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[ Abstract ] Background and objective A debate has been ongoing whether non-small cell lung cancer(NSCLC)
with neuroendocrine(NE) differentiation likely indicates malignant behavior, poor prognosis, and sensitivity to chemotherapy.
In response to this issue, we retrospectively investigated NE differentiation in NSCLC patients who underwent anatomical
pulmonary surgery. Methods A total of 274 patients who met the inclusion criteria through January 2000 to December 2008
were enrolled in this study because they had the detailed material and enough paraffin tumor samples for tissue microarray.
The recommended antibody panel consisted of CgA, Syn, NCAM, Leu-7, PGP9.S, and MAP-2. We also counted Ki-67 in the
tissues to present the nuclear proliferation index. The Kaplan—Meier estimator and the Cox proportional hazard model multi-
variate analysis were applied to observe the relationship between NE differentiation and postoperative survival of the patients.
Results The Cox analysis of different NE score combinations on the prognosis of NSCLC after surgical treatment did not
reach statistical significance (score 1, score 2, and score>3 vs score 0, P=0.527; score 0 vs score >1, P=0.791; score<2 vs score
>2, P=0.163; score<3 vs score>3, P=0.293). The Kaplan—Meier estimator did not give significant difference in the survival of
NE score combinations in each pTNM layer. In the perioperative chemotherapy group, we also did not find a positive correla-
tion for the survival analysis of NE score combinations (score 1, score 2, and score>3 vs score 0, P=0.692; score 0 vs score>1,
P=0.922; score<2 vs score >2, P=0.264; score<3 vs score>3, P=0.484). Conclusion The NE differentiation of NSCLC reflects
some structure and functional characteristics of NELT, although it cannot be used as an independent factor of biological behav-

ior and survival for NSCLC patients who underwent surgery in our group.
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Tab 1 Univariate survival analysis of 274 NSCLCs

Item n (%) 3-year survival+£95%Cl HRe Pb

Gender 0.834
Male 189 (69%) 79.7%%6.5% 1.000
Female 85 (31%) 80.5%+10.4% 0.951

Age(years)
=70 58 (21.2%) 83.7%%10.6% 1.000 0.146
<70 216 (78.8%) 79.2%%6.3% 1.755
>55 202 (73.7%) 81.5%%6.3% 1.000 0.484
<55 72 (26.3%) 76.6%%11.2% 1.233

Smoking index 0.161
=400 121 (44.2%) 79.7%%7.8% 1.000
<400 153 (55.8%) 80%=+7.8% 0.724

Location 0.534
Right lobe 143 (52.2%) 80.5%*7.4% 1.000
Left lobe 131 (47.8%) 79.8%%8.2% 1.152

Chemotherapy 0.001™
Yes 173 (63.1%) 72.4%%8.0% 1.000
No 101 (36.9%) 89.9%+7.1% 0.352

Surgery 0.254
Lobectomy/Sleeve resection 257 (93.8%) 79.6%%5.7% 1.000
Pneumonectomy 17 (6.2%) 90.9%*17.1% 0.648

Pathology 0.513
Adenocarcinoma 148 (54%) 84.2%+7.1% 1.000
Squamous carcinoma 103 (37.6%) 76.8%19.2% 1.433
Large cell carcinoma 13 (4.7%) 76.9%1+22.9% 1.131
Others 10 (3.6%) 58.3%+38.8% 1.980

Degree 0.037"
High / moderate 185 (67.5%) 84.3%%£5.9% 1.000
Low/ undifferentiated 89 (32.5%) 71.7%%11.0% 1.804

pTNM <0.001"
| 165 (60.2%) 87.6%%£5.7% 1.000
1l 48 (17.5%) 84.9%%11.4% 1.509
1} 59 (21.5%) 53.9%+16.3% 3.821
\" 2 (0.8%) - 4.250

Ki-67 0.059
=>20% 97 (35.5%) 72.0%+12.2% 1.000
<20% 176 (64.5%) 82.1%%6.3% 0.589

295%Cl: 95% confidence interval; ®P: the Log-rank test result of the survival curve between 2 or more

groups; ‘HR: risk ratio, results of Cox regression analysis; ‘P<0.05, “P<<0.001.
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Tab 2 Main reagents, sources and working concentrations

Item Source Clone Working concentration
Rabbit anti-human chromogranin A (CgA) monoclonal antibody ZSGB-BIO AE1/AE3 1:400
Mouse anti-human NCAM (CD56) monoclonal antibody ZSGB-BIO 123C3 Working solution
Mouse anti-human Leu-7 (CD57) monoclonal antibody ZSGB-BIO NK-1 Working solution
mouse anti-human MAP-2 monoclonal antibody ZSGB-BIO AP18 Working solution
Monoclonal mouse anti-human PGP9.5 antibodies ZSGB-BIO 10A1 1:50
Rabbit anti-human synaptophysin (Syn) monoclonal antibody ZSGB-BIO SP11 1:100
Rabbit anti-human monoclonal antibody Ki-67 ZSGB-BIO SP6 Working solution
3,3 - diaminobenzidine (DAB) reagent kit Ventana Working solution
HRP Multimer Ventana Working solution
% 3 274BINSCLCHINESML ST R R B R EF 4T
Tab 3 NE differentiation univariate survival analysis of 274 NSCLCs
Item n (%) 3-year survival£95%Cl2 HRe pb
CgA -
+) 3 (1.1%) - -
) 269 (98.9%) 79.0%+5.7% -
Syn 0.716
) 14 (5.1%) 83.6%+21.2% 1.000
) 259 (94.9%) 79.1%%5.7% 1.240
NCAM -
+) 4 (1.5%) - -
) 270 (98.5%) 79.1%+5.7% -
Leu-7 0.063
) 71 (25.9%) 90.2%+8.4% 1.000
) 203 (74.1%) 75.7%%11.1% 1.938
MAP-2 0.768
) 108 (39.4%) 80.8%=*8.6% 1.000
) 164 (60.6%) 78.3%%£7.3% 1.083
PGP9.5 0.315
) 42 (15.3%) 79.3%+12.5% 1.000
) 230 (84.7%) 79.1%=%6.3% 0.317
NE score
(mo 108 (39.4%) 75.8%1+9.4% 1.000 0.550
1 105 (38.3%) 77.7%*8.8% 1.119
2 47 (17.2%) 92.4%%£8.2% 0.681
>3 14 (5.1%) 81.3%+12.4% 0.551
(20 108 (39.4%) 75.8%%9.4% 1.000 0.822
>1 166 (60.6%) 82%*3.4% 0.943
(3) <2 213 (77.7%) 76.6%%6.5% 1.000 0.170
=2 61 (22.3%) 89.3%+9.4% 0.612
(4) <3 260 (94.9%) 79.3%+5.7% 1.000 0.407
>3 14 (5.1%) 81.3%+24.3% 0.556

295%Cl : 95% confidence interval; *P: the Log-rank test result of the survival curve between 2 or more groups; <HR:risk

ratio, results of Cox regression analysis.
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Fig 1 Cumulative Kaplan-Meier survival curves for different NE scores of NSCLC
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E-mail: cnlungca@gmail.com; cnlungca@yahoo.com.cn

fETL: 022-27219052
[Pk http://www.lungca.org
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