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Cell Differentiation Might Predict the Recurrence in Surgically
Resected Non-Small Cell Lung Carcinoma

Hyung Koo Kang, M.D,, Sung Gun Cho, M D,, Hye-Min Lee, M.D,, Sung Woon Park, M.D,, Byung Ook Lee,
MD.,, Jae Hee Lee, MD, Bo Min Kim, MD_, In Won Park, MD,

Division of Respiratory and Allergy Medicine, Department of Internal Medicine, Chung-Ang University College of Medicine, Seoul,
Korea

Background: Lung cancer is the most common cause of cancer mortality in Korea, The TNM stage at presentation
in patients with non-small cell lung cancer (NSCLC) has the greatest impact on prognosis. Patients who undergo
a complete resection for NSCLC are likely to develop recurrent and/or metastatic disease. There are several factors
influencing the development of recurrence. We explored risk factors of recurrence in patients with stages I and
II NSCLC, who had undergone curative resection.

Methods: We reviewed patients who had complete surgical resection as definitive treatment for stage I or II. Patients
followed up for more than 36 months. We evaluated several factors which might have relationship with recurrence,
such as patient’s demographic factors, TNM staging, pathologic finding, tumor markers and surgical technique.
Results: A total of 75 patients were enrolled for analysis, of whom 58 were men and 17 were women with mean
age of 61 (range, 37 to 70) years, The average size of tumors was 3.9 cm (0.7 to 10 cm). There were 64 patients
with stage T NSCLC and 11 with stage Il NSCLC, Among 04 patients with stage I NSCLC, 35 patients showed
recurrences whereas 8 patients have recurred in stage II NSCLC. Grade of differentiation of tumor was closely
related to the recurrence. Seventy-five percent of patients who had poor tumor differentiation experienced a
recurrence, In contrast, 3 patients of twelve had recurrences, who revealed differentiation in their tissue (p<0.05).
Conclusion: Tumor differentiation could be a predictive factor for tumor recurrence in patients who have undergone
curative resection for stage T or II NSCLC,
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Curative resection in stage I, II:
n=104 (85/19)

Incomplete information:
n=12

Follow up duration less than
3 years: n=17

v
Study subjects: n=75
(IA/IB/IAIIC: 25/39/3/8)

Figure 1, Patient population enrolled and excluded in this
study.
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Table 1, Demographics of study subjects

Variable Recurrence  No recurrence  p-value
No. 43 32
Sex (M/F) 24/11 24/5 0,192
Median age, 63 (37~76) 61 (40~74) 0513
yr (range)

Table 2, Comparison of recurrence between stage | and
stage |l

Stage | Stage |l
p-value
IA B 1A 1B
Current staging 0.453
All patients, 25 39 3 8
n
Recurrence, 183 (52) 22 (66) 3 (100) 5 (80)
n (%)
New staging 0475
All patients, 25 31 13 5
n
Recurrence, 13 (62) 17 (55) 9 (69) 4 (80)
n (%)
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Table 3, Comparison of recurrence characteristics between
local and remote recurrence

Stage | Stage |l

p-value
IA B 1A 1B

Current staging 0.275
All patients, n 13 22 3 5
Local recurrence, n 3 4 2 2
Remote recurrence, n 10 18 1 3

New staging 0112
Al patients, n 13 17 9 4
Local recurrence, n 3 2 5 1
Remote recurrence, n 10 15 4 3
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Table 4, Relationship between recurrence and clinicopathologic factors in stage |, Il non-small cell lung cancer
Variable Recurrence (n=43) No recurrence (n=32) p-value
Size of tumor (cm) 402+1.36 375+177 0.320
Location of tumor (RUL/RML/RLL/LUL/LLL) 12/5/12/8/6 10/2/6/6/8 0,648
Histology (squamous/adenomatous/large cell) 24/18/1 19/13/0 0.849
Smoking history 21 (48.8%) 24 (75%) 0.371
Smoking amount (pack year) 35+18.34 35+12.80 0.681
Serum CEA level, ng/mL 6.46+6.14 13.08+33.22 0,058
Surgery (segmentectomy/lobectomy/pneumonectomy) 1/33/9 1/25/6 0.955
Subjective symptom 26 (60.5%) 14 (43.8%) 0.151
Histologic grade (well/moderate/poor/no information) 3/22/9/9 9/14/3/6 0.013*

CEA: carcioembryonic antigen; RUL: right upper lobe; RML: right middle lobe; RLL: right lower lobe; LUL: left middle lobe;

left lower lobe,
*p<0.05,

LLL:

Table 5, Relationship between recurrence and clinicopathologic factors in stage | non-small cell lung cancer

Variable Recurrence (n=35) No recurrence (n=29) p-value
Size of tumor (cm) 406+142 348+1.33 0.884
Location of tumor (RUL/RML/RLL/LUL/LLL) 10/5/11/5/4 10/2/5/5/7 0.430
Histology (squamous/adenomatous/large cell) 19/15/1 17/12/0 0.816
Smoking history 14 (40%) 21 (72 4%) 0.184
Smoking amount (pack year) 4042004 37+12.30 0.635
Serum CEA level, ng/mL 7.60+6.39 13.48+35.88 0.083
Surgery (segmentectomy/lobectomy/pneumonectomy) 1/27/7 1/24/4 0.804
Subjective symptom 21 (60%) 11 (37 9%) 0.079
Histologic grade (well/moderate/poor/no information) 2/13/12/8 8/12/4/5 0.020*

CEA: carcioembryonic antigen; RUL: right upper lobe; RML: right middle lobe; RLL: right lower lobe; LUL: left middle lobe; LLL:

left lower lobe,
*p<0.05,
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Figure 2, Recurrence rate of patients with stage |, Il strati-

fied by differentiation,
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Table 6, Multivariate analysis for relationship between re-
currence and histologic grade

Variable OR 95% ClI p-value
Sex 0214 0.653~6694 0214
Age 1.001 0952~1053 0576
Size of tumor 1122 0.824~1528 0.884
Histologic subgroup 1217 0613~2418 0575
Histologic grade 3.068 1204~7816 0019
Serum CEA level 0984 0944~1026 0454
Surgical method 0.849 0596~1875 0804

OR: odds ratio; Cl: confidence interval,

Table 7. Relationship between recurrence and lymphovas-
cular tumor emboli

Recurrence No recurrence
Stage |, I (n=20)
Lymphovasular emboli,  4/12 (33%) 2/8 (25%)
n (%)
Stage | (n=16)
Lymphovascular emboli, 3/9 (33%) 2/7 (29%)
n (%)
5. 2AY WE)|2t
Kaplan-Meier B0 2 Ay B 22w A=7|7ke 11
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9kth(p=0.027) (Figure 3).

o
2 ATE Hodog Zehiky £33 dAleg vke b
), 17] B 758 o Ak Yo & e
801e Hsst, AT A% Rahwrh seke) e
do7l= FQ3k fFoAAS vrad 4 Tt
5% 5 dloke) GRS 147] Sgelre A
=7 k31 9 1B, 117] FYelE FILE T 9 A

222 FolL AVES FAk o A7t AR
Adjuvant Lung Cancer Project Italy (ALPI), International
Adjuvant Lung Cancer (IALT) oA & T17]ollA] &
oslslx|ar} EWel o]So] §le-S ARBIL T, o]d
Aol o] $15l0) e AAE Sohiichrl Bk
A RE ARAMAE 2L = SAAl Aled w T

1.0 - Kaplan-Meier method
p=0.027

_ 0.8+
©
=
c
» 06 —— Moderate
] ---- Poor
3044 0 v T Well
2]
©
[0}
L2
0 0.2

0.0 A

30.00 40.00 50.00 60.00 70.00 80.00 90.00 100.00
Month after surgery

Figure 3, The Kaplan-Meier survival curves in patients
with stage |, Il non-small cell lung cancer stratified by his-
tologic grades,
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