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The clinicopathological and immunohistochemical studies of synchronous
multifocal non-small cell lung cancer-its prognostic significance
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A Clinicopathological Study of Synchronous Multifocal

Non-Small Cell Lung Cancer
Yung-Chie Lee, Yih-Leong Chang* , Jang-Ming Lee, Jin-Shing Chen

Departments of Surgery and Pathology*, National Taiwan University

Hospital, Taipei

Synchronous multifocal involvement in non-small lung cancer (NSCLC) was not
an unusual occurrence, especially in histological types of adenocarcinoma and
bronchioloalveolar carcinoma. The TNM staging and prognosis in these tumors are
still remained as an unsolved problem. During the period from Jan 1990 to Apr 1998,
50 patients were pathologically proved to have multifocal tumors after surgically
resection. The incidence was 9% among the surgically resected NSCLC patients done
in the same period. There were 30 males and 20 females, with age ranging from 46 to
80 years. The distribution of histological type was adenocarcinoma in 29 patients,
bronchioloalveolar carcinoma in 17, squamous cell carcinoma in 2 and
adenosquamous carcinoma in 2. The tumors were located within one lobe in 30
patients and more than one lobe in 20 patients, including 2 had contralateral tumor.
An 1mmunohistochemical studies of P53, Rb, E-cadherin, PCNA and Ki67
expressions in these tumors were conducted. And their relations to clinical and
pathological characteristics were analysed. The analysis of patient's survival revealed
sighificant worse factors including positive regional lymph node involvement,
pathological evidence of vascular invasion, and positive P53, PCNA or Ki67
expression.



Synchronous Multiple NSCLC
m

| Intrapulmonary metastasis ?

® Muitiple primary lung cancers ?

Remained as a difficult problem in TNM staging of the

tumor

1996 AJCC and UICC

® NSCLC with satellite nodule(s} with ipsilateral
primary-tumor lohe — T4

® Separate tumor nodule(s} in the ipsilateral non-
primary-tumaor locbe — M1

Synchronous Multiple NSCLC
_

® Incidence
m Pathological characteristics

m Prognosis




Patients and Methods

Period: Jan 1990 to Apr 1998
No. of patients: 50 patients with pathologically proved
to have multifocal tumors

Male: 30 Female: 20
Age: 46 - B0 years

Pathological Studies

m Histological type, local invasion, regional lymph
node involvement, vascular invasion

E Immunohistochemistry:
P53, Rb, E-cadherin, PCNA, Ki-67




Distribution of Histological Type

m Adenocarcinoma : 29
m Bronchioloalveolar Ca : 17
m Squamous cell Ca : 2
m Adenosquamous cellCa : 2

Location of Multifocal Tumors :

|
Within one lobe : 30 patients
Z two lobes : 20 patients

{contralateral : 2)
No. of tumors :
2 : 9 patients
> 2 : 41 patients




All 50 patients had undergone complete surgical

resection

Pneumonectomy : 7 Lobectomy +wedge : 7
Bilobectomy : 5 Segmentectomy +wedge : 1
Lobectomy : 29 Segmentectomy : 1

Operative mortality : 1 (2.0%)

_

Within one lobe :
40% have clinical symptoms

3.3% have recurrent tumor after operation
= two lobes :

80% have clinical symptoms
25% have recurrent tumor after operation




Results of Immunohistochemical Study

R

Significant correlation :
P53 :Ki67, PCNA, LN metastasis, survival
Rb : P53 (inverse)
E-cad : vascular invasion
Ki67 : P53, PCNA, tumor size, survival
PCNA : P53, Ki67, vascular invasion, survival

Discussion : (1)
—————
& Multifocal involvement is not unusual in NSCLC,

especially in histological types of adenocarcinoma
and bronchioloalveolar carcinoma

W A deliberate pathological examination should be
performed to detect these lesions




Discussion : {2)

e

® Using the new TNM staging system to categorize
these lesions to T4 or M1 may be improper, because

their prognosis can be good if regional lymph nodes
are negative for metastasis
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Log-Rank Test p=.08%03

— One lobe

- More than one loghe
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— Without LN metastasis
With LN metastasis
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Relationship between p53 and survival {Log-Rank Test p=.00467)
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Reiationship between Ki-87 and survival (Log-Rank Test p=.04583)
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Relationship between Ki-67 and survival {Log-Rank Test p=.00632)
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Relationship between Ki-67 and survival {Log-Rank Test p=.02376)
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Relationship between Ki-67 and survivai (p= 13958 N=207}
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Reilationship between PCNA and survival (p= 01547 N=207)
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