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®1. ARERME

Number of
subjects
Age at enrollment
-59
60-69 8
70-79 11
80+ 3
Sex
Male 23
Female 0
Stage
IA 8
B 8
Il 0
1A 0
1B 4
Y 3

ECOG Performance status
0 11
1 11

2 1
Smoking status

Never 2

Former 18

Current 3
Treatment

Surgery

Chemotherapy 21

Wi -« 6 22H1% O EORTC QLQ-C30 ®
AT 2 1RT, Wi Global QOL 1%
W5 47.22 EARDHS, B IR - B - -
SR AESHERER I 72.73~78.03 L 1RT-N
T2, TERTIHMERED 33.33 & 00m )
STz, 603310 Global QOL 13251 727>
ST BERERHI O 5 BIEIE I3k (p=0.019)



LTWe, Lo UEIRCIIERE - FELREE  C30 & 5720, Total score, &HHH & b2l
NEAL LT, WS - 6 v H% D short HiL 6 AR THERZLITZR SN0 -T2,
CoQoLo A2 =T DA%z 312777, QLQ-

&2. Mk - 6 HF1ED EORTC QLO-C30 D4

Baseline 6 month Difference
Mean SD Mean SD p
Global QOL 47.22 23.47 49.44 26.06 0.859
Physical functioning 77.88 25.15 69.33 27.23 0.129
Role functioning 78.03 29.72 62.22 34.77 0.201
Emotional functioning 72.73 22.59 83.33 16.67 0.019
Cognitive functioning 73.91 26.51 63.33 24.56 0.219
Social functioning 75.76 24.52 67.78 34.77 0.503
Fatigue 33.33 23.00 48.89 25.82 0.051
Nausea & Vomiting 7.58 16.85 4.44 9.89 0.458
Pain 22.22 32.20 30.00 26.87 0.265
Dyspnea 28.79 29.63 53.33 35.19 0.013
Insomnia 25.76 32.42 26.67 36.08 0.709
Appetite loss 24.64 35.13 35.56 29.46 0.089
Constipation 20.63 24.67 31.11 32.04 0.391
Diarrhea 18.18 24.62 11.11 16.27 0.435
Financial difficulties 25.76 27.08 24.44 32.04 0.751

= 3. Wk - 6 MBARD CoQoLlo XA 7 DN

Baseline 6 month Difference
Mean SD Mean SD p
Total score 46.90 11.98 48.47 11.65 0.812
Being free from physical pain 4.00 2.09 3.93 1.75 0.512
Being able to stay at one's favorite place 5.00 1.93 5.27 1.91 0.860
Having some pleasure in daily life 4.17 1.72 4.33 1.63 0.836
Trusting physician 6.22 1.35 6.27 1.53 0.582
Feeling like the cause of trouble for others 3.43 2.00 3.47 1.81 0.541
Spending enough time with one's family 3.90 1.81 4.47 1.88 0.348
Being dependent in daily activities 5.26 1.71 5.00 2.10 0.372
Living in calm circumstances 5.22 1.73 5.60 1.40 0.173
Being valued as a person 5.61 1.41 5.27 1.58 0.698
Feeling that one's life was complete 4.70 1.55 4.87 1.81 1.000
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Number of
subjects
Age at enrollment
-59 1
60-69 8
70-79 11
80+ 3
Sex
Male 23
Female 0
Stage
IA 8
1B 8
Il 0
A 0
1B 4
Y 3
ECOG Performance status
0 11
1 11
2 1
Smoking status
Never 2
Former 18
Current 3
Treatment
Surgery 7
Chemotherapy 21

W - 6 22H1% D EORTC QLQ-C30 ™
DA% 21T, 2WikiD Global QOL 1%
) 47.22 EARNDS, B IR - B - R -
SRS S HERER L 72.73~78.03 L{RT-H
TV, SER TIIHESIN 83.33 &m0

22

>77, 67 H%D Global QOL |32 V) 72>
ST, BERERHIT D o H & HI X (p=0.019)
LW, Loy UK Criteau - NI IR
DAL LTz,

PZWiE - 6 22H 1% D short CoQoLo A= 7
Do EFR 31TRT, QLQ-C30 LH/20
Total score, &IHH & HR2WilkEL 6 )2A#% T
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WA L. WL 6 A% D QOL ik
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SRAHRH D LIS, AL D BRI
L R 7 & v B DSR2 D 6
A TEALTABINSZ N L aRm LT, —
THIR « FRAEERESC. OFR) QOL (ZoW Tk
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FETHD,

E. %5
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&2, DWEF - 6 MAED EORTC QLA-C30 DT

Baseline 6 month Difference
Mean SD Mean SD p
Global QOL 47.22 23.47 49.44 26.06 0.859
Physical functioning 77.88 25.15 69.33 27.23 0.129
Role functioning 78.03 29.72 62.22 34.77 0.201
Emotional functioning 72.73 22.59 83.33 16.67 0.019
Cognitive functioning 73.91 26.51 63.33 24.56 0.219
Social functioning 75.76 24.52 67.78 34.77 0.503
Fatigue 33.33 23.00 48.89 25.82 0.051
Nausea & Vomiting 7.58 16.85 4.44 9.89 0.458
Pain 22.22 32.20 30.00 26.87 0.265
Dyspnea 28.79 29.63 53.33 35.19 0.013
Insomnia 25.76 32.42 26.67 36.08 0.709
Appetite loss 24.64 35.13 35.56 29.46 0.089
Constipation 20.63 24.67 31.11 32.04 0.391
Diarrhea 18.18 24.62 11.11 16.27 0.435
Financial difficulties 25.76 27.08 24.44 32.04 0.751

*=3. 2theE - 6 ARD CoQolo RaA7DH

Baseline 6 month Difference
Mean SD Mean SD p
Total score 46.90 11.98 48.47 11.65 0.812
Being free from physical pain 4.00 2.09 3.93 1.75 0.512
Being able to stay at one's favorite place 5.00 1.93 5.27 1.91 0.860
Having some pleasure in daily life 4.17 1.72 4.33 1.63 0.836
Trusting physician 6.22 1.35 6.27 1.53 0.582
Feeling like the cause of trouble for others 3.43 2.00 3.47 1.81 0.541
Spending enough time with one's family 3.90 1.81 4.47 1.88 0.348
Being dependent in daily activities 5.26 1.71 5.00 2.10 0.372
Living in calm circumstances 5.22 1.73 5.60 1.40 0.173
Being valued as a person 5.61 1.41 5.27 1.58 0.698
Feeling that one's life was complete 4.70 1.55 4.87 1.81 1.000
F. BIR#Ex Hasegawa Y. Predictive factors for
1. @R false negatives following sentinel

1) Miura K, Kawakita D, Oze I, Suzuki M,
Sugasawa M, Endo K, Sakashita T,
Ohba S, Suzuki M, Shiotani A, Kohno
N, Maruo T, Suzuki C, Iki T, Hiwatashi
N, Matsumoto F, Kobayashi K, Toyoda
M, Hanyu K, Koide Y, Murakami Y,

23

lymph node biopsy in early oral cavity
cancer. Sci Rep. 2022;12:6917.

2)

Hosokawa S, Ichihara E, Harada D,
Kuyama S, Inoue K, Gemba K,
Ichikawa H, Kato Y, Oda N, Oze I,
Tamura T, Kozuki T, Umeno T, Kubo



T, Hotta K, Bessho A, Maeda Y, ALY
Kiura K. Pembrolizumab in 3. £t
advanced NSCLC patients with poor ML
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expression: OLCSG 1801. Int J Clin

Oncol. 2022.

3) Taniyama Y, Oze I, Koyanagi YN,
Kawakatsu Y, Ito Y, Matsuda T,
Matsuo K, Mitsudomi T, Ito H.
Changes in survival of patients with
non-small cell lung cancer in Japan:
An interrupted time series study.
Cancer Sci. 2023;114:1154-64.

4) Matsubara Y, Toriyama K,
Kadowaki S, Ogata T, Nakazawa T,
Kato K, Nozawa K, Narita Y, Honda
K, Masuishi T, Bando H, Ando M,
Tajika M, Oze I, Hosoda W, Muro K.
The impact of combined PD-L1
positive score on clinical response to
nivolumab in  patients with
advanced esophageal squamous cell
carcinoma. Esophagus. 2023.

5 Usui Y, Taniyama Y, Endo M,
Koyanagi YN, Kasugai Y, Oze I, Ito
H, Imoto I, Tanaka T, Tajika M,
Niwa Y, Iwasaki Y, Aoi T, Hakozaki
N, Takata S, Suzuki K, Terao C,
Hatakeyama M, Hirata M, Sugano
K, Yoshida T, Kamatani Y,
Nakagawa H, Matsuda K,
Murakami Y, Spurdle AB, Matsuo K,
Momozawa Y. Helicobacter pylori,
Homologous-Recombination Genes,
and Gastric Cancer. N Engl J Med.
2023;388:1181-90.
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PRS- Va2t geRaE & LT, b
JEREA TRITEHR AN R R R BEE (511 2
XD =W~ T 2B LRSS Y D et
HISEERIE D 2L DORIER) & L TRELRRE 21T
WHEGBE A TH Do

C. IRER
1) EM R EM S ORI L A e b

NK Hif~o 528

SR o 7 A AR AE NCI-H2052 & 7203
MSTO-211H &5 %O b NK Mok
NK-92 |22\ TC PD-1 Bt £ 7213 PD-1 [atk
CD56+*NK #ifu & LTY— kL., EiaIsH,
BOERZHF~-, v — bME. FSC/SSC »
dot plot (ZC NK i &5 Ze ek N O flfie
\Z 2\ TC CD56+ fifidZ [FlE L, PD-1 %8i&
V2R B d e O S ARIZHE WV 2 BEIC 01T T2
(1),

26

180k

CD56+

NK92 5%
+MSTO-211H rica

2 IL-2, 0.2 ng/ml
£ o] NK92
MSTO-211H
Comp-teca
PD-1+

1. HIEFHZRD FACSAria 2k 5 PD-1[5
P =3 PD-1 214 NK #RED Y — L FIE

mRNA level (vs gap

None
one
None

-
]
=

L e S ————

NCIH2052
MSTO-211H

-2, 20
ngfml

2,20
ng/fml

-------

1
I
I
I
1
I
1
I
1
1
1
|
|
1

o+

mANA level (vs gapdh)

None

None
Non,

i

MSTO-211H
MSTO-211H

- o

12,02 ng/mi .20

L

2. 1K IL-2 R T TO NK #fe 2
DOEMPEEMRLIEEDZE



Sorted Colls FOCDL
ATE [T 1%
- LT § umeo
. i | R
s f.ﬂﬂ.lﬂ
i -
I: :' ------ ‘I inna |
-
[ 1 L1 I
.':. I =.l II: — e b - - - -
i 5| E
i 2 Py
I
g ¢
L 0mm (2,03 Laongm (L2032
ngimd il
NEpd& Granzyee B
| (1)
:un
g:ﬂl e Elm r'-----'\l
£ [ ) E 1o | : :
i i i= N :
e | e el | K I i
* Bl 1 i
b i H E s | 1 1 Il
H s la = .
! E1E =518
i 1§ B!
i b -
w2 s |zaz -u—a.zwna 7 ez
gl | ngimi
Ny T™HF-a
e [T 1}
F gl T
(1 ]
| F]| | [P——
s
tom [N - o
l““ 1 [ ii- I" """ ‘l
SN IR =0
-y
= | & ' = Al in lhu_
i 1 -
i I E N i i : i S i
13 81 &8 i
I i
IIw-m-.---i-'. IL__-_-;.;"
WLieghe  (ML03 Lo 202
gl LTl

3. B L2 RHTTO NK SR DE
T R B R B D 2

NK i~ R % 5 2 5 R e oo 5228
R D Z &AM LT 0.2 ng/ml DR
IL-2 FI T Chs Lz & &, 2 FHH R s
k520> PD-1 Bt NK il 355 5 PD-
1B TLHE L 72— 5 C, PD-1 Btk £ 7= 13k
M NK #iflaicks 7 5 NKp46, Granzyme B,
Perforin OFHLNEEIML TV = (K 2), —H.
20 ng/ml O IL-2 FIFE N TR LIz & &
PD-1 B EA~DEEIIRERTE 7253, NK
A0 0 HE R £ G 0L il & 4. NKp46,
Granzyme B, IFN-y, TNF-a O3HUL 238
g, FOMHEAIE PD-1 BN CHEE T
HoT- (X3), Fiz. IL-2 [FEEIC NK Hifa
Z i @1 b3 2% IL-15 (20 ng/mD#IE F Chi#E
L7eBRIC S, B a8 X 558
PLOBIE - HRBUS TR SNz (X4),

27

Sorted Cells POCD

[T o
10y o P pos L]
s uPO-1neg am
aay

qu-m 'Emu-
LT — " ]uur
HE ] i.m
T ! aal

I.I .I " am - - I -

arHn

——————

115, 30 ol w18, 115, 30 rgfmt 113,
[ ¥ ol
nafmi il
NEpaE Granzyme B
= B
i:: £ Bose
o & 200
- T f *
i o
ix Bowe | By} ;
F amz F R ] 1
¥ S E ey 1 ]
b o e H 1
g £} § 18 B3
o L 1 IR
2 3 i ¥ 21
FE—
WIS, 20 mg el [ 5.1
[+
gl
TENy
L1
= A
nim
goue | i e=mm———— LY
E o :
& oams [
. i
o :
aee :
. z .
i =
: P g 5|k
: : B
£
I 115, 20 ng/fmd 1115,
a2
mgiml

M4. & IL-15 REHTTO NK HfEEERD
BB R DR

2) =R~ TIRFERIROK Y v SERE]
DY PEERERAT

=R~ TIERDROWNFRIT, #0258
(PR) 14, 7IRZE (SD) 4 44, H4E (PD)

4%T&ot(§1)PDEW’%wT3#

A ZEF-FICREEZK T LISE12iE 1.5-2
>Hﬁu%m#ﬁbﬂt(ﬁ%®%$fiﬁ
Nt 3MHAREEEEETR),



ﬁ 1. %%mﬁ'(_% PDCD-1 mRNA level in CD8+ lymphocytes
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o PDCD-1 mRNA level in CD56+ NK
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