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ABSTRACT —— Background/Aim. Both pembrolizumab monotherapy and PD-1/PD-L1 inhibitor plus platinum-
based chemotherapy are recommended for the first-line treatment of advanced non-small-cell lung cancer
(NSCLC) with a high PD-L1 expression. However, which therapy is more useful in clinical practice is unclear. We
examined the efficacy and safety of each therapy based on the clinical experience at our hospital. Study Design.
We retrospectively reviewed 55 NSCLC patients with a high PD-L1 expression between March 2017 and Septem-
ber 2020. Of these 55 patients, 34 underwent pembrolizumab monotherapy (monotherapy), and 21 underwent
pembrolizumab plus platinum-based chemotherapy (combination therapy) as their initial treatment. Results. The
median progression-free survival (PES) for patients who underwent combination therapy was longer than that for
patients who underwent monotherapy (median: 9.2 vs. 7.7 months) (p=0.762), but there were no significant differ-
ences between the groups. In addition, the response rate tended to be higher and the proportion of PD cases
lower in the combination group than in the monotherapy group in patients with a large baseline tumor size (BTS).
Conclusion. Combination therapy may be more effective than monotherapy for NSCLC with a high PD-L1 expres-
sion, especially in cases with a large BTS.
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Table 1. Patient Characteristics

Pembrolizumab plus

Pembrolizumab .
monotherapy platinum-based p-value
(N =34) chemotherapy
(N=21)
Age; median (range), years 73 (44-90) 70 (46-78) 0.067

Sex: male/female; N (%)
Smoking history; N (%)
Current and former
Never
Unknown
ECOG PS; N (%)
0
1
>2
Histology; N (%)
Adenocarcinoma
Squamous
NSCLC-NOS
Staging; N (%)
I, I, I
v
Postoperative recurrence
Brain metastasis; N (%)
Hepatic metastasis; N (%)
BTS*; median (range), mm
PD-L1 expression; N (%)
50-89%
>90%
EGFR mutation status; N (%)
Positive
Negative
Unknown
Regimen of platinum-based chemotherapy; N (%)
Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed

Pembrolizumab + Carboplatin + Paclitaxel/nab-Paclitaxel

28/6 (82.4%/17.6%) 14/7 (66.7%/33.3%) 0.208

31 (91.2%) 18 (85.7%)

2 (6.9%) 3 (14.3%) 0.366
1 (2.9%) 0 (0%)
15 (44.1%) 7 (33.3%)
15 (44.1%) 14 (66.7%) 0.145
4 (11.8%) 0 (0%)
15 (44.1%) 12 (57.1%)
11 (32.4%) 5 (23.8%) 0.714
8 (23.5%) 4 (19.0%)
7 (20.6%) 2 (9.5%)
23 (67.6%) 14 (66.7%) 0.348
4 (11.8%) 5 (23.8%)
7 (20.6%) 6 (28.6%) 0.529
3 (8.8%) 3 (14.3%) 0.664
91.5 (0-250) 90 (15-186) 0.735
0, [V
23 (67.6%) 11 (52.4%) 0.392
1 (32.4%) 10 (47.6%)
0 (0%) 3 (14.3%)
32 (94.1%) 16 (76.2%) 0.047
2 (5.9%) 2 (9.5%)

12 (67.1%)
9 (42.9%)

*The baseline tumor size (BTS) is the sum of up to 5 measurable lesions based on the revised RECIST version 1.1.
ECOG PS, Eastern Cooperative Oncology Group performance status; NSCLC, non-small-cell lung cancer; NOS, not

otherwise specified; PD-L1, programmed death ligand 1; EGFR, epidermal growth factor receptor.

Table 2. Summary of Responses

. Pembrolizumab
Pembrolizumab .
plus platinum-based
monotherapy h th p-value
(N =34) chemotherapy
(N=21)
CR 1 (2.9%) 0 (0%)
PR 14 (41.2%) 14 (66.7%)
SD 13 (38.2%) 4 (19.0%) 0.216
PD 6 (17.6%) 2 (9.5%)
NE 0 (0%) 1 (4.8%)
RR 15 (44.1%) 14 (66.7%) 0.092
DCR 28 (82.4%) 18 (85.7%) 0.695

CR, complete response; PR, partial response; SD, stable
disease; PD, progressive disease; NE, not examined; RR, re-
sponse rate; DCR, disease control rate.

7z, WA (progression-free survival : PFS) W
Jufiilk, HHIEE/OEHEE 077 » H/92 2 H (p=0.762) &
MWi#E T3 7% < (Figure 1A), 4R (overall sur-
vival : OS) b W#ECHEZ=II ) - 72 (Figure 1B).
3. MIEBERINDEEHR
FNEBF R T DR 2 AT - 72, WBIEBFIE D cut off fif

X, RAa70 ) A 7HAO RRBIUDCR 22L& L
72 ROCANTIC X » CRE L, N1 90 mm, 120 mm

WCREE L7z, & cut off 12 X o T 2 BRI, ERERIE
ZMGE L 72, Table 31Z/R3 X 512, #IHEEFEEAT 90 mm
R OREFITIE, HLAEE L PFHRETRR & DCR ICHEA
X725 7275, 90 mm LA EDJEFITIEX, DCR ASHLAEE/
PERIEE © 64.7%/100% TdH Y, PEHBETEVWEIII TS >
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Figure 1. The PFS and OS of patients who received monotherapy and those who received combination therapy.
*Pembrolizumab monotherapy (N=34). TPembrolizumab plus platinum-based chemotherapy (N=21). PFS,
progression-free survival; OS, overall survival; CI, confidence interval; NA, not available.

Table 3. RR and DCR in the Subsets of Patients by BTS

Pembrolizumab

Pembrolizumab plus

monotherapy platinum-based p-value
chemotherapy

BTS <90 mm N=17 N=9
RR 6 (35.3%) 6 (66.7%) 0.218
DCR 17 (100%) 7 (77.8%) 0.111

BTS >90 mm N=17 N=11
RR 9 (52.9%) 8 (72.7%) 0435
DCR 11 (64.7%) 11 (100%) 0.055

BTS <120 mm N=25 N=15
RR 11 (44.0%) 10 (66.7%) 0.204
DCR 24 (96.0%) 13 (86.7%) 0.545

BTS >120 mm N=9 N=5
RR 4 (44.4%) 4 (80.0%) 0.301
DCR 4 (44.4%) 5 (100%) 0.086

BTS, baseline tumor size; RR, response rate; DCR, disease
control rate.

72 (p=0.055). #IEEEED cutoff iz 120 mm & L7235
E RO RTD - 7.

PES IZDoW T, #IEEFEAT 90 mm Al D fEFI I 3B
W, HAEE L BRI CH BT 2 h - 72 (Figure 2A).
—757T 90 mm L EDFEFIZIBTIiE, PFS Az, H
FIWE/DEHTE 37 » H/81 » H (p=0.083) TH v, H-H
T PFS 2SEE§ A0 TdH - 72 (Figure 2B). [FEEIZ,
FENESEFEAS 120 mm K OFERITIE, HHFIRE L PEHRET
HEAEI D> 72D (Figure 2C), #EBEHY 120 mm
Ll L osERICcik, BAR/PREE 0 1.3 » H/NA (p=0.037)

L, PEHBECTAHEIC PFS 2L L T\ /= (Figure 2D).
FIFEIZ OS 122V T, BIESFFE2Y90 mm LA L, 120 mm
LLEOSRERITIE, ARETIEZ WS OOBHRET OS AT
E¥45MmITHY (Figure 3B, 3D), #HHEEFEOKE W
JEBIT, HANAH L D D OEHBR THIMEDS RN & A3
IR E 7,
4. BEER

EHEFRRB L IrAEs I22W T Table 4 IR 3.
fbesatE e i O HE X, PHHECAHEICE o 72
A3, irAEs OBIEIL, W TEIZ 22> 72, MillEizow
TIE, HFIBET 7B (206%), PEHIEET 5 Bl (23.8%) &
D, WEEMCTHEEII R D5 7208, Ml % ISAE L 72 0E
BIDIFIFEB DG HIRICE > TEB Y, BT L Wi T
1 B9 oD 7z, MiliEse % J65E L7z 12 FCld, »wihd
PEAT O B PEM 920 70 2 o 7225, BUEAT 11 61, B2 5 Hs
106ITH Y, F 7087 B MERER (interstitial lung ab-
normalities : ILAs) %453 2IEBIA%6 Bl - 7-.

Z =

MBEIZ BT PD-L1 #5838 (TPS 250%) @ NSCLC
ZRL, RaTvny A THRARREERATTY AT
+ 7T F B GE FHEEE & AT L 7o e & R T B L AR
B L7z HRIPEIS DO WL, HOAIERE & PR T, PES
L OSICAHEAI Do 7205, PEH#EETRR 25
PD JEBI O F G HMNEAT T D - 72, FRISHRIEEEO KR
& 7 BBEBCIX, BRI TEIV DCR & PFS Of &%
EREZHEOTED, RESEORXWIER T, BHTE
HEBEINT 2 2L TEROND P HEAIRE LD LK E
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Figure 2. The PFS in subsets of patients by baseline tumor size: (A) <90 mm, (B) >90 mm, (C) <120 mm, (D)
>120 mm. *Pembrolizumab monotherapy. "Pembrolizumab plus platinum-based chemotherapy. PFS, progression-
free survival; CI, confidence interval; NA, not available.
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Figure 3. The OS in subsets of patients by baseline tumor size: (A) <90 mm, (B) >90 mm, (C) <120 mm, (D) >120
mm. *Pembrolizumab monotherapy. fPembrolizumab plus platinum-based chemotherapy. OS, overall survival; CI,
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confidence interval; NA, not available.
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Table 4. Adverse Events

Pembrolizumab
Pembrolizumab plus
Any event (any grade) monotherapy platinum-based p-value
(N=34) chemotherapy
(N=21)
Led to death 1 (2.9%)* 1 (4.8%)" 1.000
Led to discontinuation 9 (26.5%)* 7 (33.3%) 8 0.761
Treatment-related
Nausea 2 (5.9%) 14 (66.7%) <0.001
Anemia 0 (0%) 20 (95.2%) <0.001
Diarrhea 3 (8.8%) 0 (0%) 0.279
Neutropenia 0 (0%) 16 (76.2%) <0.001
Febrile neutropenia 0 (0%) 2 (9.5%) 0.141
Thrombocytopenia 0 (0%) 10 (47.6%) <0.001
Kidney dysfunction 0 (0%) 4 (19.0%) 0.018
Liver dysfunction 12 (35.3%) 13 (61.9%) 0.094
Immune-mediated
Infusion reaction 0 (0%) 1 (4.8%) 0.382
Pneumonitis 7 (20.6%) 5 (23.8%) 1.000
Hypothyroidism 3 (8.8%) 1 (4.8%) 1.000
Adrenal failure 2 (5.9%) 2 (9.5%) 0.632
Rash 6 (17.6%) 4 (19.0%) 1.000
Colitis 1 (2.9%) 0 (0%) 1.000
Myasthenia gravis 1 (2.9%) 0 (0%) 1.000
Polymyalgia rheumatica 1 (2.9%) 0 (0%) 1.000

*The cause of death is pneumonitis. TThe cause of death is pneumonitis.
#The cause of discontinuation in 9 patients was as follows: pneumonitis in 6
patients, and adrenal failure, colitis, and myasthenia gravis in 1 patient each.
8The cause of discontinuation in 7 patients was as follows: pneumonitis in 5
patients, and neutropenia and infusion reaction in 1 patient each.

W EPEDSD B . na.
PD-L1 &3l NSCLC I2xf LT, RAa70a) X< FIT, HAITHRIEEZLICHEH L, HEIRIIOWT
HWAPEINE 7 5 F F BAIGH b FE R L i L, A= Weat L7z, IR0 R E 2 BEH I, HHEETS

PFS #MET 5 Z LAVREN TV 575,56 RIJZ PD &
7 B e b — EBAFAE L, KEYNOTE-042 itk T, PD-
L1 TPS =50% ®HEEREITIH VT, PD IEFIOEI G 1L 18%
THhol. —HT, Ra7n0) X< 7 LALFEREOHEH
WL ORI % ME L7z KEYNOTE-189 Bk Ti%, PD-L1
TPS =50% D EETICHB T 5 PDIEFI O FEE 1L, 45%
ThHh o727 BEIRO BN 2 LTl H % 285, PRE#R%T
WAL XD b PDEF OB G IR & 25L&
n, Fx OMETH BT PD AEBI 0% & MR )
ThHo7z. RKIFZETIE, PRABETPES & OSIZ>oWTH
BRI RREED T, M & o —Hofa ERS
OB IZE W E WO RERTH Y, PrHBREOHR)ME
IRENZ o7z L L, BWIZ PD & 7 - 72651338
WIEBEEAT O S %2 R T D HEMEA D 0, BRI

S APD Z T & B REENEH W E VI N EEET S
&, PD-L1 &M TH > TDH, MHIEE O Z
BIRT 2 T EVAME BRI DOTIE VAL Tb

W DCR & PFS OB R ERE LD, BIELHEORKE W
FEBNZ B CTHHBEEE DT ) G HTH 2 W REMEAVR &
N7z, BHEEFE L ICI DHEFEIRICIOVTIERAT ) —<
BT THE S, 2 T4ETIENSCLC IZBWT
b, MIEEEDO K E WIESI T ICT DEFHREEZ L v
Z S E M Tw 5. 34 Katsurada H1E, =K< 7
HHVIEFERLATTY) XTI X BiE#HE%E T 72 NSCLC

BHEITBWT, BIEEEIKE WRETII/N S WREE IR
L, BEBRGFEIPD OFE&G»EEICH L, PFSB X
COSVHEBEIZH N L2 HE L TW5.3 F72, Hako-
zaki 5%, ERIHEDHFAEN ICI DWRHA RIS %
EEZ, MW EORKBEICERL, EXRWEAEZAET S
HDIEZHIVBPFSB LY OSVBAEICE N LEZ/RLT
W58 L7285 T, MIEEEDTK & WIERFI R ERIRE %
3 BIEFITIE, ICI DRRDA 15T 5 W REVEDT S
{, ToOX)BRIEFNHT L TIE, PRR#BEIHFH»D L
e,
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NS 5 D26 \WIEB T ICT DR R2SWET T 2 B 1o v
T, WL OO EDNHAH. Huang HI1F AT/ —< &
FHITBWTC, HEERDL WIESITIX, EiYiT CD8 ik
FANE O BEFE I ASTUAE USRI B ASIE R L S 72 R
505, = TICI DERIZZ LW L ZRL, BIEE L
JEBRDONTG P AHPEETHE I L@ L Tn5.9
F BB RIS WA, RIS & I 9 A A E T
Mo A v —a A4 F 8B E5BEHT 5L oML b
Y, 1000 BEEE R A5 IR T ICT DR EAE S s v
ZRO—D &b s. e OB TIE, BIEEEIK
EWVIERNZ BT, BEHEEOE IR IR S .
ICT 1 2Ab&e i 2 ORI 3 % 2 & THEERAIRA L, ez
FOS &SRO /NT » AHHEIEL S, & S IZHl#EE T
MR 4 >~ & — 14 F 2812 X 2 S &3P 2 b5
%5 Z & TICI D BIFREIRPELNIzOS Ltz

NRAT TN X3 T AT Ol 7 OB 1L 8% Fi
BE,56 XA T T XY T+ 7T T EAIGE LTI
5~8% LI & Wiy ST W 5. 712 MERoRE Tld, Bl
PR T 20.6%, PEIHEE T 238% &, WL I & Y JH
JEASEE o 7o, T R RS & FEhE L 72 RER T, BT
WCF o 72 ERBIRe, (bSO MREE AR LS 72 o 7B b
HY, FFICEETREFERGLEDLNS. ICLIZX 200
g DFIETFMRT-& LT, B, s, BEFoOME
PR 72 EDS G XN T W B, B4 F 72 R TR
7 VR MERE RS (ILAs) 25, ICTIC X il g ) X 7 KA+
THDHI L LMESN TS, 1516 Uit cd, Nl
N & % F8HE L 7B 0% 3TN D) X 7 W12
ALTEBY, VAT OEBWVIEFNCIE, YA, R
BEOWFNHEEIAT ) LEND 5.

AWFFEIIZ VL O DR D 5. Wik TD T > ¥
2EEN TR WBRFHRNZRIIZETH D, BE RN
HINEIZB TN, TAEZE LTS 5. FF
2, AEZEE VD o0, HFIRECHEEE R PS A REIH
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