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[ Abstract]
lung cancer (MFLC) patients. Methods From January 2012 to January 2018, 187 MFLC patients whose largest lesion

Objective To analyze the clinicopathological characteristics and prognostic factors of multifocal

diameter was <4 cm and without lymphatic involvement or systemic metastases, were retrospectively reviewed. All the
patients received surgical treatment. The Kaplan-Meier method was used for survival analysis, and a multivariable Cox
proportional hazards regression model was used to assess the independent prognostic factors. Results Among 187 cases,
173 were simultaneous MFLC (SMFLC) and 14 were metachronous MFLC (MMFLC). The 5-year disease-free survival
(DFS) and overall survival (OS) rates of this group MFLC patients were 63.5% and 89.1%, respectively. In the SMFLC
group, according to the American College of Chest Physicians (ACCP) guidelines (3rd edition), 133 patients were defined
as synchronous multiple primary lung cancer (SMPLC) while 40 patients had intrapulmonary metastases, there was no
statistical difference in DFS between the two subgroups (P=0.531). EGFR mutation status (same mutations, different
mutations, all wild-type) had no statistically significant effect on DFS of SMFLC (P=0.388). Univariate and multivariate
regression analysis revealed that radiographic feature of solid nodules (hazard ratio (HR)=7.4, P=0.008) and MMFLC
(HR=5.6, P=0.001) were independent risk factors for poor prognosis. Conclusion MFLC can achieve a favorable
prognosis with early surgical treatment. Tumor density and metachronous lesions are two important prognostic
predictors.
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Fig 1 Typical radiological findings of pure ground glass nodule (p-GGN) (A), mixed GGN (B), and pure solid nodule (SN) (C) (arrows)
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Table 1 Clinicopathological characteristics of patients

Characteristic Case %
Gender
Male 66 353
Female 121 64.7
Smoking history
Yes 44 23.5
No 143 76.5

Family cancer history

Yes 84 49.7

No 85 50.3
Tumor history

Yes 13 7.5

No 174 92.5

Location of lesions

One lobe 58 31.0
Unilateral different lobe 91 48.7
Bilateral lobe 38 20.3

Radiologic features

Multiple GGN 68 36.4
SN+GGN 60 32.1
Multiple SN 59 316

T stage of largest tumor

T, 116 62.0

T 71 38.0
Detailed histology

AC+AC 177 94.7

AC+SCC 4 2.1

SCC+SCC 6 3.2
EGFR mutation

Positive 59 60.8

Pan-wild type 38 39.2

GGN: Ground glass nodule; SN: Solid nodule; AC: Adenocarcinoma;

SCC: Squamous cell carcinoma; EGFR: Epidermal growth factor receptor.
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Table 2 Clinical and prognostic details of 7 patients undergoing EGFR targeted therapy

Case Sex Smoking history Tumor sites Nodule intensity EGFR mutations

T-stage of lesions  ACCP guidelines Follow-up/month Relapsed or not

1 F No RML/LUL  GGN+GGN 19-del/unknown
2 F No LUL/RLL  GGN+SN 19-del/unknown
3 F No RML/RLL  SN+SN 19-del/unknown
4 F No RML/RLL  GGN+SN L858R/L858R

5 F No RUL/RLL  SN+GGN 19-del/unknown
6 M Yes RML/RLL  SN+SN Wild/19-del

7 F No RUL/RUL  GGN+SN 19-del/19-del

Tis/Tis MPLC 68 Not
Tis/T,, MPLC 33 Not
T,/T. MPLC 46 Relapsed
TW/Th MPLC 20 Not
T, visc./Tis MPLC 51 Not
T, visc./T,, MPLC 24 Not
TW/T,, Metastasis 50 Not

F: Female; M: Male; RML: Right middle lobe; LUL: Left upper lobe; RLL: Right lower lobe; RUL: Right upper lobe; GGN: Ground glass nodule; SN: Solid
nodule; MPLC: Multiple primary lung cancer; EGFR: Epidermal growth factor receptor; ACCP: American College of Chest Physicians.



ol 2 T IR i AR ERREIE K S R R 0T 869

24 TWREDH

B P BE TS 28(8 ~ 71) N H o RIF54E
DFS#4163.5%, 5408 N 89.1%. il 17 A P i 22 %)
2501 B B B &, A4 5B BN AH OG B BB
T, WA S 35 B X DESHYRE I [ Z AT 2047 -
241 FRESH SRR, MMFLCE# (P<0.001),
FEGIE T AT, (P=0.001) | 52454k Q& ¥
(P<0.001) Fl##3Z2 R J50F7 7 (P=0.006) H54F DFSHE T
e AFWY . RAECE AL B R L 2SI (R 2013
iACCPHE I ) . EGFRFEZEARAS 5 R 2 X DES TR M

&3 MFLCEEDFSHIBEREZESH

Table 3 Univariate analysis of disease-free survival (DFS) in patients

with MFLC
Variable Case 3 );Zat;g}:s P

Agelyr. 0.770
<61 95 422
=61 92 77.7

Number of lesions 0.321
2 146 71.5
=3 41 36.9

Tumor location 0.429
One lobe 58 76.8
Ipsilateral different lobe 91 49.9
Contralateral lobe 38 76.8

Time of presence <0.001
Synchronous 173 66.2
Metachronous 14 0

T stage of major lesion 0.001
T, 116 80.0
T 71 40.0

Density pattern of tumors <0.001
GGN+GGN 68 94.6
GGN+SN 60 87.8
SN+SN 59 25.2

EGFR mutation status 0.388
Concordant 27 66.4"
Discordant 26 87.0
Pan-wild type 31 30.5

Diagnosis by ACCP 0.531
MPLC 133 60.5
Metastases 40 69.3

Treatment 0.006
None 133 80.1
Chemotherapy 47 34.7
Targeted therapy 7 75.0

GGN, SN, MPLC, ACCP: The same notes as table 2; #DFS rate at 4-year

was calculated in a 50 months’ follow-up period.
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Table4 Lesion density of subgroups stratified by EGFR mutation and
ACCP guidelines

Variable Overall GGN+GGN GGN+SN SN+SN P

EGFR mutation status 0.784
Concordant/case 27 6 7 14
Discordant/case 26 6 10 10
Pan-wild type/case 31 9 8 14

Diagnosis by ACCP 0.094
MPLC/case 133 54 46 33
Metastases/case 40 13 10 17

GGN, SN, MPLC, ACCP: The same notes as table 2.
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Fig 2 Cox regression survival estimate of DFS stratified by lesion density
GGN and SN: The same notes as table 2.
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