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Small-cell lung cancer (SCLC) is a lethal disease for 
which there have been only small advances in diagnosis 
and treatment over the past decade. After a thorough 
invasive mediastinal stage evaluation, surgical resection is 
recommended over nonsurgical treatment in patients with 
clinical stage I SCLC. Although fewer than 5% of patients 
with SCLC present with stage I disease, the increasing use 
of computed tomography (CT) and minimally invasive 
surgery to remove suspicious lung nodules without prior 
biopsy may increase this percentage in the future. The 
role of surgery in SCLC has been analyzed using two 
large population databases. A study of data from 1988 to 
2002 in the US SEER database identified 14,179 patients 
with SCLC, including 863 (6.1%) who underwent 
surgery (1). Surgery was more commonly performed 
in patients with T1/T2 disease (P<0.001). Patients who 
underwent surgery had better survival than those who did 
not undergo surgery for both localized (median survival, 
42 months vs. 15 months, respectively; P<0.001) and 
regional disease (median survival, 22 months vs. 12 months, 
respectively; P<0.001). The 5-year overall survival (OS) 
rates postoperatively were 45% for localized disease and 
26% for regional disease. Another comparative study 
from 1988 to 2004 using the SEER database analyzed 
patients treated for stage I SCLC (2). Patients who did 
not undergo surgery (n=51,161) were compared with those 
who underwent lobectomy (n=5,247, 15.8%), with 15% of 
patients receiving postoperative irradiation. The routine 
administration of adjuvant systemic therapy was assumed, 

but data were unavailable for confirmation. The 5-year 
OS for patients undergoing lobectomy with and without 
postoperative irradiation was 57% and 50%, respectively 
(P=0.9) .  In  contrast ,  the  5-year  OS for  pat ients 
treated with external beam irradiation alone was 15%. 
Furthermore, many studies of patients with SCLC who 
underwent surgical resection reported that approximately 
50% of the patients were not suspected of having SCLC 
prior to resection.

Adjuvant systemic therapy is also recommended 
for all stages of SCLC following complete resection. 
However, adjuvant chemotherapy has not been evaluated 
in prospective randomized trials. Only four prospective 
studies have evaluated the outcomes of patients receiving 
adjuvant therapy following surgery for SCLC. Table 1 
summarizes these four studies (3-6), which are single-
arm, prospective phase II trials, including various 
chemotherapy regimens, with or without irradiation. 
These adjuvant treatments were generally well tolerated 
with acceptable levels of toxicity. Collectively, 5- or 
4-year survival rates ranged between 36% and 73%. 
Pathological stage, including tumor size or lymph node 
metastasis, clearly correlated with survival outcome and 
can be used as a powerful prognostic factor. Thus, these 
reports suggest an advantage of chemotherapy after 
complete surgical resection, yielding impressive long-
term survival for stage I SCLC and subsequently leading 
to a level 2C recommendation in the third edition of the 
American College of Chest Physicians (ACCP) Lung 

Commentary

Role of adjuvant therapy in early-stage small-cell lung cancer: 
comment on a population-based cohort study of patients with 
early-stage small-cell lung cancer

Hisashi Saji, Hideki Marushima, Haruhiko Nakamura

Department of Chest Surgery, St. Marianna University School of Medicine, 2-16-1 Sugao, Miyamae-ku, Kawasaki, Kanagawa, Japan

Correspondence to: Hisashi Saji, Associate Professor. Department of Chest Surgery, St. Marianna University School of Medicine, 2-16-1 Sugao, 

Miyamae-ku, Kawasaki, Kanagawa 216-8511, Japan. Email: saji-q@ya2.so-net.ne.jp.

Submitted Sept 19, 2016. Accepted for publication Sept 26, 2016.

doi: 10.21037/jtd.2016.10.58

View this article at: http://dx.doi.org/10.21037/jtd.2016.10.58



E1405Journal of Thoracic Disease, Vol 8, No 10 October 2016

© Journal of Thoracic Disease. All rights reserved.   J Thorac Dis 2016;8(10):E1404-E1407jtd.amegroups.com

T
ab

le
 1

 S
um

m
ar

y 
of

 fo
ur

 p
ro

sp
ec

tiv
e 

st
ud

ie
s 

ev
al

ua
tin

g 
th

e 
ou

tc
om

es
 o

f p
at

ie
nt

s 
re

ce
iv

in
g 

ad
ju

va
nt

 th
er

ap
y 

fo
llo

w
in

g 
su

rg
er

y 
fo

r 
SC

L
C

A
ut

ho
rs

Jo
ur

na
l

N
S

ta
ge

A
dj

uv
an

t t
he

ra
py

R
eg

im
en

Fe
as

ib
ili

ty
O

ve
ra

ll 
su

rv
iv

al
P

ro
gn

os
tic

 
fa

ct
or

M
ac

ch
ia

rin
i e

t a
l.

A
m

 J
 C

lin
 

O
nc

ol
. 1

99
1

42
T1

-3
N

0M
0

C
he

m
ot

he
ra

py
C

yc
lo

ph
os

ph
am

id
e 

(1
 g

/m
2 , d

ay
 

1)
, e

pi
ru

bi
ci

n 
(6

0 
m

g/
m

2 , d
ay

 1
), 

an
d 

et
op

os
id

e 
(1

20
 m

g/
m

2 , d
ay

s 
1,

 3
, a

nd
 5

), 
at

 3
-w

ee
k 

in
te

rv
al

s 
×

6 
cy

cl
es

Ye
s

5-
ye

ar
 s

ur
vi

va
l 

ra
te

: 3
6%

T1
–2

 v
s.

 T
3

K
ar

re
r 

et
 a

l.
A

ct
a 

O
nc

ol
. 

19
95

18
3

T1
-2

N
0M

0
C

he
m

ot
he

ra
py

 
an

d 
pr

op
hy

la
ct

ic
 

cr
an

ia
l i

rr
ad

ia
tio

n

S
ta

nd
ar

d 
C

yc
lo

ph
os

ph
am

id
e 

(1
,0

00
 m

g/
m

2 ,
 d

ay
 1

), 
do

xo
ru

bi
ci

n 
(5

0 
m

g/
m

2 ,
 d

ay
 1

), 
vi

nc
ris

tin
e 

(1
.4

 m
g/

m
2 ,

 d
ay

 1
), 

at
 

3-
w

ee
k 

in
te

rv
al

s 
x 

8 
cy

cl
es

, o
r 

al
te

rn
at

in
g 

ch
em

ot
he

ra
py

 u
si

ng
 

3 
di

ffe
re

nt
 d

ru
g 

co
m

bi
na

tio
n 

fo
r 

6 
m

on
th

s

Ye
s

4-
ye

ar
 s

ur
vi

va
l 

ra
te

: 5
6%

N
D

R
ea

 e
t a

l.
E

ur
 J

 
C

ar
di

ot
ho

ra
c 

S
ur

g.
 1

99
8

51
 o

f 1
04

TI
–I

I
C

he
m

ot
he

ra
py

 
an

d 
ra

di
ot

he
ra

py
19

81
–1

98
8 

D
ox

or
ub

ic
in

 5
0 

m
g/

m
2  o

n 
da

y 
1,

 c
yc

lo
ph

os
ph

am
id

e 
 

12
00

 m
g/

m
2  o

n 
da

y 
1,

 a
nd

 
vi

nc
ris

tin
e 

1 
m

g/
m

2  o
n 

da
y 

1 
by

 b
ol

us
 

in
tra

ve
no

us
 in

je
ct

io
n,

 a
lte

rn
at

in
g 

w
ith

 
co

ur
se

s 
of

 c
is

pl
at

in
 6

0 
m

g/
m

2  o
n 

da
y 

1 
an

d 
et

op
os

id
e 

12
0 

m
g/

m
2  

on
 d

ay
s 

1,
 3

, a
nd

 5
 (D

D
P

/V
P

16
); 

19
88

- 
C

is
pl

at
in

 6
0 

m
g/

m
2  o

n 
da

y 
1,

 
et

op
os

id
e 

12
0 

m
g/

m
2  o

n 
da

ys
 1

, 2
, 

an
d 

3,
 a

nd
 e

pi
ru

bi
ci

n 
50

 m
g/

m
2  o

n 
da

y 
1

Ye
s

5-
ye

ar
 s

ur
vi

va
l 

ra
te

: 5
2%

N
D

Ts
uc

hi
ya

 e
t a

l.
J 

Th
or

ac
 

C
ar

di
ov

as
c 

S
ur

g.
 2

00
5

62
I/I

I/I
IIa

C
is

pl
at

in
 (1

00
 m

g/
m

2 , d
ay

 1
) a

nd
 

et
op

os
id

e 
(1

00
 m

g/
m

2 , d
ay

s 
1–

3)
 

×
 4

 c
yc

le
s

N
o 

tr
ea

tm
en

t-
as

so
ci

at
ed

 
m

or
ta

lit
y

5-
ye

ar
 s

ur
vi

va
l 

ra
te

 is
 7

3%
 fo

r I
A

 
an

d 
67

%
 fo

r I
B

. 
3-

ye
ar

 s
ur

vi
va

l 
ra

te
 is

 6
1%

 (6
8%

 
fo

r s
ta

ge
 I,

 5
6%

 
fo

r s
ta

ge
 II

, a
nd

 
13

%
 fo

r s
ta

ge
 

III
a)

Ly
m

ph
 n

od
e 

m
et

as
ta

si
s

S
C

LC
, s

m
al

l-
ce

ll 
lu

ng
 c

an
ce

r, 
N

D
, n

o 
da

ta
.



E1406 Saji et al. Role of adjuvant therapy for early-stage small cell lung cancer

© Journal of Thoracic Disease. All rights reserved.   J Thorac Dis 2016;8(10):E1404-E1407jtd.amegroups.com

Cancer Guidelines and a category 2A recommendation in 
the current NCCN guidelines.

The current study is the first population-based study 
to examine the role of adjuvant therapy for patients who 
previously underwent resection for pathologic stage 
T1-2N0M0 SCLC. In univariable analysis, adjuvant 
chemotherapy, with or without radiation, was significantly 
associated with improved OS compared with no adjuvant 
therapy (P<0.01, 52.7% and 40.4% 5-year survival rates, 
respectively). In addition, multivariable Cox modeling 
demonstrated that adjuvant chemotherapy alone or 
with PCI were associated with improved survival when 
compared with no adjuvant therapy. These results provide 
further support for the use of adjuvant chemotherapy 
as recommended by the current ACCP and NCCN 
guidelines.

Interestingly, patients who underwent surgery with 
adjuvant chemotherapy and presumed PCI had much 
better OS when compared with other groups. The current 
NCCN guidelines recommended that in patients with 
limited-stage SCLC who have a good response to initial 
therapy, PCI decreases brain metastases and increases 
OS (Category 1) (7,8). This NCCN recommendation is 
based on trials that studied the impact of chemotherapy 
and radiation on patients who did not undergo surgery. 
Therefore, this is the first study to suggest a possible benefit 
for prophylactic cranial irradiation (PCI) after surgery 
and adjuvant chemotherapy, and further prospective, large 
sample-size studies are thus warranted.

The current study is the first population-based study 
to examine the role of adjuvant therapy in patients 
who underwent resection for pathologic stage T1-
2N0M0 SCLC. However, there are several limitations 
to this study, including its retrospective nature and the 
confounding variables that were not considered during 
the analysis. Of note, the major limitation of population-
based studies is that there is insufficient information 
on the irradiation settings and chemotherapy regimens; 
there may also have been selection bias for the particular 
regimen given. Moreover, there may have been a possible 
type II error because of the limited sample size. These 
findings should be further evaluated in prospective phase 
II or randomized controlled trials. JCOG1205/1206 is an 
ongoing phase III trial comparing irinotecan and cisplatin 
with etoposide and cisplatin for adjuvant chemotherapy 
in cases of completely resected, pulmonary high-grade 
neuroendocrine carcinoma, including SCLC.
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