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[ Abstract ] Pulmonary neuroendocrine tumors (PNETSs) are a kind of epithelial tumors originating from pulmonary
neuroendocrine cells, accounting for about 20% of primary lung tumors, including typical carcinoid, atypical carcinoid, small
cell carcinoma, and large cell neuroendocrine carcinoma. The morphologic and clinical characteristics of these four types of
PNETs are relatively highly heterogeneous. Inmune checkpoint inhibitors (ICIs) have been shown robust antitumor activity in
a variety of solid tumors. Treatment regimens of advanced PNETs have developed greatly in the past decade, but ICIs are still in
their infancy in the field of PNETs. This review focuses on the landscape of current clinical trials and research as well as the situ-
ation of ICIs-related biomarkers in PNETs.
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PUZEPNETsZ [8] Y AE ) F R IE 2 A BRI sk, 7T
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0T 200 B DT = ™ A S AT I e B g e i bl [RTat, BHL
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Tr Gz Ak, ZIEE/ N (non-small cell lung
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ICIs#k s NFFRIA R # AR ) . KEYNOTE-0014f 551
1 7RPD-L1>50% SICIsJT AU A1 %, KEYNOTE-024/[fi K
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{#i FiPembrolizamabF] i 35 #IE 1 TG ik & A 47 1 (progression-
free survival, PFS) AT (overall survival, OS) .
ATLANTICFIPOPLARM5E UL /R T PD-L 15K ik FAYEFI
ICIs T el 1) S 35 0 R U4s) IRl AYPNETs [ PD-L13%
B Fif Rz FHICIs A —E e S8 X,

HurF 5o B R UFF PNETs I PD-L1 5% ik /KA
TR 2 S, P SRR R AE16%-85% Z [], X 22 57
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T 7 T BRI TR I S 198 4 L s PR S A0 B, S S g
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e 73S M8 A TR A VAR Sy S Ny BB i 22, e 44
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i 5E 22 Nivolumab—£R IR Y P L ANSCLC I Z5 SR B R, &
TMBEH GRS TN B 2 i TS T4 (47% vs 28%) , TGtk
JRAAEI TR (P A 9.7 vs 5.81H) o CheckMate
22723 F1CheckMate 56845 B TMB (10 mut/Mb)
FEICTs I R TG 3K 25 Bk S B R 2 . TMBXTPNETs
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Chae %5V [P A 55 2 /R SCLC FILCNEC & iz
TMBJ479.9 mut/Mb, LCNECHITMB F- F U4 50351 4
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#* 1 LCNECHX &R T B R R IG KR
Tab 1 IClIs related retrospective study and clinical trial for LCNEC

Research Phase n Drugs ORR mPFS (mon) mOS (mon) Identifier
Matteo et al?”! Retrospective 10 pem or nivo 60% 13.3

Shira et a/®®! Retrospective 21 vs 270* ICls 33% 4.2 11.8 vs 6.9*

DART SWOG 160933 Il 32 ipi+nivo 25% 4.0 11.0 NCT02834013

LCNEC: large cell neuroendocrine carcinoma; ICls: immune checkpoint inhibitors; ORR: objective response rate; mPFS: median progression-free

survival; mOS: median overall survival; nivo: Nivolumab; pem: Pembrolizumab; ipi: Ipilimumab; *: non-LCNEC group; mon: month.

R 2 FEEXRERTIRRIXEREMERR

Tab 2 ICls related clinical trials and retrospective study of immunotherapy for carcinoid

Research Phase n Drugs ORR mPFS (mon) mOS (mon) Identifier
KEYNOTE-0288! Ib 107 pem 12.0% 5.6 21.1 NCT02054806
Janice et al&¢! Retrospective 25 pem 12.0% 5.6

Yao et all38! Il 30 spa 16.7% NCT02955069
CA209-5380 I 29 ipi+nivo 24.0% (AC: 33.0%) 4.8 14.8 NCT02923934

spa: Spartalizumab; AC: atypical carcinoid.
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