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e AraA  HEHAHL CHARE 2 E7|12F 2018.07. ~ 2019.09.
=rTe Ar=7t o= by o e A NE ORI
W o=
11X X220 222 202|0|H-Z2HE|H(fluoropyrimidine—platinum) 2t E2tAZT2 N trastuzumab)
O HEX|EE 22 HER2+ Rlgy U2 SIXIE A E NK Mt 20| OISV IXIE W5t | et
W OISRt
w SR Ol AR 287 (7E SOt MS0E S HZst 2tk
m MEHT|Z
- First-line fuoropyrimidine-platinum doublet@t E2tAEZFR(Trastuzumab) X|2HE2 0[20]
Q= HER2+ Flat 2{Qt 2Rt
= BRI
-71E %88
= S| U E4 (N=41)
T
AN
Totd NK ME M | NK MZ ST P
O ARPbN2 O 4APtse OB
BE 4+ (3 41 21 20
/9 (3) 31/10 13/8 18/2 0.067
oY (M) 63.5+9.0 63.56+9.4 63.56+8.8 0.98
= good/moderate or poor () 12/29 3/18 9/ 0.043
B SHAAL
= Z5 NKMZE 2 ZA
m ALZAI2E NK Vue® (NKMAX, Seongnam, Korea)
= | W)
m 2 B ISA(RAHAE, enzyme-linked immunosorbent assay)
W 2E0e| 43y VIS Q8
B Xz 2LEE 23 X |7
— RMTRT |7} 2070
oz FHEET|2E 2000

=
© 2 arm 241X X2LHRl EF202|0|H-Z24E|H(fluoropyrimidine—platinum)2t EdfAZE
(trastuzumab)| HEX|EE HI2 SXE HACE 741 pg/mLE 7IEEH H2E NK A=

e £XPF 22 J&(Low group)t &2 T1E(High group)Zt Hlwst

st
=




Gt (d#ref) 1(#1449)
1MXHEHAE) Cho (2022)
It THAL Zijis NERS! X2 2 P
oot HHI38F) NK Mz 9 741 941 3937 €0.001
sixp o Lowooup(198) - gHE B9k 400 Boke 2471 0,001
- High group(19%)  (pg/mb) = =94 246.1 94 8406 0.006
NK, Natural killer

NK M|Z 2o ZAF K|
ZKE | K} Low High Lovy VS.
(n=41) group group High
(n=21) (n=20) p
N HIZE % 68.2 86.7* 85.7* »0.99
e} A106 e} A e} A
HES X|& 717k JHY STIT . STIT STIT
£ A ZieH, i (#9] 53-199) 329  gog (000
=0 )\ 743 e} )\ e} A
VES 7?_|. 71 ST /. STIT STIT 1
oxg my o B s 0505 221 953 000
= CII —— ) CherE HR 487 | 0.001
- Cisesesd, HR 435 - 0.007
x AHZ.'_S 7?_|. 7H STIT T T
P Bl B 5 - E VIR AR I 11 e
. HEHR) - oM HR 2,92 0,032
Cl, Confidence Interval; NK, Natural killer; NS, Not significant; NA: Not applicable; HR, Hazard ratio(2%!
A WE T2 Y WET|IZ0] TS KIRE)
*FF| SR H8 37| SH0| JKsE 2R Low group 159, High group 14Z)E CHAICZ 24X 4l 2235 2t
itHEs 58
P S SR BAE tyeE SR A= 0F0IUL, Low group & SEEGH 131 High group &
SRl 1282 ez e
ST 2MA| High groupg reference2 g L0, AES & Fisist

* 3arm 2A NK MZ 24 2APHR2 JDE(Low group) & T A7t 250pg/mL DRICZ 2
A KEHOZ NK ME EME 22X} $2 J2(Persistently low group) O HIEEQT,

250pg/mL ZH ‘Bl2= J5(recovered group) O HIME! XEMOZ NK M SdE X7t &
2 TJE(Persistently low group), 2/== J15(Recovered group), &2 1&(High group)?t bWt
NK MIZ EME AR X
Low gr n=1 .
ZUX|HE : ow. group (0=19) High group
Persistently low Recovered (n=14) p
group (n=7) group (n=8)
oM HISE % 85.7 87.6 8b.7 20.999
HISX|&T |7k 1Y =& 2 63 Z=Qa: 572 E¢4=.8.28 1 €0.001
STl ME7|7E 0 B¢ 3.78 &5 6.51 =92 953  0.001
TR MZ7[7E, 1 =4 6.02 o2 18.25 NA (0.001
NK, Natural killer; NS, Not significant; NA: Not applicable
TYHOIE HAN Zi0ES Sof MEE 25
AN YRR SIS HCR EHE nsth= 020IUL, Low group & 2226 13H(Recovered group:
79, Persistently low group: 6%)1t High group & S5l 12FS Aoz =53t
**High group vs. Recovered group, P=0.195; High group vs. Persistently low group, p¢0.001; Recovered
group vs. Persistently low group, p=0.038
§High baseline group vs. Recovered group, py0.999; High baseline group vs. Persistently low group,
0€0.002; Recovered group vs. Persistently low group, p=0.003
NK ME ZME ZAL X
ZR = Persistently low group Recovered+High group
(n=) (n=22) P
SRS ME 717t THE S 3.78 =2 6.25 0.014
A dE 712t N 5 6.02 ZO|A 17.82 0.009
NK, Natural killer
A= NK AE EA=7} HER2+ ZIBHA ot SIXIE CIANOR OS7X|(prognostic value)E HOE 4 U2




it 2
1MAHESHAHE) Lee(2017)
sy AdA AR A CHAIRE 2RI712F 2015.07. ~ 2016.08.
A=/t o= i o 1 S MEgZEH
W =5
IO CHEt NKA-IFN y2f 2t MsS Soloh | &
W OISRt
m SR Ol AR 2RV 17 SO MEYRHE A YMIEIS BE5t 2k}
= MEY|IE
- YIUOE RIHEH2 SIX} (RIS & & M X|EL 7|E SefQEs B2 A2 QIUS)
= UK |2
-71E %88
= SEALO| U £4 (N=309)
AY aralN e p
HE 261 48 {0.001
/0] 162/99 23/25 (0.066
HAZ(year) 60.5+12.5 435+10.4 0.004
iyt B SHAAL
55 NK M 2T AA}
m A2AI2F NK Vue—Kit(ATgen, Sungnam, Korea)
= | W)
m 2 FIA(Enzyme immunoassays)
W WAL
@ Routine tumor marker tests (CEA)
= ZAH: Routine tumor marker tests (CEA)
= A7) 715 Gl
@ Routine tumor marker tests (CA19-9)
= ZAH: Routine tumor marker tests (CA19-9)
= AE7171: 715 Gl
B ETHEZAR eI Gt = LHAIZA A
WO Ay
= 2 RF ENK ML 2 AR H| W HARS] K| H| Wl
SR S
N median N median P
(95% ClI) (95% ClI)
NK A2 2= 1,520 204.8
oz (<ol ool L%)E) B geeronony % arases OO
CEA(ng/mL) 50 08 48 14 0.010
(0.6-1.4) (1.3-1.6)
6.6 8.8
CA19-9(U/mL) 261 (4.6-0.6) 48 (7.4-0.7) NS
CEA, carcinoembryonic_antigen; CA19-9, carbohydrate antigen 19-9; NK, Natural killer; NS, Not significant
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Figure 3: NKA-IFNy levels in healthy donors and gastric cancer patients according to TNM stage (I-IV). In box plots,
central box represent the 25th to 75th centiles, the lines within the boxes represent the median and error bars represent 95% confidence
interval for the medians.
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HISEE H7HRoBANS 2.0)
3 R HIEY oI LA (=2018)
- PIUSHA} THYOZ HHO| SSE 5 7 |MYE L=
0| FArRt
— (=22I8) A higher proportion of patients in
the low baseline NK group belonged to the
CHAFR BTV} SEEEH AR AV =2 moderate and poor risk groups (85.7% VS.
Hlmohos  O2 Ol5H Shust MY H|=2) 0 =3 85.0%, P = 0.043), and the low baseline NK
l27tsd s O 2= group had a higher neutrophil-to—lymphocyte
ratio (NLR) value (median 3.0 vs. 2.0, P = 0.048)
compared with the high baseline NK group;
otherwise, the baseline characteristics were
similar between the two groups.
- 87 |1EE HARE
— (=29I8) Between July 2018 and
CHALZ FHE S EE 50 & B RS September 2019, 44 patients with histologically
. = 2 MECE wist M O %% documented HER2+advanced gastric cancer
= B H|IEE O == received fuoropyrimidine-platinum doublet and
trastuzumab as frst-line treatment at Asan
Medical Center, Seoul, Republic of Korea.
- matis Bt
m e — (=2218) In the multivariate analysis,
DahA wtge =L et 2H co backward selection was applied and variables
= EoH0] eANSH MEH HjE2 0 %;W exhibiting a potential association with survival (P
( 0.25) in the univariate analysis, along with age
and sex, were included.
- ZXZA] Tieh A& EiE HAKEE2
25t
— (=29I8) Peripheral blood was sampled
before the initiation of treatment (baseline) and
after two cycles of treatment. The principle of
the NK Vue® is the sampling of peripheral blood
into a patented test tube, incubation, and
estimation based on enzyme-linked
immunosorbent assay (ELISA) fndings.
R AR BO L X m e Specifcally, 1 le of whole blood was drawn
s &Y "‘—'E% S H:'—; Ecjo =2 from the patient into NK Vue® tubes (NKMAX,
OF Qlolf geet A HIEE (] 25t Seongnam-si, Republic of Korea) and placed in

an incubator at 37 °C within 15 min of sampling.
Following 24 h of stimulation, the plasma
interferon—7 level was measured using the NK
Vue® Gold (NKMAX ELISA) as a surrogate
marker of NK cell activity.

- 9|27|5 H|0|E{= Tlalat

— (=29I8) The following patient data were
extracted from the medical records and
analyzed.
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— (=29I&) Conflict OF interest: Conflict of
interest The authors declare that they do not
have any conflict of interest.
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HIZS2 ¢ B7HRoBANS)

9 L HIEE 28 HOIZH(=E28)
CHALR 05
HXHXS A PSPS
H3F oot exEsh e M8 g Do - HZTHEZ0L0| H|DZ} HIAE
[y o OI;H HEAHS} AEH Hl.:.:EJ 0 == o H—l—n_ |' | |J-|—E |' |' ﬂ ||:|
I:||I|l_7}3° o= 0l o S HIEE 0 %5_,%'

- METIES MAlR

— (=2012, 2Kk They were diagnosed as
GC based on histology study or endoscopic
biopsy. None of these patients received
preoperative treatment or chemotherapy. Their

CHALZ FHE S EE 50 & B RS cancer stages were determined according to
A = B dgoR Pt i O =8 the 7th American Joint Committee on Cancer
e i HIEE O s (AJCC) GC TNM Staging System.

— (=201g, ZZAHE) As control group, 48
healthy donors were also investigated. All
participants were free from any inflammatory
diseases without prior use of
immunosuppressive agents.
Jaisa soim et ea RS
HEES i e psel | D ES - ot gig
= seo- - ==
- SXZA0!| TSt A HiHE HAIEHESH
ZH2st)
— (=2218) NKA-IFNY was determined by
enzyme immunoassay using NK Vue—Kit
(ATgen, Sungnam, Korea) as described
previously. Fresh whole blood (1 ml) was
obtained using tubes containing PromocaH and
RPMI 1640 media and incubated at 37°C less
than 1 hour after collection. After incubation at
37°C for 20-24 hours, cell-free supernatants
were harvested and IFN7 levels were
measured according to the manufacturer’s
_ B o mue instructions. Briefly, 50 ulL of Six standgrds,
s EX —'?'—75112*5.?* 3 22 =& 59 =o coqtrols, and samples were incubated in
5 OF Olof| ErAliSH Al H|E2 0 281 antihuman IFN7 coated plate at room
=5s temperature for 2 hours and washed with
washing buffer. After the addition of IFNy
conjugate, the plate was incubated at room
temperature for 1 hour and washed. After
washing, 100 uL of substrate solution was
added and incubated at room temperature for
30 min in the dark.
Absorbance value was measured at
wavelength of 450 nm. Concentrations of IFNy
were determined with a calibration curve. The
measuring range was 0.1-4000 pg/mL and
total imprecision for two levels of controls
were less than 15% CVs.
Wi emmy win wigoz DS .
= =L = cc IIco —H HAO
=71 Qlol] LMcH =101 HIEE m =5
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- ZHRNO1 ZAE 2k UK HE HAR
_ m Lo - 1. 2 7% E NKNE S8 %-:Mgf W ZA|
23w} _gﬂ;vgo__r Zut ot w2 ol O =2 =821, 2 %*’g;—gE 2 NKMIZE S5
off ‘2HAio 2t 201 HIEH O =i SHZINE MACIARH, 21t Bt A=l U=
== HIHOR O|ROPHCIT T/ HISYS WA
Tt
o
S zemst N2s LMo W f_f - A} | 2T 22E0| 0% UL
MKt CEFO| et St HIEE O %;F Al NS
MY e 7 0 oo wy B 7S
A9 Eq S ETHEY O %% - it 2o e 2ot 25 20E
= L+ = - O =4
— (=2918) Funding: This work was
supported by the Technology Innovation
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OIZIGILH] =3 Devices) funded By the Ministry of Trade,
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= O == National Research Foundation of Korea (NRF)
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