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RIRBEAEFROLD =R~ TIRERE,
G THE LA FERROMIRE LR RNZEM%Z
f#72PD-L1EEYEAEAT IR/ N Rt Fig o> 1 51

T Rk B EHF Rl B —r -l R ke

FEBNXO7i . IR/ NEliRE O P EBZ9E, cT2bN2Mla, StagelVA) & ks,
SIGHE LTHRIEF = v 7 KA ¥ FMHEHATH 2 =RV~ 70385 3Nz LA
% Tl& Programmed cell death ligand 1 (PD-L1) BV TH - 72 b O OGRS
b7z, IEMEAERR (rAE) EEZONLEE - BRIERD 72 DIREPLEEL 72 5

72hs, IRSERR b i/ R RS R,

8 M HULEDOZEERINH/OENTe ZOBRERL, =F

W= TG TIRZE /DN U2 2 R, Bk o> TIREE L 0 5 T TRI27a— X
5L 24N FEEHRIET A 2 2B TE2, PD-LIBEIC L 20 b b TRV THAE
=YL, irAE 12X 2 EFHGIIANM - FHEGRCTRESEETH 1) LB Z IS B 5-28

Hfﬁ[é'f‘a‘?)o f:o

OhfifE @=FN~7 @ORMZER
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20104F ISR P DRIET = v 7 KA » MHE
#] (Immune checkpoint inhibitor (ICI)) T
» % bt b I Cytotoxic T-lymphocyte-asso-
ciated protein 4 (CTLA-4) Hifk4 ¥ o <7
OEMBRANEICNT 52 HMELIR S TL
B, Z %o ICT H3BJE - /KGR S WNliRE o 2%
BEICBWTHERELMEZ HO TV D,

Pt Programmed cell death 1 (PD-1) $t 1k
TdH 5 = HRN < TIF201445 1 HE RSB BR LT H A
THEROEAOBIND KR S N, BEITIEIE
AN L0 9 B BISARGRIC R o 720 £ D%
BLEDICI ARSI N, MiEEWHEEICE
FAMERIEFICKRELRDDELE > TV B,

i

¥ T383-8505 REFIRHEFIIVE1-5-63
JEAE He o B PR 25 P
(ZA+ £ 20204E 1 H17H)

@5 B A E R

ICI ® BIHE G- R e 523 2 itk £ 724
HThbo

£l PD-L1RE Pk A 47 JE /N M B Bl 8 o 0 02 k)
L s = puE sl - B RN T2 5k o
v ¥ F—¥HEH (EGFR-TKI) #5412
=RV TR, REMEEERE (rAE)
12 X BIREBICHR, KL< TOHEKGIC X
DEELAERZOFE R REES2H1
FEB] % FEER L 72O TH T O SCHRINE 52 % i 2 i
53 %,

i Bl

SER : 67i%, ko

B SN O S |1k 38

BEAERE @ 7o hdE (M At 1% )

HETERE © 154 H x<404F [#] B2 5 (30pack-
years). MEEMEEEIEZ L,

BUWEE @ X4 6 X 0 BEHk - k253 Lk
FIZThFE SN TV, X4 8 H X ) fEREEE
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LB Sz o58sEd97, X AE10H Hraiin
PKrROT2OEEZFHL LIz WM X
M- CT IS THIKRAE X 2 M%ET 5 1554894.5cm
DRSS L O T RERSN, [ESET) ¥
JNHE R, Ao REEANRSHEIE 2 RO (KT,
2a,c), lliFEABE b LF 2N S 2B Lz,
S SCH T T 3EAUAE 2 PAZE 3 % TG 1
725 X 0 A Mt 17, Squamous cell carcinoma,
poorly differentiated (EGFR #{n -2 5,
EMLA-ALK @l & # {5 F k) &M L 7
PET-CT T4 T #M# (SUVmax125), &
ST ) R (SUVmax3.2), /2 B 3E/NEE i

1. SIZRE IR AL (SUVmax1.8) 4% w7z (M2b, d)o B
E%Fﬁ”ﬁﬂﬂ%j{}:ﬁﬁbf:ﬁ?%ﬂﬁ%%ﬁﬁbéo %Kﬁ%ﬁ MRI -(:\ciEDa rﬁ z))&gﬂ%‘:W$ﬁ%ai§Eb [5

N o7z TATEIG S MG S N/2A%, KR35
NEENS O W TR R OM, 2560 - R

2. WIZHKECT - PET-CT
a: K EBINEEI 2RO D, ¢ A TFREICENA5em OEREEEDO L., b, d: AL
BN K E (SUVmax1.8), 4 T ZEME#H (SUVmaxl25), &G TV ¥ 8 H
(SUVmax3.2) IZFNZFN FDG #£R% B0 5,



BOWREME L ZZ 5N L, HEBMREDD D
SHEVEZAL SR & & A S 2 L EENRS T oo AR
B & & 72 B BE B) BRI EE &
cT2aN2Mla, StagelV (UICC-7hX 12 # ¥,
UICC-8{ ¢cT2bN2M1la, StagelVA IZHY4) &
Mg L7ze XEIL2H XY I VKT T F 2 470mg
(Day1)+8S-1 100mg (Day1~14) ([2X %%
Wb 2Ee s & Bllh, 6 O — AJfr LigHExh R
%iE (SD) TdHo7zo UMK LREBILE S
NTW22A, X+ 242 AOWH CT 2 THIE
B GBS CHioM KRR, 2 RiE
WELTRFEY ¥+l 80mg (Dayl) 5
i, SD MR L - BRI M E 28
BEDUFHER IR (Grade 4) D728 6 3 — AT
PG T E ol X+ 249 ABERBEORKA
R TIvaF =7 150mg/HEGHIGET 5 b
SHITWRL X+ 343 ARSIk, AVvERT
7 F ¥ 450mg (Day1l) +nab-2¥7 1) ¥ ¥+
150mg (Day 1, 8, 15) #&45- LIEFEHE OHi/hz
AOH 0D 1 a— A H THIHEEM % % &
PE, BBAARANOFHLEDL H LB L
720 DBRERE CRBBIS I N TV X+ 4
T HEI D RESE T V3@ iR L
PET-CT T® ®EEMEZ RO 7 (M3a, b)o

799

FREZE 2 RIEF = v 7R A ¥ MHER ORS-
ZARES, 1Al 5 W e O R AU S AR R T
PD-L1Z3i#4: (PD-L1 THC 22C3) # JitifT L
725 PD-L1 &% (Tumor proportion score
(TPS)< 1 %) THo7zo X+ 445H=FKN
X 7EAHMISTUR AR E 572,

APBEREBUE © B E157cm, 1K 49.3kg, =ik
EH, ME129/95mmHg, WR4A64/5 %, KR
36.7°C, #EPZ YRR AURIEEO8 % o i Mo V2 A4 Il ¥
7 Lo ALY ¥/ HifilAe 3, M L
PP R Lo PEFNIZPHER Tl Ze Lo VUM
RAVIENE 2 Lo e F I RE I W 2 Lo

ABERe AT R (K1) - i~ —»—Th
% CYFRA OEEEE % 7ED 72,

ABefeftd @ ABite =RV ~< 7 140mg/2:H D
G5B EELAEFLLIARKTHT
BEEL720 X+ 446 AWML D FHEZHLIC
B AZIED 2% (Grade 1) 23HIH, H0EM
WA EH G (immune-related adverse events
(rAE)) &L Ez A7uAf FAHE - 7LV
F—BANRICEDFRL 72, X+44ET7THD
CT I TREMMET ) > 2R E@ A/ L 225D
(PR) & HIWr, $5-% ke L 7225 % (29503
W Grade2 U TH 72 b DDRANDAHE

3. = KRN ~= 75 #%PET-CT
a, b =RV~ THREBEGH, ¢, d: =RV THNxGH.
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F1. X+ 4450 ABRBAT R

JIEZR Ak
WBC 6,600/ul. TP
Neu 65.1%  Alb
Lym 28.0% T-Bil
Mon 56%  AST
Eos 0.8% ALT
Bas 0.5% LDH
RBC 431 x10%ul. ALP
Hb 14.4g/dL. CK
Plt 17.0x10%uL. BUN
Cr
Glu
Na
K
Cl
Ca

BEgi~— 7 —
CYFRA 3.7ng/mL
SCC 0.7ng/mL

7.5g/dL
4.2¢/dL

0.6mg/dL

291U/L
171U/L
300IU/L
393IU/L
1231U/L

16.9mg/dL
0.72mg/dL
117mg/dL
141mEq/L
4.1mEq/L
107mEq/L
9.4mg/dL

N

)22
AN‘
3.7

CYFRA (ng/ml)

2.4 2.4

1.6 1.6 1.6 1.6
X+ 44 X+ 5%
5H 8 A 2 A 58

4. =RV = 7GR

WKED RV~ 7TIEX+ 448 H FTHICHES
I—2FEfiE b o THREE L7zo X+44E9H
MAE X D Grade 1 ~ 2 #24 @ F %) 2% H 3,
irAE 23588 N7z 28 @B JAZZ L S EER
CTICTIHREROHEOMHLE LT o770,
WAL ER AL E BT o AT a4 R e gikS
AT D TEEICRE A A7z, FRIIREE IR
WL, X+ 444100 EAICIEHEE Lz, 728
JEAERIE X+ 4489 H 1A X b St fEm % 520
AR L: (K4), =RV~ THRERD

[ESBT Y v SH#i 3N, X+54E2H0
PET-CT TH#EM %220 T (M 3¢, d) 2aHR
% (CR) &HIsg &Nz, DIBREEGRHTCR %2
HMEFEL TV 72 X+ 54E10H @ CT TH ML
BRI 2em (M5a) O#EHFEHAMBLIL, PET-
CT CTHEMIZ FDG %/ (SUVmax5.9) % &%
D722 OFREHM L7, =KLV~ 7D
ARNTHLURENETEZ, KA - KL KO
EX+54E1I0H TH LD =RV~ 7 140mg/ 2
HOFEHG % WIE L7z X+ 54E11H #)h WA
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5. =K< 7HEESE#EBEBCT
a: =R THZSH, b:

=RV = T EB %,

Nivolumab 1 9=a—X

i3

| Grade 2 |

Grade 1

CYFRA (ng/ml)
1.7

2.4

2.0

1.4

1.3

X+ 54 X+ 64
10A 1A

7A

®6. =R~ 7 HE5EE

OFEDINR - BB, DR HiPH O35 K13 A
5727 Grade 1 Y THER L7z X+ 641
H CT I TH MR EiH /N2 80, L& PR
ZHMEFE (5b) L7225 X+647H L&
) Grade 2 DL ALK R HB A B, =KL
XTI G193— R, E2Ta—AT—H#K T L
L7z (M6). PGB KIERDO IR IZED
Bipolze =RV THRGHE T 6 ) ORER
T, Grade 1 Y DR AEIE L ki in & %
L 72D EIR OBEEILRRO T v,

% BAEHRGOFEIESEIEZ Common Termino-
logy Criteria for Adverse Events Version 4.0
(CTCAE v4.0) \Zft-> THHE L7z, EHOWH

W RHEITLETMRECISTH A4 K54 ~
(version 1.1) (Z#EHLL 7=,

fa B 8 K B

JEBITRE IZB LT, MBEOME NSRRI ER 2
2D E, Ty oEXL, TIANY R
BT A ELEDIC, BEIZOWTIZHOETHE
HERNORE 1572,

Z e

IR 2 A9 T IR e B BT
HoRNWITEFEZFE Loz gL 72
% I # 3K Bk T & 5 Check Mate-0178 X Of
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Check Mate-057 5% O #E5 F: A320154FE 1238 3 &
Nizo RBTE RV THEEGEHIIBWT
PD-LIHEIZ b 5T, FE¥Feris
BEE IR L CaEFNM O EREENED S
NTW52, ThE 2T TRIBOMINEZHEAT A

NI A4 2Tid, #EATIENIAE O ki IC
BWTTPS<1 %d %\ & PD-LIZEBL R &
DIEFNC = RNV TOHRG 2RETDHIIE-
720 F 72 Check Mate-01738 & ¥ Check Mate-
057:RER O WM AR TIE, =Kv=7
PGB 4 AEEFRIZ14% (PD-LIFEHA1 %
DLETIE19%, 1 %KiTIEI1%) EHEsh
729 PD-1HUKORRFMHEFLLTH oL D
I<menTw2 oI ESICH T % PD-L1%
BTHhHH, KIEGDTE L PD-LIEMEICD
b T RENBHREANALNS — T,
PD-L1FE T b R 5 W IR RN & 72 %
FEBI S A7 { e 29 L7ZIH IS D% kM
W BOERIE Z 5N b,

85— R B 1T B PD-L1ZE Bl i
B THROIREMEDSE 2 5N TEERIREN
BT 5 PD-LIBHIEIAE —-THLEEZDL
NCTHBY, FRIEHOEBHMME T PD-LIZEB
Foig A4 2 3 e 955 ML 4= K O PD-L1FE 3 2 S
LCOWRWIEEEYRD 5. FRAERIKTO
PD-LIZEBIMA RS H 2D W T BT Mk & 1217
AR TEN W E T HHER, BEZICLD
FHIPMET 2 &) #Hidnd ) —EO R #IZ
BoONTVRW, S OIZEEBM/NIEICB WY
T, FEPHOREMIER Interferon- y 1243
NEHA AL ORI EIZL D PD-L1O
BHPEHICEHT LI LI HMEIRLTW
%9, AIEF O PD-L1 ) 1] 35 W7 g O Ak ¢ il
EEINTED (FAEMROBET L FHE» S
Nhhotz), =KV THESHOEENIC
PD-L1FG VMR A e L2z etk id e T & &
W,

5B I PD-LISEF = v 7 R4 v MHE
FOREFHICET 214 F~v—h—, LTIE
REETHD I ENBTONL, R ~
X8k (Tumor-infiltrating lymphocytes (TIL))
o 72 R MR AT R0, S EAR A RE

(Tumor mutation burden (TMB)) ®illl % A%
ICT ¥ 5O & AT 2 W REMES i S
T 587, IV HIFE /NI G R (253 5 = K
< 7 DGHERRE E AT L 72 CheckMate-026374
Bt ZOWBEMFRICBNT, & TMBHT=
ROV~ T 5B o B A A7 ] i v YAl D JE Fe
(9.7 H vs 5802 H), Z#FLHE (46.8% vs
28.3%) DR EN TV B9, KIEFI O TMB I
KUMETH 525, B TEREITIIBEAK &
CEMELTBY, HEEHZETH L ARSI DS
TMB T&% V) PD-LIEEMEIC S b 5§ =R
< TDREMER LR D S,

AIEBNE = AV = 7RG irAE &%
Z 55 Grade 2 tHY4 D 295 % 580 —FRiREE,
Z DRI IrAE %59 B 5w RSB L 720
WIS HULECREZMFELI-OBHBKL
A, MG O irAE S EE A D BR R
LTBY, =RV THRER LT LERTO
WETH ) BERRT 5 metEd fF s iz 7z
DG TR o720 TOMER, JES TN
N, HERRIZOWTIE Grade 2 24 D &35
RO T2 SIER D TFIII AL N h o 72,
Simonaggio 5% (& PD-1/PD-L1H & &l $¢ 5- %
12 Grade 2 VL irAE % #2.& ICI 2 5- I L
TAEBPNC B W TGO EEEZ L ha AR
T4 T L Twh, ZNUCE 5 L3609
54061 (43%) HSHIHET & A U ICT % H45-&
n, 9 B2260 (55%) #3211 HD irAE %4 U,
176013 M D irAE & [FEE, 5 BT 7% 2R
ZRROID, AETOREHIT 2 HD irAE 134)
B XD DEIECTE Loz MELTWAS, £
7= 5 X PD-IHERE 5L ) TH - B
P % FERE L 72 iR E B 1451 0 5 H 4 BN RS-
2w, EfThHEOBRE ROz L WE L
TWb, RIEFNZBWTIE =RV~ TR G%
2R JE BEE XA Sz d OO ZF O ESERE X9 1
ERETHY, FBIIEROFHHIIED T
B A Gk i BB T d o 720 irAE 12 K
5 ICI 5 WL RICHE G 217 7% - 7RI
BT 2MEEE 2L % L, HERGOREMEICH
LCEBRELRLEFOERILEINS,
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PD-L1F&E#E4T I/ Bl e 1 1k LA
ki EPEPURE A - EGFR-TKI & 5- 812K v~
TR, REHELAERER (rAE) 2L 5
REER IR, =RV 7TOHEE5IC L) EEE
A ERROFI L S RIZEM 2472 1 s =
FEBR L 720 AIEBIDSRIIZR 2 722K E LT
XZ W OMAKIZ BT 5 PD-LIO I E A = KR
V= T RGO NEE N O PD-L1% L L CTw
oo Tz etk o, EBUEE 2 5 O TMB
DGR ENEZ BN, THEERGIELT
irAE O EEFE A &[54 CTH 0 gm0
DY G- HEFEATUHE T D - 720

B

ZE®D COI R

A SLFELRNA T L CTRICHE = Lo
X ik

1) Hodi FS, O’'Day SJ, McDermott DF, et al. Im-
proved Survival with Ipilimumab in Patients
with Metastatic Melanoma. N Engl J Med. 2010 ;
363 : 711—723.

2) Brahmer J, Reckamp KL, Baas P, et al.
Nivolumab versus Docetaxel in advanced squa-
mous-cell non-small-cell lung cancer. N Engl J
Med. 2015 ; 373 : 123—135.

3) Borghaei H, Paz-Ares L, Horn L, et al. Nivolum-
ab versus Docetaxel in advanced nonsquamous
non-small-cell lung cancer. N Engl J Med. 2015 ;
373 :1627—1639.

4) Antonia SJ, Borghaei H, Ramalingam SS, et al.
Four-year survival with nivolumab in patients

5)

6)

7)

8)

9)

10)

11)

803

with previously treated advanced non-small-cell
lung cancer: a pooled analysis. Lancet Oncol.
2019 ; 20 (10) : 1395—1408.

HAMRE SN F~—h —FHA. MifEEC
BT 5 PD-LIMAD F51 & 1M 20174 ;
https://www.haigan.gr.jp/modules/guideline/
index.php?content_id=29 (2020.2.17 7 & &)
Gibney GT, Weiner LM, Atkins MB, et al. Pre-
dictive biomarkers for checkpoint inhibitor-
based immunotherapy. Lancet Oncol. 2016 ; 17
:eb42— ebb1.

Pan A, Davis AA. et al. Biomarkers for PD-1/
PD-L1 blockade therapy in non-small-cell lung
cancer : is PD-L1 expression a good marker for
patient selection? Clin Lung Cancer 2016 ; 17 :
350—361.

Carbone DP, Reck M, Paz-Ares L, et al. First-
line nivolumab in stage IV or recurrent non—
small-cell lung cancer. N Engl J Med. 2017 ; 376 :
2415—2426.

Peters S, Creelan B, Hellmann MD, et al. Ab-
stract CT082: Impact of tumor mutation burden
on the efficacy of first-line nivolumab in stage
IV or recurrent non-small cell lung cancer: An
exploratory analysis of CheckMate 026. AACR
2017 ; 77(13) : Supplement, pp.CT082.
Simonaggio A, Michot JM, Voisin AL, et al.
Evaluation of Readministration of Immune
Checkpoint Inhibitors After Immune-Related
Adverse Events in Patients With Cancer. JAMA
Oncol. 2019 ; 5(9) : 1310—1317.

SR R R, S ATl M Pro-
grammed cell death protein 1 (PD-1) FHEHI#%
BAT X 0 TH - W g% SERE U 72 IliRE e 19 o BRARHE
- BT R 5 A BidE 2018 58 ¢
262—270.



804

Long-Term Response in PD-L1-Negative Advanced Non-Small Cell
Lung Carcinoma With Discontinued and Restarted Nivolumab
Therapy Due to Immune-Related Adverse Event

Tomoshige CHIAKI*, Soichi MARUYAMA* and Shinya FUJII*

The patient was 67-year-old woman with non-small cell lung carcinoma (squamous cell
carcinoma, T2bN2M1a, Stage IVA) who was started on fifth-line therapy with nivolumab, an
immune checkpoint inhibitor. Although tumor biopsy was negative for programmed cell death
ligand 1 (PD-L1), the tumor size decreased. Nivolumab had to be discontinued due to suspected
immune-related adverse events (i.e., skin rash and enteritis symptoms), but the tumor size
reduction persisted after discontinuation and complete response was maintained for > 8 months.
After disease recurrence, nivolumab therapy was restarted. The tumor size decreased, and
partial response was achieved and maintained. The disease was successfully controlled for > 2
years (27 courses of nivolumab), when nivolumab therapy was again discontinued due to skin
rash. Despite the PD-L1-negative status, the patient achieved long-term response to nivolumab
therapy. The immune-related adverse events in this case were comparable between the initial
and reintroduced nivolumab therapy, suggesting that nivolumab is safe to administer over the

long term.

* Dept. of Respiratory Medicine, Hokushin General Hospital, Nakano, Nagano, Japan



