(Wi%E. 2018;58:325-330)
INVITED REVIEW ARTICLE
iR ELEEEOGEDRIREEE

hE El. ZEE—pA - EEBEE23 - KRBT

© 2018 The Japan Lung Cancer Society

Treatment for Advanced Squamous Cell Carcinoma of the Lung

Satoru Senool; Kiichiro Ninomiyal; Katsuyuki Hotta23; Katsuyuki Kiura3

'Department of Hematology, Oncology and Respiratory Medicine, Okayama University Graduate School of Medicine, Dentistry,
and Pharmaceutical Sciences, Japan; *Center for Innovative Clinical Medicine, *Department of Allergy and Respiratory

Medicine, Okayama University Hospital, Japan.

ABSTRACT —— Squamous cell carcinoma of the lung is associated with smoking in its development and com-
prises about 20-30% of all lung cancers. Treatment development for squamous cell carcinoma of the lung was gen-
erally stagnant for several years. However, in the 2010s, several clinical trials showing the efficacy of immune
checkpoint inhibitors or chemotherapy such as nedaplatin combination have been reported, and the number of
treatment options has significantly increased. In addition, new evidence, such as findings supporting combination
therapy of chemotherapy and immune checkpoint inhibitors, is being accumulated. In this review, we will de-
scribe various clinical studies mainly involving non-elderly patients with a good performance status. In addition,

we will present the results of clinical trials newly reported in 2018.
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v <&, MIE/ANHTERE (NSCLC : non-small cell lung
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NSCLC (@i kK 7S, ¥ R FE Ik 3 235
D SNRn & &R oz F7PUn i Rz B G A T
(VEGF : vascular endothelial growth factor) ¥t T &
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C OB T, LB % & 72 NSCLC 1205 %
EF v 7 RA ¥ FEFEEOMS - IREAIZEHE
FLWVWLDOMNDH S, BAE, HiPD-1 (programmed cell
death 1) JifATH L =R ~7sRa7u) X<7, B
X OBt PD-L1 (programmed cell death ligand 1) $ifk<T
HLET TV AR THRBICE STV S,

1 RIBHC BT B 0EF = v 7 KA~ PHESRIE, PD-
L1 Z3IAHT50% LLEOERNIIT T B _RAT T 1) AT D
AR EN TS, WL 7% 5 DIiE, PD-L1 =50% T4
Ly b2 3 R Wi AT o IV W NSCLCHERBI 2 1f H & L 72
KEYNOTE-024 i{E&CTdH 5. Akl C EGFR #{n & 5%
BI ALK #ZTRES AT 2T S 2
OERTRATOY) XTI, 7T T FREFI LR
& DI B THEREA AR (PFS :© progression
free survival) 72 5 N2 OS THEICIEEMEE2 /R L 72
(PFS-HR=0.50 [95% CI : 0.37~0.68], p<0.001 ; OS-HR
=0.60 [95% CI : 0.41~0.89], p=0.005). MLFEEIH DY 7
T —TRHH OS IZoWTiTbILTB Y, W L
KB THZDOHRIZAEKRDD O LIFZIFNETH -
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1 RIGHIT BT b L EF = v 7 R4~ bl
EIDOPEHIZ DO W THES L 72 negative study d FAET
5. L EAbsEE R R IAT 0 TV W 5 W I FE IR
FRaa xR e LT, b#HE (AWK TITF > +32)
% ¥t )V) 2Pt CTLA-4 (cytotoxic T-lymphocyte associ-
ated antigen 4) ¥k TH A A ) o< T % 3 a—AHD»
SHEH L7 G 8 E A HGET 2R CTH 5. FR&H DT
5ZDOREBTIE, A Y A THAIZ X 5 OS TEX) 5
WZREBH S N o 72 (Uil © 134 » H vs 124 » H, OS-
HR 091 [95% CI : 0.77~1.07], p=0.25).12

2 EHELIRET, F—ICRENDIE =K< T7 T
HbH. T5FFHEAFEGHOMREY LR E G e L
25 111 A3k (CheckMate 017 #%) A¥f7hbh, =R <
TRy FENVERKLTHBEICOSZEELA (F
Y fli 9.2 Hvs60 + H, HR=059 [95% CI : 044~
0.79], p<0.001). % 72% ? OS-HR ® it sEfiix, PD-
L1 =1% H#f (OS-HR=0.69) & PD-L1 <1% Hi#t (OS-
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BEHEEHECTH D Py F VL GO SEEDO T A &~
THo722% 2mg/kgf L 10mg/kgHEOFThd Nt
FXRENVBELIRL CTHBEICOSZIER S/ 2mg/
kg # : vpULfE 104 # H, OS-HR=0.71 [95% CI : 0.58~
0.88], p=0.0008 ; 10 mg/kg #F : v Y& fH 127 +~ H, OS-
HR=0.61 [95% CI : 049~0.75], p<0.0001 ; Nt % ¥+t
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7z, EROENTIZB VT, OS OFERIEEFFEITED &
L (FYLfiE 138 » H vs 96 # H, OS-HR=0.73[95% CI :
0.62~0.87], p=0.0003), ¥ LR ICRE L% 727
U — TRHTCT D OS-HR=0.73 L FZEOR B DR S Z R L

72, ARERCIEIEEMINE (TC : tumor cells) (2hnZ, HE
Bz s (IC © tumor-infiltrating immune cells) @
PD-L1 3&38l (SP142 ifk) % 2 0~3 @ 4 BeRETill
ELTWA. TCO2DICOMER (TC, IC & H 12 PD-
L1 F&BIEIAE 2 1% K OREF]) 122owvTdH OS-HR=0.75
LWV AEOHEMEAIIREN/Z. B Nz TRATHY
RTDIAINZF VB TH b 22C3 Pifk & H w72
PD-L1 3 oMEt <3, PD-L1 BEMEL 32757
YA TDOSIEEINRDFRD 5Nz 16 ks, HAES;
BEDFAT L7277 V) A 7O 4 B 5
A4 2k, TRPFEEEoEHFETIE, TCO2>ICO0
HIZBWT, FesFLABe gl 2BEoREoxE
EAVNEWHTDFED SN TWBE I EHS, FF L
DBFICB W TIZPD-LI BHERLMHERL 72 L TARA D
HE O 2352 LA FE L. PD-L1 HHES
TCOMDICOTH DI EVMERINIZEEZIIBNT
&, AAN DS OEFERL S ZE 217 L EhTHED,
Bo7-dZ iRl Tsl.

CZZFECTrE LoD, LPHHEOBIG & % B MR
B R W L2221 F 3 PD-L1 Bl A AR S B 4
FEHH L. FRIERRPHIIEE L v o 2ME R Rk TO®
Wr 3413, EGFR ®° ALK 7z £ driver oncogene MiZ&
BT 5. PD-L1 =50% DRI 1 KiGHEE LT
LT ATH, 2WEHTIE T T 7+ EAIOE ALY
PREAEIR X NS, PD-L1 <50% DIEFINZI1E 1 RiGHEE
LC7 7 FFRWAGMLEHE, 2 RGP E L THL PD-
[L11 HifkSERHERR S B, Z OB, EoREF v &
RA 2 P RHERIRED & VD) HIZOWTIE, BN
YA DS 72 W 72 O BAME 72 M 51X 22 v». — 5, PD-L1
<1% DHERFB X U PD-L1 FEBLOREBEASASHH 2 i 1 12 of
LCiERATOY) AT OF— 7137 <, MWMOBEKED
$UPD-[L11 HLESRIZBR S 5

75 FFREG R RA S L OREF 1 v 7 KA
> MAEER SR OEE

BILEMES L2 & LTl 14 K54~
2017 SEMLCTHER SN TV DB DX, FEFZFEL, Fi¥
FEV+TAINRT, S1THS. LKLY T
75 F F BH AR R O REEE E LC O %
FESL LT 7225, 2014 4E12HiE S 72 REVEL BT,
FEyFel+I 2V 7RI NS F 2V H
&L TOS DR 2R L7 (MJE 105 -
HAvs91 » A, OS-HR=086 [95% CI : 0.75~0.98], p=
0.023). ¥ EREHEICBR - 72 7 7 v — TN T b HR
=088 LA DNFEARENT VWS, 18 S ATV T
HAZKE L TIEHIMLY R 27 72 SIZEESLETIEH 508
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Fed AWM THLENH B, £7- EAST-LCHREETIZ F
tryFENE S1 OB ThI, OSIZDOWT Nty F
T B S1 DIEFGHEAEEI S iz (YLl 125 -
H vs128 » H, OS-HR=095[95% CI : 0.83~1.07, k%
P~ —3 > 12], p=038). kP LERICRo 777
IV — TN TS OSHR=0.88 & BAf i Tdh - 72.19 =
DFRERID ST BEIRYD 1 2LEZ LN

SHOEE

EBALFRRRIAT O TV R R e e L
T, EGFRIZx§ %54 bl IgGl €/ 7 0 —F )L
KTHBHFA YA TOLELFEREZ ML 72
SQUIRE SRRt 23d 5. ALPEREOHTE (AT 5
FUATLATIE Y+ R TVLART) EHAMEE (AT
FTF T LTI EY)DOHIET, PEHTET OS LERR
DR S 7z (P i 115 # H vs 99 » H, OS-HR=0.84
[95% CI : 0.74~096], p=0.01).20 XY AT D
A A & 20T CORIE T 2015 48 11 H I, RBRIN T 2016 48 2
HITKZEIN TV S 2%, K TIIRKRTDH L. Dk,
R IV WOl Lefa o HARNGER 2535 & L7z
A 2 AL HEHS T AR A T L7z, &1 183 Bl 2386k &
N, LREEBEO2 LI XA v ongFipilll 1 TEES
HNENDLFHFAL T, 2T VLA TEHICBWT, 1
FHEEH CTdh 5 OS DA B LR LERERRA RO sz (b
Jufii 149 » H vs 10.8 # H, OS-HR=0.66[95% CI : 047~
093], p=0.001).21 TN H%2b->T, KIPFTORT VAT
T DIRFIKGEIN SRR L 72w,

BifE, MlekEEMEPOEA & 0EF = v 7 KA >~ MRHE
DOPHPEIC OV THOIEFT Y 2B AISN2D0H 5.
Jili s~ Rz (PD-L1 Z8BUX R vy 123 2 Mk
EVEPURERI & T 7 V) X~ 7 OB 0wV & MGE
35 IMpowerl3l RERIEX, INEKTSF > +827 1) ¥ %
N+ T TV AT (AW EAINVKTITF U +FT
N7V FZXRXN+TTFIVY)ARTBE), INVKTTF
YA FTT ) F XL (C B RTHREE) o 3 BELIEGGAER
TdHbH. 201843 HIZBH#ED PFS A5 C B L g L TE
NTW/2ZENT LAY Y —RE, 2018 4F 6 HITKE
FRIRIE S F CHds S vz (PFSH 963 » H vs
56 # H, PFS-HR=071 [95% CI : 060~085], p=
0.0001). 2223 OS 12D\ T A A ENT C A 251 & i G2 S
NTHELT, SHITHGHROMNIMNGIZNDL, )RAaTay
A= TV L7238k & L <, KEYNOTE-407 ikEko 2
URHA B FBEAT A8 2% 2018 4F 6 H K FR IR IR 5 7 25 CTH
HE NI KiEH IV W ok LR (PD-L1 5$BLIZ M
bz BRRE LT, fLERE (WVEKRTTF 2 +0%
INIFEVHLWVIEIHANVKTTF o +F T2 ) F
V) 1T ERATEY X T O EFRERE AL

72 CTH 5. 20 FEFHEE TH % OS, PFS DWW
L ARETARYILAEZ Gl 72 L T 72 (OS-HR=0.64 [95% CI :
0.49~0.85], p=0.0008 ; PFS-HR=056 [95% CI : 045~
0.70], p<0.0001). L 2L, BILWIR I fEiAs 7.8 ~ A &
BN L ICHEDPVETDS.

72, BTy ZEA Y FVHEERLOMHE LT
CheckMate 227 iR &2 fH09 % . AR 4 LR
KHEATO IV #1d 5 WV IEFFED NSCLC kx5 L L,
ZRVTT LAY A TOPAFREICOWTHE LT
W5, IEF v 7 RA Y MNHEEOFEFMNT-& L
THESS (5T 25 (TMB : tumor mutational burden) %%
HHINTWSEDS, LEHERTRE S /2% TMB (100
JitERdH 720 10 28D a9 %) O NSCLC FEFIIZD
WT, =RV T+ A4 ¥ A TEEILT T FF - A
Ak e L CPFS 2 A EICER L 72 (b defl
72 7 FH vs55 » H, PFS-HR 0.58[95% CI : 0.41~0.811,
p<<0.001). % TMB ® NSCLC JE#I® 95 H# 3 #id e F
LRETH o 7228, WP LEIRCBRE L 2T v —T
fRENTCTH PFS-HR=063 &£ =RV <7+ 4 ¥ L=< T
TR RERTH 7225 7272L, 2THE5H0SD
FENTAE RILRIER T, ZORBEOMERNITETH 5.

BICMRE LERICBIT 2NN < —h— 2DV T
DRLERRD. @EF = v 7 KA ¥ MHEEOGET
MIAT-& U< PD-L1 B OFHIIEEZETH 525, PD-L1
R —IEB T & IR [RGB LG & o TIBLOREEAE
FBLEINTEBY, N A= —LLTAEETDH
Z0h L, it TMB 25EH S TB Y, FRI2R
SRR & TMB, S R E S T D, 26 i
F v RA Y MHEEORVEIREEZ ST
TMB & REF = v 7 B A ¥ N HEIEO BRI A
BdAsd ), F 72 TMB & PD-L1 &M L7z 1 F < —
N —THho7-LDWE L H%.27 TMB b PD-L1 [FERIC
R R CIHER T b - TL 2R R s T3
2%, SHBGIEF v 7 RA 2 M HEEOETFHN T &
LTCPD-L1 727 T7%<, TMB d3#lAEHLETHVLN
XD B RN DH B8 2Ty A~ T, EEH
e EGFR &HASEBS RO NA <=7 —127% 5 2
EPMESINTVNSE .9 R VA TORFEHRG L LT
BIBERE < 72T AUEZR EHBH Y, Rk &
BUONT Y A% HEZ B 2H 72 ) FEio EGFR &1 %
BMEEZ R SN TV REND Lt w., S5 ITHEE
HOFZWIIDOWT D, BIBETFEHLA S ZHERT %2 35 T
72T AHMEIHIL ST %80 JF R 19 12 R AEAT
=7 I — % G TENTAE R A S ALY, driver on-
cogene, YIEF = v 7 KA ¥ FHEREORIE TN T2
EDOH W & 3 XTHT Vv, precision medicine & @512
AT 2R E 22D D 5.
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