $24E, 1l
FTRRBHE (i) ARAF

1.2.2 Qb EnVision "1k AMEIELLY) Sk, JE
4um, 15KATHEY, Rt difb . AP R
AbEE, HZK, OmERREKAL, Yeri 1 mmol/L Tris-
EDTA (pH9.0) i1 EMMEE BTt U] )7 0.3%H,0,
WEEALFE20 min; SRIGPBSPE3R, FHIKS min, HIA—
b, BUIR A4 COKFERI R . B RIGER &, Z 30
minf5, PBSPE3WR, BFKS min, A THL. FRACE30
minfi5, PBSPE3VR, 4AFYKS min, DAB (1S min-10 min,
ZEMK e . IR, K, HR o HC AR

B U BRI, 5 I RE LT B0 04> = A
FLEY (x400) , FHAEZ (5 0968 40 B < S% A0 A BAE (-)
>S9 (+) , JCr BRI S%-10% K (+)
11%-20% (++) , 21%-50% (+++) . H PRz —#
EENEME : A —FNESRICY)—RIE R (+++) , 5L
ZOHMRPRICYRE N (++4+)

1.3 Py A B DO BERER, IR 3, fF1RE
Vi BEVIB AT AR Z H I B AL T 8e i 1K B
Vi, VAT, BEVIS3AEBUL

L4 Gt )ik A EdE 4R HISPSS 13048 HR i 4 7
Bro N HRXCHIELRCK G, 48 —FINEFRICY) X NE
SIGRAEYERAER R . FI R A A5 Hr R HKaplan-
Meier fHZE iR A A7 %, FATLog-rankki 5 . P<0.0S3/R 2%
SRAGIEE L

2 #ER

2.1 NEFRICHIFENSCLCHFRIE  —Fibfi 48 N 43 il bRic
PR BHME RO A I A (A, AR EIRL, NSE, SynZ
RREEE G (K1), CgARAMEA A al ik igPE
Ho (K2) o KHEZED2FNESRCHI BHME: 56 6112 R 1
ANESHMEIINSCLCHYHIKbR i, 206fNSCLCH 422
WAL 820 (1539.8% ) , APEFIZ AL
124155 CgABHPEBIECA S35 (25.7% ) , NSEFHYEBIECH
104451] (50.5% ) , SynPHIEBIECHIE] (44.2% ) .

2.2 HE R SNESME L HFRICHIR RS AR LA
F M PNES L S bR e R s L1, &5t
SRR, NESME- 511 AR EE S IO AH Pk

2.3 RELZEERE SNESME S LhREY A —dbmicy
W, SynPHPEFRIATER L A5 RS 21 3 = T Ok L 25 e R 2
(P=0028) ; HICIHKEZEER SNESMERDCAHNE (R2) .
2.4 RSB SNEARICHI IR NESME R B MR
FHARIC R INSCLCh Rk B, ik dl ]
BIFE; SynfPHERFIGETE =4 2ZERA G ERE X
(P<0.05) (£3) .

2.5 A 0T IAANSCLCHE B BV Z5 R R, fEANES
1k82fs], HAPBET-3561, 34EAELFHRNST3%; ANMEANE
o124, HABETI3461, SFEAEAFR HK68.5%, ZiLog-
rankf 3 25 5 AT X (P>0.05) .

SIS SRS, LIV e B R B P X CgARINSE {9 I 4 1% 5 1% IR 5 6 A 6

B, I B P APBS B — LA 728 I T (P>0.05) 5 {HSynfty Bk 15 H#F AP Z Il 10 2257

1.2.3 FREGESEHING 95 B, MOyl I kR A A7 (F=4.164 P=0.041) (I3) .
oo

www.lungca.org



v il geE 2 520104F9 1 551345594 Chin J Lung Cancer, September 20

10, Vol.13, No.9 <875 -

B 1 SynfERfRREFHIZRIE (EnVision, X400) . Syn : Rff=,
Fig 1 Syn positive staining in lung adenocarcinoma (EnVision, X400).

Syn: synaptophysin.
Fi

2 CoAZEHfERIZERIL (EnVision,

X200) . CgA : FEEERA,
g 2 CgA positive staining in squamous cell carcinoma (EnVision, X 200).

CgA: chromogranin A.

%= 1 ZBINSCLCHISYn. CgAFINSERIBHTEZR
Tab 1 The positive rates of CgA. NSE and Syn

Type The positive rate of NE marker (%)  NE differentiation
CgA NSE Syn

Squamous cell carcinoma 20 (24.4) 40(48.8) 36(17.4) 33(40.2)

Adenocarcinoma 24(28.2) 46(54.4) 45(52.9)* 36(42.3)

Adenosquamous carcinoma 4(18.2) 10(45.5) 5(22.7) 7(31.8)

Others 5(29.4) 8(47.1) 5(29.4) 6(35.3)

*The positive rate of Syn expression among all subtypes of NSCLC has sta-
tistical difference, P=0.041.

=2 HRBLEHBERLSNESLHEXE
Tab 2 The relationship between Lymph node metastasis and NE dif-

ferentiation

Metastasis The positive rate of NE markers (%) NE differentiation

CgA NSE Syn
Yes 24(26.4)  46(50.5) 48 (52.7)* 40 (44.0)
No 29(25.2) 58(50.4) 43 (37.4) 42(36.5)
Total 53(25.7) 104 (50.5) 91 (44.2) 82(39.8)

*The positive rate of Syn expression in the two groups has statistical
difference, P=0.028.
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Tab 3 The relationship between positive rate of NE and histological differen-

tiation

1.0 Syn
Positive
0.8 Negative
T 06
=
2
e 04
=
]
0.2
0.0
10.00 20.00 30.00 40.00
Time/month

3 SynHL 5 BERNEFME
Fig 3 Surivival curves of patients with Syn of non-small cell lung cancer
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Differentiation degree The positive rate of NE markers (%) NE differentiation
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HHET, BFENERI A 2R, . A
RS, WAL HirPSlodkowskZE T
TN NI LA R REMNE b AR HE T 78 o ASBIFSY

CoA NSE Syn
High 15(242) 32(51.6) 23(40.3) 18(29.0)
Moderate 21(27.6) 37(48.7) 29(42.1) 29(38.2)
Low 17(250)  35(51.5)  39(50.0) 35(51.5)
X 0.239 0.157 7.164 6.951
P 0.887 0.540 0.028* 0.031%
*P<0.05.
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