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Abstract : [ Objective ] To explore the efficacy of immune checkpoint inhibitor (ICI)as second-line thera-
py combined with chemotherapy in non-small cell lung cancer(NSCLC) after the progress of first-line im-
munotherapy.[ Methods ] Clinical data of 21 patients with advanced NSCLC,who experienced the progress
after first-line immunotherapy(pembrolizumab) combined with or without chemotherapy,and treated with
second-line immunotherapy (sintilimab) combined with chemotherapy were analyzed. The Kaplan-Meier
curve was used to analyse the progress-free survival(PFS) and overall survival(OS). The multivariate
Cox regression model was used for analysis of factors related to survival of patients. [Results] Of 23 en-
rolled patients, the overall response rate (ORR) was 38.1% and disease control rate (DCR) was 66.7%.
There was no significant differences in DCR between patients with positive and negative expression of
PD-L1(P=0.217). PES of second-line treatment was 5.1 months. Cox regression multivariate analysis showed
pathological type and PD-L1 expression were not significantly correlated with PFS. The median OS of
patients was 17.6 months. Cox regression multivariate analysis showed that PD-L1 expression was an inde-
pendent protective factor for OS(HR=0.095,95%CI1:0.018~0.494, P=0.005). Subgroup analysis showed that
the median OS in PD-L1-positive and PD-L1-negative patients was 21.0 months (95%CI:16.003~25.696)
and 13.1 months(95%CI:10.708~15.492),respectively (P=0.001). [Conclusion] Immune checkpoint in-
hibitors as second-line therapy combined with chemotherapy may achieve encouraging results both in ef-
ficacy and survival for patients with advanced NSCLC.
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() 4 57 I & (HR =0.144,95% CI:0.043 ~0.485 , P=
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Figure 1 PFS of pembrolizumab combined with or
without chemotherapy as the fist-line treatment

Table 1 Cox regression multivariate analysis of PFS

Variable B SE  Wald HR 95%CI P

Gender 0.865 0.542 1.298 0.692 0.442~2.145 0.386
Years -0.869 0.498 2.175 0.619 0.146~1.357 0.127
Pathology —-0.913 0.501 5.087 0.461 0.262~0.976 0.081
PD-L1 -1.939 0.620 9.768 0.144 0.043~0.485 0.002
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PD-1 BA4TIRYT (1 19 4k 22 i 1 mm 2k 2t , 20 451 58 0k
oA A B BT ), JG CR,PRS #, Ifi /K ORR M
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Figure 2 PFS2 of immune checkpoint inhibitor combined
with chemotherapy as the second-line treatment
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0.018~0.494) ,P=0.005, L PD-L1 ik )2, W45
Br i 7R PD-L1 BHAE & 3 09 o 47 0S 24 21.0 4~ H
(95% CI:16.003 ~25.696) ; PD-L1 [ 1 & & 19 v fir
0S 4 13.1 ™~ H (95%CI :10.708~15.492) (P=0.001) ,
24 ARRER

— 23Ry, AT ER PR PR A SN B A ALY
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=3 PR EA R RN B, 4R
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Table 2 Drug-related adverse events of the fist-line and second-line therapy[n(%) ]

7 B 2 R A R )

14.3% M1 19.5%: # % H: S35 Drug-related adverse events

Fist-line therapy Second-line therapy
Pembrolizumab+chemotherapy ~ Sintilimab+chemotherapy

. All grade I~ All grade I~

TR R Neutropenia 11(52.4) 3(14.3) 16(76.2) 4(19.0)
THRBITTHEEARK  Anaemia 5(23.8) 0(0) 13(62.9) 2(9.5)

W ALFE W 2 S . ki d  Thrombocytopenia 3(14.3) 14.8) 3(14.3) 209.5)
P FFEOIfER Y B s Nause 733.3) 209.5) 6(28.6) 209.5)
\ . e Tl A Diarrhoea 3(14.3) 1(4.8) 4(19.0) 0(0)

I1 G BEAR A il 5 e Tt 8(38.1) 205 10(47.6) 3(14.3)
PERRIRR S5 . 5 —ZLIRIT IR Hepatitis 4(19.0) 0(0) 4(19.0) 0(0)
BRI, “2IGyT A I ¥ Immune-related pneumonia 2(9.5) 0(0) 5(23.8) 1(4.8)
B = A R G MG % RE Immune-related thyroiditis 2(9.5) 0(0) 4(19.0) 0(0)
) Proteinuria 209.5) 0(0) 3(14.3) 0(0)

WA B (e =3 AN RN
R i RN e e = )

3o #
DR G A e A A 5 7 K 3 e DR S P ) B B A

20 if 9 — 2R 3R T B T R, RV At
G AT AT SR S AN ] BRI R 9 2 B PD-1
BT (AT BR T ) — 2k B 25X T PD-L1 PHAE &
HAEBCR A 27%Y, BAIT G HA SRk
55%"%, PD-L1 B4 835 50 e e v 7 A 30 HA
10.7%", (ARG Aby7 0%, HA ORI 2=
32.3%7, PR ALY R LA S G 8 16 7 A 2
AN R TAE AN TT 5 AT 25—, s in
7R AR TN 25 10 AR, SRR YT T 245 AT 4y
R I T 24 38 I i 24 B AR AR T 252 iR fa
PE N 245 7] B8 -5 IR B s ) 2R B | PR e 4
BRBAAE G 5 AR AN A e R 8 D L R e e
PEOREE I G2 8010 AT AT LAUS o 68 96 1k 171
i A T e e DR | 75 R IR O B R TR R T R
JIC, 3 B T LA X B 28 76T kS 20 P R A A
RSP B G iR T MBI 25 22 5, S oAby Oy
S R AEAE RPEIR YT PR B AT AR PR
PIRYT  BIE— SR T R T R
eI 25y, MR A TRE S ik B SRR 2
P ZZRIRYT . XP A T RE i R ARSIk 2R 1 2
Wy — M R0 M B 2 ) LA BRI A E R 25,
g e g i A SR S R TR R I 2 SR IRYT R
AE Z PR RS 223, N FLIR IR TR YT AU, N3
B2 K T 32 -2 BB A AT AT B LR yT Y

M2 2021 £ 27 A% 3 H

TEZE Tt S AR /N AR BRI 968 36 97 45038, 0 M 48 A A
SPIREALIT AT B 3Ry T 1 XS AE— o R
R Y R S B SR VAT RE A S R YT 7 AR S
57 Brpls B NREAR [ LR R R A5 R R
— 25 PD-1 BBk SL 85 AR, M Im IR
ORR Al DCR 435135 5] T 38.19%41 66.7%., ifi BE1E
2 AR TT B0 S B2 IR YT I ORR 4350 0 4.2%~
12%H1 16.6%~20%">"1, A1) X} L 1 15 , PD-1 5 2k
ERA AT I8 S B T 2k alifb gy sl SR 4l i iR T
M, 48K B A S [ — AR5 SRE 6 HoR HL &
Fheabe B RAE A — DR R X R 45 R 8 2
THERE— 2 R ST T R 53 AMIF 5T 45 SRR 0 1
ZHIRYT R PD-L1 3RIA 5 S AN RS T R Y 3
BN E X 5 e g g5 R g — ot B2
PD-L1 FH P F8 25 0 952 95 425 1) 28 ATS 558 BF P 2 s v, 4
T AR5 9 BB B, 0EE AR W AS g B
PD-L1 FIKTE 3% 25 W) 85 236 77 Hh (0 F0 00 A0 1
PFS2 (RI 23697 T 4 2 95 9 1F e ol 38 1~ 11 Bief
B]) R ARBEMEELS R — ) AL R ER
PFS2 9 5.1 A o AW BA X IR, o 7 3 4f
M R A GE R AR AT B S AT AR S S % Bk
B MIRIT SO, E 2RI, ALY MR
JRIT Y PFS 43910 2.8~4.2 4~ A Fl 2.3~3.5 4~ A 13150
B VE, ABFIELE S 4 5.1 A A 0 Gk R
A=A I TA) A Pl — 2 Al Ah 7 B o 4l S B VR TR —
SEMEH, Bon T — 4Rk R 5 AR IR T
AWEIE T 21 ) 58 3 B AL R AR A T 17.6 A
H o WA it — 2 B8 T PD-L1 B2 5%
i) T A 35 R 22, PD-L1 BHE SR R A2 OS 153

189



Journal of Chinese Oncology,2021,Vol.27,No.3

T21.01H,

G RETA YT I 28 4 Al SR I IR I 32 %2 2% pE ) ] R
Z— o SPEM A K AT R A T A B SRR
JIE 7S L4100 ARG R T 7E—L36 77 h g
it =3 FATEA A KR R X R
AR By WA BE IR T BT SZ AR By, DR AR IR SR 1Y)
TERIBIT P AT SRR B B A e, (H =
3 YA BE AR PR RSN A — £k 36 7 M 9 e 4 it
HRNER,

A FE 0 I7 ROEAG AT S8 U RECIST oF fi A
DR T B 2 5 B — k3R T R A AR
PEUEJE R PTRE B I R B AR G R T R A
ZRMRE RYRE R, a7 HE Rk
TE ARJRAS ] M B 0 3208 il G 2 VR T I
HE R 2 BRI, 200 2% U TR A AR Y
PEIRIT Y, B R ) B SR A AR R
PR, N T UGB Z 0 EH E, SRR IEAR R
TSGR bR i,

ARHFFE ) T3 Ab—TR AT, —ZIAI7 P
(1 PD-1 BT R WA A0 2R 0 b, T R IRI7 b
I FH 4 PD-1 B0 5 3 A bt . AN PD-1 it
FEL WSS R O A R BE A — 2 5. I
G G518 9 T E— 25 B KRR A B AL X BRI 5T 4 IE
S, BRI, ARTFIT IR ] T U A I RS 5 4
WR T PRI IE— LRI B 5 4k S E AT S e 15 43h
IT A R

SR

[1]  Topalian SL,Drake CG,Pardoll DM. Immune checkpoint
blockade :a common denominator approach to cancer thera-
pylJ]- Cancer Cell,2015,27(4):450-461.

[2] Sharma P,Hu-Lieskovan S,Wargo JA,et al. Primary,
adaptive,and acquired resistance to cancer immunothera-
py[J]. Cell,2017,168(4).707-723.

[3] Eisenhauer EA, Therasse P,Bogaerts J,et al. New re-
sponse evaluation criteria in solid tumours:revised RE-
CIST guideline(version 1.1)[]J]. Eur J Cancer,2009,45(2):
228-247.

[4] Mok TSK,Wu YL,Kudaba I,et al. Pembrolizumab versus
chemotherapy for previously untreated , PD-L1-expressing,
locally advanced or metastatic non-small-cell lung cancer
(KEYNOTE-042) :a randomised,,open-label,controlled,phase
3 trial[J]. Lancet,2019,393(10183):1819-1830.

[5]  Brahmer JR,Rodriguezabreu D,Robinson A et al. Health+rela-
ted quality-oflife results for pembrolizumab versus chemothe-
rapy in advanced ,PD-L1-positive NSCLC(KEYNOTE-024):a

multicentre ,international ,randomised ,open-label phase 3

190

(6]

(8]

9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[18]

trial[J]. Lancet Oncology,2017,18(12): 1600-1609.
Pazares L,Luft A,Vicente D,et al. Pembrolizumab plus
chemotherapy for squamous non-small-cell lung cancer[J].
N Engl J Med,2018,379(21):2040-2051.

Gandhi L,Rodriguezabreu D,Gadgeel SM,et al. Pem-
brolizumab plus chemotherapy in metastatic non-small-cell
lung cancer{]J]. N Engl J Med,2018,378(22):2078-2092.
Langer CJ,Gadgeel SM,Borghaei H,et al. Carboplatin and
pemetrexed with or without pembrolizumab for advanced,
non-squamous non-small-cell lung cancer:a randomised,
phase 2 cohort of the open-label KEYNOTE-021 study[J].
Lancet Oncol ,2016,17(11):1497-1508.

Garon EB,Rizvi NA,Hui R,et al. Pembrolizumab for the
treatment of non-small-cell lung cancer[J]. N Engl ] Med,
2015,372(21):397-406.

Wi R 22 Bl iR 97 =TT I Bl R 9T OB REARD]. R AR
I Z% 75, 2020,43(2) : 83-86.

Chen LA. Checkpoint inhibitor therapy—a new time of
lung cancer treatment [J]. Chinese Journal of Tuberculosis
and Respiratory Disease, 2020, 43(2):83-86.
Hammerman A,Greenbergdotan S,Feldhamer I,et al. Sec-
ond-line treatment of Her2-positive metastatic breast can-
cer:trastuzumab beyond progression or lapatinib? a popula-
tion based cohort study[J]. PLoS One,2015,10(9):e01382209.
Takeda M, Yamanaka T,Seto T,et al. Bevacizumab be-
yond disease progression after first-line treatment with be-
vacizumab plus chemotherapy in advanced nonsquamous
non-small cell lung cancer (West Japan Oncology Group
5910L): An open-label , randomized , phase 2 trial[J]. Can-
cer,2016,122(7):1050-1059.

Spigel DR,Reckamp KL,Rizvi NA,et al. A phase I
study (CheckMate 017) of nivolumab (NIVO;anti-pro-
grammed death-1 [PD-1]) vs docetaxel(DOC) in previously
treated advanced or metastatic squamous (SQ) cell non-
small cell lung cancer(NSCLC).[J]. J Clin Oncol,2015,
8009-80009.

Wu YL,Lu S,Cheng Y,et al. Nivolumab versus docetaxel
in a predominantly Chinese patient population with previ-
ously treated advanced NSCLC : Check Mate 078 random-
ized phase Il clinical trial [J]. J Thorac Oncol,2019, 14
(5):867-875.

Wu Y,Lu S,Cheng Y,et al. Nivolumab versus docetaxel
in a predominantly Chinese patient population with previ-
ously treated advanced NSCLC:CheckMate 078 random-
ized phase Il Clinical trial.[J]. J Thorac Oncology,2019,
14(5):867-875.

Daniels GA ,Guerrera AD,Katz D, et al. Challenge of im-
mune-mediated adverse reactions in the emergency de-
partment[J]. Emergency Medicine Journal,2019,36 (6):
369-377.

S £ L BR WA/ A i R i A B SS S0
X I A T R D). P E R, 2020,29(8):608-613.
Jin JN,Wang J,Chen M. Clinical manifestations and re-
search progression on pseudoprogression in lung cancer
patients undergoing immunotherapy|J]. China Cancer,2020,
29(8):608-613.

Katz SI,Hammer MM, Bagley SJ,et al. Radiologic pseudo-
progression during anti-PD-1 therapy for advanced non-small

cell lung cancer|]]. J Thorac Oncol,2018,13(7):978-986.

M2 2021 4255 27 % 3



