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Background and objectives

Result- Characteristics of T cells that respond to neoantigens
Ex vivo TIL & cultured TIL

All cells Ex vivo TIL

p —

A significant proportion of tumor-infiltrating lymphocytes (TILs) within tumors are bystanders that do not
target tumor antigens. These bystander CD8* TILs exhibit diverse phenotypes that overlap with tumor-
specific cells, making it challenging to identify "true neoantigens" and neoantigen(neoAg)-specific T cells. To
overcome these hurdles, we have developed a method for the concurrent identification of genuine neoAgs

;

and neoAg-specific T cell receptors (TCRs) using genetically-engineered TCR-T reporter cells.

Method- Predicted neoantigen TCRs from single cell transcriptome analysis

Fresh tumor digest: FTD
(ex vivo TIL)
Surgically = Sorting CD8* cells
resected tumor o= |

— scRNA/scTCR-Se:
3 Enzymatic 1 | TCRa TCRP
~ digestion
a2 "

Cultured TIL w
Cutint® u('c‘;f,_) 1 -
pieces 1

i :

Tumor tissues . .
for NGS Tumor-reactive TiLs

¥

Reporter cells  Predicted neoAg-

CcDNA for scRNA-Seq
7 NFAT-AP1-ZsGreen reactive TCR

o

TCReloning\, ™ Letrovirus

SITCR vector

Neoantigen prediction

- The collected tumor samples were enzymatically processed and stored it frozen until analysis as Fresh
Tumor Digest (ex vivo TIL). At the same time, we fragmented the tissue samples and cultured tumor-
infiltrating lymphocytes (cTIL) in high-concentration IL-2-containing media to obtain tumor-reactive cTIL.
+ To determine the HLA types of the patients and estimate the binding affinity of mutated peptides to
their corresponding MHC class | molecules, we utilized WES and RNA-Seq data, along with MHCflurry
and netMHCpan4.0. Based on high MHC binding affinity and gene expression levels, candidate neoAgs
were selected.
- Single-cell RNA/TCR-Seq analysis was conducted using the ICELL8 cx Single-Cell System to isolate
CD8+ T cells from ex vivo TIL and cTIL samples, and to predict neoAg-specific TCRs.
+The predicted TCRa and TCRp genes specific to neoAgs were introduced into Sup-T reporter cells that
do not express endogenous TCRs using a retroviral vector.

Method- Detection of neoantigen-specific TCRs

Reproter cells in silico prediction of (WGS)
TCR stimulation—NFAT-AP1-ZsGreen neoAgs — WES

expression =Y “ RNA-Seq

/ /peplide synthesis
—|

Peptide panel of candidate neoepitopes
.
/ ~500
peptide
i
e
Bd —

CDA40L-activated B cell autologous
or EBV-LCL PBMC

To assess their reactivity, candidate neoAg peptides were incubated with autologous B cell antigen-
presenting cells from patients, along with co-cultured TCR-T reporter cells.

Result- Detection of neoantigen-specific TCRs

GKSA007 TCRO1 GKSA177 TCRO3

NERNERN
LK117 TCRO1
1 # 74
e
] J
LK117 TCR04
1 2 ) 3 4

ID Type TCRID TCR usage Gene HLA

TCRO1 TRAV21*01; TRBV12-5*01 POLD1 HLA-B*54:01

LK117 NSCLC TCRO04 TRAV12-2*01; TRBV5-5*01 POLD1 HLA-B*54:01

(squamous) TCR02 TRAV1-2*01;TRBV4-3*01 TP53 HLA-C*14:02

TCR38 TRAV4*01; TRBV27*01 SPTLC2 HLA-A*31:01

LK221 NEELE TCR12 TRAV14/DV4*02; TRAJ5*01 MYH9 HLA-B*40:02
(squamous)

GKSA007 Myxofibrosarcoma TCRO01 TRAV12-1; TRBV10-3 SLC39A9 HLA-B*39:01

GKSA177 Myxofibrosarcoma TCRO03 TRAV12-2*01; TRBV5-4*01 COL6A3 HLA-A*02:06

We identified five neoAg-specific TCRs from two cases of lung cancer and two
neoAg-specific TCRs from two cases of myxofibrosarcoma.

10

%

G T S e |
We obtained 4,160 CD8"* T cells from ex vivo TIL and cultured TIL, classifying them into seven

clusters. Clusters 5 and 7 were predominantly composed of ex vivo TIL, while Cluster 6 was
mostly occupied by cultured TIL.

T cell phenotype markers Pseudotime analysis

T ST I e o | TCF7
SeLL
; LEF1
T e
E 2
EZ =T F % & < Jll
T g 4 | o A GNLY

1 I ajcos -
i "L pocot
T wes .
R O N R Ex vivo TIL cTIL
| I T4 mavcRe |
P T T — cxeL13 al .
L L h i e TNRRSFO " i " ‘
ITGAE o ?

Lt —Lt v Lung cancer §*|& H ‘
O S T MKier

L i sTunt

T O

TBX21 N
el aeaaloal 1o o] Tox | |
I | ||z 3
**4#‘14‘-9 102 . | 8% |
L NeKet Myxoﬁbrosarmmai" ‘

NFKB2

*Neoantigen-specific TCRs were marked.

Gene expression in each cluster and pseudotime analysis revealed that Cluster7 is an exhaustion cluste

In lung cancer
*neoantigen-specific TCRs were not detected in cultured TILs.
-CD8+ T cells with neoantigen-specific TCRs showed a bias towards the exhausted Cluster 7.

In myxofibrosarcoma, various phenotypes of T cells were present in addition to Cluster 7.

Result- TCR repertoire analysis

LK117 LK221
% ex vivo TIL % cTIL

2

% ex vivo TIL % cTIL

(.4

>

A »ﬂ%\\&i\%

GKSA007 GKSA177
% ex vivo TIL % cTIL % ex vivo TIL % cTIL
_

/

i

VN A

*The TCRs detected in common between ex vivo TIL and cTIL were presented in a color chart. Neoantigen-specific TCRs were marked.
TCRs detected from lung cancer patients were found only in ex vivo TIL and were less frequent in

frequency. On the other hand, TCRs detected from myxofibrosarcoma patients showed expansion
within the tumor and were detected not only in ex vivo TIL but also in cTIL.

Summary and Conclusion

¥ In lung cancer, neoantigen-specific T cells were found within the exhausted T cell population.
v In myxofibrosarcoma, neoantigen-specific T cells were distributed not only within the exhausted
population but also across various phenotype groups.

v'Neoantigen-specific T cells exhibited TCR clones that proliferated during in vitro culture, while some
TCR clones became undetectable as a result of the culturing process.

v'Some TCR clones of neoantigen-specific T cells could only be detected in myxofibrosarcoma by
culturing them in vitro.

The continuous antigen stimulation exhausted neoantigen-specific T cells in the tumor
microenvironment. However, the level of exhaustion might be different in various tumors.

We have successfully established a methodology to simultaneously identify true neoAgs and their
corresponding TCRs. These neoAg-specific TCRs hold potential for application in TCR-T cell therapy.



21t EREA—

22nd Century Medical and Research Center

aAvEaA—SERBEF P HEFHRE

Department of Computational Diagnostic Radiology and Preventive Medicine

e

-

Improved identification of tumors in '8F-FDG-PET examination by

normalizing the standard uptake in liver-based on blood-test data
A. Alam, S. Hanaoka, Y. Nomura, T. Kikuchi, T. Nakao, T. Takenaga, T. Yoshikawa, O. Abe

\ Background and Purpose

» Standardized Uptake Values (SUV) is an important quantitate parameter to measure tissue glucose consumption; however;
* The SUV value of each body part can have various values among subjects, reflecting blood glucose level, insulin level as well as the

other various hormones and body fat amount, etc.

Methods

SUV value of each voxel

S R S
Estimated personal SUV‘ Estimated personal SUV

5 5 . 9 mean standard deviation
* The result from sample with and without hepatic tumors were compared it to the ROC curve of I

real SUV.

* We used the Least Absolute Shrinkage and Selection Operator (LASSO)-based estimation
formula.

Z-score of each voxel

(Maximize within the liver |
| region of each patient |

e A RN 5 5SS A B S (1) Representative max Z-
v Var(Y) score value

Present the result using

mingere{IlY — XBII3 + AZE_|B;]} e 2) T e

Results

 Total sample-7757; healthy cases-7744; abnormal cases-13

* The area under the ROC curve (AUROC) result indicates that the anomaly detection approach (0.91) outperforms only the SUV
maximum (0.89)

* Estimated mean = 0.82 + 0.05 (sex) + 0.003 (weight) + 0.02 (BMI) + 0.00006 (blood glucose) + 0.0001 (triglyceride) + 0.0002 (total
cholesterol) + 0.00002 (y GTP) + 0.037 (total protein) + 0.017 (creatinine) — 3.2 (insulin) + 0.025 (albumin) + 0.00004 (cholinesterase)

¢ Estimated standard deviation = 0.23 + 0.003 (Welght) Cases  CT images SUV images Z-score map in liver SUV maximu intensity Z-score maximum

projection in liver intensity projection in

liver

Case 2

1.0

Case 8

Sensitivity

0.2

7 Case 9
—— Est.max Z-score (AUROC: 0.917)
—— Real SUV max (AUROC: 0.890)

T T T T T T
1.0 08 06 04 02 00
Specificity

Conclusions

* The Z-score normalizes the mean and standard deviation, which is effective in ROC and increases the clarity of abnormality.

* This normalization can be a key technique for improving the effectiveness of the measurement of maximum glucose consumption by
tumors in the liver.

Published Site: Alam MA, Hanaoka S, Nomura Y, Kikuchi T, Nakao T, Takenaga T, Hayashi N, Yoshikawa T, Abe O. Improved
identification of tumors in 18F-FDG-PET examination by normalizing the standard uptake in the liver based on blood test data.
International Journal of Computer Assisted Radiology and Surgery. 2024 Jan 5:1-0.
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o SHDBERER. ENEENS ERTFERISBONTIVS (Gadsby. J. Nutr Health Aging. 2013)
@ ENEREBDEEFIZHELIT PPOAZLY  (Gutierrez—Valencia M, et al. Eur J Clin Pharmacol. 2018)
PPO(Potential Prescribing Omission) : & REREMND [FMA T REZEF 1NN A S TUVERLVIREE

>EHBEEBETIE. PPONZNEEZONDN. ENNTFRICEET SN ESINITH

B# (3)PPO (T ARFELRDMA T RELEFIEALASN TN HREE)ELT

£ -
BREEREONSREFREENSC LT, BREBR NSNS T RERFIAK L[ REShI-BEM

BEDNESMRET 120 5B GARE) BEH(A)  UBEE~D LHEBAD
A HY AL
FOE 3 DMEROKSE 84 52(61.9%) 32(38.1%)
10 EHE GREEsE) 33 17(51.5%) 16(48.5%)
EHEENRREOARSEET. B EE HEEE Eizjﬁﬁ&:ﬁ\ftgﬁifﬁm%%ﬁ% 53 35(66.0%) 18(34.0%)
20165 A DR RTUTDE (N=62) (N=54) g 4{;&*
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202FEDRE~DIAFTADFELEBEHEDHLAF

_ 100 600,000 (glgﬂ**ﬁ' )
‘g 80 . —_ 500,000 (Intercept) gsgz(éa?‘gfg” s;ilﬁue
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& 0 100,000 & [BE  [1.09(059.2.04) [0.778
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H H e §*<f§”n? R s a5 11 {0198
COVID- ‘Bﬂnt‘ié‘m—?a‘ﬁi\ §1<fi'§—$i’sﬁﬁ%ﬁﬁﬂ B (B38) we TR ETH e IBI-RBI-HET AMAK 5 u)\ 1e7( 113264 TORGRE
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2020445 8 [ 2 TORBAKECHEDLI=A,
S hELTIE8A CEA0F BRI DK EIC R T g b
a2y ES = s ‘
z;é; ﬁﬁj‘g& ; ,f‘f t;ff?%%%w‘i 2020 EBNDIEA LT AMHIHET 5. RS
IR FRL 72 20224 TH62% DIEHEA  AREFL, AOFARZFANELZED
TREHAARBEEZZEHREDOLTNDDIE, TAFADEBHYLEE BEEMENH-T-
ZOHBEHAERFEN T e - -
li‘t&?] _ prisn o L AR BEFBEAHREHBEFHI S X JPMH20CA2046, [BE T BT F
v 2EREICKY., 20T BOBDIERA~NDEEZBHALSH,IZLI HREHBNE TR - BEREBREER U T i EEE 2 E £IPMH21HA2011,
VTRETRDNARZILTEEDZZRBEDEVVRZ L2028 KF A THO JPMH23HA2011 D B % 52 1+ =ML 1=,
AFBETOKECEELTEST ., §%LTA0—TVyTHRBETHD AEXRONEIE. FTROBIITBHINILOTHY ., RERFFRO2ADRHIAD

/202FETHREHEROME FHLOBRHEERE A TEY, Iz |TRLSIALE.

Yamaguchi, S., Atarashi, T., Okada, A., Nasu, S., Yamauchi, T., Arase, Y., Aizawa, T., Nangaku, M., Kadowaki, T.

r- BE {31" g: T li ct ") 1)) 1@ I"'] 75\ gﬁ 75\ OT’ Impact of the COVID-19 Pandemic on Health Check-ups: A Nationwide Questionnaire Survey in 639 Healthcare
=) S - E;;«ng N Facilities in Japan Society of Ningen Dock. IMA J, 2023; 6(3): 321-331.

'/ 202235 —c %6 J u J: o) Hﬁ b ﬁ; G)%x = ' 7’{+X o) b ﬁ 6 & @ Yamaguchi, S., Atarashi, T., Okada, A., Nasu, S., Yamauchi, T., Arase, Y., Aizawa, T., Nangaku, M., Kadowaki, T.

K L«T_ Impact of the COVID-19 pandemic on health check-ups in 2021 and 2022: A nationwide follow-up survey of

healthcare facilities in Japan Society of Ningen Dock. JMA J, 2024;7(1):94-105.
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BSHRBREAREDO10E ML VR  Hhig{EFREIJ/R— FROADRY T 1« DR
EHAF. RStF

53R =S DETDE (QOL) DIERHEEPRRFM DM, EREDEROLOICIE. BFOREEEE UTOBERED T
(FRBEDORETH D, BHEBREDFHNRELTRHCE. XTBEBREORZOABZNS ERK(C, BAERMAFIEINE
BICHBDDD, BAMEAICHZDHD LY RERET D EDNREER D, ULHLEHS, BRBRERERNMEEAEBNER
BIRISETTI 2 E VWS KRN G 2728, BB ELCKIZBERRETRINCERKB TORRIZE L, o TERRED TR
(CL?Z,\EUE—’“??E’T%%%%TC&NC F. —REROEDZREL T. EHLAEICOVWTREZITOVNENH DI ZTOXSBHARER
ZWERERARR

Bi: BHEBREORPNL Y RERZIFT D EEBHE LT, 20055 (5837 Lz KIRIE(ER J7R— hResearch on Osteoarthritis
/osteoporosis Against Disability (ROAD) 2% T « DIEREEMT LTz,

A% ROADR D T « TIE2005F~20074F(C, #HEIR—b ERHB) « WAEIR—K BNEIR—K (WThHIMW
B) SBMORE D 3 IR— MEREB L. 3,040A(BH1,091 A, L1979, FHEH70.3K) DSNEBE (R—RS51YV
FE). ROADDNRN—RS A VRABFICHEWVWT, WRBLNEN IR— L TESNEDRBES K OKBRBEIHRDBZE% Dual Energy
X-ray Absorptiometry (DXA) ([CTRIELTWS (BH0& 1,690 A (BHES96A. LIE1,094 A, FHFEHHE5.2RR). N—R 51 VIRAE.
B IC0FEED2015-165F (C@HbIE TREKDHE TEESNTEROADR Y T « FALBAESHIE 1,902 A (BMHESE37 A LZIHE1,269 A
FEER65.0m) DEHBEDBREZ LR UL (Fig.1). BREFRREDZRIEWHODZRIEXE (T score<-2.51F#ERE) ALV,

BR: RX—2 54 VRABESNE & L40RESNEOSHFFEZLLR U (Table 1), NREOFEHERIDHPHEIBICEREIROS
nEh o eht,. HRICHD EF4RRESHDOLEDEIE (BM)) (IR—R S04 VIABLID BBRICELN 7= (p<0.01), HEHF (M
&, BAOPETEANOBENS B> TV, BERFIFIQFESINEDAMNMED o7z, RICN—R S ViFE FAOAER
DBEE (BMD) BDOLERZRT (Table 2), F4LABFOEML2-L4ADBMDIHIEF. BREBR-RSA VRABRKDESDE
BlEEH oz BHEBEDBREZH CHDE. BREDH. FLORBEDOL2-UOBHRBERREE. R—ASIVRBOHDKD
BRICED oz (p<0.01) (Fig.2)e —FH. ABEEIEERT2HT UIc BRBREIBETERICIE BRI > T,

KIBDBHEL2-4 KT (FRBEBEEBICH (T2 BHRBEBRESH (40U L) EDVWTEF. T TIEN—RS 1 VRABDRBRN 5.
12808 A (E#3008 A, ZH80AAN)EHRSEL TR, 10FERDEICFAEDERENEHMTET D/-HC. WHORENSBABR
HEREEZRAVWVCEHAREOERECHREL, ABEROEBABCID2FHIANADERICE TEOIBR. BIHEL2-4R /(TR
BEIBOBHRBREDEREBHII 15908 A (BMH410AA. ZHET1180AAN) EHEINT,

g5, ZODI0ETCRIESHEFREEREJETERICH o7zh. BEREDERSHIRLIBINL WS Z &b o7,

. Table 1. Comparison of background characteristics of the participants in the
Fig 1. the ROAD study baseline survey (2005-2007) with those in the 4th survey (2015-2016)
A large-scale population-based cohort survey

Baseline  4thsurvey  pyaue Baseline  dthsurvey o yge  Baseline Athsurvey  pyajue
baseline baseline baseline

Baseline examination (DXA, X-ray, blood test, etc) 1,690 1,906 vs. 4th 596 636 vs. 4th 1,094 1,270 vs. 4th
survey survey survey

2005 Baseline

d
2008 2nd survey _ 0 P __
(3-yr follow-up) @@ Sarcopenia MRI (Spine) 65.2(12.0) 650(127) 04785 66.3(11.7) 65.1(13.3) 01084 64.7(12.1) 64.9(12.4) 0.7204
Check
155.1(9.3) 157.3(9.3)*** <0.0001 163.4(7.2) 166.4(6.9)*** <0.0001 150.7(6.9) 152.7 (6.6)*** <0.0001
d
2012 31 survey o DI : .
(7-yr follow-up) annually - ) O (Spine,Brain) 55.6(10.8) 56.7 (11.6)** 0.0035 62.2(10.9) 65.5(11.4)*** <0.0001 52.0(8.8)  52.3(8.9)  0.3821
(disability, 230(34) 228(35) 00907 23.2(3.2) 236(34) 00691 22.9(3.5) 22.4(35)** 0.0017
2015 4" survey A o
(10-yr follow-up) death)
489 55.2%+# <0.001 465 53,3%++ 0.014 50.2 56.1%* 0.004
2018 . . - - . _____________ 131 9.4%*x <0.001 299 21.7%* 0.001 3.8 3.2 0.410
(13-yr follow-up)
39.8 427 0.076 66.7 69.2 0.356 25.1 29.4% 0.020
y

N
Table 2. Comparison of values of bone mineral densities (BMDs) and

prevalence of osteoporosis in the baseline survey (2005-2007) with those in

Fig 2. Comparison of the prevalence of lumbar L2-14 osteoporosis
the 4th survey (2015-2014)

between the baseline survey (2005-2006) and the fourth survey
(2015-201¢)

(%) Women

(%) Men . Baseline  4thsurvey  p.giue  Baseline dthsurvey  pogue  Baseline  dthsurvey  gjue
60.0 1 3.3%—1.4%* 60.0 19.2%—13.9%* baselir}\‘e base\ir}\‘e baselir}\‘e
0.0 4 0.0 1,690 1,906 ‘S’Z:; 596 636 :er 1,094 1,270 :er
: I:l Baseline i v i
40.0 40.0 I 4" survey
30.0 4 30,0 0.93(0.21) 0.97 (0.21)*** <0.0001 1.05(0.20) 1.09 (0.21)*** 0.0001 0.87(0.18) 0.90 (0.17)*** <0.0001
20.0 4 20,0 0.67(0.14) 0.66(0.14)* 00433 075(0.13) 0.76(0.12)  0.1221 0.63(0.12) 0.62(0.11)*** 0.0008
10.0 4 10.0
13.6 9.74%* <0.001 3.4 1.4% 0.025 19.2 13.9%+* 0.001
00 i = T FL_, 00 =
<40 40 50 60 70 80older <0 40 s0 60 70 80 older 12.6 136 0.389 37 4.1 0.711 17.5 183 0.590
Age (years) Age (years) 6.7 5.4 0.107 1.2 0.8 0.490 9.7 7.7 0.088
*p<0.05
19.5 17.8 0.207 5.9 47 0.368 26.9 24.4 0.163
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BHIFEENAICEITLHMPREIREZEHPVDNAD R A R DRE
ISR, KRR, EEAT. £ A% EBLH. BEFE. 4 AL S, GEKF

o ETHFEENATIIMAERIESZHPY o B FEEAAICEBLNTIhEIRIEE

,.ﬁ;—, DNANW BB EZRMIT ELMBEIND, E HPVDNAZ & H T 5,
1 o BMIFEEA LIS AN EERES | L e mhEREEHPVDNAD B B LR L

HPVDNADEERHIE A IXFBATH S, DEEZFRELT D,

de B SEE ==t
DREEE= @ FEEBEDNAD FE =
20189 AMS2022F T AETHHM T, FHMATREARHAFERNABEDSSL, BEHRAL ||| REMRALYMETELSBL . M%E700~1000 ¢ LE LTI F#EEDNA(cell~free DNA: cfDNA)
HATDOREMERT7 TRIT HENERDEREFRELT=, DHEBEETVGEEFAEL .
%E%ﬁb‘ﬁigﬂg%iﬁﬂ [HPV16,18D YT/ BAE LT i 1T1141] D EEng/ul) | #BE(ng)
— N=11 1 206 41.2
TR R AH 0 FIGO stage
Bkl I 6(54.5% 2 0.808 16.16
(N=74) 1 1(9%) 3 1.16 23.2
RIS Y L (T1/2N1) 436,59 ] 26 | o
N=35 Histology
SCC 7(63.6%) 5 0.348 6.96
EEREE Adenocarcinoma 4(36.3%) 6 1.800 36
=2 .
FRN=11) FIGO stage 7 1.420 284
Stage . FEBEEICRBLTLD \
g OB A I v Stage I : FEZHMA TERLTLAA, 8 0.574 11.48
RBRER ﬁ;}f;f*ﬁ BISY | | Bes Um0 FaA 01 EELT
ALY 9 0.304 6.08
Stagell : Bi§BEFE THEL TS, F=
[FEDOTINDIETERLTLS. & 10 3.880 77.6
T FKEEL LT EBRETLRD D,
HPV16, 18D T/ 8/ E L5 FE4T FFEBH BB LLERTNRY 1 1.560 312
N=11 /NEIISERL TS Ty 1.46 29.2

FEEMNAFNFEER 10961055 24| TIEGRALMATRE MR FZRTRLI=, 2D

M3FFI IS, FHLTRE.46ng/ 1 L, #2229 2ngDofDNAZ I LT=,

511 THPV16, 18D/ B(E VG EHETLI=,

[EBIR{R(FFPE) &Y tH LT=DNAIZDUNT, HPV16, 18D EME R TS A<—T0—T&HIT
digital PCRIZEY ST/ B(E VT %1701,

@1 EEEDNAIZ B 1T AHPVE =

IIFRRRE Y3 LI=cfDNAIZDUNT, HPV16, 18D EMFEH TS A< —T0—TJ % B\ Tdigital
PCRIZKYD T/ RAEL T %#4T o1,

B RAS [ESiRikeh cfDNAH B R ikeR ofDNAER [ES R
ID Histology FIGO stage HPV16 HPV18 D HPV16 HPV16 HPV18 HPV18
(copies/tumor cell) | (copies/tumor cell) (copies/plasma 1ml)| (copies/tumor cell) |(copies/plasma 1ml)| (copies/tumor cell)
1 ladenocarcinoma 1B1 0 331 E
2 ladenocarcinoma 1B1 0 258 131 3602'8 §3g ; ; 5 0o .
3 scc 1A2 379 / 9 1064 19 % 7 300
4 scc 182 5.48 / 5 o 544 7 i 3w
5 scc 1A1 6.44 / 2 0 5‘43 / / 3
6 ladenocarcinoma IA1 0.00332 0 f o 0 2 331 i oo y
7 ladenocarcinoma IA1 0.0381 0 10 0 00953 / 0 E T % % w % w
8 scc 1IC1p (T2N1) 0.00187 0.000994 7 0 0.0381 / 0 100
6 0 0.00332 /. 0 § !“E“ HPVDNA
9 Scc INC1p (T2N1) 19.0 / 8 0 0.00187 0 0.000994 copies/tumor call
10 scc ICp (TINT) 0.0953 0 2 0 0 0 258
/
11 SCC IC1p (T2N1) 85.8 / / I&Not Examine: d HEE*%{*‘GHPVI"%II‘&E&E%LT:Q{;“U)iBSW“‘E\ CfDNAEP[:mEF/ﬂEEEEHPVDNA

(ctHPVDNA)Z &t L= HPVIE —$ X FE 1R {AHPVDNAL ctHPVDNATHEBE £ 22 1=,

o BEHFEEAAIZENT., BERALREMRAE
R7TIRINTE 511412 DUNTADNAZH H L=,

1145 7450 HSHPV 1605 4 . 2451 ASHPV 188514 TdHo1-(1D6, 8L 5k ER A #55 H)

B)ctHPVDNATE £ B &R EE

ctHPVDNAZ#& H L1=3%E 112D T, ctHPVDNATE BB —#) LimEE%E R 418 B (A,
EHZE. REZHOEE. Vo N\HEGEBORFELOBELFRIEL.

® CfDNAEE (X FE1.46ng /UL TEEERE REL T BE AR
b\of:o

400

a
S
S
2
S
S

£ E E E
= 300 . 300 = 300 300
é 200 § é § ® Digital PCREZ FAL)TcfDNADHPV16, 180T/ Z(EVY
B F100 Z1TL\CtHPVDNAZ AR L 1=, ctHPVDNAE B 1B (X 75
ol ol 0 oL TR, EBE. IRE 2. U/ B EDEE
" St SO pwmmeg+.oLo) U RRGY+ EL—) NRESN =, SREGEZEBLELSBITZIT.

ctHPVDNAE 2B (. FHAT2, [EHZE40mmbl L fREZEHY . U/ \EERiEHY DIERIT

BLMERICH 1=,

(ARBAFRERTLODav AT UFREE MAEAN)
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FEEBENRELT=TORILARIANIILADIRIKEEEE 5
F4ILEa1—

BAHTH, SHEZEKRERD ., JIIEEAD

1) RRRKFRFREEFRMBRTORILADRILAL R ERE

de =
H =R

TOZIAVZIAILA (DMH) &l HRBEITA—FLICKDEIT ORI FYNIF—LEBLTT /ERENS . BHESOFH-ABEX
ALDIIVE—AVTERMLETZLTHY—ERIEEERENSD (World Economic Forum, 2022) (1)
DMHIZKB M AIZ& ST, FEEDOHBBEOCVIIE—(2Y | EERER LSEIIENHESNTNE—H. NADEEILTLLAIILT
WEWLEWLSTEREA E® B (Stratton et al., 2017; Carolan et al., 2017; Andersson et al., 2019),
BIZOEEE, TOAWEMIC KB HBREDRIE - TR0, KVEHMLET OF2LEMERBALEZDMHNAIZDOWTOMRELERLTLDH, 7
DBIRIEFELZEEINTLVEL,

—DMHOHE D LEJEBRTH-0IC. BFEOMRERENITHMB(TYEL D) THIENBE

]3]
FEEENRELILDMHOBAEDIRIRIC DT, RMHILE a—DF5T4TEAFLE 2 —FE ML=,
(RFERL BB, BEEEFLE1—, 2023. DAREHEICEFEHTLNS,)

IS “A T RILAN
753k i
o BREFET—AR—X:PubMed, google £ LU google scholar
. &R EHNT IR
UTICET 5% —7—RERLV: g
> F5E1& (worker, employee) . A>3 )L JL X (depression anxiety) FOANA
» TOR)ILETE B UBITE (digital biomarkers, monitor, computer, wearable, sensor) SN
» %l (algorithm. predict, detect. machine learning. deep learning. artificial intelligence)
» 9T A (internet intervention, e—health. online program)
o HAANEE

OFBEERRELTNDIL, a

@%ﬁﬂ"]bt‘\l—'@?‘i)é:&(Eﬁﬁ;ﬁxi){ﬁb‘%ﬁlis BRI OBRAE O ARETEIRELT) (3¢World Economic Forum. Governance Frameworks in
%:‘:% Digital Mental Health, 2022% & BLTHEREER)
=]

ﬂw:z;é*ﬁ*ﬂa{@ﬂ%m;ﬂui\ ﬁH::;é*%mwz&Fnﬁﬁgo)%ﬂ“ﬂm:%*ﬂ/%/wrﬂ

= = o BIRDFRMAILE 1—ERBA (Scheutzow et

. 2WORMAILE 1—Z@N (Khakureletal, | = 2MOBARIZRIT (Wang etal. 2021; al., 2022; Xiong et_;LI. 202§-Ya(ngce(:l;I.ZOZV\£)ZQ3)

2018; Lopes et al., 2022) Kim et al., 2023) S T '
" B (1) DMHA* AZIER

(1) BlE IR L REIEIZDINT © BRFETAVLT. ZBEORIEN LAY o ICBT(AUA—FwbRATTEIRA) DHI5D
E2ES %Ebﬂﬁllgﬁi%?é'bz NIV RETRT H7 LT X LEFES MEIE (Hedges’ g = 0.31., 95%{SHEX Y
FIINTIRAR ’ |ESN TS (FPAIFEESS%LLL)., [0.17 - 0.44] . p<0.001)

. P Wang et al. 2021 Dl o YITR—ZADIAVRTILAZZAN ADIR
R THIER S ESRSE. > EMREYT(5108K) DFVSAVEE | > REOUE FELFHEMD-—063.

. SEEESAIRIE EER S Lo TAEHEALI BT 95%{= R ffl[-0.96 - —0.31]. p<0.001
THREIZEAEHED. 0> > PRIEH: ERREE, Rk X, £EHK > H15DDEWE: SMD = -0.52, 95% S4B X
Ea—a—05y—L R, BEU. cOVID-19BIED IS L FR [-0.77--0.26]. p<0.001

BICETHER > ARLR OEE :SMD =-0.20, 95%IEFEX

() RrERROAIERE > TrobhL  FEHIEIR (SCL-90) f8[-0.35 - —0.05]. p =0.01)

© EEPHERECTHNIEEOREANSEM | > FRIRE (Accuracy) 192.55% () NADZEH
REFZRATIERPEERAVEETILONR | > EEGZFRARTF MBHEOCOVID-190 & s A—Y—DHBEITTFE0%ULH =
FL TN T (0%ELE DR ORI RRTE \\wax BB R ASHI50% /

BER-FLD

AEAZE (L. AMED DEEREZE S1P23de0107005 # L UAMED REE SIP23rea522006 DX IEE 211,
A HITH, SHZRE, L BN FBHEEFRELETOLLAVAIUAILZRDEIRERE B35, EEESLE 21—, 2023, 36 4, 3 5, p. 188-212, https://doi.org/10.34354/ohpfrev.36.3_188
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TABLE 3. Diagnostic accuracy of the artificial systems
Indigo-carmine dye contrast
* Deep LearningD E15IZ S HAIBRERHAE WA LICH VO RNRRERZ I XIE Whiis g enaglog e bl Inapiog " imgng.
Image-based Lesion-based Image-based Lesion-based Image-based Lesion-based

/ XT 'L\ 0) Eﬁ Fu F’ﬁ % b\ JE &) b *L—C l' ) 6 Sensitivity 8923 8442 8092 7500 8915 8750
- RERHE-BEBEOAL REOEONELICEESTILOLHESN e o o — e s e
%) Positive predictive value 9831 9848 9138 1.0000 9623 1.0000
° Negative predictive value 9166 9294 9455 9313 9300 9342

UZINSA ATOBHZE (wirn]
L= T T R
: e = =
.&% RREIRE ———»V // .

Probability Score

wE ElD ] . ZZ -
- RkLomy | |0 BEREORE - - .
. ZHEEOEL | | RBEDOEDIIEL (EEﬂiF&ﬁ-itﬁiﬁﬁFaﬁ) - g pee
o JERMEED L —Z>J%R ey e
AUC .9590 AUC .9048 AUC .9491
AIAT ALY —E RS &S HR YD BERHA W o BEERICLEWLDAIL AT LORBE -HEE-FBEFETNETN44%,
99.4%, 945% NBIEAV U TNILIVEBDAILATLOBEIZZNEN
94.3%&955%EVNTNICENTHE L EEESEEEZ AL,
- —4 | BAREES13,5841% o AlIZABRFEABRAHOZIEISERTESUREELH S,

Bl —% | BAREREIR2,2964%
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BET—5 | BE NREER 16,5571
Ril>—% |BERT—4F - BERAT—F(CS Y AIRD AT P ———— 8 s s gm
« BEMNSHHLRGSEE - BEREA D DNRHFER., WL 8,271, NBI 2,701 m = 1L =l
B AVTTAILEL R BER2 6561 EHET T —2EL THELAIZDN T, e | B rim]m
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[1] Hirasawa T, et al. Gastric Cancer. 2018 Jul;21(4):653-660.
[2] Nagao S, Tsuji Y. et al. Gastrointest Endosc. 2020 Oct;92(4):866-873.
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CYP2C19 H¢REE L X ILIB I FIZE D P2Y12 HEHERZ

BROERARZEFFOEE: RPULE L —DFERICE DS
MA E 2. WA K&

1 . ’ﬁi":ﬁ H‘J H1. LE2a—D70—H (#E8)
DIBEERICEV T, IREROMRIS AT RRICE, | e S0
ERZELAICLLFM(TET U RAF) LRARTH L AR i
TIl&. CYP2C19 LOFXRI MBI FICH DCERLEIR GBI FEIS
BEEGCT) DEAMMNEREZARNIZEIEL, ZOHREH 1

HICHBEICE T OERRFTIMFEOHY AT EREL =,

2. IRDE*%
ABFEIL. 2012 F£ 1 AH S 2023 &£ 6 BFETOD MEDLINE
T—AR—ZAADOHE GEYISRF SN h—bFROTE T
FURME)EIE L, 5. BRSIBE O OB
ZERELT. —BICIEFURALAILERLON T AL E
HWCIEHBEMN. EFIL 3L —SavHEEE DT (1),

Included articles Included articles

Target disease: cardiogenetics OR ischemic heart disease. Screening: title/abstract

(21 reports, Simulation: 17 (2 reports, Simulation: 2

3. BEORE
TIVRTFITAYILEa—DRER. 34O DEEETHE 2 REF RIE S RORAHRO R
MEIREN . FD 56214 1EPCIZ D i /MRE % (DAPT) T (compositin by drug: overlap with each other)
Hot=. VOERTLILOTSRATUIIZERAZN—H)L 5
IW—TER—XSAUIZFERL., CYP2C19 LOF RILEEFICE
DEEFRIRYT IL—T (GGT) ELbBRL =, ESh-EHEH
B D %<, 50,000 (USS/Qaly) Kif& 4L, CYP2C19 LOF
FMILBEFICEICEFZBIROBNMREEADRENSL.
AZN—H)L JOERTLILDOERFNIZH L= (R,

4. IRDEER
CYP2C19 LOF MBI FIZE ICEREIROERAMEETE
d—éﬁﬁ&gﬁ%ﬁw#&%bﬁ&% [1’210 :*L%'j:~ EE#E@%FE*\-J-&)J Superior to universal ticagrelor = Inferior to any universal regimen
ROBREFET S (M) TOBRELT BRERICEL - ‘
AREWHAR RSN T, BRAMHELSE LT D7 —2 SR A
MNETLEND, SHIZ. EHOMAEDFER (BERBEE-IIRHE il

1) Pereira N.L, et al. JAMA. 2020, 324(8), 761-771.

0) z'z ié] ,“E%‘" : E%":f;% 75“71—1 é-—c l' \f-d: l' \i% ,el. :E) % é ) %%*ﬁ . EE S 2) Daniel M F ClaassensN, et al. Engl ) Med. 2019, 381(17), 1621-1631.

pe-Guided Oral P2Y12 Inhibitor Selection
Clopidogrel Therapy on Ischemic Outcomes
ion

595 3aL—avRIETOND, DIEERFOER o
BEFTMEE, ChoDRICHLERELDDERNEFNS, :

1 H—_ALIXERDY RN ()

[ AG ype-Guided Strategy for Oral P2Y,,
ibitors in Primary PCI

Numberand | Publish | Study Treatment strategy and | Study design Analysis typeand | Analysis | ADP (P2Y12)
author year region | patients (number of reports) outcome, Resultand | period | receptor
(country) conclusion inhibitor as
DAPT
4 Vasilios 2019 Spain | In549 patients diagnosed | Cohortstudy | Cost-utility analysis: 12 Clopidogrel
Fragoulakis, et al. with corona ry artery disease Qaly months
(References: :30 followed by PCI

ICUR: Dominant [A

utility: 0.0067 (Qaly), A

Cost: -234 (€) |
5B.A.L.M. 2016 | Netherla | In3210 patients who were | Cohortstudy | Cost-utility analysis: 18 | Clopidogrel,
Deiman, et al nds scheduled for elective PCI Qaly months | Prasugrel

(References:33) (Patient: ent

ICUR: <10 000 (€/Qaly)

included.)

(HH #2) Journal Cardiogenetics. IN PRESS.
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Effectiveness and safety of vaccination

BaRL T b= EDIF 2T —INR—RADE

it & TOEFHBLRY
REFEFL. AT,

ST

BimfREA3. RKFE4

IRRAFEFZRAFTEA — FNOXREF, 2RRAFBIRFIR, SRAARFEF RN
FBRINILAY—ERXUY —F, ARRKFEFRAFTRIERRETF - BBF
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120\ BADFIHEAEREERE . RIYERE B EREE
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U, U EnTuid. 20, DA EIESITSD
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BRECOMEEHCDVT, FHEET—SELTET
N — & DiEET — B [C K DEF T DT E Rz b

IVAC SR

1. BRARD SIRMENIZTIHEE. LET h—5D
EET —IN— X Z B

2. WIRREAIR, PHIEEER. LT MERCHU
T—HIN-RXEFE(SQL)ZAWNT. BTAT—JIL
ZAERK

3. BifFDOF > 0Bt - k2R FRE

Ug—F—8

O IT7AY—T—RI—EEFINFTT-RI-—DHR
et

@ FEIOFDAIRDIFUICKBEIRIED IRD
B i

® #HEIOFIAILADIF UEERDOIREESERD
il

@ A2 TIIITOOFEERODIREESROMI

© BE (LT DIRIKED O F AREOBE

® 1> TIITIIOF>DEmEDEEL TR
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® IT7AY-T-RI—EEFIFT-R5-DRL

B: IJ7A(5— (W& vs EFILS

Age category Hazard ratio 95%-Cl Weight
16-44 —a— 0.61 [0.38;0.85] 26.3%
45-64 —_— 0.63 [0.37;0.89] 21.5%
65-84 — 0.62 [0.41;0.82] 34.7%

85- R — 0.64 [0.35;0.93] 17.5%
Random effects model —m

0.62 [0.50; 0.74] 100.0%
Heterogeneity: 12=0% |

1 T 1 T 1 1
0.3 04 05 06 0.7 08 09 1

ETILF OREFHMRAS
Clin Infect Dis. 2022. doi:10.1093/cid/ciac763
FEOOFDAILRDIOFUICKDEIRIGDY R DM
(Incidence Risk Ratio)

1st dose 2nd dose

Acute myocardial infarction 0.80 (0.46-1.42) 0.32(0.13-0.78)
Disseminated intravascular 0.73 (0.37-1.43) 0.42 (0.17-1.02)
coagulation

Pulmonary embolism 1.09 (0.50-2.38) 0.64 (0.23-1.76)
Stroke, ischemic 0.72 (0.55-0.94) 0.81 (0.63-1.05)
Venous thromboembolism 0.67 (0.44-1.00) 0.60 (0.39-0.92)
All-cause mortality 0.27 (0.21-0.35) 0.26 (0.20-0.34)

WINEBYURDEER UM oz
Vaccine. 2022;40: 7622-7630.
EOOFDAILRDOF AREROIREEESROE
WINEURDEFEER U o Tz
Ophthalmology.2023;13:256-264.
12 I YD OF U IEERDOIREESE RO
WINEURTEFER U oz
Ophthalmic Epidemiol. 2023; 1-6.
BE (O I DIREKE DO F > HEEDEME
2R (ST D FHRIRNBHSNTZ
Clin Microbiol Infect. 2023;29: 904-910.
A2 DINI B IOF > DOEinEDEEL TR
HIEEFBMRNMBDH SN

J Infect Chemother. 2023;29: 576-579.
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#R

R IWFRESIVA>IEI-DEM (n=24)

o mHealth?” T UADT 45— 54~ NOEBSME T HiaReE TR Hik 20
VISH-TAD N MEAORE (B : 8. 55, HR) ([CIXFEEOES. £y E 4
Bl RUBREDEENRZRBRESDHED FhE 60-647% 11
v A OSHIHEIRRBEZTWR(CmMHealth 7 T UADLI S — A b 65-697% 7
AEZH - EEEREFHE UAREE SR 707485 6
i Hhist dimE - Ema 2
MEDEM 5L 14
o OAT2AMERAAIIX CBSTBMED, ABEEETIET ZmHealthy” i 5
UADI IS —S X > NS LURIAORICHE 252 FEREZRSNCT S Y .
® TiZZ EDRILY (Research Questions) = -
1. REEEOI=sHDmMHealth7 T U%E ED LS ICHEBLTWSH. FIFR%E PE - EE 2
i U= BB S B A (L. RN CZE S TohN, TE S HY 16
2. %E\’é@@?’:&)@mHealthTT UANDIIT =T A hNaEHDIzHICF BMI (kg/m?) =25 17
ANBELEZEZTNDN, VEURICHALECED  dALRYT 11
H577) EHEE)  HTTA 8
Vab: Fitbit 7
[ﬁﬁ%?‘ﬂ"f)] §¥ffﬂifd§ﬂ§|)\’(>9 tl_%ﬁﬁb\tgﬂgﬁﬂ% FiNC
FIFAch M2 ER HY 19
B5E] s :
® 60~74mD2ENERFEE (AESHOE-I—(CBHLTLSZE) FIER i %Y 20
o AEEELIEMA AT DISELETTY (BT 1A, dNLRZ T, Fitbit, ALRYTSL—BA HEEAILR Y TS —s 3.5(0.5)
AOZIL. SOV, FING) DWTNAVEBZ2EFIUPIC LERILLEFIF EEMALR Y TT—o 3.2 (0.5)
Lizcen'saE HEGAILR Y F5S—s 2.3(0.6)
.. 753 —b 28 (3.6)
HREDUSI— b - B> TS IDFE] S eNNANT T
o U)L— NESMBDBERIICEE LA S1 > TEN 123 E1—DFR AE 1
o HAHANEECERULEESE (768) H5. BNERADY>TUSICED TrsAay 13

a Ishikawa H, et al. Measuring Functional, Communicative, and Critical Health Literacy Among Diabetic Patients.
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