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Clinical Significance of Lymph Node Micrometastasis in Patients with
Stage | Non-Small Cell Lung Cancer

Phil Jo Choi, M.D.*, Mee Sook Roh, M.D.**, Jae |k Lee, M.D.*

Background: The prognostic significance of lymph node micrometastasis in non-small cell lung cancer re-
mains controversial. We therefore investigated the clinicopathologic factors related to lymph node micro-
metastsis and evaluated the clinical relevance of micrometastasis with regard to recurrence. Material and
Method: Five hundred six lymph nodes were obtained from 41 patients with stage | non-small cell lung can-
cer who underwent curative resection between 1994 and 1998. Immunohistochemical staining using anti-
cytokeratin Ab was used to detect micrometastasis in these lymph nodes. Result: Micrometastatic tumor cells
were identified in pNO lymph nodes in 14 (34.1%) of 41 patients. The presence of lymph node micrometa-
stasis was not related to any clinicopathologic factor (p>>0.05). The recurrence rate was higher in patients
with micrometastasis (57.1%) than in those without (37.0%), but the difference was not significant (p=0.22).
Patients with micrometastasis had a lower 5-year recurrence-free survival rate (48.2%) than those without
micrometastasis (64.1%), with a borderline significance (p=0.11). The 5-year recurrence-free survival rate
(25.0%) in the patients with 2 or more micrometastatic lymph nodes was significantly lower than that in the
patients with no or single micrometastasis (p=0.02). In multivariate analysis, multiple lymph node micrometa-
stasis was a significant independent predictor of recurrence (p=0.028, Risk ratio=3.568). Conclusion: Immuno-
histochemical anti-cytokeratin staining was a rapid, sensitive, and easy way of detecting lymph node micro-
ma-astasis. The presence of lymph node micrometastasis was not significnatly associtated with the recurrence,
but had a tendency toward a poor prognosis in stage | non-small cell lung cancer. Especially, the presence
of multiple micrometastatic lymph nodes was a significant and independent predictor of recurrence.

(Korean J Thorac Cardiovasc Surg 2003;36:348-355)
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Fig. 1. Immunohistochemical staining for cytokeratin. Several
cytokeratin-positive tumor cells are seen in subcapsular sinus
of the lymph node (> 200).
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Table 1. Clinical features of 41 patients with stage | non-
small cell lung cancer

Feature No. of cases (%)
Gender
Male 30 (73)
Female 11 27)
Mean age (range, years) 59 (43 ~69)
pT stage
T1 C 12 (29)
T2 29 (71)
Histology
Squamous cell 19 (46)
Adenocarcinoma 9
Bronchioloalveolar 7
Others 6
Large cell 2
Carcinosarcoma 1
Adenosquamous cell 2
Pleomorphic 1

No, number; pT, pathologic T

Table 2. Operative procedures

Procedure No. of cases
Left 19
Pneumonectomy
Upper lobectomy 3
Lower lobectomy 10
Right 22

Upper lobectomy

Upper lobectomy, sleeve
Middle lobectomy

Lower lobectomy
Bilobectomy (RML and RLL)

W ~} == A

Total 41

No, number; RML, right middle lobe; RLL, right lower lobe

FHA S HolA| PEgkrh(Table 3).
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Table 3. Clinicopathologic correlation with micrometastasis
Age Gender Histology pT
Factors  No of L/Ns
>60 <60 M F SCC AC others 1 2
Micrometa{ - -) 1193 17 10 18 9 13 11 3 7 20
Micrometa( +) 13.14 6 8 12 2 6 5 3 5 9
p-value 0.632 0.219 0.275 0.512 0.719

No, number; L/Ns, lymph nodes; M, male; F, female; SCC, squamous cell carcinoma; AC, adenocarcinoma; pT, pathologic T; Micrometa,

microraetastasis

Table 4. Recurrence

Micrometa.(—) Micrometa.(+)  p-value
Recurrence
Nzgative (n=23) 17 6 0.22
Positive (n=18) 10 8
Micrometa, micrometastasis
2gefdo| ek A-E WAY FA] S FaE

2, U4z 3R e 944402 dAE e Ao
FA T 1473 ol 4] 8rdo] ARy o =AY (57.1%), 37% ] A
& 2 vjAAe] ATl vldl 2 AL EES EAA

gk AR GolAd= o] 22 EcH(Table 4).
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Fig. 2. Recurrence free survival curve of patients with/without
micrometastasis.
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Fig. 3. Recurrence free survival curve of patients with no/sin-
gle, multiple micrometastasis.
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Table 5. Risk factors for recurrence

Univariate analysis

Multivariate analysis

Factors p-value p-value Risk ratio(95% CI)
Age (<60) p=0.486

Gender (female) p=0.903

Histology (non-squamous) p=0.035 0.298 1.823 (0.588~5.651)
Primary tumor location (left side) p=0.093 0.089 2.287 (0.8814~5.9323)
L/N micrometastasis p=0.219

No of micrometastatic L/N (multiple) p=0.030 0.028 3.568 (1.146~11.1061)
Micrometastatic N2 p=0.150

CI, confidence interval; L/N, lymph node; No, number
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