o E e 2 202 14F 2 H 2455 2 1) Chin J Lung Cancer, February 2021, Vol.24, No.2 131
DOI: 10.3779/j.issn.1009-3419.2021.102.06 R é‘i" *
an 1

RN ) TR b g vi

EmE INE

(] 4Eok, LIGREr A iR o (R M ety T o et 1 WU i iR i A A, O T R A6
Jriiae ASCRSERBERI TIPS SBEity T A2 RIS . S IR ai i DL B B A R R LA TERIR
NG T AR WA/ N R S e i) 7 A Rt A b A A4 FC AN TR I Ak, TR T MBI R /N i 8 S 85T
AR T 5

[ SCSEIA) ] iR ek Sl s ety

Developments in Immunotherapy for Advanced Non-small Cell Lung Cancer
Haoyang LI', Jinghui WANG"
'Department of Medical Oncology; *Cancer Research Center, Beijing Tuberculosis and Thoracic Tumor Research Institute,
Beijing Chest Hospital, Capital Medical University, Beijing 101149, China
Corresponding author: Jinghui WANG, E-mail: jinghuiwang2006@163.com
[ Abstract ] Immunotherapy, in particular immune checkpoint inhibitors, has significantly improved the survival
outcomes of advanced lung cancer patients and changed the treatment mode of lung cancer. In this article, we reviewed the

mechanism of immunotherapy, the clinical trials that changed treatment guidelines, the important biomarkers, immune-related

adverse events, and descripted the future of immunotherapy of advanced non-small cell lung cancer.
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M I /N0 LT 9 ( non-small cell lung cancer,
NSCLC ) J& M BRI AIMERL, B Soe ks A s 4 il
7] (immune checkpoint inhibitors, ICIs ) F{&E, SIEIRIT
MR Z BN TR, A arth oL T INSCLC
A AR A RSO T A eity T rOpLE , BB T
PRt pim RIS, A4 T A AR YR R R A
KRN, THE T BIINSCLCHRBEIRYT I AR T

1 RIZATTHLE

Yo R G 2R R R ANE BRAE S iy, A
FEONIBVEDT I ANA N S 0 A S B GE T R MR B AR
AT BUEROTAIML I A DR, g AN W7 kA 1) 3 22
b e b 15 10 1 S BE I ) g S e ko 14 75 507
EARZ, HERA A SRS R IEE . RIS
YU AP R EEHAGUNMAELZ SR (major
histocompatibility complex, MHC ) 73, &kt = I35

VEFFHAAL: 101149 Jbnt, Jbntii G50 M or e i, HarER
R Jm At R B B g P RE (295, EACE) 5 MBI
(FAE) GEIREE: THEE, E-mail jinghuiwvang2006@163.com )

T AT RS (Al IR R i R B PR P A
PETANM . BEUPEMGI40M . B MBI, LAK
25 T Ff R A S S A ) AT 5 FURH L ) S E B R R 7120
FI R IR ARG 7 U I Y 2 22 o 24y BEL U 0 ) 52
RS THMEIAREAER], B THIRIIRERET . TANHIK
I Tt B SE RIS 5 2 A PR, —MOEMHC S T4
ZAR (T cell receptor, TCR) 454, H—F/ECD86/80Y
CD28%45 7, Ik — e N2 i i v A A B B0 S e
R SRR P PESE T2 1K1 ( programmed cell death
protein 1, PD-1) /ZHAEIFEFFPESET-FLARL ( programmed cell
death ligand 1, PD-L1 ) FIZH i 53 4 Tibk U0 40 i AH OC B2 114
( cytotoxic T-lymphocyte-associated protein 4, CTLA-4 ) 5],
PD- LR AN A = — PP AL T o1, B
WA — Bl OCHE A A M 20k, FEBTIEA T 00
WS TR DIRE . PD- 1R GREEREE 11 M K EB7
1 — PR BS RS2 AR, B 5 8 B2 VAR S 2 TR A1) o 2
J¥ (immunoreceptor tyrosine-based inhibitory motif, ITIM )
F P SZ AR I Z IR IETF OCHE T (immune receptor tyrosinyl
switch motif, ITSM ) , 7EMIIRAMME . BEAMME . AR
('natural killer, NK ) Zi}fd, JCHUEA KO AT A
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BAH 5 b Rg 12 W R L4 ( tumor infiltrating lymphocytes,
TILs ) [:3%iA7. PD-1AYBCIAZPD-L1 (B7-H1 ) HIPD-L2

(B7-DC) , M EAN5PD-1454A )5, ITIMAIITSM b
Rib, REHSFSTEAMARVERE2 (SH2 domain-
containing protein-tyrosine phosphatase-2, SHP2 ) % Srclr]
PRI, BEIR AL AR IELEZ 394 ( phosphatidylinositol
3-kinase, PI3K ) , (B AMEIE S, B A4 Mo K71
FEAERITAIML PTG R TN . BAIML . E Wi, »
Bz AR E AR AR E R IAPD-L1 . {HEPD-L27E I 4
JHL T W 0 P 2k 5/ o T g e PR e e 411
Tl PR AR, iR A0 B T LAY IR S S PD-L1R L, i
Hb, — R RAEN T W RS PD-L13RIA BIE, T4
% -1 (interferon-y, IFN-y) ot ZFRhAFSE R, i
P85 PD-1/PD-L Lt 2 A g S Sy, AT AN
TR R RN RS

YRR T MEIAH G -4 ( cytotoxic T lymphocyte
associate protein-4, CTLA-4 ) X4 CD152, J&—Ff 41
SR, RB TR TAN R, 5 CD2slEJRi,
APCIfl i MHC 5 T 2 111 52 AR 25 £ [l A 75 BEB7 K Mk
fiifk (CD80/CD86) HCD28ZE &I —fF 555, Ak
HIGTAIM . CTLA-45B7 5L R M 158 T CD28, 41l
il 60 BE LI . CTLA-438 7] DL F i APC [-CD863 CDSOY
ik, BUEHK CD86MAPCHR I Z:5, il CD28f% 1% 4
M55, CTLA-4BIREITIMAISHP2 B PP2ARETR (L,
] e e Sl
BT DL BOS K s BF R B PD-L 1/ PD- 14 il 5

FICTLA-430 4] 750 7] LA BH W7 300 6 15 5, % = T 40 L 33
I RIS BE RS20 300 Je A SR S b R A N Y S R
Yite ). FEEEMNZ M EEEH)S (Food and Drug
Administration, FDA ) IL#ERY A] I FNSCLCIfY T IUPD-124
YEER . MRFIJCHEPT (Nivolumab ) | (P F]ER B
1 ( Pembrolizumab ) ; PD-L1Z5¥) =34 . B4R Ek AT

( Atezolizumab ) . T & B4T ( Durvalumab ) ; CTLA-4
Y FEA . FUCERET (Ipilimumab ) 1 PG AR B¢

( Tremelimumab ) .
2 RERET SHIHEIFIBIEKRAR

2.1 FWIBFFE 20104 BrahmerZF 4 L % & 1 PD- 1405
TRYT BRI SRR s B BRI A SR . R — T T I R BF
5%, W ALFENSCLCTE NI 2R, dh3ofs], XTMFFE
T UGIESE T NSCLCAHEIRYT B Al AT MR WIPD-141UATG

T HA BRI et szt b5, TopaliandF!siy”
KIS AE 296191 F 2 FP T IS T PD- 1R IR RIS, [R14E
BrahmerZ5 U613 % 2 1 40, 520701 £ 2 I PD -L13 A4 I AR,
YRS o X et 5T — PR T PD-1/PD-L1BH W I 7E
NSCLC. PBEZH . 45 HWe . Baniwm . IR, B
Mg . B . FLIRE D s A EBHE SR T A R A
PUMEAE o Topalian¥EUS G IR & 3L, 176PD-L1EH
PR B EIRY T IR, 25BIPD-L1FH R e, of)
(36% ) A%k, mUtHEH R 40 e PD-L1 3k /K - r fig &
WTER A DIREY) .
2.2 REEHRIRYT AT EZ R FNSCLCHEH ,
i T — IR 7 A 1 BB A7 B S SO B B I A
W), A RREIRIT W AR, 2 WL s PR 55 91 58
TICIsHL25 7 3L T4kJ7 (1) . KEYNOTE-024 7
KEYNOTE-042 35 A A Bk B TIR YT S ARE S Sk 7 )
TR M HINSCLC Y7 06 A 5E . KEYNOTE-02401718)
?WA,%!%E@PD—LIHEFEE Hﬂ'ﬁﬂﬂzﬁ:}‘ ( tumor proportion score,
TPS) >50%, SALITAlAALL, BRI ZRBEPLIRITA R
WMZE % ( objective response rate, ORR ) H (5 (44.8% vs
27.8% ) ; JeilbJRAAFRTE] ( progression free survival, PES )
R (1037 vs 6.0 1~ H; HR=0.50; 95%CI: 0.37-0.68;
P<0.001) ; BAEAAEFE (overall survival, OS ) B K
(30.01H vs 142~ H; HR=0.63; 95%CI: 0.47-0.86,
P=0.002) ; JAYTHHICA KRN KA R TR (73.4% vs
90% ) o KEYNOTEO-24 11055 45 S i 15 FD AL HE A )
TRHBUIAITVE MPD-L1R IR FHE (TPS250% ) 3K Bh3E A
FIPENSCLC 4 1 —43R9T 7 %8« KEYNOTE-04209144
ABAPD-L1 TPS=1%, A5 & BN AIER o bTiGs7
A Fd oS K (16.71H vs 12141 H; HR=0.85;
95%CI: 0.71-0.93, P=0.001,8) ; M2/ Hrah ez,
PD-L1 TPS>50% M OSHR i fe . 3 (201 Hws 12.2 )5
HR=0.69; 95%CI: 0.56-0.85; P=0.000,3) IMTPS>1%-49%
MOSHR #2 Jo ik 35 25 5 o idb, MATEAIZR BLGTIRYT 4 —
RULFIRITAHRA R FAF AR RN (18% vs 41% ) o
KEYNOTE-01024: 55 B #1537 BLPD-L1 TPS>1% 835 17
2 mg/kg 110 mg/kgllf A PR AHTIHTT 5 Z VUM FEALSTXF
L, ANEG AR AP TEI A0S (1040 H vs12.7
MH vs851H ) B TALIT .

SR, UG RIS CheckMate0262U [ 25 i 5 A< H
M, XJTFPD-L1 TPS>3% M4, kAt 541251k
JTHITTRO e, PES (420 H vs 5.9 H ) A0S (14.44
Hos13240H) ¥Joi#2E 5%, MYSTICIRSS A | kL
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BRI PR BV AR BT ) S Sk
JTXFTPD-L1 TPS>25% 8 & I 4L, PESHIOSH)JC i 3 2%

e,

CheckMate01723F1CheckMate05724 3 I % 257 — 2k
TRIT B AR SR NSCLC B F U T T At s
Z VAR T BOXT IR ST . CheckMate01 78157 45 S 1
AT TREB B 0S (921 H vs 6185 HR=0.59;
95%CI: 0.44-0.79; P<0.001) FIPES (3.5 H vs 2.81H;
HR=0.62) , PD-LIEIERNEEHIMITR . CheckMate0S7
W2 R E AR AL RPTREE 5 OSs (12210 H vs 9.4
~H; HR=0.73; 95%CI: 0.59-0.89; P<0.002) , TfiiH.
PD-L1KA 57 R0GR g2 AHOC . I 9214 e IR Ah aoR)
BB A ORRILALIT AL (20% vs 9%; 19% vs 12% ) , A
SRS RV HLARS T A (58% vs 86%; 69% vs 88% ) o
OAKHIFFE I A M INSCLCH %, AIX /M 2L Al
ABREPD-L1FRIE, BB RE Bk BRI 2 VU AL TR 16T
BOR . AR, PD-L1m MG IRk 25 4, (HEie

R 1 BHRERTTIRKAR
Tab 1 Clinical trials of ICI monotherapy

PD-LIFIEMNA, BIRRER AT AT REAE 4 R 0S (13.81 )] vs
9.6~ H; HR=0.73; 95%CI: 0.62-0.87; P=0.000,3) ,
REFEARIAY ARG ROV A (15% vs43% ) o
SR, XLl PRI 5l 2 sl IESE T ICIs .24
IRIT AR AR ELIT FEOS, ORR, AN R J v Jy I 3 LR
oo (B, MhRIKE R 5% H PD-LUS I T I A G —
FIE B A—E, BUNRE A EHERE, HAT, £
[ [ 57 25 & i iE M 4% ( National Comprehensive Cancer
Network, NCCN ) 5§ RHEAZICIs #2545 PD-L1 TPS2
509K I A K I PENSCLC IR & 1) —ZRIATT T %%
2.3 UEBCE LT SRS )T I B AL R T T
2y n] LUK A g AL, 3 e g ST OB, L mT LA
M Treg MM, WOHDCANMUMINKANAL, 55 M 40 g
PD-L1ZRIALO g B A7 BT 58 B 2 A7 22 10Ul R
RIGZEHR (F£2) . KEYNOTE-1892IAfF 57 & — IR Fifi#L. .
XFRE L XUH B A ITUY IG RCE: , AL YR B 2R
KR ( epidermal growth factor receptor, EGFR ) 5

Study Phase Histology, Line Study design Key findings HR (95%Cl)
PD-L1
KEYNOTE-024"®! 1] NSCLC, PD-L1 TPS> First-line Pembrolizumab vs mOS: 0.63 (0.47-0.86)
50% platinum-based 30.0 mon vs 14.2 mon
chemotherapy
KEYNOTE-0420"! 11 NSCLC, PD-L1 TPS> First-line Pembrolizumab vs mOS: 0.85(0.71-0.93)
1% platinum-based 16.7 mon vs 12.1 mon
chemotherapy
KEYNOTE-01012% 1/ NSCLC, PD-L1 TPS=> Second-line Pembrolizumab 2 mg/kg mOS: 10.4 mon vs 8.5 mon 2mg/kg: 0.71
1% or (2 mg/kg); mOS: 12.7 mon vs 10 mg/kg: 0.61
10 mg/kg vs docetaxel 8.5 mon (10 mg/kg)
CheckMate0261" 1] NSCLC, PD-L1 TPS> First-line Nivolumab vs platinum- mOS: 14.4 mon vs 13.2 mon 1.02 (0.80-1.30)
1% based chemotherapy
MYSTIC22 1] NSCLC First-line Durvalumab vs mOS: 16.3 mon vs 12.9 mon D vs Chemo 0.76
valumab+Tremelimumab (D vs Chemo) (0.56-1.02)
vs platinum-based mOS: 11.9 mon vs 12.9 mon D+T vs Chemo
chemotherapy (D+T vs Chemo) 0.85(0.61-1.17)
CheckMate01713 1} Squamous Second-line Nivolumab vs mOS: 9.2 mon vs 6.0 mon 0.62 (0.47-0.80)
docetaxel
CheckMate057124 1] Nonsquamous Second-line Nivolumab vs mOS: 12.2 mon vs 9.4 mon 0.75(0.63-0.91)
docetaxel
OAK25! 1] NSCLC Second-line Atezolizumab vs mOS: 13.8 mon vs 9.6 mon 0.73 (0.62-0.87)

docetaxel

PD-L1: programmed cell death ligand 1; ICls: immune checkpoint inhibitors; TPS: tumor proportion score; NSCLC: non-small cell lung cancer; mOS:

median overall survival; mPFS: median progression-free survival; Chemo: chemotherapy.
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A2 I PE B ALK I PE B B S JE BENSCLC R &, &2:11k
5] i AL A 2 280 oy 1 ) B BT I G 055 S ol ZE AN 2 4 B
RRVER A B G M ZEREN S 2 o T 45 RAIE S i A
B AT AT LB F E KOS (22.01H vs 10710 H ;
HR=0.57; 95%CI: 0.45-0.70 ) FIPFS (9.0 H vs 4.91
H; HR=0.48; 95%CI: 0.40-0.58; P<0.001) . #f5%if
S IR A BR BT ER S AT 4 2B PES FIOS I A3UR,
5PD-LIRIRE O AE S AN IR oG mafsA
BRI A LT 45 Al 4] 390 -SHAS B KA R
(71.9% vs 66.8% ) 139, KEYNOTE-407 2 7£ W 10 i i i
o LA TR SR BT G AT S B AT R B LTI
I RAEFE . BFSE 45 L3R, JCIRPD-L1RIk Ao, Mafs
FIER BRI ST AL AT LA PES (641 H vs 4.8 15
HR=0.56; 95%CI: 0.45-0.70 ) F10S ( 15.91H vs 11.34>
H'; HR=0.64; 95%CI: 0.49-0.85; P<0.001) ; MZIA
RSO e A e 31 [ AR L e O M 6t s S e B 5 A
7 ST RN I RIS IMpower 131, FiJR¢ 2K ST
RAEREAEEERAAS AEAEEE-RAAMIT,
PESAH K (6.3 H vs 5.6 H; HR=0.715; 95%CI:
0.603-0.848; P=0.000,1) , OSTG2=5+P?, IMpowerl32Xf
o 1 BTRRER PR S AT S AR T e AR SN SCLC R 3
PRI RCR . 48RRIV, JCIBPD-LIRINELL, PR
BRHBTEC A AL REE 5 PES (7.6 H vs 520 H ) B3,
Impower1SORF5E I NINAE Z%, XM IHARBENSCLC T
T B R BR A+ DUARER BT+ R A+ 5 A2 2 (ABCPAL )
FBA R BR BT+ R+ S AZBE (ACPAL ) 435X L DLAR
BT+ R+ 520 (BCP4L ) , MRS AR I T
Y RE S — PR S RS IR T T AL, U
R BR K PR B BB RE AR AR Sy T R s i [a) R, BF

xR 2 RRBESLTIGRMR
Tab 2 Clinical trials of ICl with chemotherapy

FREE W], ABCPLHIPFES (8.3 H vs 6.8 H ) FlOS
(19.50H vs 147101 ) YL TBCPAL; WA I HT &I,
ABCP /7 ZRENS M EEGFRIAME R H OS (29.41H vs 18.1
A~ H; HR=0.6; 95%CI: 0.31-1.14) ; JCiEHFHPD-L1fY

TR, ABCPAHILBCPA A AIFFEE OSHI M
S [34]

=] o

XL RIS SR B G AT o PD-L1 TPS>1%
145K 2 3 R B PENS CLC JR B bR ifE— 263697 . (H, X
TPD-L1 TPS>50% Y £ # L £ 40 S8 10T 7 3 S fr s ik
GALST, WA I RE A S iR T AR 45 U PD-L 1 M A
DL i 13K 2 35 R BH 4 1) £ Sl Ao e iR T iR g L A))
o 2 ST 2B M RIS S SR
2.4 BUREERG AL s AR CheckMate2272 55—
Mg A JE BT AR DT AT AR R INSCLC—2k
RITIT R AR . DRI N AR 2407 I sl &2 %
PENSCLCH:#, JofiPD-L1#354> HTPS>1%41 HITPS<1%
WM, RGBT AR AT AR SR bt
+HUC T ANEA T BRI TY, A1k
JEPILLBs), T CheckMate 56836 % Bl G PD-L13# A /K -
anfal, MR AE it (tumor mutational burden, TMB ) >10
mut/Mb 5 R FN I BT G VL AT G ORRFIPES
K, CheckMate227 X #4 FEX —ARUERS I T TMB434 .
WFFREE R . PD-L1x1% 8%, WA R AfI At
VA SALIFAAI L, OSTERIME (17.110H vs 14.9
A~ H5 HR=0.79; 95%CI: 0.65-0.96; P=0.007) , Z&fitfs
et K (2320 H vs 6240 H ) 5 TiEPD-L1EA
fofar, ORRETMBEEIEAIX, i HTMB>10 mut/MbZH [
A PERRA REMGEPES (7.2 H vs 5.5 5 HR=0.58;
95%CI: 0.41-0.81, P<0.001) ; JGiETMBFEIAUM, X

Study design

Key findings

HR (95%Cl)

Study Phase Histology, PD-L1 Line

KEYNOTE-18913% 1 Nonsquamous First-line
KEYNOTE-40785" 1} Squamous First-line
IMpower13162 I} Squamous First-line
IMpower13283! 1} Nonsquamous First-line
IMpower15064 1 Nonsquamous, First-line

including EGFR/ALK+

Carboplatin/cisplatin+

pemetrexed/pembrolizumab

Carboplatin/paclitaxel or nab-

paclitaxel/pembrolizumab
Carboplatin+ nab-paclitaxel/
atezolizumab
Carboplatin/cisplatin+
pemetrexed/atezolizumab
Carboplatin/paclitaxel+

bevacizumab/atezolizumab

12-mon 0S: 69.2%
vs 49.4%
mOS: 15.9 mon vs
11.3 mon
mPFS: 6.3 mon vs
5.6 mon
mPFS: 7.6 mon vs
5.2 mon
mOS: 19.2 mon vs

14.7 mon

0.49 (0.38-0.64)

0.64 (0.49-0.85)

0.715 (0.603-0.848)

0.60 (0.49-0.73)

0.78 (0.64-0.96)

EGFR: epidermal growth factor receptor; ALK: anaplastic lymphoma kinase.
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PEHR A RES R OS s RIS 4 5L P43 LA EA
RS AR (32.8% v536.0% ) 1),
2.5 HAWHAZYIE RIS BR 1 PD-1/PD-LIFICTLA-4,
BT H A S AL s T A RGBT R . R
Y% LA A3 (lymphocyte-activation gene 3, LAG-3) 5
4/ ZH 1 (fibrinogen like protein 1, FGL1 ) 54 )5 1]
DA T 240 ML 3 5 % S 3% PE BT . LAG-33T {4 Eftilagimod
Alphalfk 73 WF A BR TG 7 B PENS CLC YT i PR3
WOAVLER, AR 7E B E b, o] (3% )
Ty 2R S ( partial response, PR) , Sl (29% ) Ffika s
('stable disease, SD ), ORRNS3%, Bl % (disease
control rate, DCR ) i5%82%; FIAPD-L13iA 4P HPR
B BEUREIE N Ha, 70 (41% ) BEAEIRIT
H, PAIPESARIRE . FH LA RN (lEd10% )
JEWZE (29% ) . HEES (24%) . EAIGR (18%) | I
WRXE (18% ) . 271 (17%) . M5 (15% ) AL
(12% ) B8, RFEHLHILAG-3FIPD-L1IY P BURE Ui
MGDO137E M 1 S5 1A T8 IV 3 G0 M P gg 22 4 P A
T 52 P AT e PRAF S ARLAE A T R o),

TR E A FMITIME IR E A (T cell
immunoglobulin and ITIM domains, TIGIT ) WA
FARRYAM RIS Z 4K, VENPVR/nectin K i H HZE Y
>, B NS AT 40 M vl R A ARG, S
TIGIT A] LARG 5840 I 98 TAH A S 0 1), Johnson7E20204F
FE[E IR 2234725 ( American Society of Clinical Oncology
Annual Meeting, ASCO ) AT TTIGIT:]’EMKTiragolumab
KA B ARF R BLBTIR S 7 SR A I e B PENS CLC R 3 BT
Wi RISE (CITYSCAPE ) HIWILASR, SEsEk st
WML, BAATT4IORR (37% vs 21% ) FIPES (5.6
A vs 391 H ) AUGE; BEIRITPD-L1250% 4 ORR
55 TPD-LUEFIALL (66% vs 16% ) 3 BEAIRITALA R
I %A ARG (69% vs 47% ) 411, 20204 Y KU At 33
2#4F2% ( European Society for Medical Oncology, ESMO ) /&
1T 5 —FPTIGITHU A VibostolimabXf T B HINSCLC
LA PR Z A I L 45 2R, 79018 & ha1 il 2
Vibostolimab#.257297 ,  38f4i|4%3Z Vibostolimab®k 15 iF [ A]
BREGURYT, PIELRFE RGBT TR R R K A R
165%, HR WRYRRERE . IF . K. KWRULE
WOaR , A 100 B KA 3P4 RN, L2 1
BRI E LTI P ARG &, BA25I5 74 A ORR Ny
7%, BRATRTT LI ORR AT S%1,

T4 M G e Bk AR ARG 3R 25 M IR 3 (T cell

immunoglobulin and mucin domain-3, TIM-3 ) TEZL Rt
ek, SR TAMRIIGEAR DG, BHMTTIM-3RE08 K
ETYNINEE, JHH5RPD-1/PD-L1FHKIfE S, 1
PRI 41 26 B P TIM-3 25 M1 LY3321367 % T M 1] 512 fib
BT 2 R AP . MRS & e sk A EEE R
-15 ( Siglec-15 ) 7 G yae 1 i P M2 . 105 248 J 060,455 i 9
TENE Z R R 3R, EReemEl T4 Rels, —
T I A 1 56 XoF 4 9 191 5 2 B 38 76 9 TR 24 17%) 6 S0 i 9 F
Hf i Siglec- 1SHUIANC318254), 33% M1 B # Bi 15 24
#il o SR A 13HIEINSCLC S, A 1058 &2 i
(complete response, CR) , 1f|PR, 4ffjSDMs],

T3 —ZERIEENRTT 2 2k T T S i e
ISP DIEE . 15 PHEILHIE ST (inducible co-
stimulator, ICOS ) MY FIPT 1A GSK3359609RE B FE 1
SR TANMEIIRE, FEIRTT S I IR 40 f s i L I A I
IRUI LGB, 4252 GSK33596091 A AT A Bk BATIR YT 1)
4B FH, ORRHK26% (4fICR, SHIPR) , DCRiLZ
68%, HIPFSHS.6MH , 1GIT AN RN kA H
66% . T2 H L4y F OX40REfE HECD 8 T4 i1k
HEFE, JFAHI Treg MM, 3 TRBTMMR S SN . OX4034
YA MEDIOS 6215 5 5 FL 8- BT 5l VH A BT (1 T
I RS AL T 2459 %) T B 103 S5 e 14 22 2 P Al IR
IR, ARBs7HI R E SORRNS.3%, DCRHI30.8%, Hfi
PESHL.9AH , HIOSH11.94 H 181, Gy 24 i Fl 4
P25 21 L R 3R 1 CD 7334 T LUAR it e 1) S e it . R R
GRS, H10 CD73MHTIAR B K fi 5k CD73 AT LAAT %R
Wr g A= KRS, AIFSE sl e 3 T CD73 Sy T H iR
TR M DI BE, A A MELE R . B
CD7324 4 Oleclumab 7E 4% 4 1: — B ZL I A LI / T i PR
IR, 292 RAF, 247 ROV, el E
H 43RS PR,

HAZE2 ( interleukin-2, IL-2 ) F AN R AT B
MIRYT HERE o TL-2 8 AU F T30 7 VB A4 s A R 68 3R
Cf 2D, (EHNAZRTERRN A, F
TR DA OGRS PE T AN B . 3T A R i
(IL-278 Fh 25 ) NKTR214 FI ALK S4230AE 1% 36 G 4 344 5
PETY0M, FERIRN AR, B2, NKTR214H1
ALKS42305K45 PD-1245 )36 77 W SE AR 1) JLI e AR X
IEAEHEAT Y, JFERREER . O . AR YT
UL BEAL 4551,
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3 EREY

FIXTAEIEREMEARE, ICIsHLZJORRHA19%-22%, A
i e TGT AR s i KAk, W EERRE 43 )2 U R 1 T
WA Py bra . Uk BT, i efiipPD-L1R ik
SR A B 22 ) Al E— At oE B FH NS CLC i fEBE 12
Wr. fed), BN 2 R AR ik B — AP PD-L1Hiik
IR A A TEMARAE, S BN [FIG RIS A 25 5 A —
3. KEYNOTE-024#/f 5873 WIPD-L1>50% 1) £ # HEW2 M
AR BR BPT PR 2GR 7 325, 1 CheckMate017fF 55 2155
B, PD-L1Fik 5700 W oCHt, X FEEs Rk 5
Ji9eE PD-L13R3A 1Y 4 (8] S5 JBT P A 8] S Bt O lses7l, H
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