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Intestinal Innate Immune System and Development of Disease Control Method

Satoshi Uematsu

(Department of Immunology and Genomics, Osaka City University Graduate School of Medicine)

Abstract

The gastrointestinal tract induces immune responses against invading pathogenic microorganisms and appropriately
eliminates them. On the other hand, it induces immune tolerance to dietary ingredients and commensal bacteria so as
not to cause excessive immune response. In the intestinal lamina propria, innate immune cells such as dendritic cells,
macrophages, and eosinophils are present and play an important role in the intestinal barrier mechanism. Recently it
has become apparent that these immune cells control whole intestinal immunity through innate immune responses. For
example, dendritic cells in the intestinal lamina propria are important not only for induction of immunoglobulin A (IgA),
which is very important as a mucosal surface defense mechanism, but also induction of Thl cells, Th17 cells, and
regulatory T cells. Eosinophils in intestinal lamina propria are very important for the pathophysiological mechanism of
fibrosis of intestinal tract induced by radiation damage. In this article, we will outline the role of intestinal innate
immune cells and the development of new therapy targeting on these cells including the latest knowledge of our works.
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HEETH-DICUBELRRERE 254, HNMEITEED
HARZ B L 55 € 4 3V HORERDOER M RED
PO R E#IT B Z RSN TWS, kI,
FAagh 2 3 U & U 7 I Z A T35 4 O TP
HBORHATbIT 2, e, Ry -2 o4 —
W27 AfgbrEdiom B2 &0, WG O T
(FFIZ 16SrRNA & % — 7 I & L 72f##) 23 & A2 D fi
iz, HRIcfrbhd LTk ZOR, HhN
MR o 23 o 8 TR HEAERR 12 5 A B BRI % IZRI E T
ETCV5, FHOERE OBHIIIERICHEE L Yy 7 20D
—DTh D, HERIERE (09— VR MEIERE% %
EDRIEMER, B v~F, LRUEELELE) R
AENEEER & I B KO A CHEE (I, BERM, B
MRiE(bZe &), & SICIETMAES R FBHE 2 & D F8ERREIC
B2 THNMIE I3 2 MR RO FE (dysbiosis)
DGR & BRITHRE DN T WA Z AL 22 5T
XT3,

—77, ERGIZIE EREIC BEDORIZISE TH 4,
MBS BT ERIEAROPERIC I W TEHEBE 2 752 -5 T
W5, Bk~ a7 7 — 2k EoBERTIEMIIE,
FNENREN 3 4 — VR AR [Toll-like 52 K
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PR OBGHRpIRIC K > TREENFE NS, S 5I0EK
HOKA Gy OFEIETIE, Aol PR A\ O B M
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3 % WAL I (LA AR oD Bl & ETBRY 2R REANTEE L
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D7, BB RPER LA R I B T, pb3 (D
HLE(EFD—D) RAFIZHIRLFE U 7=/ 50 L 728
.9 RNA IZ & - T TLR3 2AE M L &4, p53 IERARIC

Toll IL-1 receptor-domain-containing adapter-inducing
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interferon-p (TRIF) -RIP1 (receptor-interacting protein 1)
AN LTTHR =Y 2A03FEEN S, E512, v U2
EFMIZFH VT TLR3 DML A BLE 5 2 & 23 st
PSP S MR SED P & L7 D FARICH S L Tnwa Z
ERWS LD, BUAETLRS %47 U 7= i = vk
I Tn s,

G R o0 1E B M IR B (S e SRR 1 & D
ENTWDE. Thb ORIERKEEBIHT R, ThET
Fh7z B 3R E A R A 5 2= — 7 K HIR %
MILOB R SR L TE 2 <7 2/NBKIRE A RE O
BRGNS, voru7y—-Y~v—H2—T»% CD1lb
ERRRMIE~ — 5 —Td 5 CDIlc DRI KL-T, 4D
DOF Ty b 2FEOBIKMIE (CD11c™ CD11b™ &
CD11¢™CD11b™), v~ u 77— (CD1l¢"CD11b™),
hfigER (CD11c™CD11b™) 24 h 3 (K2)°". Wff
RETIE, WBERIEREAARE» S Zh 6 Ol Bk % fif
MU, ARTO®RE %L 72
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NRGIZHITNC B W CTEBEL SRS Z R LT, HETIE
KRR IE A R IS AL 9 2 TP B M 3102 2 2RO T IgA
BOYMAL, Sy E duie IgA L5 AS I P O i 1A X0 s I 1A
HRDHF ISR T2 2L TERS BEANEAT S Z &
APIEIL TV 3™ X512, S e IgA 35N
a2y bu—)L§5Z L ThEDEEEEZMRT 5% 2
HBH".
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VF A VIEEERAEA L, MIREAERIC B 5 IgA B
EREMBBO 3720 T <, PURFERR & CD4 Bk~
JLs%— Thl #iflg & Th17 Mz o 5531k % TLRS fill A7 1
(o7 3 e a I N SR R S

—J7, CD103 B hiila i, ZNERG IS A R R0 54
Y Vo SEIC B D TRER A bUREERMIE T H H, CD103
PR PERER MR L F 2 4 V& PEE L, TGF-B 7#4E F i
Foxp3 G PERIEE T e %25584 5. 2072 CD103 |5
PSRRI 3R O S0 8 A O FF s B B A PIHIPE oMl T
HY, INEFTH—H Ty I THHEELLN TN
INFETOMZBDWNZTEA S, CD103 K5 HR M e i
CD8o DHBUZL - T, 29009 Tty MIBFEhBZ
LS M5 72 X 512, CD103 Btk CD8o: Bt
PRMIAIE CD11c™ CD11b"™ SRR I G L, CD103 B
£ CD8a FAPERHIRMALIZ, CD11c™'CD11b"™" fhik g 1=
HIBLTOWAZERHE k-7 (R3)". Zhb 2o
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DLTHERL 7=,

OfHRMEY 72 &4 % &, CD11c"™CD11b™
BEIRHIIEIZ TLR3, TLR7, TLRY % ¥¥lL T\ T Thl &
&, PURTRRI IgG, MRafGEYE T Ml 4 554 5
Ml Td v, CD11c"™ CD11b"™ KHIAMZIE TLR5, TLRY
Z#FBIL, Thl & Thl17 6%, IgA iz, 5RO Hlefs S
T MG E 2 8T 2l ch 5. L F /4 VEEFEAREE
A¥ 5%, CD11c™' CD11b™" BHAHIETH », TGF-p
AAE FIZ TLR U # ¥ FCARHBIPAREIZ Foxp3 Bl gEE: T
Ml % 7584 2 O Z OBHRMIIEY 72 v F TH B Z &
Moheko Lbn»s, CD11c"™CD11b™" fhkH
W3, RSB N 2 AR O TgA PE AR IZ R ZE O
Thh, X5ICHINEREICEE 2 Thl MO FHLC R
bBTEens, RIKET 75V BROEE L& —7 5 b
MMz zm 5 Z 25675, CDI1C"CD11b"™" KHRAIX
v MEEIZBIHEL TR D, BUEZ ORI A R L L
T, VURFFRM & IgA 2 A8 T % 5 KO 2 7~
D&MD TN B,

3. BEMEEREEOY /O 77—

NS EfA RO~ 2 v 7 7 — ¥ (CD11¢™CD11b™) i,
rEH A V2 EK chemokine c-x3-¢ motif receptor 1
(CX3CR1) #FREL T3, BYPYZDOH Ty bk, #
IO #EM &£ 2 5 Tn=8, ¥4 T3 CD11¢™CD11b™
CX3CR1 iz 2 DN 6~ 207 7 -V ThH 5 &8
ABNTVBYY . Zowru7zy - LK, 5B
GORHMRISE 2 ML L CEIEOYIR 2t 35 Z & 23516
NTW3 Lhl, 20vra7 57— HG 350

) VOSEIANORE), 74 — 7 T HIfRg, K- 3y sk
GEDKEENRZ LW, Zhwz, vrvu77—Vick5b
RIEINEIIREEARIZIR S h Tl D, TSR % s
LTHET2ARGIEN) 7E L THREL TV B EEZS
NTW5%. BFEOMEIZLS &, BNT T — 5 OREKICE
WA X L72RME HBWETLROMET 47 &2 — 551
T& % Myeloid differentiation primary response gene 88
(MyD88) DME{E-/RIE~v™ 2 TIE, ZD~vrua7y—o
AWML U T CCRT7 IRAF I MLN N B8 L, B
BN 2 EEEREINE 2 RET S L REIhTn3Y,
Z OREIEIH S 22 T, [@FIRETIIBNT a— 528
TLRIKFIZZ D~V a7 7 =V OEME L EZHIEL T\ 5
R & 5. fEFIRREED/NMEDO~ 7 a7 7 — DI &
26 CCRT 2 RBLL TV B HEHIARIEL T 5™ W4
W72 I255EME DC & U Tl & A7z CD11b'CD103 £
& kDM~ — # — CX3CR1 26§ 55", Zod
M SREVEBIRAINL 22 DA, & & A5k CX3CR1*
v ou7 7 —=VORIMATH ZDH, ZOHEIZONTL
KIZITEE > TOBW., SHBROBN AN 5.
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History of Lung Cancer Treatment and Immunotherapy
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Abstract

Treatment strategies for lung cancer have been developed based on many clinical trials by the wisdom and efforts of the
predecessor. The history of anticancer drugs is exactly the history of clinical trials. Drug therapy for lung cancer is
classified as a cytotoxic drug, angiogenesis inhibitor, molecular targeted therapy, immunotherapy. Molecular targeted
therapy is a treatment for targeting gene mutations. Several Phase Il trials comparing epidermal growth factor receptor
(EGFR) inhibitors with cytotoxic agents have been reported in lung cancer patients with EGFR mutation, which showed
that EGFR inhibitor is significantly better in progression-free survival. Anaplastic lymphoma kinase (ALK) is also one
type of tyrosine kinase involved in cancer proliferation, and the efficacy of ALK inhibitors has also been proven by clinical
trials. Immunotherapy is a novel treatment for attacking cancer cells by activating immune cells. An immuno-checkpoint
inhibitor is a drug that inhibits a part of the brake called “immuno-checkpoint”, and as results of clinical trials, it exceeds
conventional chemotherapy in effect in first and secondary treatments. It is known that the drug has a different
mechanism of action from conventional treatment in the course of treatment and adverse events. In particular, for
adverse events (immune related adverse events) caused by excessive immune reactions, early detection and appropriate
management are necessary. The environment surrounding the treatment of lung cancer has changed dramatically
through the introduction of molecular targeted agents and immune-checkpoint inhibitors. There is no doubt that clinical
trials will continue to be essential to establishing a more optimal treatment. Regarding immunotherapy, future combination

therapy with other drugs, and the identification of more precise biomarker predicting the outcome are required.
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FTANDFHE BN K B % < OEIRIEGERERIZ &L D, Wi Al 2 GBI IIHEE ST & 7. EYFREDRESR L
F XKD ZDEDTH .

i 2% A D SEMIFER SRR E ST 2 A AN, BT E LA, oy FRERDERE, BRI HE NS, S TR
EETFERES =7y b LB TH S, BIEF TI epidermal growth factor receptor (EGFR) Bin AR AH Y
5 I 23 A & 3 51 EGFR FHE Al & BEIa e A A 4 Lol U 72 58 MAAHRABR B i ECiR & & Tk, EGFRFH
HHRIEE D B A IR CE RIS RIF AR 2R LT\ 5. Anaplastic lymphoma kinase (ALK) & J/EHEHEIZED %
FUYyFF—XO1METH 27, KRR L D ALK HEFSOF LG Eh T 5.

FERPSERRIEMNC X B ED T L —F A RIR$ 5 2 & T, RN X 2 FOVERIC U OS2 %84 2 5
TERIRERETH D, WEF v R4 v MHFERE, [REF 29 2RV b BT THS T L — S8R5 & E
T 5T, BKABROME, 1K, 2 WEFIC W TUEAB TIEkObs i 4 El 23R 2R L Tw5. [AEANE,
PEROIGER & ZMEFHBF 8 e D, BROME - AFRRER LD T LN 01> TE TS, R, MEORERIGIC
BT 2 AHFR WEREAESRR) 2Oo0WTE, FHRREIOEHD A : =D AV FBRETH 5. 7 TRENE
PR, BARIEF x v 7 KA v MHEFRSBEG L, WMEGREZD S ABREHIIARE KL TE 2 K0 REBRED
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Key Word: [i/KiAE:, EGFR, ALK, Sk, #RyzBEaHHg

1. (FUBIC

JififE i, MR TIIEERN 180 HA, HATIEH 13 HA
MR L TS, ZLT, MATIIEHFHN1I60 KA, H
AKTEHIT7 7000 ABFEC LTV B EWREENTWS.
HEAT - PEFEMINE IS R4 B iAo 25 20 fECHEL L 72 6 D
DARZTHRARTH D, K ORI ZEFEIILIKD 5
NTW5, EREEIEIE L < ORFRERGABRIC L D R h
TE 7 WMRYID 7 v & AL, 1940 AU A
FY) 2B TREREE I L THREDZ P LT b v
AL YR N EI P EFET S92, Hill 5I2k-T
bz, PiRAANCBI L Tid 1954 122 O E A 210
7= KIE E ST FEFZE T O Zubrod 12 & O /NEORMEY vk
FIEIZ LTI T T v & sMUIESGRER A fTbh 7z, 5
HETL L DEADFREF TN & D FEIZE < OEFIKERER
PENE XN TE 2, PUEAIORE LI F X I ERRGRER O JFE
ZOEDTH 5. FEPHREIIBAHINER A AR, A Hi A
PHEA, 7 FRERSE, SRS I N5 A, ARG T,
i H A 2R 0D 85%-90% % 158 2 I/ INlilalifiE (non-small
cell lung cancer; NSCLC) Zf65i% & T TS MAEST i
MBAD ZNF TOIRYIFEDZE % BB e HER AR O f5H
AID B CRET 5. R H AR UTT0 B RPEERAIC
DN, ZORHEE AR, SHOFEIZONTE
T 5.

2. iRty AR

BatEsin AT, 7 AbAl EasEl, R
FEPIEE, bARA Y T A - VHESE, fUNEIESE, P
PEPUEME D 6 D2 h T b, 1970 FR %Iy
275 F v (FHE—R) AR LTk, 755 8lHEI»
L EEO R LA > TE /2 1980 FFRIZE Y T v,
A7+ 273 Pl GEA) 5, 1990 FRUZr 4>
sy, AV T7H vl GE=MN) HELL -
2000 4E-RICAB &, 7oALY Y, S1, XAMLFEF
T EOSHBHHATREL &> 72, HAMIEEZD 2016 4+
MRS A F 74 VICED L &, EITIEDNERAR
I F TR RIC L, 2 D%, epidermal growth
factor receptor (EGFR), anaplastic lymphoma kinase
(ALK) 085 FAROH I, SErgispd s v T
» % programmed cell death-Ligand 1 (PD-L1) & 38
OEMOFERTHIRAER T2 RD DI LIZE > T3,
ZDZ N5, BMilathi”AAIZF 2 EGFR, ALK E

RT2REY (T T, ROS1, BRAF &ix T4 % ¢ Hl
5E W HE), PD-L1 B % il i #14 (Tumor Proportion
Score; TPS) 50% AiinEErhoizas (/1.

1) —WiGH

75 A O KB ONWTIE, BEOLGRIENR
HFehhud, EURERERIE TS FFE 2 T75F 0 H
DVNIHINKRTTF V) EEL TRIEE (77 F 0
L) Th 3. TIFFICHNT B HUEIKICBE T 5 #
SZERTIC & B &5 2 K 05 3 RO BB O
DENEE, AAREGIER WS ZENRE S
DK, VAT IFTFU+RAILFEINEY AT TF U+
FAYAY VAR L 72 JMDB iRRERIZ B W, JERTEIE
AN TlE 2 b L v PR RIS 2 IR 4 4t
RtsZerfichsz 11.8 7 Hvs 104 7 H, N¥F—
FIH=0.81, p=0.05)". Z @ ER#HETIC & 0 BILE O MG
RIBDIEFRNIE S RESRE X N, V2T FF 4+ A P L FE
=€ SR B AN R A S S AN SR TR Y i |
XNBLY AV EEST.

ek, —WIREIET 5 F FOFHBEE ARG 420 L6
3 — 2T L, E OMRIIEIE X 223 P IR A &
&, B FPRREIC URIGIR AT O OWEHEGER Th - 7-.
LU, )X MLFE OIS IZHmEERD A IERT LK
R DS S O PUESE M ATRE IS 2 0, EARRERIC
25 HEH A ki 59 2 MEFRRE O A AMER R S e,
PARAMOUNT iRERIZ Y 2T 5 F 4+ XA b L F & FDiE
AR, XA b LR FOMERREA T AREE LR
IZHEEAIZEID MY, N b L F v P OREEER RO
SIEARGE L 728 T T v & LGB Tdh 5. X4 b L
F v FHERHEIRIL S v & o b & O & A I
BUL7 (&4F0: 1397 Hvs 110 # H, N¥— F=
0.78, p=0.0195)". Z DR, &, IERF ERMiEIZIE
VATGFUHRA L UF R FIZKBEAFERIEAA b
L& FHAIOMERRRE A B E TIT ) Z e ARSI S
KAk -7

LR % 32T % 1T, Sim?, performance status
(PS) 2 DALERREIZ BV TRIND T Fu —FNBETH
5. EEEIEBIE, M EART I ENZ 0N, &5
A At D 72 TIEERE A A 2 0B 8 <, PS,
FERAHERE, DI PEOR HL & 2 H5 5 L 2 k3 5
DD D, EEE IR BRI N 2 F LA
Cwe L7253 RPUEAHAIE E 2 ohTns?,
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EGFRﬁE:%IE

FER T LB

R LB

ALKJEF ThRE

EGFR, ALKR&HE,
PD-L1250%

EGFR. ALK&,
PD-L1<50%

PD-L1=50%

PD-L1<50%
b L<IE R

B VIR O R (—XiaE): 2016 FIEBHA 4 K74 2 &b

2) KGR

TKIBIEIZOWTE L DR SE S h7z. 75
F F Bl & GO ALFREAIER) £ 72 13 BRI IR L 230
HRalRE = LTk, 77 FF AIBFHERE AT D N E W
B TE TV A3 728 MARGER A AR 2 5.
I TOMBKRBROME »5, 77 FF8lAHE &0
WAL 20 LRGN 63 2 JE/NIa iz o — k(b5
®ELTE, AHTIR Ft&#tﬂﬁOm@ﬁ@ﬁmﬁ
MHEL XN TS, FexF #8512 X 5 ek &
$AT§<&6%%Z&%%B%TuF\#ﬁ?t&%
FERERID " EHETIENA P L d 2 FOFAM N XN
Tn3”,

IhuF =TI TENSRIC SN S A, RKiG#EE
LTOINBFZTHAFEIZ DOV TE N D2 DOH M
BR A HENE X 7z, BR21 itlR”, TAILOR ik, AT
frbN7- DELTA ik »"H % Td 55, BifEld, EGFR
R TAEREMNERE O “KIGEE U TSR A Al
DRI LuF =T XOREIEO EMRAT 5Ty
3.

U EDOKRL Y, 7557785 & GOO L%
FALZZRBFIE RIERE L TR 2RI dH B0 FRA
Lt FHRIORG 2T KS5#8ID 6N, /2, &0
PBASETH B S-1 KA, HAZPLIZHET U 7iEET

THONERRAEIZ XD, HRGFREROVOEDLELS T
RN SRR B, REDT — 25 %
PR B 2 4 F U AR TR AT TR 2 L
Bl>THD, 2 TEFITITRIEFREIPLITE > TETWY
5. 2R, WKIRFEDIETIEE DD AR RETDH 5
PERULMAMELZ T — 2135 <, EAHRTEE L0 S8R
X QOL O3 - MEFFIC K D EEZE S BEN S ) EEHE
PUZREFBOIMETH 5. MOEETNXHDBAKE LT,
FLVAEY, EJLLEY, TLLEY Y, 3RRTTF
Y, FTIRo ) aFvNERH L. IR, 8 TR,
ZIMEWRETH 228, ARETGEHE N T 5.

3. MEHMEMREH

FE I XN S B A BRI BROMG DS, HHIL
WEWETSZENMBNTNSA, ZOIMAEH I p%E
T RT3 U N B HEGER T (vascular endothelial growth
factor; VEGF) Th» 3. "NV XY 7RV HF Y FTH?D
VEGF I3t 5 €/ 7 u—F Pk T, 2O = %HE
T5Z &Ik, MEHEAIA 72 D SO RMER IS %
MWz 7205 50 %>, ECOG4599 ik, RiBHEE
FTINSCLC (Wi BEEZR<) 23R & LT, ALK
TIF V) 2 FXAFEE AR T T F 43
2 ) A F RN A Y X THFRED & ERRRET U 225 T
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MiBRTd 5. LEFHMIEE <& 5 2 FHEICm A (12.3
# Hvs 10.3 7 H, N¥—F=0.79, p=0.003), EIKTM
HHTdH 5 MEATHM 6.2 7 Hvs 45 7 H, N -
F=0.66, p<0.001), 7 %h F (35% vs 15%, p<0.001)
DONFRIZENTE Y v THHBESAEZIZER T
7= ZORERPE, ANKTIF U AF L
NONY X T ONFEEEE, ESTIERMT R NSCLC @
WIENAIRIZ B 1) B FEHERIRE D 1 D EED T 6 hiz. 2D
%, TIFFHNREE TS F T HEIRE+ RN v T
D HHRERER D * & ffhfr 23 ey & W AE I 2 A RIS R
T5ZLIWRENT. BEARAOYSE, WP EEEICIE
WIRAY, WEIMMOMEAENH 52 BEHFIEHERE L ->THED,
VEGF FEEANCREIN A AHER L U3, SiE,
FARE CIZHEEIDETH 5.

% D%, VEGF 2%k (VEGFR-2) OMifgst K 4 1
EA =y MILETAVLY TRAPTERBI N,
REVEL ikB# 3 KA T NSCLC % W RIZHhiE X h /-5
MAHREET, L4V LT+ R EFLLETFTHEAR+F
A FEARBBENSY, FOMR, FLILTT+E
Y 2 & vILONFHBEEIR, AR B CEFIR A 4T
BT a2 it ns (EfEMM: 105 47 A vs 9.1 7
H, "% —F=0.86, p=0.023).

4. DFEEE
HARIAVIZEH B &I ITREGEINEEZ 59 AT,
EGFR (R EKT2ZEAK) & ALK BIA T2 2% HE
THZLIFHEETHS (W), mILTIE, ROSI, BRAF
DBIZTEROMUE LB TH 5. Bz TEREL -7y
b e LB A TR S WS AFTid EGFR #
BT EROBENNCKR K D EL, FHOBMT RO
(B2 2T % LA AT KU TYE2A T8, JEM2

Mo sk (Eh

HiE % % < & AP IERE D 68% 12 EGFR #1474 R %
A 7=,

1) EGFR BH:7Al

EGFR (&, JEOMNIEH - k870 EEAFL 7 FILIZBD
2K A TH%. EGFRIAFEANCIEY 74 F=7, T
F=T, TT7F=THEH5H, EGFR D ATP H54 67
CHRAICHA TS Z 12X D EGFR O ) Vgl % FHil:
L, EGFR Hkofiffasgmis 7+ L #8145, Zhic
K oT, BAMNAORGE, HEIRIZEID S > 27 F IR E
Wr X, PUEE R % RIES 5. EGFR BHEAN R B &
AERERE UCIRMESENRZ%, B2, FTRaERH5. 4
#1, EGFR HFHAOR T UK TI1E, Ltk oA, JE
WL W7 U7 ANEEZ BN TV, 2004 Ri12 EGFR
BETERMER N, ZOEGFREIETFEREAET S
Mid#E 2% U C EGFR BB SEAIEZ 4635 2 &8
WE SNz, 20k, BREZELT VT REIT, B
N E 72 IRE OATABEI T A R E LT, F T~
F =T RO HRE CTH B NNERT 5 F v+
) & % R LOFFIREE A LB L 7= TPASS akBR A 20 X 7=
KikBriL, ZhE COPIEAIBFEDEEE O T & HE A
B Ch 5. [RREROY T 2L — T EGFR @2 7%
BAEATBIEHNCINTT 7 4 F = 7R RS R (71
BROBET, ARICBIAMEERL 2 (EHEEA T
R rhyefiti: 95 4 H vs 6.3 # A, HR=0.48, p<0.001; Z
W 73.2% vs 47.3%, p<0.001). ZDHER4%HEIZ EGFR
BE AR AT BIERIO A %R U 725 TAHRRER 2 H
AT22/Tbh (NEJ002Y ¥ & U8 WITOG3405"),
FTHRORERIZTNTL T 7 4 FTRED, T TORLME
BT H > 727 7 F F DFHBEERHC R U Tt A 7
THEICRIFSERER L. ZhsDRHE» 5, EGFR
R TZA ) EGFR FEAOME THIK - L gk X h 5

FRER DR REBI %L S MERGEAE LRI () =R AR (1) Ny —-Fi
IPASS 132 TI4F=T 9.5 0.48 21.6 1
129 HVETTFU+I82 1) ZF L 6.3 21.9 (0.76-1.33)
NEJ002 98 rFI4F=T 10.8 0.357 27.7
96 ANKTFF 4282 ) ZF LN 5.4 (0.25-0.51) 26.6
WJOG3405 77 TI4F=T 9.6 0.52 35.5 1.185
82 VATITFU+ A FEIL 6.6 (0.528-0.715) 36.8 (0.767-1.829)
OPTIMAL 82 TiruF=7 13.7 0.168 22.7 1.04
72 ANKTIFV+r LAY 4.6 (0.105-0.256) 28.9 (0.69-1.58)
EURTAC 86 IruF=7 9.7 0.37 19.3 1.04
87 F5FFET Ly b 5.2 (0.25-0.54) 19.5 (0.65-1.68)
LUX Lung3 230 TIrF=T 11.1 0.58 28.2 0.88
115 VAT TFUARAPLEFLY 6.9 (0.43-0.78) 28.2 (0.66-1.17)
LUX Lung6 242 TIrF=T 11 0.28 23.1 0.93
124 VAT TF VALYV AE Y 5.6 (0.20-0.39) 23.5 (0.72-1.22)

X2 EGFR #AFZ RGO NI A A OYakaRE T EGFR. Fu ¥ v %+ — ¥HEA L 77 F - OF AL 4 i U 72 58 RS



i 2% A SR D IR SR & 75 A ISR D FE I 11

ko7,

Bt % TIZ EGFRE(Z TR %2 H 3 % NSCLC % %
& LT EGFR A& 75 F F DF R & il L 7255 I
BRI ST 5.

W OGRERIZ 31T & EGFR BH 2 AT A 1 B 17
WM CHRICRIEBMERTH 72, Z D=L 7 4
K54 v Tid, EGFRMEZTER %49 %5 NSCLC IZxt
T % YIRS EGFR FHE A% BEHEIRIE & L CHESEL C
W3,

— T, EGFRIFANZZILZIZ LA ETRTORE
FHCHGHMG 1 ~BOEFai8 CltE 4 /R 729, e RO
HERRUK I 23T 72 7 W & 2 > T B, EGFR B Al i
PR L& LT T790M 25 5 EGFREZFERHOHE S
2 50%-60% - K S EWEEN TS, ¥ ANF=TE,
Z DAL D VIR D 72 12 Fl % & 7z 25 = 1K D EGFR
FHEEAIC, T790M %% % 43 % I/ Nt 2k L <
RAUR &SN, EGFR BIEANIMEE 20, % LR
T T790M Dt EZ ¥ 4 R 72 GBI L TA v X L F =
T OREM I X OHE Y EBGE L 72 AURAL kB ks & O
AURA2 ik © % D21 66.1%, MR A (I o
YEIZ 9.7 W ATH 572, 72, * ¥ AIF = 7 IXMIMHE
BMEZE2 Z N TES728, Wik d A3 2RI B0
TEAMED DB ZEBRBEN TS, ThbsDfER%
W E A THIRERIZ I 1T B4 & A L F = T O % MG
4 % FLAURA iREih92hi < h 7z, EGFR (s 172 25T
i 2RI, EHERRTH BTy 74 F=T H B \FT L
OF =T AT AINF =T % head to head T L 7228
MAHERERCd 5. FERRAGE H o My A (7 A &
A Y ANFZTHTRIFCTH -7 (18.9 7 H vs 10.2
H, /¥ — F=0.50, p<0.001). AREBROER,» 5, Bl
1£CIE EGFR E{Z T A REMEMIED 1 KiEks LThHY
ANF =T HRFERHEEE > T 5.

2) ALK FH5Al

ALK &I b3 Fay v FF—¥D 1HTH 5.
ALK FHEANE, ALK O ATP #5A4 S0 2 R R—AIZ RS A
52L&k, ALKOY Vit L, ALK HROLE
£y 7 FIMEEE RIS 2 8FTh 5. ALK EI5THisE
24T 58413 NSCLC &2h0f 4% L E5bhTnb

ALK FHEHI O T, KBTI TRRZE N0
2V UF =T TH BN, ALK FF — EilPE & #Z IR »
DX EINIHFT 5E RO ALKHER 7 L 7 7=
THBATE X NFz. AFETO ALK SEE 15 rE B YE i %
RIZLETL 2 F=TO% T/TMHRAER (AF-001JP i{BR)
TIE, 46 BlaFlChisiE % i, Z3h% % 93.5% (95%
SHEX ) 82.1%-98.6%) & k& T RAT & Pl 2h R & R
L7, ZOHOHE RO ALKHERTH 51 ) F=
78, BOPIEESIEIRINTOEY. FO%, AFT

K ALK Bt 2 xR e L2 ) Uy F =754 %
TV F=TDOMRERIET % head to head D2 IR
B J-ALEX iRBR 2 Thh, 7L o F =7 OEBIEDGEM
XN AR IR EERT T ALK BHFHAIE 5 Lo
EEBREBROM R E OA» 5 BE L, A (ALK) O
A CPHEHAIT S, ZDOIEDOFHEIZ K - THERNIRIZK E &
EERBDD L EFAL

EGFR #1512 2051 i 28 EGFR B2 A1 22 %h 1%,
R x B ez 7 LV F =78 — BB L b &
RN CIRIRIRY I £ 5. 7L o F =TI B
BOXH =L E LT, ALK@AEIZTZDEDIZL
BirE, XA A EE AT O R ALK @A B E 0
I -BOBNMAEENMEN TS, ZOMOBFE LT
& ALK DS D3 A 7S ZRRBE O RIS & B & i &
T3, Sk, ALK FHEFANC Mm% O RO W5 A
PEIZE->TLbEEi16N1%.

3) B LWBHEEN) & o7 R SE o B 7

EGFR #{Z T4 %, ALK M EZ 28R EhTr b,
BRI & 5 50727 F I 4NN — B TEREZRE T %
ABMRPTIFbI TS, FIEEEDS E DO TRV AR
ZTOBA SO EAT - BIREH, 28 AMIE T EEY OREE
IIKAEL TR, 2O XD BBIATEMORREZ T %
AN, EGFR A, ALK BHEA D X 512, k0
JEA A R T DIBIR AR T 52 L b5 T&E 72,
VL CiE, ROSI@lA#{E T, BRAF #{s T4 %, RET
WEEIR T 25 EF7- RIS & R D135 B 74 /3 — 38R
FAMRNTRHE SN THE D, ERRBRIZ W TR
HOENENREN TS, ALKFHER & LT XN
722 ) F=71F, ALK BHEWE LIS ROST PHE G
LHL TS 728, ROSL@AEIZTIXILTrY) v F=
TOAENMENE TR TR & h, T CICEKREAIRT
W5,

5 PAREEX

BRI BIERIEIRIE L VI T LWVIABRESBEL T %
7. FEAIIE RIEHERE IC 7 L — S A& 2 CRIEMIIEA & D
BEAHIEL T b 2 e nh->Tn%, 22T, il
I2& B 7L —F AR 5 2 & TRIEMIEOERE 4 OV
ML U CREMIE 2 T & 2 K 512§ 2 /- iGEEL 5
AbN7. RIEF oy R4 MHEKZ, [REF -y
IRA V] EMTHERTOE T L — %50 PD-1 & %
D) HY FDOPD-L1 LDOfEG#HETSIE/ 7u—F
itkTdh 5.

INETORIEF x v 7 KAV FBHEBOERF R ORE
o, £ 2 KFEE, SFEED 7200,
1) 2 Wk

Checkmate017 134T P LEIEIC R 5 RiGHE &
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LT, PiPD-1$ikTHS=FNL~vT L& FEaFvIL il
B =B MARER T & 2™, FERmE H o 24 fF R
BREIZZALY TR CRIFTH 572 (9.2 7 H vs 6.0 7 H,
N — F=0.59, p=0.00025). Z%h#EIL 20%, 9% & =K
LY THIZBOWTARIZE S (p=0.0083), MEHHEA: 7]
e =R~ THTHRICRIFTH 72 357 Hvs 2.8
A H, N — F=062, p=0.0004). FPEIZEIL T,
grade3 DL LOHHBERIZ 7% & 57% T, =KL~ THIC
BPOWTHELDEWHER TS > 72, PD-L1 MM %
28-8 HiMRIZ THHili L 72 PD-L1 B #& DY 7 7 — TR
Mrizts W<, PD-LIL RBOFM - BEII2r2H6T, &
AR & MR A AR & I =R~ TREC R I i
BThHo7-.

Z D1, KEYNOTE-010 ikt T & 5 O & D D i PD-1
ik Th B 70 X2 T7OHEMMERY, OAK #RERT
BHIPD-L1FiATH 277U X~ TOERES TR
& F b & F L g U TGRS RGN X 72
(X 3).

SR T EERENIZ, XaTu ) X TET TV
2= TOBEBIZHEWTIE, PD-L1 B A1 + ~ —
=L LTHEHTH S Z EHRE X PD-L1 G
faix, 22C3 itk (o 7wy X~7), SP142 itk (7
TV X T) ASCHMI & sz,

2) 1 &gk

KEYNOTE-010 iR DS RA 6, 22C3 difkiz & 5 PD-
L1 B PE Mg % Ml g (tumor proportion score; TPS) |4
50% D LOESE A G352 BEENRE L LREET,
NATa) X THARE 7T F LA K 2 1
HHEAER D KEYNOTE-024 ik A3 Fhie & 7z, T 2R
H o I A fF AR ATSIC R AT 0 ) v T TR
HTd-7 (1037 Hvs 6.0 H, NH¥—F=050, p<
0.001)*. ZE%h#& I3 44.8% vs 27.8% & XA Ta ) X< T

Mo sk (Eh

MBI B W THRICEL, PDRIZIEZ B 24 — 3=
RSN TE Y, WFREFFEHRGHTXA T X~
TEMBHLZIZE 2200 $REFHTERATEY X
v THMBENERICRIFTH > 72 OV — F=0.60, p=
0.005). A #% %# » 6, EGFR, ALK F& ¥4, PD-L1TPS
50% LI EoJE/ NI A A O 1 RIEEGE LT, XAT 0
)X THAMMPEID 6 b & H 12k 572

3) DRFEEL

PD-L1 BHOAMICED 59, X510 1 WELEDHRE
BEOmM A HIRL T, ke ONfHIC & 2 BRI
ML L EhE XT3, 2018 K EFHREE 72 TR &
N7z&52 (B4ISRTE512), BEBOEKRE ©Rys
F v oA v bHEA & ACEREO O R A7 I
B B VMR A AR O MERIZBY U T i 2 8 3 L
PAERTH 5727 Sk, RIEF v o FA Vb A
ZEHOOFREED 1 KBGO R DIZE > T 2 ERT
Hahs.
4) FifEH

RIZF = v 7 RA v FPHEANE, RO R & R
THESAHFROBE ML EEDN TSR, 5FT
HEORRT B EDED o7, EIEORIERS KA
LEFRER (REEEAFHHESR immune-related AE; irAE)
BRBRTZZenb0, FHRENL KOV L~ 31— 4
VIBPRETH S, FRIHERAETSEWER S LT, W
PRz, KIEd - HEOTH, IFHRRERE - 2%, wkh
EOEEOKERE infusion reaction, FEJEMMESIAE -
iz, 10UBEDROW, FORIRRERERR S, PR, MM, R
MAEFERIELR E2 S 5. WEOGRIERIGIZ K % BITEH 2%
b6, thoBERKERNT2 2L, EREHOH
BEICHOWT, EF = v 7 RA ¥ MHFEAIOLKS %
IEL, FIEREZ 794 FOREG2BETL, BETHIUL
FUE ViRFEE G T 2 XY D B,

RER D4 TR EIEL A1 AL (H) Ny —Fi A (H) Ny -
Checkmate 017 135 = Y av 9.2 0.59 3.5 0.62
RN 137 FeaFtn 6.0 2.8
Checkmate 057 292 —RLwT 12.2 0.73 2.3 0.92
e ) 290 FeaF4n 9.4 4.2
KEYNOTE 010 344 NATaY X% T 2 mgkg 10.4 0.71 3.9 0.88
(A RER) 346 X477 uY) <7 10 mgkg 12.7 0.61 4.0 0.79
343 Nt s F 2 8.5 4.0
KEYNOTE 010 139 RATHY X2 T 2 mgkg 14.9 0.54 5.0 0.59
(PD-L1=50%) 151 X477 aY %7 10 mgkg 17.3 0.50 5.2 0.59
152 FtaFun 8.2 4.1
OAK 425 TFIYATT 13.8 0.73 2.8 0.95
425 N &1L 9.6 4.0

B3 s = v 74 v FHEAD 2 KEEOHRE. G2 = v 784 ¥ FMHFAIE P& F L& R U 7255 THRASR.
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MEROAFR EGIE A AELEAR () = Fib SRR TRIIR (H) N =k
Checkmate 227 = %dva
ZRLTTHAE YT 7.2 (TMB =10/Mb)
177 —RLVYT+T 5 FFHEH 5.6 0.74
186 77 FHH 4.7
KEYNOTE 189 410 NATHY) X% T +7 7 FF [PEM NR 0.49 8.8 0.52
206 79 F 5 /PEM 11.3 4.9
KEYNOTE 407 278 ~X47uY) Z2~v7+CBDCA/PTX (nabPTX) 15.9 0.64 6.4 0.56
281 CBDCA/PTX (nabPTX) 11.3 4.8
IMpowerl31 343 77V X~ 7+CBDCA/PTX (nabPTX) 14.0 0.96 6.3 0.71
340 CBDCA/PTX (nabPTX) 13.9 5.6
Impowerl50 359 7 7)) X% 7 +CBDCA/PTX+Bev 19.2 0.78 8.3 0.59
75 ) X< 7+CBDCA/PTX
337 CBDCA/PTX+Bev 14.7 6.8

B4 %9EF v oK 4 v PHFEAOOFHBEEOH Y. ®IZF = v 2 R4 ¥ FHFEAOIHEREE 777 7 F OF L & U U 7258 TSR

5 SHROEY

GEF = v 7 KA Y MHEFHANE, PEROWEEE & IXAERIK
FEmEny, HHEOME - AHERERE DT LE00h -
TE T 5. IR NIl O BEREGRR T & % 77 1R 3R I
B GATZIERISE O RER R0 5 B A, 1@%%?@
R DmanEn. —J, RIEF =y 784 Y PHHEEIL
BEAGORIEREZ M L OEEBIRT 5720, 54
ORI ZNEEGS BB DD, —ERIRIFHEBT 2
& Z ORRPRIZHfi T 5 L VSR S 5.

RIEF x v 7R A v MHEAN, AR OALEIEE/IT

HBM, MROZUVWEFILS S Z L, TRNETS
S RIER P FEBLT % 1, SHRMAD TR N S REH

DO 5, [FFEAOINA X~ —Hh — % HDF 5 DIFHEEL
DFHETH 5. NAEEPU I % PD-L1 EBIRHHOH H
PEIZ/R SN TZE T 5 2%, tumor mutation burden 7 &
ENAF V=N —ELTHETHDY, &6%2MaT0M
MR BETH 5.

6. HEHYIC
INETOMiAADBFIZOWTHEELL 2. 2002 (2
Oy FRERRAEEDS, 2015 IS ARIETF = v 7K 4 Vb
m%ﬁﬁﬁ%b,%%ﬁﬁ%@¢5%ﬁdk%<%ﬁbf
&7z, KU HOE A EEREOMENIZIEG ] 5t E RGBS A
ARTH DI LidimakRzmn, RIBFRACKEL T, &
BE D EORIRE HIG U 7208 A RIERRE & Al o Of FEA
R, KO WHELRIR TN T ORIESHED 5T 5.
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Genome Study and Precision Medicine for Age-related Macular Degeneration

Shigeru Honda

(Department of Ophthalmology and Visual Sciences, Osaka City University Graduate School of Medicine)

Abstract
Age-related macular degeneration (AMD) is a leading cause of central vision loss in the elderly in industrialized
countries including Japan. In particular, exudative AMD (exAMD) is a serious phenotype of AMD which is mostly treated
with anti-vascular endothelial growth factor agents in current clinical practice. However, photodynamic therapy is s
known to be effective in certain cases which have beneficial factors for this therapy. Recently, several genetic association
studies have disclosed the molecular mechanisms of AMD and some genetic information could be used to predict the
outcomes of several interventions for exAMD. In this review article, an overview of clinical aspects and genetic

predisposition of AMD are described. Then, future perspective for a precision medicine of AMD is discussed.

= %

I 3254 (age-related macular degeneration; AMD) iZH 23 E % &G ENC B 2 FR AR LKA TH 5.
HTE B AMD (exudative AMD:; exAMD) (FERER & &, BUEIIPUILAE A Bl K7L ANARRED Tk & 72 -
TS, L2 LADS, HISAER] 2 Z IR EREE S G NG RTER L A2 E0PR SN T WS, EFOBE B
RIZ &k > TAMD D5 F A = ZLBEHENDODH 508, Zh o OBEIER BRI L ZGERO PHE TlT 5 ET8
HHTH 5. ZORFTITZAMD OEFIROFiEIG K OCBIER 2833 % & i, AMD K IZ #5115 precision
medicine DEAIZIANT 72 EHICOWTIERS

Key Word: N3 % 1 (AMD), BEZIBEE T, #fitk HIX ¥, ARMS2/HTRAIL, BB 1#%, SsIe

J#1%, Precision medicine

AMD (25 U TR & B 7= I L AR 0 JEE B A3 1]
ENTkh, FHELZORBICHT =F &2k T

1. [FUBIC
BT DEFE TR/ 154 AV 72 precision medicine

IZDOWTOFERMEHILL T B, FRHIBRABEDBIGIC
BT, BEROMREEERAD/NZ v 2 2445 ETr
J LTERIZRE BB AR LT, IRFHER TS 7
J LIEMOISH R SN B KEBEE LGN H 5. i
WM (age-related macular degeneration; AMD) @
T LARIEIHRE B THEE X e b AFTEINC B
FARRKOEINFO—D>TH D, & 5#HETIE AMD I
WY 2 8Z 2R 3MHORMA » T 70542/ A 5
EENMOBEEIZHNR TR AT T3, 2029

5. AFiTiZ AMD [EEEDBLK & precision medicine M
LD fAIZ DTS 5.

2. HHAEICHT S AMD DI

AMD (31 A& HAR 2 FE 9 5 SRR Z5 T D —D
Th 22, BUHEDLMRENZB T 2 HRFIIHIRE  TEHd
A0 EAIOR10% E XT3, ZOKRTIRS
BOMNEOHE & 3 EEftictiy, 5 EIMmea2en
TRENS., FIRE TIRARERS LWEAEE LS

2 P304 9 A3 H, =B 30411 H 27 H
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N5, —HIRET TS HEGIE TR IS T
HETL, <2 2 FLINISHEIER) 0.1 UM ICkE%. AMD
(S VY WA IO LTS E R NADE .l PR I e 3 RS
2, BiAHEZRNEHEL KT, &SinEo2Es %
WHEZ L, SO T &2 St 2mEL25 2RI ) 22
ZEH5ATNS.

3. AMD DERERBICH 1T 5 AEE

FRERHIIZ AMD 3Kk 2 < OO Exh 5. —D
WBWOKIZEWERITH 55, ZHISEBE (D HhuiyE)
OHNEHHEFTPEIZZE RS 5 2 4 T THINEHRAIZIE T LT
7. ZNIZHRTHOOBEIZEWTIIFRARE (90%)
BHEUCHEITL, SO TPHROARABHE (K1) OEFIT
Ho o Tna, £72, BKIZE W T AMD O 5 4&ctbix
RRLMWENL DTN, DRETIIB RGN LIRS
DR 3fGEL > Tn 5, B AMD 132 DEREGEE & &
12 & 527N AMD (typical AMD; tAMD) & % D FRigk
BE X bR — TIRIRFEIEMAEAE (polypoidal choroidal
vasculopathy; PCV), I Il & JiE K 34 5 (retinal
angiomatous proliferation; RAP) @ 3 FliZflisrfHEh b
A, BOKRTIEBHA AMD O K %7 9 #5 tAMD Tdh 5
DIZxF L, DAETIE PCV DREMAK P E D 5. Z
N5 3 DOFANIERIRIVICE 4 2 HARKGHE R BTN DX
JIESEETR A, BADHRELGIZRI§AH =X LIZDN

0.

i

AT 1

5
TEREAR LB Z .

4. B AMD O EEERE D4

MU AR IZ B AMD O [XNEARIS IS 6 F 5 14 Hr
k. (choroidal neovascularization; CNV) T» 3% (X 2).
WU R CTRAEL 72 CNV B ZOWNCH 5 7L v 7% B
WL AR LMY (retinal pigment epithelium;
RPE) DT, X 5ICIE PRE k& 58 2% - THIE FIZIA
A0, Wiz EOBHHEE L E R T 5 Z & TR ICtHMiE
DfEEEZ E =L, K TREWIE (LOBEATHA D)
G ERTT. AMD OFHRMTH %5 PCV TidAR Y — 7
R HE % & D IRFE LT M 28 RPE (7L 7R
W) AT, YOS TIZRE TH 55, RS
M LA UTELWRAOREE KT, 5D
ORI TH 5 RAP (ZBI A AMD D 3%~ 5% % i ¥,
WA O LA 2R 2 B R ORI A S5 Z 5 Z & 23R
EENTHWBED, #ITT5ECNV ELEL 5728 AMD D
FIC I THS, FREPMIRMEICRIEL, F72£<
DIGFHEPIMETH 2 720 R TH 5.

5. BED AMD BEDES ETE
SR 16 412 b A E TR Z MEWE O B & JER B

L — W — ORIE G 2 A A b8 72 8T % 0k
(photodynamic therapy; PDT) VA XN THh 51X, %

AHE IR 2T 4 1 &

AN

EREA=Ed

B1 B AMD DK
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ARG IEHAEME (CNV)

- -
R e e et

—~ e~ e

W=
MReR LR

TILYIIE

B 105 T o e A

®2 B AMD OjREE

NETOL —H — G F ik a EIo8 b - T AL
AMD D5 —#RIGEHIZ L 572, PDTIEZ LK OEHEDOH
TIMERRHICEMRC & 72— T, il e 6§ 5
Z ERHER T HOMATME TR MR A EF R RES
DFIE & B & 2212 7 o 7=, BRI HUIMAE N B BFEIALT- (vascular
endothelial growth factor; VEGF) Wk »n B $ 5 &,
WOK Cldaim & 7 v & ALK R ERERIC 50 T
VEGF BEDOHIIMERE - SGERIR A PDT O £ 1Lz F &l
LAl 5 72 72 %7, evidence-based medicine (EBM) @ J&
HNc D & 2 h DIRRBIEZ TPDT 3R EfTAbh Tk
WV, PLVEGE I3 DM ET &K 20 4600 5 24 12 H
T 3THOBAIANEA X, BUEBHA AMD 1234 % 4
BB E LA TR TWAS, LArLAERS, b
AETIEPDT KARBEBE L EELEE LTHEHAIATY
5. ZHUEPDT A, WoKIZAZL < HAEIZZ W PCV A
DENFHREFINIREFALTOVE25THS". RED
W TIE PCV IZA U THL VEGF #3412 PDT #fH4 5%

Z&T, KoERARRER BEGEE) L IGEHTE O
SRS EEhTngY. kicd~R~zL512, AMD
DWHECTEF RN II RN, & 5125 A IXWMARE
DERMBEELTVWBEE NS ZERBHIAOOHD
AMD GEIZE T % —H O TE LI WOR D BRI GRER D f5 R A3
ZOFEOBEDOEBIZYTZE S LIRS AN T L %R
LT3,

6. AMD O/ LR

AMD 13TCK, NIESR0WYEIC X 2% KRB EE 2 5 h
TR, SHHICA > Th 6 2 OBIEMRINICEH
¥ 5 720 20054 H 6 DI IR HIX 1 (compliment
factor H; CFH) #%#13U® &3 5 fiAROBIET LT L
AMD OBHUZ B 3 Wi v T S hYY, 2hlst
128 8% O AMD @2 MEBIZ AR R S (#D. B
T, AMD iZ» ) Sh727%E (common disease) @
TR EIZRTOEENRVIERO DL IR T3,

1 FETICHE SN BH AMD OREZYEE(ET

L (PR OGN VA Faflx
CFH 1932 %yE (flitkR)
ARMS2/HTRA1 10926 I SR AR
c3 19p13 iz (HhAR)
C2-CFB-SKIV2L 6p21 o (RR)
ApoE 19q13 e AR
CFHRI1-3 1932 %y (fitksR)
TIMP3 22q12 e RS A
CFI 4q25 %IE (fiRR)
LIPC 15g21 LA
CETP 16¢21 ML
CD36 7qll LAt
TNFRSF10A 8p21 THEF—Y R
VEGFA 6p21 IR TR
FRK/COL10A1 6q22 L% A
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AMD BEZVMEBIA T ORETH %2 CFH IERIEIZ BT 51
ARSI AR 2 WR AT ARSI R T b, CFI %47
L 7z C3b DARGEEILR C3b-Bb t41K2 5 Bb %5 & 3

12K > THIRRIS #HI 4 2@ % A% 5. C-reactive
protein (CRP) &HiA-4 2% & CFH DORfifAFRIRINHIRE A 1Y
THEPME XN TS, CFH Y402H 25113 CRP & D
R ERALICAAEL, 402HM (V22 24 7)) 13 402Y Y
IZHARTCRP &£ DFEAMEPENZ LR EN TS, D
%0, CFH @ 402H B A 9 1 #li (AR Hs 0 P RE 2K
TLU, BHRIENTCET 5 & VWHIRENEL 6N D, /-,
CFH 162V £/1i3 C3b L OFEAIZES- L, 256 % CFH
DX ITHEL TS50 Ebhs. ik Tid CFH »
RABIEIE O HIENZBE G- L T B TREME & 48 X T 0™,
AMD DWRHEIZER S b > TWAEN S 22bh b
AMD D7/ AR THIAL 72 8 5 — D EE 5 &2 8%
T3 age-related maculopathy susceptibility 2 (ARMS2)
L high-temperature requirement factor A1 (HTRAI)
L9 10 FY@lk OB L 2 O OBIE T TH M.
Wi E s T IO TH IZH 2720, EB5D5THHE
B2 AMD OIRREISIEA TWSDh, & B W Idili# ki
B RE Z R LT3 0203 B AR 5
FTIRNHETH D, e MEI SR LZMELHIIT
VARG T v, 7272, HTRAID 7 v
AV =y 72 ATRMETEDR T 7 IROZEAL
¥ K OIRFSNE A H12E 720 & AMD BRO IR R A R 55

1%

NG I N T A, BIEE TICWE X772 AMD B
EIETREZ JCICHERI X b AMD OJREZBRI 3 IZ/R L 7=,

7. AMD OFRRE LEnFR

AMD OEBI LA 2RI OBMMNT 2 L2258 %
BRoNhs., RENEEDOE L TIE EILARMS2 A69S %
e AMDRZE DK E OB AR L 7252 8D 0
WINEV AT TULEMAT S EWMENKEL LD LN
3EDTH 7", FREBETOV X2 T7LABEL
& BIEEMISIEN AL VI REL LI TNE, F72,
B 1 AMD % BRI [1C & 5 THLRI AMD & PCV &
W H T A I TEBIET- 2T L OB & gl L
WG LRH D, MiHOKZ ﬁéh?@§<iﬁﬁbf
W3300, FOroOMEMEHEMEh 5. iz
MM@WHHMJ@%&%%@KﬁwTﬁEAMDame
D3 A F =T VILHEIZIZ X 2RI CHEE 2R 7",
% 72, i Tld RhoGEF and PH domain containing 6
(FGD6) #{rTi2k1r 5 Fh/x I A+ A SNP rs77466370
(Lys329Arg i) A PCV & DOR#IE S 5 & DD HLA AMD
COBHIIR A 52T 2WMENDH 5. FGD6 12
MO VEGF DY 7 F LRI 545 %51 6
NTEy, WY 744 TOREOENIBES L T35 a[hE
PEAPRIEINS., — 5T, PCVAIZIRA Y Fy 7=V
) — VAHSEIRIKE TR ARIZ L2 T 4 4 7 (Type 1
PCV & Type 2 PCV) 2§ % Z EMRIBEX N, Z0

BRALIEEAHES \ >  EIEXRR
s |
CI)% RRERLRMEROESE. FL—E 0ER
ApoE / ‘l' ARMS2 | |pC
CETP CFI C3 TIMP-3
TNFRSFI0A - "z oE it l
corcrs

k//CFH l

IRMEIREDZE L

™ |

181 2

— T

«

TILYIR(ZSRFUB)DEE

VEGF-A i
FRK/COL10A1 2

I T £

> JREDILK

K3 W & @A 12 5 9 5 AMD OR5iE
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2DDPCVH 724 THTEETZIMOEREND 50 E
D HBMEEE Nz, 2 DS, Type 1 PCV & ARMS2
A69S ZANTIFIEFITHMOBIER A S N7=DIZK L, Type
2 PCV L ORICBHHIZA SN 572, ZDT L3
RIS & 5 K3 A AMD O 28 L 72 H O
ZITE AL, TOWRBICEIZRTEE->THwE 2 L 2R
BLTHD, AMD L WHEBEMEST 5 K& 5y M
KAEEbNS.

8. BEFLHEIEHWEICA L 7z AMD DiRE

BITE, BRBEREMRICDZ > CGEIEEHREZWEH L 72
precision medicine D ADMEA TV S A, Fulid &k 51
FRREIZ MR 72358 < A B AMD DRI & a1
WMAEMHLRL T WA EELZ NS0, AMDIZKIT 5
precision medicine [FITWVRPROBIFIZ A 2 Z LA TR
N5, BIZ IO 2SI U ORI X > Thk%
oy TIERRERIR O A ST 5 —T5 T, BUFT 26
BOMREESHBEZ R TEETEZMP S 256101, T
DEREFHT 2 Z & TARED 5 VAT Y 2 G &
o, WREIR AT AENTE L. RO TId AMD
DREZMEE(A T3 PDT 4 VEGF k7% & OREIRIC
ERBEL T3 LN TED, FIZITHARAERIRIZL
2% T3 ARMS2/HTRAI IZ %) 5 5% ® SNP & PDT
ORI OB AR 55 (K4). %72 CFH IS

BT A 58E D SNP » PDT ¥ & U1 VEGF L DR HR I
HUTHK T A >Z L LD, Zh
EFGERIC W THELERE A DES. BUE, k4 ik
5 AMD 59 2GR $HOPEISBRE R D A
hanim kB % atEhch 0, IRFHERIZE T 2 RP0
precision medicine OV, HIFL T 5.

9. BbHWIC

7 ARREOHELZ K 5 THR E ORI IZBIR K T 537
TEL, ZThaSRERIBENIRICE T 5 501 > T&E 72
HAE, #AZ1E % 36 H U 72 precision medicine 0% A 1
DAEDERFEIZ T 2BROFNERbNSE. ZOHTE
AMD ERId i & EEEREGHLS T WAL EZ N
5728, AMD 2% % precision medicine ¥V VIFRD
HEIZEZERTPHEINS.
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Abstract

Human babies are born helpless, cannot creep and speak. Medical care for the newborns are far different from
practices for adults patients, who usually visit hospital with chief complaints. During the newborn period, there are great
opportunities to prevent or detect certain disease conditions early before having irreversible mental and physical
damages. Phenylketonuria (PKU) is an exemplary case having the benefit from newborn screening program. Japan
launched nation-wide newborn screening for PKU in 1977. Since then, over 600 patients with PKU were saved from
severe mental retardation. Many rare diseases, however, are waiting to be on newborn screening program and their
diagnosis are delayed due to the rarity even though new treatment options are available. Recent advances in DNA
sequencing technologies make possible to diagnose previously undiagnosed patients. In Japan, Initiative on Rare and
Undiagnosed Diseases (IRUD) launched in 2015 by collaborating with many rare disease specialists. DNA sequencing
technologies are also revealing how human genetic variations associate with differential health risks, disease
susceptibilities and drug responses. Such information is now expected to help evaluate individual health risks, design
personalized health plans and treat patients with precision. It is still challenging, however, to understand how such
genetic variations cause the phenotypic alterations in pathobiologies and treatment response. Human induced
pluripotent stem cell (iPSC) technologies are emerging as a promising strategy to fill the knowledge gaps between genetic

association studies and underlying molecular mechanisms.
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B2 AT TIEME TEHaWIRETEEh, WO ETHREH > TZLTIRATOBE L 2L T &4 5 REN
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2015 4, HAARTERZWIEEA =2 7 F 7 (Initiative on Rare and Undiagnosed Diseases; IRUD) »3.56 E D, %
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RRP S ENZ T A =X L 5TZ0d 5 Z L h 5.
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L, FIAERMOEETIEHFRAZML 23k, BFEED
2% ZE AL F oy oL, BKEHI, WHILIRRE, K,
W2, b — XA, KA, SEGEEED» B EREN LN,
BIIRRICHED D, 72, EFRAZL 2 FEBMLTE
D, FBEBIZY 22 00 HENTOIEED» 507 +
ARV b, EROBEBORAORBDb Y JFOBRE EE L &
5. EEHNEIET Yy 2CE DX, AR XXk
FHiIR AT AR Tbh TS, iz, eIy Ko
Hag, e rbh, ESNMHIL, o TR
FHHLT0E, 2hlMHcd, BEHOZ 2 ) —=v 7, Bl
W20 ) —=v 2, HERSEOHEEGA ) —= v 7kl
LIbN TS ZhoIciAz THATIE, BRMORE-
NDIFERERRE LR~ 222 ) —= v S HER
50 4L i X T & 72",

2. FERY ARV —Z T DESR

HAERY 222 ) — =V PR T 232 L 75 - 7R
i, SERASH A RNSER TR UL, WE ORI E
DZEDHRETHEEDTH 7. FERIZKONTH 6
. A e N = N BUL RN 3/ N R o I I P @ )
D, (EEER LG AR Z RN 5. EIRDH B i
ICREEZTA0T, ARIZTE L2 TR, HAER I

HWERSEBNLE LW, 20720 42545 LREk
FEAGT, 2D, BORESRD OIS, X512, FERA
BDHAETUCME #1795 O TKE S REA M R i38
AL S s, 1950 EuE, WEITEE Th 5 aN—
b2 —itE, OB TICHREORESSHD, X561
Y ER, MNARAOWSHET L2 ER 6, Whis 2
#Z L7 2= b VIR (Phenylketonuria; PKU) & O
BiEZ 072, & LRSS h i, B VIEE
HENVIEALZLEMD, TOZ LA, HES
DO EFEAIGH U7z PRU & RAE$ 5 A 24 2 %l
THifin 22 ) —= v 7 REEE%E 1961 I L 727,
ZOJE, E% 5 HHOHERD 2 h &2 6 DRI
APEAICEREN L, w2ketk, HRICTER L ThREw v 4 —
IZHED T, REORKE EITRETSZenTE, JEE
CHIED X VRETH 72, HATIE, 1960 FRH» 5K
BT 7R PR 2N R O K 1 23 PKU O %
EENZ Z o T2 b, KETOHANR~ 2 X
o) ==V ORRICENRE L 52, 1977 00 5 42[H
THBT 5 ZENTER. ZOH ) —Kerid, RkLy
FIERVEEOBOVRAE T, HATIZSH X TIZ6004%
P EOBHENZ OBAEISTHEYNCZI, FAERTICHR X
h, EESZANESCENET 2 Z B8 TE TS, HAE
TIEPKU & &8 72, RMEORE - W ER O 6 R
DALY — =7 h 1970 FR0h & Fhih G & %5 > T
3" (Fig. 1).

Major milestones of PKU in Japan

1960s Dr Oura first treated PKU & BH4 deficiency patient

* 1977 Newborn screening was launched (6 diseases)

* 1999 Dr Kure first reported BH,-responsive PKU

» 2007 Pilot MS/MS screening program was launched

+ 2009 provisional guideline for BH,-responsive PKU was published

+ 2013 Nationwide MS/MS screening screening program started

(~23 diseases)

« 2015 JSIMD published clinical guideline for PKU

Fig.1 Major milestones of PKU in Japan.
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I EL NLTOEE NS Bbh b2, BEDFER
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3L, TOWKEVFLYAAL ) —= Vv EEFEOH
R ET A L WEL . BETIE, 2EOEBET
Fhi S T35, EEREOEMREX, HHERI LD
AN IREORH N T, FEENHEL L, BAE
SEHED X S HELRLDOTL Y 2 b Y — il DR 1S
FNhs.

4. HIHERIIFHTIEEWL
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2, A &g 200 ML EOBETORTICERN S
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550, EREFITH > LMoL A2 E 0 ATE
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Fig.2 Schematic workflow of the Initiative on Rare and Undiagnosed Diseases (IRUD) operation. The role of Osaka City University was

mainly described.
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Precision medicine

Collecting big data (health information)

Phenotypic variation

Common disease

Genetic variation

NGS/GWAS

Genome research

Rare disease

Benefits of iPSCs

» Contain whole genome

» Compatibility of genome editing
* Recapitulate development

» Capability for drug screening

Fig. 3 Each person has a unique set of variants that contribute to susceptibility and protection for both common & rare disorders.

Human iPSCs provide a unique opportunity to dissect molecular mechanisms underlying these genotype-phenotype associations.
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Different Plasma Cytokine Profiles in Patients with Polycythemia Vera and Essential Thrombocythemia
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Abstract

[Objective] It is known that plasma cytokine levels increase in myeloproliferative neoplasms (MPN), but the
differences of cytokine profilesin each type of MPN or Janus kinase 2 (JAK2) V617F mutation status are still unknown.
Therefore, in this study, we compared the plasma cytokinelevels and clinical manifestations in patients with polycythemia
vera (PV) and essential thrombocytosis (ET) as a function of their JAK2V617F status.

[Materials and Methods] Sixty-eight patients diagnosed with MPN, who visited the Department of Hematology,
Osaka City University Hospital from July to November 2013, were entered into the study. Thirty-eight patients had PV,
and twenty-three patients had ET. We collected information on symptoms, age, sex, and history of thrombohemorrhagic
complications at the time of blood sampling. Cytokine levels were measured using Bio-Plex ProTM assays.

[Results] In comparison to PV, a significant increase in IL-12, IL-17, FGF basic, MCP-1, MIP-1a, PDGF-bb, and TNF-o
was measured in the ET patients, whereas there was no significant difference except for IP-10 between JAK2 positive and
negative patients. Next, in the group at high risk of thrombosis, aged 60 years or older and JAK2 positive, seventeen
cytokine levels (IL-1B, IL-1ra, IL-2, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-10, IL-12, G-CSF, IFN-y, IP-10, MIP-10, TNF-a,
and VEGF) showed a significant increase. In addition, patients with clinical symptoms such as pruritus and rash showed
significantly high levels of IL-5.

[Conclusions] Various inflammatory cytokines were elevated in the group at high risk of thrombosis and management

of cytokine levels may lead to a reduced risk of thromboticcomplications and mortality.

[B] BRaRmEsEE (MPN) CRIMAEY 4 b A4 Y LANAR ERT 22 ERRONTOEH, S EIT 54
4+ A4 Y OR5R JAK2V61TF ZEOAMIC K 2 HEEIKZAATH 5. AR TIREEZIE (PV) & X UAE
PEM/ N AE (ET) BEICB T, A4 b HA Y, 5 EHA VHJAK2VELTF ZROGHE, X 5 ICIBEHEIERIZE S
B 53 20 Kard 272012, MIEhOY A4 M HA Y, FEIA Y EUFINCEGEL, HERETL 7.

[rfse & 5] 213 201347 A 1 H2 5 2013 4F 11 A 30 H % T MINZ ABR T 37 K2 B8 24358 Bt T s Boe 1L P R4 S
%% L72 PV 38fl, ET 23 lO4AHN 61 flORETH 5. xR EH L 0 RIS, MF, MK, RilkEo
EIhRERER, i, M0, WS EHRAENELZ. 31 A4 Y, 7 EH A Vid Bio-Rad £1.0 Bio-PlexPro™ Assays
& HOTHIE &1 - 72,

[#55] ET X PV IZHNT, IL-12, IL-17, FGF basic, MCP-1, MIP-1o, PDGF-bb, TNF-o 23 H =& TH -
7273, JAK2VO17F ZAHROGMIZ & 5 2 B TIE, IP-10 2\ THBLEETRD 6k 572, 72, i 60 L
LD JAR2 ZRBGTH 2 MIREDNA ) Z 7 FTide—Y) 27 & gL T, IL-1B, IL-1ra, IL-2, IL-4, IL-5,

KRBT KRR AT R R R 0 (s ) 3ffs 1
ZF Pk 294E 8 A 30 H, ZF Pk 294FE 11 A 28 H
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IL-6, IL-7, IL-8, IL-9, IL-10, IL-12, G-CSF, IFN-y, IP-10, MIP-lo,, TNF-a, VEGF @ 17 FEHICBWTHEREIS
EMEAR L7, & 612, SRR RIE L & ORIER 26 9 2 AERTHIMEATE & i LT, IL-5 & Th - 7-.

[fhER] MRIEDNA ) Z 7 BHCBWTRIEMY A b A4 VA2 GDADY A A4 Y, FEAAL VOEERLT
B, Y4 P HA YL NADT Y PO — L RMBIEDORIERIE ) X &7 OFIRIZ DO N B REMED & 5.

Key Word: Polycythemia vera, Essential thrombocytosis, Myeloproliferative neoplasms, JAK2, Cytokine

li§55: MPN; myeloproliferative neoplasms, PV; polycythemia vera, ET; essential thrombocytosis, JAK2; Janus

activating kinase 2

&

B (myeloid proliferative neoplasm; MPN)
MO BT IC L) 7 a —F L 5B b Z B E~E
TT, BETZEIMREOERIZHS L ENsb. MPN O
REMEERE L TIEEMZ I (polycythemia vera;
PV), AKREVEI/NIENIE (essential thrombocythemia;
ET) A% o6hbd. ZhbOFEKEIT Janus activating
kinase 2 (JAK2) V617F ZHOHIEAE <Y, MPN D%
BIERICEEARAERZLTWBE I EBRHMENATWS,
JAK2V617F Z %13, JAK2 OIEH N 25Tk 24 L % &
EI2&D, A A ORESZIEOBINRe, A4 b AaA v
JEIRAEPEICHENE S 7 F L 252 L CHlla g 2 5| & 2
$7. JAK2V617F % B3R IEH I B A A BT
» % H, JAK2V61TF Z % » 5 W MPN & f£{EL, [FU
JAK2V617TF £ Tdh > T & PV & ET TIIIHREN T L 5
2o, ZOEROATIINEEZTEIZHATS Z &3
TEEW,

%72, MPN TWIMAES 4 b4 Y L NLD EHZHS
NTW52Y, MPNIZHF B OHA b H 4 VLD
E5A, MPN IZEB T 2 RAERICED XS5 IZBb > T
NI NTE S, PVEET THA M A4V
TaT 7 AANRESTWBHEEMEEEZ 6Nh 5. Mho
P4 FHA VLR ERT AL LTE, JAK2 IKAF
PEDOH A b4 v OWEHAL, A M HIA Y F Y TR
autocrine loop 7% & DT OAFAED W] GEME 2 3im & 1T U
BDTWBAY, B L M & Mg A b A4 v LN
NP LB L TH 65, MPN 12k} % JAK2V617F
ZREMAEY A P A VL0 BEREOBIRIL, K7ZAH
Th5.

FEEE, JAK1/2 BHEANC & 2 @8 CIRIEEERNC LA LT
Wz A b A IRl x5 23, JAK2 B#IRIGPHEAIT
WEIEET A N A4 Y OEER SN h -7z WG
2dH 0, MPN 2B WT JAK2 DML IR, 4 b
AV DOREELER WIS LT nifgEtt e & 5.

AWfFECiE, MPN OZBIR JAK2V617F & R4 fE,
FERIER DG EIZ L S THA VA4 Y, rEHA VT

|

T 7 ANDIENH B0 E»ERETT 572912, PV, ET
BEENR L LT, MIETOYA VHA Y, rEHIA VA
BERZHEE U, JAK2V617F 28 SES M, Rt pilig 4 12
BIBAYA VAV, rEHIALA VDT OT 740 E R
atL 7z,

MR EHE
1. W&

$EIZ 201347 H1HA2 5 2013411 H30 HE To
RIS KB T 3 K57 R 2 BRI S s B I v N B b ok & 22 L
7z, PV 38, ET 23D EF 61HIDEHETH 5. 2
FEHEIZRE W AR 120 U COREIE AR MEREIIENFZE 7 L — 7
DOILHE | 2001 4 WHO 47", 2008 4F WHO 434H” %
vz, RBRFIIIAMEOET %20 IZ8H L 72 1T,
BN &K BEE AR TS, ARFFUI KRBT KRR AR
WHZAESOKRES TS (KEES 2578).

2. Fi&

RREE &K REES %, 107, M8 REL, $RIOK
DOHEMRRER (B, BOE, R, 2 ofhosdm, &
fpmig, AR, M), Al MR, W GRREE
AH, BEERE, NIRE) OBHRAENEL - EROA I

DWTIEHT v 7 — b EITW, 1EREMRZ. —RIEeE
Lol & LTI, FRIBOKERR (LD), #r Y

Le v, BEYI LYY, CKRIEMEE (CRP) %l
L7z, JAR2V617F OZ RO I RIEADE ) 5T
WEEAHOTHE L. Y4 b4y, T VIRES
W $ % 720 OBEMRIKIL 1600xg DL ST, 2057, 4C
THoEEL, 4% —80°C THALRGT L /2.
1) i-densy " IS-5320 IZ & % Quenching Probe % i\ )7z,
Tm f#HHZ & 5 JAK BI5 12 S04
JAK2V617F 2513, BHEEIME W, ZROG M E
{5 1 1 M7 2% 1 i-densy™ 1S-5320 (ARKRAY inc., Kyoto,
Japan) % Fl v Tl % L 7". i-densy |3 Quenching
Probe (QProbe) % )7z Tm f@Miikick > TERDOH
A BT % (QProbe ). JAK2V617F %5 51 M)
7 QProbe # %5t 9 % L RO A, DNAKSA L &
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Table 1 Clinical characteristics and cytokine levels of Polycythemia vera and Essential thrombocythemia patients
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Polycythemia vera

Essential thrombocythemia

Characteristics (n=38) (n=23) p value
Median range Median range
Age 63 32-84 66 26-80 0.333
WBC (X10°/uL) 96 43-336 78 29-237 0.176
Basophil (/uL) 128 0-4624 57 0-192 0.024
Eosinophil (/uL) 249 0-1302 142 0-1040 0.133
Neutrophil (/uL) 6093 272-28560 4911 1711-19197 0.291
Lymphocyte (/uL) 1772 630-4400 1909 576-3619 0.712
Monocyte (/uL) 428 150-4243 359 0-678 0.123
RBC (x10%uL) 5.75 3.62-8.85 3.75 2.56-6.99 <0.001
Hemoglobin (g/dL) 14.3 10.7-21.2 13.3 9.3-15.3 0.001
Hematocrit (%) 46.1 32.6-67.2 39.3 28.7-51.0 <0.001
Reticulocyte (x10%/uL) 7.99 3.93-16.2 5.47 3.52-10.3 0.002
Platelets (X 10/uL) 31.4 6.3-100 56.6 34.7-109 <0.001
LD (IU/L) 259 141-1060 215 160-333 0.274
Total-Bilirubin (mg/dL) 0.7 0.4-1.6 0.65 0.4-1.4 0.804
Direct-Bilirubin (mg/dL) 0.2 0.2-0.5 0.2 0.1-0.4 0.573
CRP (mg/dL) 0.06 0.01-0.89 0.05 0.01-0.21 0.562
. Median Range Median Range
Cytokine (pg/mL) (pg/mL) (pg/mL) (pg/mlL) p value
IL-1B 1.56 0.52-14.1 2.68 0.59-12.4 0.087
IL-1ra 135 26.0-3385 226 59.1-2173 0.051
IL-2 0 0-382 4.47 0-74.1 0.085
1L-4 1.54 0.25-15.4 2.21 0.44-12.7 0.125
IL-5 6.94 1.65-57.0 10.2 2.16-74.2 0.118
IL-6 4.82 1.13-59.2 8.23 2.42-54.9 0.116
IL-7 4.43 0.71-37.7 6.71 1.59-35.3 0.087
IL-8 11.1 2.47-79.5 17.4 3.32-85.4 0.178
IL-9 5.19 0-1185 7.36 0.6-98.3 0.102
IL-10 8.01 0.5-142 17.0 0.23-102 0.059
IL-12 16.5 1.45-1771 28.4 5.64-296 0.032
IL-13 6.25 0.70-39.6 6.61 2.74-25.1 0.503
IL-15 0 0-105 0 0-12.9 0.736
1L-17 22.3 0-3240 68.6 0-621 0.014
Eotaxin 0.75 0-717 14.8 0-154 0.147
FGF basic 39.8 0-1639 63.4 17.3-232 0.004
G-CSF 55.1 3.02-617 75.9 9.87-312 0.209
GM-CSF 22.1 0-1166 26.2 0-497 0.552
IFN-y 71.5 10.2-713 84.2 34.5-681 0.051
1P-10 265 77.2-1469 215 89.2-1728 0.122
MCP-1 14.9 0-80.5 26.5 0-87.4 0.025
MIP-1a 3.21 0.97-200 5.55 1.07-19.5 0.015
PDGF-bb 406 80.2-2280 593 76.5-2719 0.019
MIP-18 38.8 14.7-196 36.0 12.4-77.0 0.988
TNF-o 36.2 6.34-786 63.4 10-389 0.045
VEGF 14.3 0-808 27.3 3.9-91.9 0.061

WBC, white blood cells; RBC, red blood cells; LD, lactate dehydrogenase; CRP, C-reactive protein; IL, interleukin; FGF, fibroblast growth
factor; G-CSF, granulocyte-colony stimulating factor; GM-CSF, granulocyte macrophage colony-stimulating factor; IFN, interferon; IP-
10, interferon gamma-induced protein 10; MCP-1, monocyte chemoattractant protein-1; MIP, macrophage inflammatory protein; PDGF,
platelet derived growth factor; TNF-o, tumor necrosis factor; and VEGF, vascular endothelial growth factor.
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Table 2 Clinical manifestations in patients with PV and ET

abdominal

itching skin rash headache other pain distention weakness splenomegaly
PV (n=38) 7 2 4 2 4 4
ET (n=22) 5 2 2 1 1
PV, polycythemia vera; and ET, essential thrombocythemia.
Table 3 Comparison of plasma cytokine levels in symptomatic and asymptomatic patients
symptomatic patients asymptomatic patients
. (n=23) (n=37)

Cytokine . . p value

Median Range Median Range

(pg/mL) (pg/mL) (pg/mL) (pg/mL)
1L-5 10.3 2.85-74.2 6.64 1.65-57.0 0.047
1L-7 5.87 1.93-35.3 4.2 0.71-37.7 0.072
G-CSF 67.6 11.4-312 51.5 3.02-617 0.090
1P-10 274 129-1448 232 77.2-1728 0.069
MIP-1B 43.6 15.0-77.0 31.6 12.4-196.3 0.072
TNF-o 52.2 9.03-340 334 6.34-786 0.099

IL, interleukin; G-CSF, granulocyte-colony stimulating factor; IP-10, interferon gamma-induced protein 10; MIP, macrophage

inflammatory protein; and TNF-o, tumor necrosis factor.

D Tm 2K T3 %720, HOUBH S 2 iRE D% F|
HUTEROA AR L 72
2) YA L HAY, FEHA VIREOHE

Bio-Rad #1:? Bio-PlexPro™ Assays % F\>C 27 fHD
A4 b4y, yEHIA VY (IL-1B, IL-1ra, IL-2, IL-4,
IL-5, IL-6, IL-7, IL-8, IL-9, IL-10, IL-12 (p70), IL-
13, IL-15, IL-17, TNF-a, G-CSF, GM-CSF, IFN-y,
MIP-1o, MIP-1B, IP-10, Eotaxin, RANTES, MCP-1,
VEGF, FGF basic, PDGF-bb] Z#lsE L 7=". —80CT
WASIRATE S 72 BHIMAE A 31200x g D=0 )7, 10 47, 4C
ThHEEEfTY, BiEEY Y TL e Lz Y 7L %E Sample
Diluent T4 {5 % R L, 50 puL ¢ 2 duplicate T 96 7 7
L— FANAN, 2 IA—WPUARSHE — 2% 50 uL 3201
Z, BET60 HHIRE <72 &2 o L EIREH%, B
Mtk (x5 7 Nudifk) %25 L9 2MA, &5
1230 kg S ¥, WRICKE T ZVIZA LT P TEY
V-743x) A VEWHEES0 UL $OMA, X TFT
10 Zr R & &, 3 MIPEE L 721412 Assay Buffer % 125
uL A, Bio-Plex vt —Y v —Y 7 b7 =7 ver6.2 T
I EAT 5 72", Z8HREKIE TNF-0, IL-2, FGF basic
M 16.2%-17.4%, 1IL-6, L-8, IL-9, IL-15, GM-CSF,
MCP-1, VEGF » 11%-14.5%, & DOftid4=T 10% A T
55"
3. #&t

Btz 9 X Chfid (median) TmRL7z. BET0 7 7
AN, ¥4 b AV, FEHIAVEED 2K TIE

Mann-Whitney test & 7z, #EalZ MM E 121X SPSS
ver.22.0.0.0 Z FH vy, Wifll#E T p<0.05 2 HEAKUELE L
7z.

=
1. PV & ET DL

AR ARG TE 261 HlOEED S B, 38 K4 PV, 23
B2 ET T& - 7= (Table 1). PE%1% PV T 5 M 23 i
(61%), “ME15%1 (39%), ET THMESHI (35%), =ik
1545 (65%) Td - 7=, FHpdhJfiiis PV T 63 %, ET
T66 K EFHEHE I AN 572, Wl TAHMERE, LD, #
LUy, BEEY VLYY, CRPICAEXEI L, -7
A, FEEIRER, ARIERE, ~NErUuE Y, A b v b,
HERARMEREE PV CHREIZE L, VML ET THE
2D o 72, BREREU 35 CIURE O REHE A & 5 1
PV T 1% (MfiZgke), ET T2 (& &1 2 mhifyRkEs)
Tdh o7z, WIMOMEED S 5 EFHIE PV T 26 GHLEH
I, S, ET C261 GHbE i, &) <d -
72, WTFREBMTH - 72, WiREE TR, K, U
i, T OO, SIS, RS EERE, IE O
CHBERERO &h > 72 (ZhZhp=0.432, 0.582,
0.871, 0.114, 0.432, 0.348, 0.432) (Table 2).

PV & ET @ 2 #£i2% 2T, Bio-Rad #:? Bio-PlexPro™
Assays ZHWT 27 FHOY 4 b A4 v, FEIA VE
B 72 MEBEE A G DI 0 & LT L, RANTES
13 61 Bilrb 55 5 (90.2%) THIEIEELL E &k 572728,

S



HPED MAE & ARV MRS IINE R 12 510 2 il A Mg A 74 ¥ 7 a7 7 A LOMHE

Table 4 Clinical characteristics and cytokine levels according to JAK2 mutation status
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JAK2 mutation positive

JAK?2 mutation negative

Characteristics (n=38) (n=23) p value
Median range Median range
Age 66 37-84 59 26-80 0.059
WBC (X10°/uL) 100 43-336 72 29-125 0.002
Neutrophil (/uL) 7699 2150-28560 3739 272-9125 <0.001
Lympheyte (/uL) 1859 576-3619 1788 744-4400 0.55
RBC (x10"/uL) 456 256-787 522 306-885 0.771
Hemoglobin (g/dL) 13.6 10.5-18.3 14.6 9.3-21.2 0.447
Platelets (X 10/uL) 48.1 12.6-109.6 35.7 6.3-108.5 0.057
. Median Range Median Range
ke 1
Cytokine (pg/mL) (pg/mL) (pg/mL) (pg/mL) pvalue
IP-10 274 77.2-1728 202 129-530 0.017
TNF-o 41.2 6.34-786 30.4 9.03-340 0.084
VEGF 23.9 3.9-808 10.5 0-91.9 0.063

JAK2, Janus kinase 2; WBC, white blood cells; RBC, red blood cells; IP-10, interferon gamma-induced protein 10; TNF-o, tumor necrosis

factor; and VEGF, vascular endothelial growth factor.

SRR SR L7 (Table1). Z DR, 7 ODH 4
b4 v (IL-12, IL17, FGF basic, MCP-1, MIP-1q,
PDGF-bb, TNF-0) THEXEM R XH, WFhdg ET T
Bz /mU7z. %72, IL-lra, IL-2, IL-7, IL-10, IFN-y
B LY, VEGF O 6 DIFARETiEA WA, ET TEv b
BALN (ZhZh, p=0.051, 0.085, 0.087, 0.059,
0.051, 0.061).

PV & K O'ET OE#H TR, BE, W, Zoflio
o, NETBIZ NI, SBERIE, WEOWTh » %655
BE (FIERE) cnTha A LAanES (BEREE) 12
B394 A4 LR E]IKL7 (Table 3). ET &
F23WD> B 1 HOART Vi — b RAETH 72 ZD
W ABERETCILS OV RALREBIZE» -7 (10.3
pg/mL vs 6.64 pg/mL, p=0.047). % 7z, IL-7, G-CSF,
IP-10, MIP-1B, TNF-o i3 A GEIREE TR0 X0 @ il i & R
L7,

2. JAKRZEDHEICLBHEK

JAK2V617F Z RO IZ PV T 63.2% (24 ), ET
T60.8% (14#) TH -7 (Table4). 2K TiZ JAK2V
617F ZZp5ME A 38 fiil, Batkst 23 flTd b, b yufl
FZENZFN, 665K, 59 K& JAK2V61TF ZZGMRETR
REWEF 2 A S Nz (p=0.059). F 7z, JAK2V617F
ZRGERE CIZAMERBD A REICE <, FRCh IR &
2 o7 (p<0.001). H A b A A Y DOFEFRIZ JAK2V61TF
ZEREG VR T IP-10 AEREIZE L (274 pg/mL vs 202 pg/
mL, p=0.017), TNF-a ¥ & U VEGF T & &\ M| 25 A
b7z (ZhZFh, 41.2 pg/mL vs 30.46 pg/mL, p=0.084,
23.9 pg/mL vs 10.5 pg/mL, p=0.063).

3. M#FEY X7 ICK B

MEFED ) 2212k B94 P H4 v TaT 74 LDz
EREL 72 MARREDREFIZBI L TR R & L7 61
Bh 3B L ALY, WEBIXKEETH > 72720, Fihp
60 2L B> JAK2V617F 48 251 T b % B % el
D high risk, WIFNEFEHU LAY, Fidvdhhr—F
DAIZFENT 5 BE & MEAED low risk & U T 2 #FLH0HR
%17 > 7-. high risk, low risk 123442 EH T2 Th
274, 34 4T, b IEIZ Z N ZE N 695K, 54K ThH -
7z (Table 5). 2 FfMICTHIMERE, ARMERE, 1i/REC
FREZZIAONE N -7z, R26HHEDOY A4 b A4V,
FyEHNA VDD B, IL-1B, IL-1ra, IL-2, IL-4, IL-5,
IL-6, IL-7, IL-8, IL-9, IL-10, IL-12, G-CSF, IFN-y,
IP-10, MIP-la, TNF-0, VEGF @ 17 HHH THIEZEN A
5N, Wihd high risk FEAEMEZRL 7. £/, FGF
basic, MIP-1B I3 AR Cldah - 7248, R D high risk
TRV 2R L 7.

% =

K TPVEETDOHA N A4 Y, rEHhA4 VT
TrANERKLEEZ A, ET TPVIZHNRT, ¥4 b
HA YV, FEHA VLN (IL-12, IL17, FGF basic,
MCP-1, MIP-la, PDGF-bb, TNF-0) %4 & (2 &l %
ARLTWz, ZDZ EiF, MPN B 3%ANZH A b A4
Y, FEHIAVTET s ANDENLREELTWBEZ EE
NET 3. 72, MKBIEDY Z212&394 v 40T
T 7 ANDFEREMRE L, DY) 27 HEWGEET IL-1,
IL-1ra, IL-2, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-
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Table 5 Clinical characteristics and cytokine levels according to risk of thrombosis

High risk Low risk
Characteristics (n=27) (n=34) p value
Median range Median range
Age 69 60-84 54 26-80 <0.001
WBC (X10°/uL) 101 46-336 81.5 29-289 0.098
Neutrophil (/uL) 8085 2654-28560 5594 1711-24276 0.087
Lympheyte (/uL) 1716 576-3619 1824 744-2730 0.673
RBC (x10"/uL) 420 324-784 418 256-787 0.366
Hemoglobin (g/dL) 13.6 11.2-17.7 13.4 9.3-18.3 0.236
Platelets (x10"*/uL) 494 16.1-110 48.2 12.6-109 0.796
. Median Range Median Range
Cytoline (pg/mL) (pg/mL (pg/mL) (pgmL p value
IL-1B 2.26 0.71-14.19 1.33 0.52-12.4 0.007
IL-1ra 229 49-3385 123 26.0-2174 0.004
IL-2 6.02 0-382 0 0-74.1 0.004
114 2.34 0.47-15.5 1.46 0.25-12.8 0.017
IL-5 11.1 3.09-57.1 6.77 1.65-74.3 0.014
IL-6 8.2 2.42-59.3 4.18 1.13-54.9 0.003
IL-7 6.39 1.23-37.7 3.82 0.71-33.4 0.002
IL-8 15.5 3.60-85.4 9.14 2.47-84.3 0.009
IL-9 9.31 0.36-209 5.38 0-1186 0.034
IL-10 13.8 2.40-143 6.61 0.23-102 0.017
IL-12 26.0 5.29-1771 16.5 1.45-212 0.021
FGF basic 67.1 12.4-1640 44.5 0-257 0.059
G-CSF 77.9 16.0-618 48.9 3.02-288 0.013
IFN-y 101 28.2-713 72.2 10.2-681 0.041
IP-10 354 147-1729 201 77.3-530 <0.001
MIP-1a 5.12 1.59-201 3.05 0.97-19.5 0.004
MIP-1B 39.3 15.1-196 32.6 12.4-57.6 0.076
TNF-o 56.8 13.0-787 30.8 6.34-340 0.004
VEGF 27.0 3.90-809 10.6 6.34-340 0.003

WBC, white blood cells; RBC, red blood cells; IL, interleukin; FGF, fibroblast growth factor; G-CSF, granulocyte-colony stimulating
factor; IFN, interferon; IP-10, interferon gamma-induced protein 10; MIP, macrophage inflammatory protein; TNF-a, tumor necrosis

factor; and VEGF, vascular endothelial growth factor.
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Abstract

[Objective] Autism spectrum disorder (ASD) is a group of neurodevelopment disorders characterized by social
communication difficulties, localized repetitive behaviors, and sensory abnormalities. Somatic symptoms, which possibly
result from psychological stress, are quite common in childhood and adolescence. However, somatic symptoms in children
with ASD have not been studied and are largely unknown. This study aimed to clarify the prevalence of somatic
symptoms, the background psychopathology, and their association, in children with ASD.

[Subjects and Methods] The subjects comprised 85 children with ASD (ASD group) and 74 children without ASD
(non-ASD group). Somatic symptoms possibly resulting from psychological stress, including headache, vomiting,
dizziness, hearing loss, symptoms of the limbs, and palpitations were investigated. In addition, the comorbid rate of
mood disorders or anxiety disorders and the Child Behavior Checklist (CBCL) scale scores were compared between the
two groups. Logistic regression analysis was performed with somatic symptoms as the dependent variable and with ASD,
age, sex, absence of a parent, CBCL scale score, mood disorders, and anxiety disorders as independent variables.

[Results] The proportion of children in the ASD group with at least one somatic symptom was 55.3%, which was
significantly lower than the 81.1% observed in the non-ASD group. The prevalence of somatic symptoms were
significantly lower in the ASD group than in the non-ASD group. In a multivariable logistic regression analysis, ASD
[odds ratio (OR): 0.40], CBCL externalizing scale (OR: 0.34), absence of a parent (OR: 0.44), age (OR: 1.25), and mood
disorders (OR: 4.82) were associated with somatic symptoms.

[Conclusions] The present study showed that children of school-going age with ASD have fewer somatic symptoms
than their non-ASD counterparts. Children with ASD may have more severe background psychopathology, even if their
somatic symptoms are not noticeable. Therefore, careful psychiatric assessment should be performed in these children,

including the evaluation of comorbid mood or anxiety disorders.
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e,

RORLEE, SORHEONZHE$ 5 72912, /I
BLOEFEORMREOBR AL K OWEDO Y Y — | &§F
il 3 % 4 3G (L i 2 O Kiddie-Schedule for Affective
Disorders and Schizophrenia Present and Lifetime
Version (K-SADS-PL)" O HAGER % Hv 7.

WDBWi %5 6 CIZHRIEROFHHIZDWTIE, KAL)
O LS 5D, BRI OWTEEL#10, #
el iz DGR & & L& Bl & BRI E 72138 T
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PRIEA G EMTHKR SN 2F -3 H A3 —
T4 YT ETW, EIROGMEEFHE L 72,

VLONEARER A BT 35 72812 Child Behavior Checklist
(CBCL)™ %\ 7=, CBCL &, #AiCAd 5 HMHET,

Table 1 Characteristics and CBCL scores of the children

PRl LU CRE(b X h Tl D, 118 DEMIEH & #
EZAMEEL 1HE» SR SN TnA. 118 DIHB X[ &
KbTEE3] [pTIFE2] [HTIE LA O 3RS
T, [&L<HpTiFFEs] 225, [dTUIE2] 215, [
TRESBV] & 0TaMlid 5. Zh b O RUIEE(L
EN7z7u7 4 —LRIZTay b §5E THRUCHRE S
N3, ZThoOBEMIC KDl S S REREEREIZ, [0
220, [BRWERAL AL /P15 2], [+E2MEOR
B, EEZoME], [FEOME], [JETirE], [Hg
WirBy] O 8 D05, X512 [0EZ 0], [&
WHIERZ L, (AR /P52 2553 NARE, [FEITH
TE] & [BENTE] 6 & 35 RE RN H 5.
3. ket

AT M 1213 Statistical Package for the Social
Sciences version 20.0J for windows (SPSS Japan, % 57)
ROz 2RI OWT, TXAER TR Y BE
% 7213 Fisher O IEMERE 2 V72, AT, IER
%58 % 70 5 72 728, Mann-Whitney @ U #7E % H
7z.

ASD & BRIEIRDBE A 6 223 5 72012, GIKE
ROF WA GEIBEL, ASD BMOAME M ZRE T 5
UV AT 4y et a it -7z oM E L
T, Fim, MEld X OCHSRFIRIE W3 5 ol O AR TE
OB RETITMA T, [obEON AR, NEEON
FHE, CBCLONMRE L X UM REM S % #IRL

2

Total subjects

ASD Non-ASD

n=159 n=85 n=74 x70 P
Age (years: mean (SD)) 12.1(2.4) 11.7 (2.5) 12.6 (2.3) 2480.5" 0.022*
Male/Female (n (%)) 66 (41.5)/93 (58.5) 48 (56.5)/37 (43.5) 18 (24.3)/56 (75.7) 16.838" 0.000*
Absence of a parent (n (%)) 62 (39.0) 27 (36.5) 35 (41.2) 0.366" 0.545
CBCL, mean (SD)
Total 67.0 (10.2) 68.9 (9.2) 64.8 (10.9) 2388.5" 0.009*
Internalizing 68.5(9.8) 69.3 (9.0) 67.5 (10.6) 2723 0.145
Externalizing 62.4 (12.2) 63.9 (11.9) 60.8 (12.5) 2637.5" 0.079
Withdrawn 66.1(10.1) 67.9 (9.7) 64.1(10.3) 2452 0.016*
Somatic Complaints 64.1 (10.0) 63.9 (10.5) 64.3 (9.5) 3059.5" 0.767
Anxious/Depressed 67.5(10.5) 67.8(9.1) 67.2 (11.9) 2901.5" 0.4
Social Problems 60.0 (9.2) 63.8 (9.4) 55.6 (6.8) 1511° <0.001*
Thought Problems 63.7 (11.9) 65.3 (11.7) 61.8 (12.0) 2640.5" 0.074
Attention Problems 61.9(9.3) 64.6 (8.6) 58.7(9.1) 1869.5° <0.001°*
Delinquent Behaviour 60.6 (10.1) 61.9 (9.6) 59.0 (10.6) 2534 0.032*
Aggressive Behaviour 62.1(10.4) 63.5 (10.6) 60.6 (10.0) 2658" 0.079
Diagnosis (n (%))
Any mood disorder 39 (24.5) 18 (21.2) 21 (28.4) 1.108° 0.292
Any anxiety disorder 51(32.1) 27 (31.8) 24 (32.4) 0.008" 0.928

“x’ test; and "Mann-Whitney U-test. CBCL, Child Behavior Checklist; and ASD, autism spectrum disorder.
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Table 2 Somatic symptoms of the children

Total subjects ASD Non-ASD ) x* (p) or Fisher's
n=159 n=285 n="74 x exact test (p)
Any somatic symptoms (n (%)) 107 (67.3) 47 (55.3) 60 (81.1) 11.953 <0.001°*
Fatigue (n (%)) 62 (39.0) 28(32.9) 34 (45.9) 2.812 0.094
Headache (n (%)) 54 (34.0) 22(25.9) 32(43.2) 5.316 0.021%*
Abdominal pain(n (%)) 44 (27.7) 25(29.4) 19 (25.7) 0.276 0.599
Vomitting (n (%)) 38 (23.9) 14 (16.5) 24 (32.4) 5.542 0.019*
Dizziness (n (%)) 29 (18.2) 9(10.6) 20 (27.0) 7.169 0.007*
Dyspnea (n (%)) 27 (17.0) 11 (12.9) 16 (21.6) 2.114 0.146
Hearingloss (n (%)) 19 (11.9) 6(7.1) 13 (17.6) 4.152 0.042*
Limbs symptoms (n (%)) 17 (10.7) 2(2.4) 15 (20.3) 13.3 <0.001°*
Palpitation(n (%)) 16 (10.1) 4(4.7) 12 (16.2) 5.791 0.016*
Others pain (n (%)) 6(3.8) 2(2.4) 4(5.4) 0.278"
‘Fisher’s exact test; and multiple answers allowed. ASD, autism spectrum disorder.
Table 3 Characteristics and CBCL scores of the children with ASD
Total subjects Somatic symptoms Non-somatic symptom 2
n=85 n=47 n=38 x/v P
Age (years: mean (SD)) 11.7 (2.5) 12.6 (2.2) 10.6 (2.4) 467.5° <0.001°*
Male/Female (n (%)) 48 (56.5)/37 (43.5) 27 (57.4)/20 (42.6) 21 (55.3)/17 (44.7) 0.041° 0.84
Absence of a parent (n (%)) 27 (36.5) 16 (34.0) 19 (50) 2.209° 0.137
CBCL, mean (SD)
Total 68.9 (9.2) 69.0 (9.6) 68.9 (8.8) 832.5 0.592
Internalizing 69.3 (9.0) 70.9 (8.5) 67.3(9.2) 724" 0.135
Externalizing 63.9 (11.9) 62.0 (12.0) 66.3 (11.4) 671° 0.049*
Withdrawn 67.9 (9.7) 68.3(9.1) 67.3(10.4) 786" 0.342
Somatic Complaints 63.9 (10.5) 68.8 (9.8) 57.8(7.8) 350 <0.001*
Anxious/Depressed 67.8(9.1) 68.2 (9.0) 67.2(9.2) 860" 0.77
Socail Problems 63.8 (9.4) 63.3(9.6) 64.4 (9.2) 837.5° 0.621
Thought Problems 65.3 (11.7) 66.4 (12.3) 64.0 (11.0) 809.5" 0.453
Attention Problems 64.6 (8.6) 62.5 (9.0) 67.3(7.4) 568" 0.04*
Delinquent Behaviour 61.9 (9.6) 60.6 (9.5) 63.6 (9.5) 729 0.145
Aggressive Behaviour 63.5 (10.6) 61.9 (11.1) 65.5(9.8) 664.5° 0.043*
Diagnosis (n (%))
Any mood disorder 18 (21.2) 15 (31.9) 3(7.9 7.263° 0.007*
Any anxiety disorder 27 (31.8) 17 (36.2) 10 (26.3) 0.941° 0.332

“x’ test; and "Mann-Whitney U-test. CBCL, Child Behavior Checklist; and ASD, autism spectrum disorder.
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Table 4 Characteristics and CBCL scores of the children with non-ASD

Total subjects

Somatic symptoms Non-somatic symptom

n="74 n=60 n=14 x70 P
Age (years: mean (SD)) 12.6 (2.3) 12.8 (2.1) 11.5(2.9) 308.5° 0.124
Male/Female (n (%)) 18 (24.3)/56 (75.7) 12 (20)/48 (80) 6 (42.9)/8 (57.1) 3.222° 0.073
Absence of a parent (n (%)) 35(41.2) 21 (35) 6(42.9) 0.302° 0.582
CBCL, mean (SD)
Total 64.8 (10.9) 65.7 (10.8) 60.9 (10.7) 318.5" 0.161
Internalizing 67.5 (10.6) 69.0 (10.7) 60.6 (7.2) 224.5° 0.007*
Externalizing 60.8 (12.5) 60.5 (12.2) 61.8 (14.2) 410° 0.89
Withdrawn 64.1(10.3) 65.4 (10.8) 58.9(5.2) 268.5" 0.036*
Somatic Complaints 64.3 (9.5) 65.8 (9.4) 57.9 (6.9) 216 0.005*
Anxious/Depressed 67.2 (11.9) 68.7 (12.3) 60.8 (7.8) 259" 0.026*
Socail Problems 55.6 (6.8) 56.0 (11.5) 54.2 (6.2) 350.5" 0.322
Thought Problems 61.8 (12.0) 62.4 (12.1) 59.3 (11.5) 363" 0.411
Attention Problems 58.7(9.1) 59.1(9.7) 57.1(5.8) 414° 0.933
Delinquent Behaviour 59.0 (10.6) 58.4(9.9) 61.7 (13.3) 350.5° 0.319
Aggressive Behaviour 60.6 (10.0) 60.5 (9.6) 60.8 (11.9) 405 0.835
Diagnosis (n (%))
Any mood disorder 21 (28.4) 20 (33.3) 1(7.1) 3.831° 0.044*
Any anxiety disorder 24 (32.4) 22 (36.7) 2(14.3) 2.595° 0.094

v’ test; and "Mann-Whitney U-test. CBCL, Child Behavior Checklist; and ASD, autism spectrum disorder.

Table 5 Multiple logistic regression analysis for somatic symptoms

Variable OR 95% CI P
Autism spectrum disorder 0.40 0.17-0.93 0.033*
Age 1.25 1.07-1.45 0.005*
Sex, Male 1.12 0.50-2.52 0.784
Absence of a parent 0.44 0.19-0.98 0.045*
Any mood disorder 4.82 1.28-18.10 0.020*
Any anxiety disorder 0.91 0.40-2.10 0.830
T scores of CBCL

Internalizing 1.90 0.75-4.79 0.176

Externalizing 0.34 0.14-0.84 0.019*

OR, odds ratio; CI, confidence interval; and CBCL, Child Behavior Checklist.
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Familial Short Stature is Associated with Hereditary Multiple Osteochondromas

Natsuko Kodama, Satsuki Nishigaki, Takashi Hamazaki, Haruo Shintaku

(Department of Pediatrics, Osaka City University Graduate School of Medicine)

Abstract

A 5-year-old boy was referred to our hospital from public health service due to progressive short stature noticed at their
three-years-old check-up. Perinatal history was unremarkable. At two years of age, he received chondrectomy of the left
fourth digit. Based on his father’s height (162 cm) and his mother’s height (147 cm), his target height was estimated as
163 cm (—1.4 SD). On examination at our hospital, height was 100.5 ¢cm (—2.2 SD) and obesity was 8.3%. No
characteristic facial feature nor cardiac murmur was recognized, no joint stiffness nor pain was detected, and laboratory
tests showed normal thyroid function and normal IGF-1 levels (94 ng/mL). Left hand-wrist radiograph for bone age
revealed multiple osteochondromas. Additional osteochondromas were found in the scapula and distal radial bone
thorough physical examination. Family interviewing revealed that his mother’s uncle and grandmother also had similar
osteochondromas. We diagnosed him as hereditary multiple osteochondromas (HMO) by detecting a ¢.992C >A (p.A331D)
mutation in exon2 of EXT1. Since patients with HMO will be referred to pediatricians due to short stature as a chief
complain, pediatric physicians need to be aware of this disease as a differential diagnosis for short stature. A detailed
family history and physical inspection are essential for early diagnosis of this disease, and if diagnosed, genetic counseling

is also important for the family.

z #

57 » HRWA 3EIMEZ CRGEA M, WHL AW YUEIZZ L2 B - BERcmgs L. B
BEE LT 2IFICE 4 OB UM 223 Tz ROGE162 cm, HOHE 147 cm, HIES K 163 cm (—1.4
SD) TH 7. I, &K 100.5 cm (—2.2 SD), AR 8.3%, FFBEAR LM Z& <, BIEiTIkHIRR, A
iz U, MR THURIREEE L%, IGF-1 94 ng/mL Td - 7z, BEMsNIEH N TR L 2 FHML v 7 Vit T
MEENRLHL T, BSEBET S L, BTPEREEEMICHER, SEMAMIIL 72, FIRETR, BRI, B
HHBHZFRRICIREIED & D, AN & BHIDWT EXT1 857D Exon 2 (12 ¢.992C >A (p.A331D) 25 % [AlE L 72728,
BIEML R TWEIEE 5 A 72, BEMNL BERFIEO/NLFITE, KEEETRE U ONIRIERM2 YRR T 5 Z
Eb D D720, MEREOENEEDO—DE L TRIAIZEL L& 812, il RIEREIRE 2 B8NEETH 5.

Key Word: Hereditary multiple osteochondromas, Short stature, EXT1, Growth hormone, E{ZM:% FEME kG IE,
K& &E, EXTIEET, KRALEY

I55: HMO; hereditary multiple osteochondromas, FGF; fibroblast growth factors, BMP; bone morphogenic

protein
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Fig.1 Growth chart of this patient. &, Three-years-old check-up; &, The age of 5 years and 7 months.

Bl
WAL T EIEE (DL T HMO; hereditary multiple
osteochondromas) 3% RV ECE TEOHE # R & 4 5
WA B AR T, BT 1/50000 HAEFEE TdH
2 RIS T & LT 90% ML EDSERIT EXTT & L <
FEXT2 I~ T aZBAEE X h 5%, #es IR 2K
Rk OB 2 DA T £ s i K2 g <
PRI XAREIR R BT Bk IR 2 & 28BS 5 580135 R)
OIBR AT A BB & 75 20 IR I KER 3 0 BT H B 7,
AEYET 0.5%-5% FEIE I B L 5 L MG 2 hTnd™,
BEOKGEAZRETIIL3MOoNTEHD, FFlCEXTI
W TIZERE A 2 IEMTIE EXT2 ORERI & D & @i
LI h s,
], A IMEGREE FIRICREE L 72 5k BIR A R
&l, EXTI DI Aty 2%REHF 2 HMO O 1 4%
RERL =D CTHET 5.

il

iE B
BF5KT 0 H, B

i (KB E.

WEREIRE : 2 W R (/058 4 Rk IR DI BRI LA I3 As a0 4
REZEhL. EWFEE

SR I : (e 39 8, (A 2758g, S4% 46.7 cm, BELT
PRI st IRFEZA L.

KIEWE: 5162 em (Al#E), BE147 em, HEES K 163
cm (—1.4 SD)

Bkt 3 NidZ KRG RER/M I N/, BEERED
HETTFSIIRBLTEY, TOBRKELENEZD, 5
7 ICYRIRZE (REHhER: Fig. 1).

Wil 55 100.5 cm (—2.2 SD), A5 16.9 kg (—0.6
SD), Mk 8.3%, FERES AL, OMEE AL, SR
U, WEEMEA L, REa L. FHEE: E& S M
P-1, FEHAM 2 mL, mIREZEN I .
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Fig.2 Left hand radiograph of this patient showing multiple osteochondroma.

WBREDFIG: —2 SDRiTE THR L Tk b, FERE
DEEMOMBET R NEHW Lz, 22 )=V 7DD
DRI E, BEMUTED - O FHML v b7 v & ik
LrgL L7,

MR AE 5, — M b Peic % & L. TSH 2.63
uIU/mL, fT4 1.31 ng/dL, IGF-1 94 ng/mL (¢E#hPER o
+2 SD fifi: 44-193).

KETHFEL O V7 v igEDO 2% & RD 7z (Fig. 2).

ZOBRORM: KE AT 5 L g EN, LETE
12D B A T U 72 B 2 SRR & TEELS 5 &
R, REAAUR 2 44, REAHRHCRIBICIREIEOREEA & -
7z B 2 SHIIIIER L 22 L)k L, SRR BT ER T 48
fifT X T (FRM: Fig. 3). Wike, #ZER» 5
HMO &% %, REEZTORTEME & Shb EXTI #E
ZT DM %47 > 7= (Table 1). A ADKRIA 5 DNA
iU, EXTI {5704 Exon fEHIKIZH LA 4 L2 b

V=XV AYEEITHo2E Z A, Exon2 IZ¢.992C >A
(p.A331D) ZHA~T O Tid® (Fig. 4), PHIERUZE
BARDT-, TOIALY AERIZHMO & LTHRT
B0, KEGORKREREZZ 72", DIk, RKERE - HE
JEIR - (R TZE R, 5 HMO & 2 U 7=, B a8
BV, MREA2RD T, ZOBRE TR A A
LEzoN:. BIEHY R VL LT, KEEBOIRE
FITHNE100%, LM 96% THAGHREEEZFEE &
5200, KROBELEINI2 THEZE, ARDT
R BERIIN 12 TH B Z L EFHM LY. KEHD
BERAEIZDWT, BERFERIL T IGF-1 234 fif M 1 i v il
ELTIEHHHTH D, T ZRFOREEK T %RD 50
Z&, JERBEDOREEGRETH LI 16, KEFOK
HEOFIIIEE R E Y FWAETIE AL, HMO K
BHEIC X 28D EE AL, REFRILE VoW E el L Ik
HT, RELAFOBRBIE TS 2L L L BERRN, %
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Fig. 3 Pedigree of the family. Bold symbols are patients with multiple osteochondromas. Genetic
analysis was performed in the proband (arrow) and his mother.

Table 1 Primers used in EXT1 gene analysis

Exon Forward sequence Reverse sequence
1-first half AAAGGCATCCAGAGAAGGTG TGGAGACTCTGCACTTTGGA
1-latter half AGGGCTCCAGGTTCTACACC CTCAGTTCCAGGCTCAAAGG
2 ACCCAACCTCCTTCCTCAAA CAGATCCTCAAGGGAAACCA
3 TCAAAAATGCCAGTCATTGAG CTGGGGAGATTTTGTTGGAA
4 AAGAATAAAAGCCTAACCCAGTTG CACACATCCCTAATAGCAAAACA
5 TTTCGAATTTGGATTGAGCA TTCCATTTTGCAATGCTCTG
6 ACATTTGCTCCAGCATGAGG CGGGGGATAACAGGTAAGGA
7 TGCTGAGATTTCCAGCTCCT CTAGGGCCAAGACCCAAAGT
8 AGGTGAGGATGGGAGAATTG CAAGGCACGGCTAAAAGAAG
9 AGTCCCCGGATTTTGCATTA GCAAAACTTAAGCGGGGATA
10 GGGATTCAAAGAATGGGTATG CTGGGTGGAACAGCTAGAGG
11 GCTCATTTGCCTGACTCCAT CAATCTGGCTCTGCTGATGA

G c A C C

A A T G N
i ! Al
: i EII f \‘ ‘f
A f A III L f'll/ EHA/\‘:H \

AWANRNAN
|I J |I
}/\f J L; i

1)

c.992C>A p.A331D

Fig. 4 Sequence analysis of the EXTI gene. Chromatograms show the heterozygous missense
variant (¢.992C >A, p.A331D) of the EXT'1 gene in the proband and his mother.

N PHRIERIFTH 24, HEEORAEIC X D MRE

% %=

IRRPHEZENHBIL S 22 &, MiTd 5 »EMLorae: HMO F LA 2 5 M5 & iE (multiple exostosis) &
S H B0, FRRERIBIRE R /A2 2 & REE 2 SR i T ERER—T, REBETFHITEXTT
L7238 IZ22 T 2B D D Z L a(ni, El exostosis IZHIR L T 5. BORERFELIREEIZX 2
e T 5. IR EREIR, BISTATEIIRHIR 2 E 2 2L, £< 2012 4
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FTCIcBran s, REGIZEOREREEY» SNG4
ELLSRTRMIIE > BlEhY v Vo & F
L, KIERREEORMRORIERIZONT, RS
D FAEIMZEZ OTEMEAL Y 2 2 12 DONTIERIEMT 2 2 &
MTE = NARMEETIZ —2 SD &2 FH 2K G BI2H L
T GH A R S AT E AL E VIREDSTTD
5. L »LHMO TidkEFRILE VIREICK S HEED
BRI A& SN, 2 OMC I3 Siligmd 57, (K5
ROMES, H< FTHRERMEURTRER L WS FBE
T, %<& 28D % FHI5AWS A2, X512 GH A
EEADFT BHERIIRN 20, KRR T VIHERIZE BIE
flizdrneEZzo6n3"Y. KERITEREROME F 1R
EhnZ &, IGFUEAIEHHIATH 2 Z & h 6 REh
JLE VAIAAIEE 212K L, KRG RISO W TSR /T
ALZhro7=.

HMO DJF K815 T & LT EXTI, EXT2 i &h T
B0, EB568 70745 Y EMKT S N8T ViR
DEBAZ BB A i BREE 22— FLTW5"Y. EXT1 &
EXT2 3#E&HR 2K L Tl Z, E550RF0OBETD
AT OERTEEG DT VIRBER LT 5 2 & H
MoNTWBY, A8 VIO A BIZEE L EXTL 28
EXT2 &0 FE AR A S 729, EXTI ZR5EHIOIE >
AERIERIZEE E MG ST, AER S HMO O
HRIEIR 4 & B EXT1 (A TOZREE L72"Y. A
FIORZTRENIZX D12, —HIZHMEDIFE S ik iED
BIEATE L SN TVWEH, ZOMTRIANTH 2. [
— KR, [H—MER, RZRTEIEROM S IRAZEIKE
WIZEBHONTEHED, BED & Z ALEEN & BRSO
Bz s EhTnsY,

EXTBIZTORT7TIVLDA, DFDATOBERIZLD
BWEEN ST 5 A H = X L3R ECBMH I Tk
W, WMAMIICEXTEIZTF#RF 7OV v o279 L7
EXTI" <~ 2 Tl3 HMO DEiF G % & & . AKAEH]
TR A MRET A TEFRETE A b > 7208, EXT #I%
T ONT O %R A FEOMARIZHA U2 iRE i s & SR
7oA & BRI 5 &, RIS~ T a BA MOk
(loss of heterozygosity) MW HEsd TE 72T 2WME L »
2. Fabb e ETC v, Bz R
MAT, WbW3aXH Y Py b & UTHITN s
BEERPECTOIT RIS T 5.

ST VIR T O T A ) VIR RERKREDB®RIZH
SO ZmeMias~ U v 2 2128\, FGF
BMP &\ o 2R FOREN, ZEEZH#ELTHhEZ
EARIEEN T AY, HMO BE TIEA ST VIR
AL, HWITBEGE - WEkD 3 & — VIBERICEH B & FGF %
BMP O 27+ v 7T &, A B IE A
B & HMO Offex 5L %Ex6n3”. %72, b

F HMO BH O HHEIETIE~/ 85 F — XY EANL R
HLTHED, ZHIZXDA~IST VIREEDN & 5120 - WD
$3%. ZO~NSTF — ¥ EHET B LR R X
NBEZEIRENTED, FHOGHELEN & 7 5 TEEVEH
W h 5™,

KERINENG W koW Tk d L VEHRT, dE2
R T A Z T 2B L £, HMO SRANG
FEA <, FICUIRMTOMEIEA & 0 B FHRER OO
I TIEDH BH, AREGHIO & 5 1/ NI EFR TS
T5ZLebB7280, REREEL WS — R TFERICET 2
BAERDO 1 DL LTEHIC S BELR DD L E LT
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TIN—=T DX N—%iE A 5. BAEBEHERRE T O MR
B2 ALGERMDGIT TEE L.
ARHEBREIZOWTIWITT % & & 1, ShFEFE
JRBETOMED L OZOM T, FMGEE, BEOHh ol
DB x5 LEfWHFIZONTIHALZnERNE
7.
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i + 8 X H X &
H B SER30 42 A1 H(CK)
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1. Neural Activity Induced by Visual Food Stimuli Presented
Out of Awareness: A Magnetoencephalography Study
EEBRTORENEBRBICL28BEX DX LICEET
ZREEIDIZE: R ETE

:k%ﬁﬂ%%ﬁﬂ%ﬁv

it %%<Eﬂ?@&@iﬁﬁ
[HW] b roEaraic 3 EEiRoZ BT afEr» EE
EREEZR-TZENER I TS, RIFFETIERRRIC
b 5 MEFROMREX h =X L EME2IZTH 22 HM
L7,
Derse] et 7 530 20 44.
(] Ny 29 —F~v2F v rEaElv, BROEGE
Z OHEGE > SRR L 22 A 2 Wif§ 4 ZiRC LS AWET
PR U7z WHSEERIC & 0 2 U 5 Iehikah @) 2 T X Cal
MWL, HEOETENCEED 2 BMEE & OBIRM: 2 KET L
7z, DEXIOFHINC & D EAAREE B O RN % 17 - 72
[FE] BSEROPRIC X O ARG B O BN % 5280,
Z O H&E OB 5 58I O RS & B OB %
ALz BREGOPIRIZ X > TE U2 THER S L UE
HBIZ B  5 o B ST — OB, 7 h 7 gk
MR B I L OTHE O RIS 2 s8R O R & B L
T\,
[fEm] MeEak T CcoRMmSI 2 MO KB A HE O
FATENC B D B ATREMEAVR S e,

2. Vv ZARBRRBREICL 3FHERILEY Dimethylarsinic
acid DFEH AMOKET
" - P T V| T
i e (G )
[Br] A% e XA Dimethylarsinic acid (DMA) @
FRHEARIETZ 12 & 2 IR DR AMEDOH B L UZ DR
FPAZ DWW TG 2175 7=.
[/7E&] CD-1 v 2 %&HWT, AEIRSE 8 HA 54 18 HIS
200 ppm DMA %##A&ES5 L, Bohz{f~vo 2% 84 M
Wi CHAETEHE L, ZORVPAIZODNTHRE %175
7z, RBABTFIZONWTIE, DMARIGHIEZEIZLDHES
N7 HEVERT AT~ o 2l & F 72,
(G55 HEAF~ 7 ZRFHE, il C A 78 2 s R A A 3 & O
B DR AS, DMA REGREEGE R CA SNz, FH A
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JPZDOWT, AFABEEAROMINZ X% & X b~ H3K9me3
DA LIEMA DMA RIGRBELIF AL,

[f55H] DMA ORRMEIRIEGR I K > THIF~ = 2 12H W T
iRBABL LN AEFEKTEI N EH 5
7o E7m, TOBFICBILTIE, A FLEERIZES L 2
b MBEITREE OB 526 &l 5 7.

3. Heat Shock Protein 72 (3 in vitro (CHE W TIEEDIEE
HFERYISS

s K7 B BB o B

e 0 (o )
[H] HSP72 132 < OIEMTHEAEBL TH D, ZO%E
L AL EHEVLIZAHBI L T3 Z e R I hTng. 2
NETOWRE T, FEEHIF LOMEICX D, Witk s
HSP72 D) & % Jg# (CGHili T E T A WATHEE 2 & 5
% Z T HSP72 KRABEEMINE % FIv T, HSP72 2V 0 H
MALIZBIS- LT\ % 5 % in vitro THRET L 72, & 512l
i > HSP72 % ik 2 ViR 2 1E8 L, 2 Df&HE % MES
L7.
[ef%] b b EEMakk PANC-1.
(5] MR KO 2 b L AR b Y sy T —
B, YU BN M WST 212 THGE L 72 il I 5E 1%
Transwell ¥ & ' Wound healing 7 v ¥ £ 12 THET L 7.
27 204 FIZZRICHEIC TR 8= BB & V8
B2 4y 70y MEICTHEGEL 7-.
[#5R] HSP72 O/RIEIZ & D, Mk, Wk, 27 xo
4 PR S, POEAORZER LA L2 £/
ek o> HSP72 REGEPUARDWRINT K0, Sl T 55 A3 F ]
I,
[#53] in vitro (24T HSP72 IED M ER - TH D,
RISl o> HSP72 I3EMa ORIEIZH 595 Z L A3
N XY a0

4., FRMINEEREDERICLD> FESLUFERFD
EO
" ; v B %R
A (o e k)
[HW] SnsERE & IESmNEIEREO TR E T
[KlFDENZBI L THET T 5.
Debs] bR IR SRR 114 3.
[7ik] 65 Ll L& GEEERE (34 6i), 65 A % JE it
HRE (80 &L, MFMOBRENREPHRAELEL,
TR FIZDONTEE w2175 7.
[F5R] SdaEtt, JEamEoBET R TIE, MO
A (p=0.006) & FHiseEE (p=0.03) ICHEEEZR
W7z W OREFHE (0S) ITAREEZRDT (p=
0.50), MERFAELFHIE S AREERD K> (p=0.11).
L RN OFER, RN 5 OS I2x1 5 PRIAT
&, T (p=0.0006), FE#EWIEIERE (p<0.0001) 72>
7z, El-mmEmERC BT 5 PRI, PS (p=0.02) O
AT, JEREBMEICBT 2 PR T, ETH (p=
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0.0007), fEHEFIEIARE (p=0.0006) T & b Wi IC T #
K1 D3 % G2 7z

[#55m] INBUERE O PHREEEZ HIETICH 720, S
& IEE i TR 2 5 g A B 2s W EMEAVRIR S 7z,

5. JEFILO—ILHERFL (NASH) (Z#E5> EMP1 REHFE
DB FHFF BT

. e (R BE R E B %R R

L <Eﬂ$@ﬁz@ﬁ%ﬁ>
[(H] JE7 oz —if% (NASH) (2f£5 EMP1 58
EELD S TR
[x5] NASH £57)L~v v 2, WAL AET L~
A, BERRR, <o ARSI G, HepG2 il
[73£] 1) mRNA O RBIRIZE &R PCRIZ & - THlE
Eh7z. 2) v EMPl1 BlZFV K- —-TF23IFDL
A — 42 —HiE, Dual-Luciferase Reporter Assay System
(PROMEGA) 2 & - THlE & h .
[#%] 1) TGFB & EMP1 #{z TR BLOFEIZ S L T
Wb ZEMHEE I 2) —360~—247, —155~—115
D7 aE— & —fgs, TGFP O EMP1 R85 12 fH %
ThdITEMNHE SN O & 5E 3 5 ER T
NI EZ A, SMAD2/3 & ELK1 AHATIRETH - 7-.
[K55R] ZREPES A N A4 >~ D7 Hh T TGFB 12 EMP1 &
ETORBAFUT LI LB X CZOFMLELEZDS
O E — 4 —GEIR A 5 T A 5 7

6. £ NFFEMIIAICH T B TGF-p1/Smad ¥ JFIL &ML
7= Cytoglobin FIR HIHEE

&AM <j< b IR %ﬁﬂ@ﬂ)

H S\ B 8K s 1 3
[H ] Hepatic Stellate Cells (HSC) % Hi\»T TGF-B1
12k %t b CYGB D FBLHIHEBN 2 Matd 5 Z L.
[R%] v b 553 HSC Miflakk (HHSteC), #Ifik b5
WNZv Y 2 HSC @ 3 FifHO HSC 2 x5 & L=,
[7#:] HHSteC ¥ L U'#If & + HSC i& Supplement
A 2% FBS/SteCM T L 72. ¥~ ¥ 2 HSC & 10%
FBS/DMEM TH33% L 7=. TGF-Bl (0-10 ng/mL) ALBHIZ
&£ 5 CYGB & aSMA % Bl & % Western blot & RT-PCR
TN U 72. Smad2, Smad3 @ siRNA 12 & % FH 2925
ol VE—2—T7 vt 4 LruavF v REiiiakic
& 0 RE R & R
[#55] b b HSC (23T TGF-B1 135 ¥ & OMERIKAT
312 CYGB 3Bl # Ml LU 7225, ~ = 2 HSC T R BN
IR 5Nl h 572, TGF-BlIZ &k % CYGB R BUL T
I3 siRNA-Smad2 TlHIE L 7. v &2 ZCYGBD
O — 4 —FSDEN D 5, BB SP1/3 D5 % %>
7z, LiE—4—7 5 ¥ A TIETGF-PLIZL D k& | CYGB
D7 E— & —3EMIEEET L, SP1/3 @ DNA A~
DOERBAIZL D 70T — 4 —FEMEOPHNI MR X h e,
t b HSC Tl TGF-B1 #ll#i= & SP3 7% DNA (2 B4
BT B5HN/HIHL 7.

[%57] b b HSC I %> C TGF-B1 & Smad2-SP3 ¥ &'
FIL &S LT CYGB 78 & {4 5.

7. FGF2 Ot MFEMBICK T 2 i3 ERE £ oSMA
FERMHFEIBORSE
= (K BE IR WE 2R
itk (g g 2 v 1 b )
[H#] Fibroblast growth factor 2 (FGF2) 2k 5t
W 2T » 5 HHSteC DO EGGfEREA & Alpha smooth
muscle actin («SMA) FEBIPIHIHE 2z il 425 Z L % H
e L.
[FiE] v RS2 M, HHSteC 347 4V M EH
2% FBS/SteCM (2 TH5# L 72. Western blot, 3 fZHDM
falhE7 v 4 £ b (CCK8, MTT, CellTiter-Glo Assay)
& Reporter assay |2 T & 175 7=,
[%5R] HHSteC Tid FGF2 (4 ng/mL) ALEE 72 WERI# 12,
AR & ol U CHIIE R 3.05 1L 72 2 & » 5,
FGF2 % HHSteC D458 525 Z &b r -7
gD 4~ & & MTT assay, CellTiter-Glo assay (34
BIN R S22, CCKS TIE&$ LML &b - 72
FGF2 12 4 il A ¥ — Z IZCERK1/2 D) vt & 58 L
72. oSMA |2 13#EE Valiant 25 3 FEJHF/EL, &7 0 E—
& — g4l %3 A L 7= Reporter assay #1757z, Z DFEH,
FGF2 % oSMA #£5. Variant 2 (NM001513.2) TO AT
O — & = E ARSI L 7.
[K5a] AWF7212 X b HHSteC ORI A & oSMA O %
BUHI RS 2 TR B 720 O F G A HEYL S . oSMA
O¥RE. Variant 2 O 7' 0 — 4 —{HIHIZ FGF2 PO Y &
FIAZ K B B EHIHBEI AT 5 Z L AVRE & iz,

5 15[g]

i *+ 8 X 8 £ £
H B Fk30 442 A2 H(E)
2 B W AKE¥E®¥HEGEF

oG ® OE (2)

8. BUmMEM S 3 v 7349 % PMX-DHP BEEDF IS
D2WTORE
N . v B & O % R
ok B (g o R )
[Hr] BiiErE > 2 v 212304 5 PMX-DHP #EO A7)
Pk & HEAT I & OBIREM S M2 5 2 L.
[xt5] KREREZLRPE (OPH) 5 & OSKBR T S R 2E R 245D



W@ be (OCU) @ ICU 12 A% L PMX-DHP J# i % 52
Jite U 7= g,

[43:] W22 1: OPH (2 35\ C PMX-DHP % % R IR
TU=120%, 28 HERIC CTAEGFEREDY 7oL —F
1200, BHMGEE EPRIAR T2 e AT a5 I v A Y
7w 2 A (CAI) % B L 7=, %2 2: OPH % X U° OCU
?® ICU 12T PMX-DHP #3: # fifr U 7z 47751 13 f5iliz >
W, WEATIERIEIC Y T 2 — TS, BRI & B G
72 W20 CAI % ML 7=.

(G55 22 10 ZEARREIC 3o CIRIEBIIG# 72 BRS¢ CAL
CIE T 2388 72 (p<0.05). 7% 20 FE R HEATBE T3,
BRAEEERD D> 720, RIEFGTEIC 50T
& 72 BEEH: T CAI OIK T 230 72 (p<0.05).

[#&am] PMX-DHP ##i4:13, 6k & 0 R L7254 T
& IEMEA e < HhiiT % 72. PMX-DHP ##E DR fifr
12k, TREREIEDUGEATS 5 N 5 WREMEAVRIE & h 7z,

2 15 [[@
g + 8 X H £ &
H B FEk30 42 A5 H(A)
2 % T AREXE¥EI2F

heoaE & E (2)

9. UN—ZRBATEBEHLBRATES ICH T 5 shear
wave elastography % BV - = A BiiEERIGE
PNl T Ve R

BT (o o et )
[H#] Ao HE9Z, V) oS— 2R T E B i 4 & it
(LUF RSA) itk D _LBisE | & = Ff il g & OBk 4
2 WS Shear Wave Elastography (LT SWE) #%
HHL TR T5Z2LTh 5.
%] WRiE, RSA ZHETLZ 114 11JHATH 5.
(Rl = A i e o0 e 3807 46 & ONHIE e iZ D0
THREMEEME ARG L 72 %72, B X 8% 5 il
%o B AL, fliniRs 5 e UCHRI U 72 Bt
B #itk3 A H, fhitke» HICHlE L2z = MA/HoO
SWE fifi & DO FHBY % #eat L 7-.
URER] T SMERRT 35 & OF = A1 i Hh S RAE oD vh e 58 o0 I E 28
FBOREBERMEAR L2, £72, EWERER itk 3 4
Ho =150 SWE fEii%, FHEIR%0.67 & HHEIBI#R % 32
W72, itk 6 7 H TIIHBIRfR % 2D 54 - 7=
Uiam] =AMl e i3, JH /MR 5 & O = A h s
MEOHIERIZ B T BMENEW CTH B Z VAL £
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7z, AR F TR B R R A O E & = A AL A3 <
75 % fHIA A RS T & 72,
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H %5529$11H16El(7k)
2 Y HmAREZHEEFEALF

KXo ®OE
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1. Progression of Hepatic Adenoma to Carcinoma in
Ogg1 Mutant Mice Induced by Phenobarbital
Oggl 32—82 kI RICETFB 7/ NIVELZ—IL
5 (C K B ITHIRERIE D S B DETT
{7 I AV ST SN = IO L I =Y O
i30T T S AR R-E G-
DA R
<jt Sl Vs R ﬂ)
B I A - O
(W] K% TiE, Mmh/Oggl BIzTREE~ D A
(Ogg1™) WA~y 2 (Oggl™) #MHWT, 7x/
L =)L (PB) OREHAMERERZ A2,
[J7iE] 14 B O HEMEY: Oggl™ & Oggl™ ~ = 2 %
T, 0% &LV500 ppm O PB % 4 JAR ¥ & O° 78 JERIRAT
5 U7,
[#559] PB#5-Fta# 78 M H 12 Oggl ™~ v 2 T HRIE
BOWRE, SEN LA U, FFlaEsRBEL . —7,
Ogg1™" ~ 7 2 TIEXHFHINEHRIE D A 23 sk < h /-, PB %
5.0 0ggl™~ v 2 DJiffigi Tid 8-OHAG DJE K ¥ & Ol
fadEOE R LR ET RN =V Z2OERE BB A O
7z. K& 7 a7 4 — LR OFER, Oggl™ ™~ v ZDHF
M 2 350 T Nrf2 5K 1 ORI 23588 6 7=,
[#E5%] PB 2% Oggl™ ~w ZiZxt L, HFMIBaE 423578 L,
ZHAZIERIL Z b L 212K % DNA @ 8-OHAG DK
PG5 Z EDBHEPIZK 572,

FARIXBEZOHRE

1. PIK3CA Mutation as a Distinctive Genetic Feature of
Non-small Cell Lung Cancer with Chronic Obstructive
Pulmonary Disease: A Comprehensive Mutational
Analysis from a Multi-institutional Cohort
PIK3CA Bz FZ RIS COPD &H#tHhRE IC & T 2458
BRERTH S SHEHEEMRICKL 2 BENEGTHN

. KB R e B %R R
Bt (e )

[H/9] i & COPD IZFIEX H = X A2 W T
B S 5 & T35, KRBPFDEHIH L. COPD
BOMEOBETER T T 7 A LOWE %17 - 7-.
[R5] Fetrigeds & ORBRTH SR R R e 1< 6
7% 2010 fE 5 2013 SE OB O FHiRe il & Jhiy L 729k
/INHH R OO Tk ik 197 fil.
U] ek 72 O 2 A BB S 7 &2 KRRy — 7 v 9 —
TAT L 7=, v 25 4 v 7\l & v T COPD &
W2 OB % it by L 7=,
455 COPD #ix 77 filT, 58 AV Az, 19 filns
I TdH - 7=, JE COPD #Eid 120 T, 53 Bl Ei
W, 64 B2, 3 Btz OfMOMEEETH -7z, PIK3CA
2513 COPD ﬁ“(ﬁﬁ \ZEHIETH 7. COPD DA I,
A, W, PEDRE, ERELCOWTOLE RN T
i%, PIK3CA % %13 COPD SERIZ 35\ CTH EISHIE A i
AROWAR
[#55%] COPD & Dffilisi o> PIK3CA 25 B3 AF fih, WM&,
PRI, AT AESREL T, At ThE L
WINE N7z,

(£Z&: FE—-A

BIE: #0OL% - FIEC]

2. Efficacy of a Concomitant Elemental Diet to Reduce
the Loss of Response to Adalimumab in Patients with
Intractable Crohn’ s Disease
AN O-RBEOTHY LY TEEMD RGO
T IR REEELGAOFEDM

T pale Tl e
s (5 0% W o)

[H] 7o — 29 (CD) BEAD adalimumab (ADA)

EHERPEEE DRI RIESY (Loss of Response; LOR) 125}

3 BT (Elemental Diet: ED) fif FH O & #h 1k

ERRET L 72,

Db & 75k] 4P ADA £ 55858 ¢ kil & B 72 117

BlaxRE Uz, SRR IR OB IR A, Ak, F

& 2L 7-fl% LOR & L, #AM3IE ADA-LOR ##% ED fif

FHTE, ED JEDFHTECLuE L 72, ED & ADA-LOR V)

227 OB, ADA-LOR IZx7 % infliximab (IFX) f#ifH

JiE & ED IO HAEHIZ DO WCEHIGi L 72, ED ft bR

% Ly ADA YR & 11y TNFo fifi2 THRET L 72

[%558] ED f B0 2Rt JE ADA-LOR # i3 ED JENF FH R

IZHARAERICE? > 72 (p=0.023) A, ED {EHUZ ADA-

LORIZxf 4 2 4ar L7z PHIIKl - Cld e b o 72, — T,

IFX NG - A5 T 13 ED R A7 M 12 212 ADA-

LOR Z{K T &7z (P for interaction<0.20). ED fHfFI#E

(2 ED JEOF B G U ILTE ADA BRI 122513 2 A - 72 A0 L

i TNFo I3 RICKME T H - 7-.

[f5am] IFX ARG - At ADA I 35\ C ED HfH

FHEHERIRFMEIZ LOR Y 2 7 2K F X ¢ 7-. ED I

&% TNFo (X T2 —[KTd % a[REMED AR X e,

[SlzﬁfczgfﬁﬂH105(§)Fﬁk$%1Fm§$ J

(7 BREEL BIE: KFH— - MEHE)



3. Expression of Serum Exosomal and Esophageal
MicroRNA in Rat Reflux Esophagitis

Zy MNERMBRERICETAMBEI VY —LERER
%D microRNA OHFIRICEHT 2R

PN T R
riomw (5 W)

[H#) B0 E & microRNA OBHIZOWT T 5 |
WM EEAET L& O THRE L 7.

[H] 7 BEOHEYE Wistar 5 v M ZRTE K54k 5 K ORI
SRR A T, BBTRET L AERIL, it 3 HE (&
P, 7 HE (EE2MEM), 21 HE (18HEH) 1ICERL 72,
a v b —AFEEENTNHIEREDO A E 1T - 72 181
2B T BMELT Y VY — AHKD microRNA 122\ T H
MR 217, AR A FELO & - 72 microRNA % € &
)7L 44 5 PCRETHREL 72

[FG5R] MR OFE R, miRNA-29a-3p, miRNA-128-
3p, miRNA-223-3p, miRNA-3473 O B2 H &2 L5
LTz, =27V — AHKD miRNA-29a-3p O FEBLA
Sy ba— LB FE IR UARIC LR LTV, &
72 HAE O miRNA-223-3p D FBLUZ 2 Y b o — LEEE
B UARIC EA-U, S S8 2 0 TEREmIC
WRAMERIT D - 7=

[#i5w] =2 v U — 4 H%KD miRNA-29a-3p & s #ikD
miRNA-223-3p (3 H £ & W e & BAE L Ty 2 i ag k23
N XY AW
[ﬂ?ﬁizgfﬁﬁﬁ1oa(ﬁ)mt$%wm§$ J
(EZ: BEFEEL BIE: KTH— - SR

4. Clinical Features of Women with Turner Syndrome
Experiencing Transition Period in Japan
BITHER ¥ —F — M OBRKK

N, Rtz A o )
w5 (550 e )

[HW] & —F —JEERE (LIFTS) 0% I3/hlici

Wrxh 22, AOFECIZEIEQIRBENANLETH S, &

TR D TS LM OGRS & AT BIRRORME R %2 W] 5

N e

Dt 5] KB K2R~ BB s e /N FARH S T2 ieiE o

H 5 16 mLILO TS &tk 63 f.

(J5iE] 2D %7 HHIRR Y.

[RESR] S ¥4 29.149.1 7%, TS & W7 i F- ¥ 4 i 8.7+

5.0 5%, HERHAREIEK G HB/NIEHC kGRS 33 B,

ElCH e 8 5, #9722 (5 (4 BepE i ARIHEERN 7 51, b

PETm AFE 13 151, AthBe/NFERE 2 6il) . 24 Be/ N Rk T

HHFZIE 25%, HEWAIF 33%, ML 12% #5287, BE

HllT 7 (5113 16-24 RIS HI, 7 Bl koL | v g

=57,

(fam] 2 < 2VNREIO F F a8k S Tz, /W

BHEDBAGF R AW OHE 2RO 72, B AW F47 ]

FlZ 2 <, BEREFOHEREMRB SN/ TS KT

NI & BN A Rl 2 - AT IO 7 e -

S
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R A BETH 5.
[$W29$11H21EUOﬁkﬁ%1z¢tE%—§ J
(% Hiehs BIE: MERE - 519E]

5. Pre-load-induced Changes in Forward LV Stroke and
Functional Mitral Regurgitation: Echocardiographic
Detection of the Descending Limb of Starling’ s Curve
ATEFEMIC K 2 51m & —EHaHE SR ERE TR
DEAL: DI A—RBREICLDZXEZ—U 2 JHEDTIT
D%

5 K ¥ B E BF g R
Wﬁ%m@ﬁ%%ﬁﬂﬂ%)

(HE] miEfr & B3 e MO T a2 — XA T2

=0 VRO FITHIZ WA 2 ES 22T 5 Z &

T, DAEBIOTVHZTUMBTRED?E S »EFRE T L.

D] 2Bk A 40 % A0 A 35 (il & R & L 7=

5] BT EMDT I —XBR&EE1T- 7.

USR] Aiia & —EH R 15 61 (43%) (2B Wv Tl

U7z, Hifia) & — [l i O 281 I 3R RE P (i 0t it it D 28

LWL 72 (r=—0.56). 2.8£2.2 FTOLAEA XY

ME 15 B (43%) TH U7z, fia & —EHAH Rk o H

IR Y — P 4.44 (p=0.011) T, fhOHEET

HA T EMAGDE S L DAREA XY b PHIEES L2 -5

7z.

[isam] 22 |UUH AN 22 & 18 5 O A 205 ¢ i & faf o 3§

Ko TH A E M E kA3 2 BEIC, BEeM

FRWROMBZE T 5 b, KR EEFTAMOLT I —

XA Tt Z &3 PR THICERTH 5.

Fﬁizgfﬁﬁ B21 BK)BARFEE12F £IF—F J

(FZ: B & BT WMEEE - L£/FE]

6. Relationship between Tissue Doppler Measurements
of Left Ventricular Diastolic Function and Silent Brain
Infarction in Patients with Non-valvular Atrial Fibrillation
FARBEEMOEMBBREICST2EBN S 7EEAVE
L EHRRAEETE & A R MEANAEZE DREE M

K% Be R o 28 B
e (G5 )

(HI] MR ERBEZE I, TPk O RERIIE I5 & UVIE P i

FEIERIE DGR T 5. AW T, IEFBRENE 7

MBS 2R L LT, Al N 7 78I K 2 B ikEeds

188 & AR fi P o 1 58 0D B % T L 7=,

Dt 5] et 1 R IR 00 JE T IS 140 s B R 171 151

CPYEd 6311 %) #xfR & L7,

[5iE] B (VR S8 O B 0 72 0 12 BEES MRI,  HiLf ¥

7T A O EERRERHII D 7= 12, #REE L T — Xk

TANEIT U7z, JEOREEIEIE S LT, A3 SOl A It &

(E ), faEsrimE@pde () #&HlL, MEOLTH

5 Ele’ #HEM L7

[(558] A BMTOFER, Bl 212.4 cm/s i MAEREPER

FEIED M. L 7z B T h - 72.
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[fGEm] ARk K 7 530 & 2 BRI, JEFPIE
MO FAEN S I 50 A FREREE D ) X R LICE H
Td 5 AREPEAVRIE X 7z,
[$&29¢11H21Eudmkﬁﬁwthsf—E J
[EE: Bl & FE: MEHRS - LEHAE]

7. Altered Serum n-6 Polyunsaturated Fatty Acid Profile
and Risks of Mortality and Cardiovascular Events in a
Cohort of Hemodialysis Patients
MAEBERBEICSH T 5MF n6 SEAEIAEHE O
T7AIVDELEFRTEELGDMEA NS MY X7 ICH
ERI=EEl N i

AN T Vs R S
b B (1ot s 1)

[H/] & #r /B3 ¢ ML n-3 £ il A fd FHg 1 1

(PUFA)/7 7 % F VI (AA) WA MREZ/RL, /DI Y

22 LBET S —Hnb6ROAAELVKREY) /L VIR

(DGLA) DIOEFRIIAMTH 5. KAWL TR MEENT

BHITH T 5 AADGLA LR, LU 7#% & D%

BRI L 7z,

D] 517 A O MGENTEF 15 KO 122 2 O .

[J534] 11 PUFA %3l U 2 BERI O AA/DGLA Ho % Hoig

L7, &M 3 4F— b Tid AA/DGLA M 5367 & e,

DIMEA XY PRIEE OB EZ, 224 R T L 72 Cox

BN — =TT L 72

[R5SR] (el o B L JE U UG T 835 O AA/DGLA JEid

AR L7z, Bad— M2k T, AA/DGLA Ml

BT OIME A XY PRIEDE Y 27 LB L 7.

[%aR] I B 8312 35 T AA/DGLA i3 &l 4 R

L, FEERRM L2 PR PRI T Th 5.

[SFEJEZQEH B21 B MAFEE12F €3I+ —F }

(7 MEHE 2ZE: ha5Ed - Bl 18]

8. Effects of Darbepoetin Alfa and Epoetin Beta Pegol
on Iron Kinetics in Hemodialysis Patients
MEBTBFEICSTRLINANRIF LTI T 7HLUT
RIFIAN—ERIIVIFRE L& ZH%AHICET 2%5

o (el )
N 20 Wi 8 N B2

[HI] MEENEE T HATF Y X— 2T (CERA)

EANNKLF T LT7 7 (DPO) DOFMHIZH T

BramahL7-.

[R%] mARBGENT 2 V) = v 2 T 6 2 H LU EHERRE NG

SN EARYIS I8

k] JEEBREEET ANIZEICTDPO (40 pg/ 38 1 1),

CERA (75 pug/2 3di2 1)) #5248 > Hb fif & $k A

161E (Fe, TSAT, ferritin, hepcidin25) ¢ % @} % &

U7z, gEHEEE S 2 AR o ke Pk (AUC)

\ZCEHI L 72,

[%5] Hb fEiX CERA B CHEAZ{LA DT, DPO B

THRE 14 HHETICER A LA 258972 (p=0.034) 78,

M A CTHE LGRS A2 - 72, mFIE T TSAT & kO
hepcidin25 O AUC 12254 B 5 - 72 4%, L7 ferritin
AUC & CERA BECHTEIZ/INE 72, (p=0.018).
[#53w] CERA o 2 Jd4 1 ¥ 51 DPO O 1 M5 &
WARTERARRIERAZE S L IZZh U LETH 5 Z LHVR
I
[$&29$11H21EUOWk?%WQFtE%—E J
[EZE: MBEHE FE: HEEH - FHEAK]

9. U-shaped Relationship between Serum Uric Acid
Levels and Intrarenal Hemodynamic Parameters in
Healthy Subjects
BEACEVTMERRES BRMITERERERE UF

DEEMERT
_ K ¥ BEE B %E R

e ({8 gty s )
[HH] &0 MEKEE (UA) &BNMTEREERED
BV DWW TRRET L 7=,
Dat5] Bifehd & — il (dEg) 4861 (519 4
it 54.6+13.4 %)
[J53k] RER(AIEMHZE (GFR) 24XV VY2 )75V R
(C), EIMHEE RPF) 2377 3 HIKEE2 Y 75
YA (C,) Ta¥fli L, EAMATEREFEIE X Gomez DX
OB 7.
[51] UAIZC,, Cop &M UTS — THIRO MK R
L (Cy: p<0.0001, C,.,: p=0.0093), T A XM ByAR iM%
HEH R) (p=0.0011) &3 UFH — 7O BG4 R
L7z, #3228t (UA IEHRE=0, 8ERERH=1) L
7-EEG ST E T ILTE UA ORERERIZ GFR 5L O
RPF i, R, SEOR. L 72BHEEFTdh - 7-.
[f55m] ¢ MW T UA OREREIE, K - SiEon
ThTH-TE R, OEMERM L THD, GFR, RPF K
D —F & 7 > T B W EEMEAVRIE X 7.
[$&29$11H21EUO$ﬁ$%12?tET—E J

(=& WEEE & Bl & - E8REF]

Tult

10. Lipopolysaccharide-binding Protein is Associated
with Arterial Stiffness in Patients with Type 2 Diabetes:
A Cross-sectional Study
2 BIEfRFR & (C BV T lipopolysaccharide-binding
protein BE I KENRZX T ¢ 7 X X EBET 5 KR

: K% b BE %R
L ER GG T A

[E /] 2 BB FR IR B35 12 % 1) 5 IML7 lipopolysaccharide-

binding protein (LBP) RE & KEIkA T4 71 2L D

BEEIZ DWW TG L 7=,

[x%] 2 MUpsERp R 196 (55101, & 95) #.

[J5#:] 1M LBP 2% % ELISA i L v flle L, Kk

AT 4 7 3 2T EBERE R TR E & T TOBR R B R

IR AR HE (PWV) TR L 7=

(RER] XPRBEE, P 61 5%, BEROWHER IR 10 4,



BMI 27.1 kg/m® T - 7z. % 7217 LBP J1% 1374 18.2
ug/mL, PWV &4 1194 ecm/s T b - 72. il 7 LBP i
i BMI, vz FEME, TEIE, HOMA-R & EO
MBI L 7=, M= oo O A8 fE bR Al 712 & © %o
EEVFEAHTIZ BT, MyE LBP IR PWV 23 2 3l
V. UZZIEOBERKFTH 72, 72, PPN & 2 Rt
126\, MW LBP & & PWV & OBE T HHEIZ B W
TOARD SNz,

[K53R] 2 MR R E IC B W, BIEREICEVLTOR
M7 LBP JR M. U CKREIRZA 7 4 7 2 A L B
3.

[SFEJ?,ZQfEH B21 BN HAFE12F 3+ —F J

(& WEKE FZE:BEL & - HIUEE]

11. Thyroid Heterogeneity, as Indicated by the CV of
Ultrasonographic Intensities, Correlates with Anti-
thyroid Peroxidase Antibodies in Euthyroid Hashimoto’ s
Thyroiditis
FRIREEEEEARBEICHS T 2B HAEDCV &
AVWEREEM ERBIRIENIVA £ 2 4 — Bk 0iEE
£31ED

- o PN TV R O S
W (X s )

[H] HRIEBERE IE R ARIC 55 2 FIRIRAE O A

B EFRIRIEORBE S 4, BEEREOENE

heterogeneity index (HI) & L CHE L, AW TOH

T DRFR I E R 2 WEf L7z,

%] BEE44 (512, & 32) % OHRIGHEAE L HIGA

RS AR - A S X 2R AT R E O HI & Lk

WEF L 7.

[57i:] 10-MHz © ) =7 Fu—7, K4 »ir¢ oM

2 mm OMES — Y LNOBEREE 2L, &8 2T

D coefficient of variance (CV) 75 HI #57E L 7=.

USR] AR IR IS L HLZ @ W Ef &R L,

HI & HiFIRAR~OL 4 0 & — ¥ Hik{li (TPO-Ab) ZH

R IEOMBIBtR % 588 7=

Uiam] FORAR PR O B o O R¥'E M & TPO-Ab @

FIBERAfR % 913 THieE L7z, TPO-Ab X RIE - BHEOFEE

&g 5 728, HURIBFERE IR R AR O TR & DX U B

WIREDRIE - ET Y, 7 OFEIZIE U2 FIRIRNE O

AEEWEDAEST 5 Z EDRIE S .

[SFEEZQEH B21 BOMASEE12F €35 -F J

[FE: MERE BE: KFH— - HILE6E]

12. Examination of in vivo Mutagenicity of Sodium
Arsenite and Dimethylarsinic Acid in Gpt Delta Rats
gptdeltaZy FERWEIXAFIVTILY DB LUH
EBEF KU LD in vivo EREMHDO#KET

ew e (K F BT B R
i e (7 T )

[E#] Dimethylarsinic acid (DMAY) (% Sodium arsenite

59

(As") OFHERRH#IO—DOTHD, 7 v MEMSAS

FERITZZLPHMENTNS. LHrL, D in vivo 2R

JRPEIZEH & T, RIFSETIE, gpt delta 7 v b &

W, DMA" ¥ XUV AS" O in vivo ZEH)F M I DWW Thagt

L7,

(7] 10 i gpt delta F344 5 » b 36 L& JIWT, M

QUERE, 92 ppm DMA"#% 5.8, 87 ppm iAs" #5125y

I3 EMEITE L, SIMET -2 flkk, ZEEED

Sl 24T 5 7=,

U] bR R s K OHFI O 2 h 2 hicks v, b

KEEGHOWT NI BT EEREHE O B AZHIEA

N h->7-.

(Riaw] 7 > MBEBORSE BB X ONFIIC 35T DMAY %

K OiAs" 2 in vivo BRFMAF S AW Z LR 1 L

Ko7,

[SFEJE29$11 A 22 BK)TASEE12F €I F—F J
[FZ: BHEE BE: =ZFRz - EHEF]

X Bk m E 2 =
% 503 [@ #l c =

B Pk 29 12 A 21 H(R)
Y W oKEEH¥EEHEALF

A #®O=E

b 111 ‘-ld]:

N> m

FARIXBESORE

1. Xanthine Oxidoreductase Activity is Associated with
Serum Uric Acid and Glycemic Control in Hemodialysis
Patients
MEBHEFICHNT, MFREESDEDS MOV
I, ¥ FUBREETEBREMICEAET S

N K % B IE 2 BF % R
W659% (X oy i)

(H] MAEEREEICEB T 559 Y F v BIGE TR R

(XOR) DRI Y & 58 % F X 7.

(5] HMEFRENT RO 163 4 (JEREIRIG 74 4, IR 89

%)

[J5%:] XOR WMk, BEMEATOMEEIZ [PC, "N, *
HrFUEMAL, BEANE 2 HOTHE L 7.

(%55 Béns fUpE & PRI XOR 3G & AR & EOMB 2R
L7 (BeBEILRE: r=0.229, p=0.003, JKM&:r=0.228, p
=0.003). XOR WEPEIzx LT, FfBEMLEE (3=0.300, p<
0.001), BERBEDOAHE (B=0.156, p=0.028) » H &% 1L



60

DR AR U7z JERERBRETIE, PRI A XOR WE IS
EEHGTHHTTH -7 (B=0.200, p=0.042) #, H
PRBEFTIE, BERFMRE (B=0.363, p=0.001) &, Glycated
albumin (3=0.330, p=0.004) ' XOR &M & A& & IE
DOFHE %R 7=,
[#43n] XOR Wtko®li2 6, JERRMEENHRES T3
JREED, BERWENEE T, T ba— L pEET
bh 5.
(7 WEHEZE BZ: B & - #FEEX]
2. Search for Plasma Biomarkers in Drug-free Patients
with Bipolar Disorder and Schizophrenia Using
Metabolome Analysis
EYEEE 2T TV AEVEEMEOREN K HEYRENR
LB NEHEREES LURMEERFED/NA F v —H—&
%=

Mok O M’
[Hi] AL TR OHRALTE, 5 DM, At
PR & O IR & N T X 4 R a — AR 21T
W, BB ARE LN A v — h — R OBER %
1T 7=
5] s 5.4 21 TR WA RFVELT A, 5O
WA, MRRMEREE 6 A, f#HFH 19 AITDODNWT X 2K
O — LRENTEAT - 72, SEPIEEE & 520 T B 8RR
16 %, fEHE 16 LIZOWTHREROHFE M 2175 7.
(5] v €50 —ERukE) - RATHRERRVE 53 Hral %
W72, B EDIS DWW, AR I TREHR & DI
ATV, AUERPEREE AT ¥ T L & O CHEBIEOHE
REfT- 72
[455) HAaLPEOBEMELT, 2L T7F Y, 2-k P
F ORI EATIIZE & —3 U o 72, WURPEREE T v
FLY AN TURETHIR S ke b 7.
[iim] BRSNS, A~ —H — 2 HE T 5 720121
RO A BE LIS & R R 7 & DZSE I T & BT 5 &
Wbk b,

il i <*$F‘%l§%ﬁﬂ%‘iﬂ>

(& #E=iE BE: FEEY - F)IEC]

3. The Effect of Long-term Sickness Absence on
Coworkers in the Same Work Unit
REAKEICK 2R CBBEADEEADTEICOVT
. (K ¥ B R EBE R R
i s (s e )
(B] Rpadic & 2 RIKERO A1 X 0 4 U B [AE
FNE T 25097 B OWCEYEZ b L 2 D2 & Bl 5 Z
EERHME L.
D] Ao/ HED S 5, EHEEH L& REIKRE %
B, 2011, 2012 S 1H&EMEZ b L AT S AT (BJSQ)
12 L 72 16032 ADFETE &R & L7,
5] SENOKRES ORI O G2 1 E L EToh
2 BHIRIRERE & 1 A0 T b 2 FHIRIGRE 2,

ST AV, "= 54 VO BISQ A7 — LD
MIEE (2 PV ZERE, 2 ML ARG, (2% E), ¥
BN AR L LTI L, BJSQ 27 — Lo FiiEH
B DEF O E T L 72,
|G W50 1 el | RN =8 7N 4 e = e R |
BETIEZ ML ZERE Z P L ZARIBAEZIZELL T
7=,
(iam] R OB N R R 12 & 2 RIIIRE& 2 R84 L 72
%I, REORAIREISER T 5 2 &R FHO N A EE
DRI 25 KB HE LRI A P 7= DICHETH 5.
[EE: # L= BIE: BFBEE - SIEC]

4. Sorafenib Stimulates Human Skin Type Mast Cell
Degranulation and Maturation
V771273 EBRREEEHROREFEN ZREL, MMt
ZFHESED
" X % Be R o 28 B
akmme (575 R )
(H] v 7 7 x = 713l S IS < b 0 7RE
WThHD. Lr LK 0% DS TRERE O EH
FHRR S, FEANCES FEAD X =X LB L TR
SRR A Y TR A 1T > 72
Dnf 5 &Rl v b R SRR 2R IS RS Al 2 mmL, e
ARl B U CEE (BAERL, B0 U7z E=RIESEANC &
% B DEE LW O 72 1 i 7= R U e A o i e
B9 2 Al & 17 - 7=.
[F5R] RISEROBEFEE S AN OR5-E, e o ik
EAEL, ZTORLMIME w2 Ui ULz 84k
15 K U apoptosis 13 5E % 5179, [FSEANI AT O 5
bEFEESTZ I LRRE Nz ZOoLiFEI,
PI3K %714 % ¥ 7 F MEERIR QWAL LA, [HH
D ALFEE K+ TdH 5 Stem Cell Factor (SCF) & B 5
L7z, [AIEEANC X 235 BB E T & RO R & [H
o Rk shr-.
[K55R] R34 SCF 5 & UV PISK ¥ 7 F ILZEREE & 7t
LT, Mmifiiez b3 2. Ffilaosl#Eg, v 7
=K B EWEREERICE KT 2 ATHEE 2 B 5.
(% BEXEH BIE: EKXE - #FOLE]

X R ™ E 3
£ 504 [ Bl =

il hld]:

c =

H B k3041 H 18 H(K)
2 W W AKE¥H¥ELF
X O O/ OE
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1. Protective Effect of Biodegradable Nerve Conduit
against Peripheral Nerve Adhesion after Neurolysis
AR A TR (SRR B R OMRAE LT S

. PPN TV
wa e (g 7 B )

[Hi] AT TR R 2 L, &R %

7y FARERHEE ET LAV TRIET 228 Th 5.

Dt e ikl 7 9 b OB & FIEEL, K% YA

K= F BT 2 Z & TrESE O 2 JZH L 7= (BERIRE,

n=16). FFIRZBEY L 721212, KV FAMELR) T a7

7 & V5B RERE LB AR N RS T it A pE L

7REE NLARERE (n=16), Mz b 7o VB CRFEL

7T A HATE (n=12) PPERIEED A %47 - 72T & JHETE (n

=12) &L, flith 6 TN, BN, M

A 24T > 7=,

RER] BERIBE SR OIS 2 i & 3 <, BRI

PEEN G Td - 7z NLARERHI IR HATEIC I

N O, BXERAM AR S & ICRE

T, #EME~ a7 7 — D OMRENREAPIE X h Tz,

[fEam] BRI A TR it o 2Pk L, ik

P A i85 2 & AHIHA L 7=,

[FZE: piitExR BIE: HHE—# - F/EC)

2. Mechanical Stress Induces Elastic Fibre Disruption
and Cartilage Matrix Increase in Ligamentum Flavum
BHEHEICHTEIADZHILZ ML R SHMEEHERD &
REEEEMZ5ZEIT

NI TV R S
oo (7T )

[HE] BERERAEAEIC B 5 BEWHILE O X

RIEHTH 5. AKWFZEO BN # B 23 8 G 12 5

ABDHBENTHILTHS.

[J7E] & % 25 DL 4 O 2/3 EME & 55 4/5 WEkE % [EE L

78, ORIk DO TE I A S 3/4 WEMERIBE L5 % YIkR L 7=

[+ VITE, ®Y v AFED 3BT 7= itk 16 T

FREESE S, 28 3/4 JEMERI O ¥ B A2 PRI L, By

D JE A, R TR, WRCE B B M T RS, Collagen

type 2 (Col2) Bthflfafaatifll L7z, B{AT4°8)i3 PCR

ZHOCTRET L 72,

(RESR] 58 3/4 JEAHE 9 0D o €4 B0 I3 ] 2 + UIBRBE I Fo 0 C

HREICIEL, #Ebd & Col2 BiEMam A A s

7. [EERE TSRO B B 2D R A 57, PCR

Tl EERE, [EE+ YR T Col2 DRB 5. Elastin

DK T AR 7=,

€T IR L RN DD =R GTE: PN (6 R S 4 VO

ZONEIZEI G425 Z &AL 7=,

(FZ&: PHiER BIE: HwE—# - F/EC]

3. The Accelerated Effect of Recombinant Human Bone
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Morphogenetic Protein-2 Delivered by Beta-Tricalcium
Phosphate on Tendon-to-bone Repair Process in
Rabbit Models
B-TCP Z#E{A & L THAW /= BMP-2 (K 5 EEEHEEBD
BERENRDIRE
NG e pale Tl S
e e (g gt T L)
[H&y) A% H#YZ, BMP-2 % B-TCP 12k # X +,
[ AR O W RERIZISH L, ZOMREMGEET 5 Z &
Thb.
(5] BAAGRR TR E T L 28U 72 e
HEAEERIZ B-TCP DA% FILNICHIA L7223 » b — Uit
& B-TCP |2 BMP-2 % W35 X 7= BMP B4 {E8L L 72, il
HELZ o WO CRURR R & 12 AR 2 17 - 7=,
[R55] #hitk 4 Cld 3 v b o — LT C R AR5 o0 ML
BRI L h 572, —F, BMP B TIIERHETRE B
HIFERDIZR & 588 7=, B EAES ORAE 2 £ T 23 71X
itk 4 IR TBMP I CHBICEME TH - 7273, 2, 8
B TIFMEFEN Z TR B2 5 72, JIENFHIiC B0,
itk 4 OB W) 13 BMP B CHBEICEE TdH - 724,
itk 8 W TIIEL D L h > 7=
[Ftiam] M S AE 01 BMP % Wi & €72 B-TCP 2 v %
UKD, R ERS A IE R R T S B S OB
TEHERN R 2D 5 1Tz
[EZE: g BIE: SH%EE - FE(C)
4. Effect of Eldecalcitol on Articular Cartilage through
the Regulation of Transcription Factor Erg in a Murine
Model of Knee Osteoarthritis
FEHEEA2IC D,BERK (TITHIVY b—IL) DO
ERF Erg 27 U /=AM BHA2IC 5 2 2 2E
pale ol Tl Ve R
wr (g 7 T )
(H] Ko I, HHEAe 2 3y D, ik T
FANY b= (ED-71) Bk 21k & OB i
MR IS 52 2B A MEt§5 2L Th B.
[5i] 8 b A 2 B4~ v 2 045 I B £ 02 28 T 1 B
fiE (OA) EF LAAEELL, JRBIEIAIC ED-71 %34 1 [l4%
HU7z gtk 438, 123812 W CIERGHE & Ml 11
WRMET L7z, £~ ZWEMAIC ED-71 2% O
RNA #[X L, Erg D¥H=EE) 7L 44 4 RT-PCR
TRl L 7=
(K5 #iitk 4 38 Ti3 ED-71 #4502 & b B2 »3 Ik
P58 & AR AE BICH iz, itk 1238 T
BN AR 22RO 572, VT LA 4 L RT
PCR OFER, ED-71 WINEE TR IETRMIEE & X Erg OF
REBRB LA RS 7.
[#E5] ~ ¥ 2 OA EF L2\, ED-71 O BN
FHIZ KD FHTCOBSIREEMOMITE PHTE 52 L
AVHE U 72
[£ZE: PiE=

L)

BIZE: FRRERE -
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5. Anatomical Analysis of Human Ligamentum Flavum
in the Cervical Spine: Special Consideration to the
Attachments, Coverage, and Lateral Extent
HHEIC B T 2 HEHTOEEFEIEHE

Mohammad Suhrab Rahmani
Ck?ﬁ%@??ﬁ%%ﬂ)
% kB A B

[H] MafF78o i, ke il o sl 2 MR 4

TSR ER L OBEP G620 ICT52LTh 5.

4] A~ vEERE 15 kAR e L.

[HEE] B —BRIC U TR aeic, HMESRRIREE 2 U] i

U, BIHEREGFERICHTHEEL 72, BRI 8 2 %

L, CTHEAIT -7, EEWFEOIFIK, M- OWE

[, HMESFLRMERIBE £ & DBEFR 2 BTl L 7=,

RER] S@a 3 TRSEREE EMET RS &b, 20

M A LTz, MERIEMOBEE X, C2 &7 Tld 33%

LT, COEMNTIZET0%THD, ThIZABIZEHE

WA K > THE SN D BNIGD G2 o 7. B IZHER

BISIBIEI QI ON T &2 88 LTz, HERFLNO#EIZ

RO B o Tz,

(am] AW R &, MEF TR O B i AR B 3 ]

OHES N HEOFIMT 5 Z &8, F72, MHESTLILAMIZ,

W EHOHES K DIl 2GS 2 Z ek DEETH S Z

B L 72,

(& gz E8IE: &)IBE - gEX—]

6. Superior Efficacy of Lipid Emulsion Infusion over
Serum Alkalinization in Reversing Amitriptyline-
induced Cardiotoxicity in Guinea Pig
TINMVTFI L RBIIHT BEHIFNOEMME - 7L
D UALEE E DHEER-

k%ﬂ%@fﬁﬁﬁﬁﬂ>

N A <Jﬁ W R

[HW] 73 bV 7F U v (ami) OLHEEMEISXTS 2 M
FLA & 7O A VABIEED I RIZ DN T, in-vivo 5 K U
oD % O 22 R F26R & WOl c o sy 72 5 v 7
TR U 7.
[xt % & /5] Hartley RELE o b AL, FEHETRIC
HaG LA 2 RA L2 ) ¥y Fik & MEUETE & pH 7.55 123
LT ) WALERR L 7= HEWFEER T3 QRS HERA,
AR, FeEERHE A2 WPE U 7z, DAl Clid ks — L L -
Ny Fo Ty FEICEDBF FY A (Na) BROLH%E
1T-o7=.
[FER] ERFEBR Ty FIA 7 A A VLD & ami
IZ K BDBEBENIH A FE X R Sy F oy 5 U TEHEETIR
VEy FIEA 7L H VLD E ami 12 & 5 Na & H
% nlfE X B 7z,
[#am] HENGFLANC & % Na BiRNITES, #ERFEBICKT 5
DERERIICBIE L T b 52 6h, —BRYD D%
AEDDHEE I IZARIE LA AME L T 5 ITBEVEA RIE X h 7z,
(XZ&: AIIRE BIE: BREX - EHETF]

7. Pyruvate Kinase Isozymes M2 and Glutaminase Might
be Promising Molecular Targets for the Treatment of
Gastric Cancer
PKM2 E TV BZ I F—EIEBEDEEENSFELT
FLTH

Pl T Vs R
don g (g 7 T zé)

(55 & HY] oMM 25 5 K & U ORI

e RBRBDURNE ST 5. (KEERERIRIC I 1) % HEe

DORRERER B KU 7L 2 3 VIREHEIRIC O W THRE L

7z.

U] B a8l #k 4 Bk (OCUM-12, OCUM-2MD3,

NUGC-3, NUGC-4), (K& % (1 %) i 5 #H fa bk 4 #k

(OCUM-12/hypo, OCUM-2MD3/hypo, NUGC-3/hypo,

NUGC-4/hypo) % FH > TREAH B 9% 32 A3 5 il e 1 ot

2B KIFTHEIZOWTHRETL 7=,

[#55] ENO1, PKM2, GLSmRNA »MEJE i MEvk T

LTz, PRM2 B5XUOGLS D/ v o7 &4 /I2kD

G MMl B A I U, 2406 oFASEA % f 4

5 Z & CHINEIERE QIR 7 R b — ¥ 21T AR L

7z, in vivo IZB T 2 METTE Zh 6 OHEFEX DT %

Z & T RE I3 R T d - 7=

[#55m] PKM2 & GLS 13 F ) e o> 2 i 1 o % 7 1R G

RTHHIENRBEINZ ZhbOHERZ=H\T

PKM2 & GLS % 77 2R & U 7= G HEE B IS0 LRR

THDS>BIZELIREI NI,

[FE: KFH— BIE: BEBEWL - KAETF]

8. CD9-positive Exosomes from Cancer-associate
Fibroblasts Stimulate the Migration Ability of Scirrhous-
type of Gastric Cancer Cells
A BRI MEBERO CDIBGHI VY Y —LIE XX
WA AMIRICH T ZEEREZITTET S

- pale ol Tl s A
= (5 7 T L)

(H] P (CaF) Od 312 —

LI OBEEREIZ 52 5 B DO WTHRET L 7=

Dt % & 53] 5 MO B ek Mifatk & 2 FEH O CaF »

Aot CaFHIkRDIZ 7 VY — L1124 L T western

blot #1T-7z. CaF DX 2 — ADFEMIIENDHLY AL

B EOHEERNDFE AT L2, T 0 VY — LD

K BEMIED MMP2 DR DOZAL AR L /2. %72 619

Bl EIEEFNIZ 551 5 CD9, MMP2 D RyE44ta %17 - 7=,

[$553] CaFHIED T2 v Y — A3 2% 2 2 4 7 HiEM

fCH D AR N L 5 72, CDI Btk d CaF sk =~ v

V= LIF AR LA T HIEMIAIC 351 BiEERE, IRITERE

ZIELTHD, Zh 5k CDI HHIPifAS CDI-siRNA

OEAZ X D E Sz, MMP2 O % 5liE CD9-siRNA

DWAIZL DK T L7z CDI BFHRERNIZ 2 F L2 4 4 7,

MMP2 78 & L GREICBME2G & D, CDI e F O

FIRIFERICAR TS - 72,



[#5)] CaFHIED CDIBEMET 2 vy — 232 F )L 2 H
FEIZI6 1T BRSO TUEIZBI 5 L T\ 5.
[EZE: ATFH— BIE: SR - BEREL]

9. The Association between Monocyte Surface CD163
and Insulin Resistance in Patients with Type 2 Diabetes
2EIERFRBREICH T HBEIRRECDIB3I LIRS
Bt OBE

K BE R B % R
i 4% (s )

[HH] 2 RUBEIRSREE 12 301 % Bk CD163 FH & A

YA PR DOBEIZ DWW TRRET L 72,

Derse] BEIR s a5 H B 1 ABE U 72 2 BURE IR FE % 166

£

[53E] B T F .

A b = 4

IZTHIE L 7z

WCRNT L 72,

[HEH] HiZs Bfbr I3 HiEk & i CD163 1& log [HOMA-R]

XL THEOMBE AR L7 (r=—0.257, p=0.010). —J,

sCD163 & log [HOMA-R] =% L CIEOMBA R L7 (¢

=0.198, p=0.042). log [HOMA-R] %t %K & L,

HERZK I CD163, sCD163, i, £, BMI, whEHgHf,

HDL-C, Cre, hsTNFo, hsCRP % M i[Hl 1 & L 7= %%

RN (R°=0.281, p=0.001) TIXHEKZEH CD163 (B=

—0.220, p=0.020) #'BMI (B=0.277, p=0.023) = il

ACHBEMS L-HE5 R TH - 7.

[iEm] 2 AUBEPR G 12 3o\ CHIERE TR CD163 134 ¥ X

)V ARIE & BB 5.

(7 MEHE BIZE: #HTAX - HIUEE]

Hibk#& i CD163 ZBUZ 7 v — 4 A |
soluble CD163 (sCD163) |3 ELISA %
A ¥ 2 VRO fERHE HOMA-R % H

10. Bioabsorbable Nerve Conduits Coated with Induced
Pluripotent Stem Cell-derived Neurospheres Enhance
Axonal Regeneration in Sciatic Nerve Defects in Aged
Mice
iPS AR EZERIERMREE ML ZATHE I B~
I ZDREHBRIBICEVTEREHEBLEL{TET S

K% B TR R
BOF sk <% A ?)

[Hi] RO HMIE, #Hikls KO~ ~ 208
RIS U T femli (B - APkt - iPS fllfe
A TAIR) &1, R EROZER A MET§5 Z &
ThH5.

[(FiE] ~o 2 GEikn: 68, Zin: 92 ) O H
F5 mm KGNS, ARBLICANLREREL 2. A
AR A Fs KO8 iPS Sl i HH R ok m BRI e & 1 L
72 OEMAL . MRk 128 T, BHEGOEA IS
M OYRNE & R rh IS O A R B A FHII U, v
A Re % Gl L 7=

[f53R] B~ 2 3#F M~ o 212N, HRBLUCAT
MR NE & B ICEATHEEN O IRIR & FAR R BUZRA L
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Tz, Ziw~ v 2 TiE, ANLAFRRIZ iPS fllia i ez
RIS 2 (04 % 2 & ¢, WU IS o A TG B
DOIRIE & FAEMZBREZ & 128 L Tz,
[K53R] AREEABEAME T L= 8~y 2120\ T, AL
AR PSS e FH e iR BT BRI 2 (IS % 2 & TARY
MR E MEAE S 5 Z EAVHIFH L 72

[£E: pHiER BIE: FERT - THER)

11. The Incidence of Nerve Root Injury by Highspeed
Drill Can be Reduced by Chilled Saline Irrigation in a
Rabbit Model
N ZAE—= R FUILHERT 5 EEHMICK 2 HRIEHEE
BEHU EERIEKOFERICKYBRTES

wr (o g N )

B
[HW] REEZHCTEHETFRiZMBL, N Z2E-FF
VL DPEVEERDS IR R T B A G ¢ 2 i Th 5.
R] =2-Y-5 VY FHERRENRE L 7=
[7iE] L3, L5 fARE IRt 26 A L, HEP % 60
ORI 4 2 BROWE S 2 -l L 7. 3R AT b nTiF
(v ba =R n=30) &, AHEEEKIZKDEEEIT
SHE (BUAKVEERE, WHUKGEERE: % n=30) ZfFRL,
itc 7 H B QPEAR 2 SR U AR ARG % 17 - 72,
[F55R] 2> b o — LB 350 TR AR JE P 0 I 13 -
520 T EHL, 44.0% ICHlFENEEG 258072, il
ARPEEHE TR B3R (P 46.5 %) $ 525, #l
EMREORRE AN TIZRO L h oz WHIAKREGHT
R BRI SIS L (Y 39.0 ), LRk RO RS
S HEITERI T & 72,
(K531 A 2 — F F U ILIC K B BERR R RS I ik
S A2 EE T 528, WHEMEIEKIC X 25 TR T &
S 4R L 7=,
(& pER BIE: KFH— - ci#F]
12. Comparison of Propofol with Midazolam in
Endoscopic Submucosal Dissection for Esophageal
Squamous Cell Carcinoma: A Randomized Controlled
Trial
BERTLREICKT 5 NRHEARLERT B RIRER OE
ICHF27ARTA—IWEIFIFTLDT 25 LEIE
P Vs | T
i we (5 0 o)
[HW] A ESD 255 70k 7 4 — LEEEEDREK
e R mIE e RENEHENIITH I L.
Deb52] fhraiic RAEBEENE & 2l <, Y4B TR ESD
%V LT B IER.
[D5ik] BEEREE 1326l L, 7af7+—LE (P
) 66l I &4yl ME) 66%licT & 41tL,
FEAFAN RS K 2 R, RRIETEIE, AR TEIE &
MG L 7=
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[F55R] AR ICK 2B P IERIIPEO0%, MEF
37.9% C, PHTHRBIIKIE TS > 72 (p<0.001). WK
FERETIE, MM, KEBRIMAE, RIkIE, PHE: M
T47.0%:28.8% (p=0.04), 93.9%:89.4% (p=0.53),
19.7%:19.7% (p=1.00) Th by, IMEMEK T2 PR THE
12275 72, IREHMEFIE XM CHRB R A0 5 72
[#im] AEESDIZHWT, Fuf7+—Lid3Igy s
LERUT, KDERSHEEHETH 5.

[EZ&: BERBL 31F: XFEHE— - #mIBEE

13. Hsp70 Inhibitors Suppress Androgen Receptor
Expression in LNCaP95 Prostate Cancer Cells
BIILERTE LNCaP95 (Z 35UV T HSp70 inhibitor (2 7 > K
A7 Le72—ORBEZWFT S

= (KBRS bEgE R
o (50 Whe )

[HI] Ao v e ki w7 B i B 2 3 % Hsp70

inhibitor OHINEL IR % GEHT 5.

O] miziEakk < » 5 LNCaP95 & 22Rvl %%t %

L9 5.

[53:] LNCaP95 & 22Rv1 12 % L T 2% % o Hsp70

inhibitor (Quercetin, VER155008) % F v 5. a5,

TRN—=VZORE, 7Ty Far L7582 — (AR) O

REOEN AR T 5. £72 AR OFBUTHID £ =2 4

% fRHd 5.

[#55] Hsp70 inhibitor i il M HERE 12 L <450

Hil, 7= 2FFEAR Lz, VER155008 iZ LNCaP95

IZBWTARRZEDAT I 4 Z/8) v b (AR-V7) DFEH

ZHRE L AL T L 2. 2 O JIEI)F & U T Y-box

binding protein 1 (YB-1) %% Hsp70 f5&&H & U CHIE

I,

[#53m] Hsp70 inhibitor (33 17 M #if 57 B K (2 F U CHifE

5 F %78 L 72, Hsp70 inhibitor 1% AR & AR-V7 % #55.

L ~OLTHIHI U 72, Hsp70 inhibitor (& YB-1 #i#il] % /7 L

TARXR AR-V7 ORBBEMHEZELC TWBEZ LRI

7z.

[EZE: haEd BE: KFH— - SFI%E]

14. Inframammary Fold Reconstruction That is Not
Depend on Firm Fixation to the Chest Wall
MEEANDERE ICEKEL &V ELE TEFEM

. Pl T Vs | A
- (7T )

[A/y] #F F#% (inframammary fold; IMF) 1&3LJE D

EHELFHTH S, Lr L, RO FIETIIHERERIZ IMF

MWEL 5 MEEIE R STy, bhvbhudi L v

IMF #3758 % fil 5 L RIF e /SR & 1572,

5] L7 — R WA A 17 5 72 18 B OFEEBH I

WA NEAT U7z, IMF 300 & B TIMEM &5 £ T

U252 & T, BRIZACA N HZH /L IMF & L

7. PSR AR AN EITHET U7z PSS A & o)

FRCEIKBEE, @ WEHIAT, 2HOMICEET

T EAEFRINTHRET L 72,

(] ER A A DHEILRD A2 - 7. 17 HICIEIEEL L

WaF A2 5 6 N, EENIRN T R4 IMF JEREA HERs

SNz 13 BIOFFEFLE 2MEMIFELF & xdmricE &, 2o

Al @ PE 1L body mass index 7 £ 4 HHH THAIFWIZH

BB ERD 7.

[sam] AikiE, BAML FHicEh, < oiiEmaE

LHAF T X 2N 72 IMF B AL TH 5 L famthi) 72
[EE: cHiEm BlE: XFH— -/ %F]

15. Prophylactic Combined Use of Anticoagulant Agent
and Ursodeoxycholic Acid for Sinusoidal Obstruction
Syndrome after Allogeneic Myeloablative Hematopoietic
Stem Cell Transplantation
BREIRAVATLE (C & 2 REE Mm% £ O F R
EERBEICNT IMBEERE VIV T A XS O-IVEED
FEAR G

S pale Tl S
i e (7 e s o )

[E /] Resl BHZERE i (SOS) 1k [ i L5 i He AL At 7

DBENEIIETH D, ZTOTVHEOMIZEETH 5.

[l F & I e fEhE % D SOS FAE P& LT, Ly T

*F® v a—LEE (UDCA) &SSO HES OH M

MG L 7z

Db 5 & 70R] B RN AT GE 1 K 2 [l Fed I i Ha F%

it SOS Phi& LT UDCA, BEXULFLT/N) V&7

A FsuA FPaFhrOEARHHEZEEG S h2B%H

(Groupl) & UDCA HAIDOFe 527 & hi=H (Group2)

DML 2 ANEF 252 Bl AR L L, WEHIZET 5

SOS FIEFIZ DWW THITHMNITKRET L 7=

[455] Groupl @ 59 f5il vh 9 f5il (15.3%) & Group2 D

193 filh 28 f5il (14.5%) »' SOS % F4E L 7z, WFERICE

I} % SOS BIERITHAT FNERE IR L 572 (p=

0.90).

[Ftam] TR & R fe F2 Al SOS TPtz UDCA % i

T 354, & OICHEEEE A PRS- 58Iz Ll

B D 5.

(FZ: HEHHz BIE: FHEEIX - KERE]

16. Different Plasma Cytokine Profiles in Patients with
Polycythemia Vera and Essential Thrombocythemia
BEMSIME & ABMYM/MRIEINEREICS T3 BENEL
miEy 4 bAq>707 714 ILOEE

sy (K F BEE 2 BF %R
an WA (o T e )

[Br] B2 IE (PV) 5 & OARREYE/NMEEITE (ET)

BEOIA M A4 707 7 A ILOREIZ DO THRENT

5.

[x5] 201347 H1H 2 5 11 H 30 H ORI KPR

K57 R 2 SR B e s B I (N B o4 ok % 5254 L 7= PV 38 fAl,



ET 23 ¥l .

[Fik] Iy, mAg42ERECL, ERRAMA, BREER, W
FEE EDHRINE KO, 27HEDOY A b7 4 ViR,
JAK2V617F % B & Jl5E L 7=,

[%55] ET 13 PV IC b X T, IL-12, IL-17, FGF basic,
MCP-1, MIP-1a, PDGF-bb, TNF-o. 2H &l T 5 -
7275, JAK2V617F ZROAMEIZ K % 2 FEHbig T, IP-10
ERNCTHRBEZ IR B0 572 Fil60 L Lo
JAR2 ZRGHETH 2 MBEDNA Y Z 7 Tida—1) 2

IREEHR LT, 17THEOY A N 74 VOAERBICEMET
H o7z X5, ARERBRSEEIREE L i LT, IL-5
NEfETdh - 7.

[#5i%] ET 36 X OCMARFED N A ) 2 2 BETIEFEA DS A
A VHREEERL 7.
[EZ&: HHHz FE: 8B K— - KEBRE)
17. Concurrences and Differences between Faculty
Staff and Standardized Patients in the Assessment of
Medical Students in the Post-Clinical Clerkship
Objective Structured Clinical Examination
AR B R EBIERENABR COESZEFTMICH TS
HELERBEO—HEMEE
- K % B I 22 BF % R
ey (KPR

H -

[Hm] EERIFE % EBIERRAE )5S (Post-CC OSCE)
TOERPAEFM T, HAWTFN, BEEE (SP) BN, W
FERTO—FEMBEIZ DWW THRETT5 Z &.
[X%] Post-CC OSCE % 32\ 72 KPR i 37 K2 K2
Bt 6 4£E 94 4.
(53] 2281, HBE SP» 6 4 BB Catli x 7=, 1)
94 % OB ETAM & T H PIFHG O -0, 2) BEME T O F-
VR nBE & SP OMT 2 BEELL D2 258D K o 725
O HBIEHIG O35, 3) 2 BRI L DZE %7 7227
O IE H BIFHE O 51, IS DWW T#RFT L 72,
[%55] 88 & Ti, WIRER < 1 T H O H Bl D A4 &
ZEh AW 7z, BING AR 2 BRPE DL DA D 725 4 T
1%, 5 THHOEHBIEHETH &2 % 7.
[fham] 88 #aFliiE, MiFER TIZIZ L Tz 54
T, SHHOBEHRBGHMETERH D, HEL SPIXEL
BT AN G & 1T > T 72 W REMEAURIE X 7z,

[EZE: g#x— BZE: BHHZ - £T7=%5]

EESeg

18. Obsessions and Compulsions are Strongly Associated
with Anxiety and Depressive Symptoms in Childhood
and Adolescent Autism Spectrum Disorder
REEFFHOBBAANY b7 LEICHSVTOREBERIER
BRSO LEEET S

oy ~ (KB IR S BE %% R
wf wn (0w e )

RO MBREIC 1T 2 A A XY + 7 ATEDH

EEREIR & AR S D L BT R S T

[Hm] Y
ﬁ+ il_ll(‘-
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X720, HBEIZRY b7 AREIZ B W TIEARLORME AN X
WEEEDLN TS, RIFEOHMIE, BHEAXZ FJ 4
JERE & HHARHC BT, BREREIR E AR S D& E %
DD T & DREEMFT5Z L Th 5.
Defg & /3] 2011461 A A 5 2013 4 12 H o B2k
Bl i 32 K RS N R R B O RS R A 232 L 72 9 W2 6
15D/ - A 138 R R E L, WREAPAZX
2 b T AREREE RTHEREIC 0, AR OFEE &AL, H
5D, ZOMODIKT & OB & BRET 5.
ER] Wil nWT, A, 5D, MEiEDONFLHE
BICHOEGEIR E BRI L T2, TERRMZENE, 19T >
ZHE, b Loy MEZSEERER &K L Tk 5 7z,
[f&5m] BHEAA XY 5 AREQOFIEIZ»H b 6 T HEEIR
ARG DB L T\ 5 LRk X hiz.

[EZE: HL=i FNE: HiThk - 8]

19. Higher Occupational Stress and Stress Responses
in Public Servants Requiring Long-term Sickness
Absence due to Mental Disorders
BRERICHES REANEICES ABEOTVEEMX
LAEX ML ARIGIZOWT

X% Be R o 28 B
i (T g )

[HI] AWF7E0 H RIS & 0 RIFIIKIRIZE 5 72

T L IERIMAIRE 12 B0 AHEMEA P L AR A ML R

RISZIWETH5ZETh 5.

(5] 2011 R0 IC Bk EME 2 b L 2 [ S A (BJSQ)

IZRAERIE L 7= Ao, X&EICEYT 2 AHE

D55, BEEEIBNICRERIZ XD 90 HYL Eo REIR

BCES>729@H L, HinzaraHnwTvyyF v oLk

IERHIKER#, ThEZNn 191 ABRRTH 5.

(5] v a a2y v ORFSIERIERE & T, e

BUZ K 5 RMKIE & IERBIKIRE1Z 51 %2 BJSQ O

MEZNZENIEL 72

[RER] R E S RIIIKER# 3 IE R IR & Hoi

L CRWENIT B AL, (KOREEHE, SuBHAREH

&, D, S OE, (KnHd L EROuEE %2 2

LTz,

(K5aw] REREREIC K 2 RIVKER 2005 37201213, 76

FHORZEEZ LV ZRZ MLV ZRIBICER L, J7#iRE4

WETHIEDPEETH 5.

[FZE: HLEFRE BIE: HIFE - 88X

20. Correlating Child and Parent Anxiety Ratings: A
Cross-sectional Study of Children with Autism Spectrum
Disorder
BEAZAANRY M LERICE T R ERORRITMEDIERE

K % B & 2 BF % R
w0 ke (o TR TR

(H] AAZ~<2 t 5 4% (ASD) Y& O RRH O

THEI %S 22§ 5.
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[R5R] UPEpRRERI A R 2 23 L 72 9 ~ 16 Wk O i
BD S B, HPIEEREZ DL 0 ASD 151 44 (ASD
) OGRS 42 4 CofHET) .
[53:] ASD B L OSHHER S K ONZ OBUSARLIZBT 5
HAt R ERIHET B 5 SCAS-C ¥ & U8 SCAS-P % % i L
7z, WA EBONLFHROMB 2 it L, A—o Ak
DUWTHHM L 7=.

[%55:] ASD # T3 SCAS-C & -PORBHLEIFLALED
THAEH &SR THO~HREEOIEOMHE %280 7. —H,
SHHAFE CIE R ~ W IE OB 4 78» 72, ASD #FIC K
U AAR-FIZL, RS R D FmIZE D S,
[%53%] ASD R, W& BORRIMIZ I T 5 ALA—FH
b0, TOHAME LHTH >72. ASD RO AL %)
IZRHI9 21213, WEHEORHMm A L, T 5 0B8R
b5,

[EZE: #H L= BIE: FiEak - ILgE]

21. Somatic Symptoms in Children with Autism Spectrum
Disorder

BEIZANRY bS5 LERDBEER
" K B B T R
§E@%Q#ﬁ%z$@$>

[Hr] WEE 2 b v 2B GARERE LITLITAE L
TWa., KO HME, BHAZXZ b J 4% (ASD)
2B B S IEIR DA ER & MO REHEIR & OBIEIZD
WCHIEMZTBZLTH 5.
Difg & k] M RbEBeh o 5-16 i% 0 ASD #f 85 4 & JE
ASD Tf 74 & #0510, B, WErk, D F Wi & O GMHE
WEHREAEL 2. G REROTFLEMLBZ I, ASD
S R R EEOG ML E A ARIZL-u Y 2
T4 v 7Rk &7 - 72,
[ER] I & » o B RER 2 A3 58413 ASD B (55%)
NIEASD B (81%) K OHEEITE, -7z, — RO KEHIE
RIZOWTIZASD XA RICEHIETH - 72, F50E
K, ASD 2 e Z &, Dl R0 & o b 70 &2 Bk

LTz,
[#5aH] ASD 'RICIZ BRIER 2D v As, ASD IRIZ &1k
SEIRAH 727K T o, ““%@ﬂ%ﬁﬂf@m; ) EERED AJRE

P d 5. ASD gl IC kW Tid, XorEEO S %
(T A (TR - t%a 5hi-.
[(E&: #LFRL BE: #HETEX-A KRF]

22. How Low BMI and Obsession with Obesity
Decrease Quality of Life in Bulimia Nervosa Women
with Normal Weight
EEFEOCHEMAREREICHVT, KL BMI &AB
HRESEFDEDETICEDLS ICEHET 2 H

o PNl T Vs R

i (078 " )

[Hiy] EwAREO MR ERE BN) 0L FHOE
(QOL) (X FIZPHd 2 K+ % KaEt4 5.

[X%] 2014 451 A 6 2016 4-12 A2, KBiivn K%
2“7 R i I 9o e e A R o R & 52 52 L 72 IR 1A E BN o
70 A.
[7i:] QOL F¥ilii=iZ World Health Organization Quality
of Life Measure %, &7 4 4 4 — VilliiZ X Body
Attitude Questionnaire (BAQ) # f# i L 7z. BMI, i
e, 2 O R A, BENERR NI LD
INEDEREEEZED QOLKT & ORI 4 A L 7=
[f58] vy BMI, BAQ @5y [HEGRE ], 59w [4@ &/
TR |, R [IRAIO R Z 22 5 SRR T
b BUFHWIEL £ TOMM] 2 QOL K FIZE# L 7-.
[#453] K BMIIE, IE#AETH > TE QOL ICHET
3. PRECHMEAN O BE & BT 5 720 O LPBER 7
7u—FOEBEE, FHNCEHPTARIC T S IR 215 2
PEAIRIE S N7z,

[FZ: #F L= BIE: tHE-—#-A/8 ®F]

23. Clinical Significance of Serum Duke Pancreatic
Monoclonal Antigen Type 2 for Diagnosing Biliary Tract
Cancer
BEERERSHC H T 5 IM/F DUPAN-2 OF A4

e (K FBEIE 2E BT %R
i s (3 R0 b o)

[H] MEREZ N3 5 1% DUPAN-2 O 4 I % B

5T 5.

Uit & 538] MEGEYE 90 5l (BTC #F) & RVEMHER R 47

il Ok BERE) T Hfily DUPAN-2, CA19-9, CEA fii#Jl%E L,

BNESS; ~ — 1 — O & MG L 7=

(FER] SEHERE & Hik U 72 &S T HE 2 ROC i CHRiaY

L 7z & Z A, AUC |3 DUPAN-2: 0.821, CA19-9: 0.788

B LU CEA: 0.698 T® - 72. Youden index & ) DUPAN-

2OFW A v M A 7fE%E 30 IU/mL IZEE L 72 & A, &

JE-RPREIZZN TN T4.4%, 83.0% Th »7=. izl (5
PER R+ EYER ) |3 DUPAN-2: 77.4%, CA19-9:

67.2%, CEA: 46.2% Cd - 7z. 2, Stage 0- I HE )
125V T 8 DUPAN-2 (£ 60.9% & fix & i WVEE AR L 72,
[K53%] 1M 7% DUPAN-2 Il (3 HEE O A T b
5.
[FZE: &£EMEZ BIZE: AR - thE—#)
24. Comparison of Long-term Outcomes between
Thoracoscopic Esophagectomy and Open
Esophagectomy by Using the Propensity Score
Matching in 655 Patients with Esophageal Cancer
BIEEEBE 655 6ICH T 5 MEEEFiT & BFEBFiTOE
RMAAT7Yy F T AV-REBBEDILE
N . e B
(H] frdE ‘ﬂ?%h%ﬁ$m®§%&%£h%57
VA& ML OB TV A a0, X a7 vy F
Y7 WS RENM AN T E W T 7 v 4 A LGSR D K



5 1 M fie g F-ohi sl & Bl TRl OB w74 2 A AT, M
W -0l & B T i5 o S RO % JEiMaT 4 5.
[er%2] 1995 45 A A 6 2014 4 12 A £ T I i i £ i &
2R U CHaE BT % 47 72 o 72 454 151l & [ B 10102 g foe
FHFOREIE % W72 L 2223 5 & PRl T 4 17 7 - 72 201 fil.
Uil 2ZRa Y 257 4 v 70@5H (279 794X
%) Itk REEOMERZ T ERL, vyFUoL, B
AR 2 LUBMRET L 72,
[WE3R] 2 a7~y F v 22 &0 174 5150 A ifEC
B X7z, itk 5 AR TE R N e 55 T i 151 A% 55.6 %,
Bl T ol 4 55.0% E AR AT R S NAh 5 7.
(iam] WoREpEE, ARtz RIS RENS T 45 & OSFFIR 25 A DFE
DR & N MR TS A T d 5.

(& LBEFIE BIE: EFEIEL - hEEh]

25. Treatment Results of Neoadjuvant Chemoradiotherapy
Followed by Radical Esophagectomy in Patients with
Initially Inoperable Thoracic Esophageal Cancer
YIBRAREETHEBR B ERE (X ¥ S TR L 2 SR AL D
BB D%

- NI TV R S
ok w5z (e W )

[H] MBEO R & ORERIT, YIBRAHE & fllir & h

7EFID 5 B, CRT %ISWBISCEER T 5N, Filirhfr

S NT=RER D IEFEBAA (=D Tl KA LAl L 7=

(%] 2008 4 1 H A 6 2013 4F- 12 H I YRR A BE & il b

ENMFRENED S B, CRT HITHIGE 55 h,

Fe o3 fafr & 7z e 42 fiE 5l (32 51T T4, 10TV

v SERRE D R IRE) .

[53k] 1R 1.8 Gy, R 41.4 Gy OGHRIG#E

K O DF LA 2 AT, #&THEANSER CT IS TH

A

[F5IR] @ige IR i e filii 42 » H. 26T T3 DI T I,

F 7213 Vo NENC K D IEEHRIE 2 R S 7 LI &

FMiAhEiT iz, SHEREFR T K Ol 6 =13,

cT4B#ET65%, 80%, Y v/ NEHioD sy = EHE T50%,

67%, MAUIBREIL T4 T94%, V) v/ SHiDfEaR

HT70%.

(#5aa] cT4 HFCRAF 2 ABAUIERE, AEFE, T3l

KGR 72, SRR IZ UIERANRE & Fllr & 7z g B 3 ) C,

CRT (2 & 0 WHISGE LS & N2 fEflTiE, FidaERh &

BB R B2 6015,

(FZ&: =K =2E: BEREE5L - £AFE]

26. Evaluation of the Relationship between the Serum
Immunoglobulin G2 Level and Repeated Infectious
Diseases in Children: A Longitudinal Study
BEHZVIRT/NBICE T 25 1gG2 DI&Et: 34
B DFEEFRYERER

% b B BF % R
s (5750 e )
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[HI] RIEEGRED 7= 8 SRR A B & 6 0 B3/
IZH6 0 I IgG2 DREET.
Dek ] Uk Ciiid 1gG2 2 Ml L 7=/ 23 4.
[573:] 1K 1gG2 AR THRFIZONWT, Mi%ERE 5 [gG2
RO M & G RIZEN T a7 4 — b, %N A0
BE, FEEREOFEATE L - £/, BYYEZ 37 &
W, SEGE ORI & 47 5 7=
[#55] 23 %1 vh 11 491 T 1fiL 7 1gG2 %% 100 mg/dL & diii ¢
b o7z K IgG2 %R L 722812 RIEREGYE D REE R AR
JEN D 7. R 7 40 =0T & 7= a ¢ D 3T
JEYYEZ 2 7 NEME AR L 72, 209 5 2 HITHLE IgG2
80 mg/dL Kiii /R L 72728, IgG2 RZIZH§ % RyE s
07 UEREERT o 7. RER TR [gG2 Ptk & IEGYE
A2ATICHE MBI A2 o 7.
[iam] SR RECHRIRE R EOIERE 267350
IZBWTIEREBRIYED K & LT, I IgG2 JIE i3 A
BETHD. RIEFra7T) VERE, 2WERTHEIITH >
7z.
[EZ: #FiEak BIE: #E k- £F%5]
27. Molecular Characterization of Familial Platelet
Disorder with Propensity to Develop Acute Myeloid
Leukemia during the Course of Leukemogenesis
KBS FPD/AML IZ& (7 2 BIMRRIED S F4E
YMERIER
i S R A W %% R
[H] Familial platelet disorder with propensity to
develop acute myeloid leukemia (FPD/AML) I3 %% KM
M/ E & SR REPE I (AML) O i {1
EROREPGHREBIEEETH D, 21 FREAKRICNET S
HLE ¥ RUNXL AHEKBIEF & EA SN TS, K
¢ H 1% FPD/AML (2 151 % F IR R IERF 2 B 5 2
IZ§252LThA.
[X5] 7 & AML % i L 72 FPD/AML 4
5] BEORN M K O i4 HV,  Fff & e
125 W TR G-Band &k #i#, 71 4 CGH, FISH
%ET, RNAY—2 TV 2L ) 7L %4 4PCR%H
FINAT - 7=
[fER] 21 TRz I THR M 2 EMER S L & 32
72, B FEGE B 12 1k, RUNXI K @ exon3 & exond
DO EEERIZ 5 T2 O 5 IFEEIE B IS S L To
7z, OB A B R T RS R RO I o 7z,
[#53] FPD/AML IZ 45 C % % RUNXL #{z 1 O Bl 2
F P P80 & V2§ 5 WTREME A b B Z & AVRIE S T fz.
[FZ: ek BE: BHHE - =@FRz]

28. In vitro Study of Serial Changes to Carmustine
Wafers (Gliadel) with MR Imaging and Computed
Tomography
ADIWLZRFogz—NnN— (XFUT7TI) OMR LV
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CT CTOEEZLICEET 3 in vitro TFE
w [R5 BE IR 2 WE g B

Tt (et om )
[H®] BN E Al carmustine wafer (CW) 7% fifi i X
NIRERI T, ik OEGMA T, HEHEAKRD T1 %A%
—EHMEEE SR U O 2 B s £ OFRIZEL & 72
3. ZOWFEEHENT 5728, CW O in vitro TOMH{§ F
DAL % G U 7=,
D% & k] WAL 727 7~ b &2 & 1EK L, MRI
ECTICHT S CW EEYE (K)FL YRk @
182 HElOZEA b &, TR & & maMiis TR L 7=, &
72, 77 v b AERR 24 IR O CW & RTEWE R BH D 7
Z DR %, CTIRAEIZERL 7.
[F5R] Her e 13 SRR b T1/T2 583i1% TIRfE S, CT
TIRBIN T B > 7. —J5 CW L, 24 BRI FEBEDE
FICTETH - 725, HEN THBEEKDES/CT EIC
IO TW 72, (HU, TI@®#FAGEES L T Es kr -
7=. CW JEIPH D 4 Z ORTEIZRHEPEIZ I L TR E 2 5 72,
[#55%) In vivo TD CW O T1 MG EE SIS
KBED, HADORAEIZ CWIZHNET 58 & Hll X h
5.
[$ﬁ§i30$1 B12H (&) HAFE12F €3+ —%F J

[E&: =K== BE: KEEE - FEEE]

X R W E #
% 505 [ # =

4 Sip

C

il

H B CFE30 2 A8 H(OK)
2 B WRKEZFEFELF
KXok #®OE
FURXBEROHE

1. Pirfenidone Suppresses Polarization to M2 Phenotype
Macrophages and the Fibrogenic Activity of Rat Lung
Fibroblasts
ELWZzZ R EM2EBY 707 7—I AOREIF %
LTSy MRS RREOEHEZ2MHET 5

— ot B R E KRR
LI SN N A ALy

[B1] ikt 3 Pirfenidone (PFD) {3 ###E 28 A fu vh

A % PRI 3 2 YR & R IR (i A% & O 1R IR

WA TH 5. Macrophage (M®) EZ&SEMED M1 & bt

RIE - FRHEILIRRED M2 120 #§ % Z L1235 H L PFD #°

M il 1 2 71 U (b 2 #0604 % 2> % Bead U 7=
[53:] it fa Mo il i #k 1= PFD, LPS+IFNy % 7= i3 IL4
+IL13 2RI U 7z 24 BEM #% O K538 Ll TGF-B R -
MRAN R~ — 71— ZRAT U 7= & SRl RRHE S il Rk
(RLF) Z M@ LyERMN%OBETEAE - collagen Fk BE L A
H - mRNA ¥8% X Oli##E 7 » M2 PFD % H &5
L 7= Mliii&rh Mo BiRE % 7 2 b L 7-.
[#55] PFD (3 M1 5 S8 9IRS M2 Sk
Hl L, M2Ma 553 biErh TGF-B 4, M2Mad L& iR
IKf® RLF 45 - collagen & - mRNA &8I, #pAE(LIifiHL
firh M2Ma ORI I L 7=
(53] PFD I3 (KA T M2MO O 5 Midiliil % /i U s
LR %87
[EZE: £LBFIE BIE: FH—A - fBF%EE]
2. Circulating Tumor Cell Clusters-associated Gene
Plakoglobin is a Significant Prognostic Predictor in
Patients with Breast Cancer
meEREEHREEEEF 7270V 3EEERE
DFEFARFELTERATH 3.
o R NIl Tl VS S A
wie i (Tt L)
[H] FUEBZ IS OT, BURIES NI Mz 1 Bk
9~ % plakoglobin 23 &I L TV AAERITIE, MAPEERAE
EAilaofilasi s £ < il 5. AR TIE, FUEREICE
I} % plakoglobin D FEH & P #% & OFHEIZ DWW TG L
7z.
[Rbge] fhini b 2208 2 fe 1T U 72 121 il FUERERI 4 kb 52
L L7
[J53:] Plakoglobin D ¥BUE SRk tA TR L 7z, A
Wiz, FRREEES: (EMT) ~— % — CT® % E-cadherin
12T & TRl & 47 - 72
[#55:] Plakoglobin i %8 BURE T 134 7 (2 488 3¢ b i B 1 8
EHBIEAARTH -7 (p=0.016). LA RN TIZ,
EPRHRFL 12 #5) T plakoglobin & FEBUI ML, L 72 PHRA R
K1 TdH-72 (HR=5.052, p=0.013). F7=, plakoglobin
& E-cadherin OFBUIAZITMHBI L T/,
[#&5%] Plakoglobin ® ¥ ¥iZ, FFIZERIERFLIZ I\ Tl
VULZTHRTHEFTHED, ZOHFIC EMT 2B L T
W5,
[FE: AFH— BIE: BAEE - A #®F)
3. XPA Expression is a Predictive Marker of the
Effectiveness of Neoadjuvant Chemotherapy for
Locally Advanced Uterine Cervical Cancer
XPA DRRICLZHAEITFEREICH T 5 EEEH
b2 EEDNR TR
« (K% B R BF %8 R
s (o e e o)
[HI] XPA OJRFTHEAT 1 E S0 33 2 TRk 5%
% (NAC) ORISRV T & L TOBFRMEEBE L 7.



Db & ] 5513 1995 4F-~ 2010 412 NAC %17 - 7=
T ESEE L 56 . NAC 0 31 il & NAC EhT 25
W ”ﬁb XPA O 78 % GPEHLEAL RIS BRET U 7=,
12 T ESEREMERRIZ 30 T siRNA % VT XPA %
//aaﬁzb VAT T F T BIEZEDOENICD
WTRET L 7=,
URESR] R 4R, SR AT D25 % R e o
7z. XPA 13 NAC S0 CHBEISRRBLE 5 72 (p=0.038).
A NAC BT CHRBICTHREIZ 57 (p<
0.001). 7= TESEEMIEMKIZI VW TsiRNA 2 W T
XPA% /9y 08V §5ZLT, VAT TF /55D
MR FES ARSI T L2 (p<0.05).
[f5am] XPA O FBUL S A EST 7= S 36 O T IR RET
LFEE ORI T- & 2 0 5 2 AREMELRIE S h e,
[(E&E: A %% 3E: KFHE— - KEBEE)

4. Expression of UCP2 is Associated with Sensitivity to
Platinum-based Chemotherapy for Ovarian Serous
Carcinoma
EITINEFEREICH T D UCP2 DRI LT 5 F 81|
RS ICEEET B

w (K7 BE R e %R
e (5 e )

[H#y] 4790 B A€ W8 )% 12 %6 1 % Uncoupling protein 2
(UCP2) D¥EBLL 7 7 5+ BAIKZYE L OBIHIZONT
MRET L 7=

(g & ] a5 2005 4~ 2012 412 Y BE TR %
1T - 7= YN REAEIE T -TV HER 54 Bl NR%ER % 7 5 F
BUFN A VERE 27 B, 75 7 - BUBHKHUMERE 27 W12 2508
L, UCP2 O¥Bi%& G = IS ET L7z, F 72008
AWM RR 12 351 T UCP2 inhibitor Z R4 5% Z &
IZKBANRT T F T BEEZEDOEACIZ DWW TG
L7
(#5R] WoHED FraEdn, MRS, ETHO S MmIcEE R
Wih o7z, UCP2 ORBUIT 5 F F BFEIR R CHE
ISR o 72 (p=0.017). 2EfFWIRIE UCP2 @ RBIREC
HRIZHE» 572 (p=0.006). F 7=IWRAEEMIFMRIZ B0
T UCP2 inhibitor ZRII$5Z & T, #LETIF VA
DIEZENERIZ LA L (p<0.05).
[#E&w] UCP2 O R BUIMEATINEAEWIT D 7 5 7 F B &
ZVEICBEES B nIBEEAVRIE S h 7z,
(FE: A #BF BE KAFH— - KERE]

5. TBX2 Expression is Associated with Platinum-

sensitivity of Ovarian Serous Carcinoma

TBX2 DHEIRIIMEFRERICH T TI7FFEZM L

BIEL TW3

A= s )
EH*ﬁm&( Al SRy

[HR] MEATINEAEREN I3 1F % Tbox 2 (TBX2) OB
a77%f%%@ﬁ&&®%ﬁ_onfﬁﬂbt
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s & ] 513 2005 4~ 2012 4F- 12 Y B TR %
11 - 7= P BEAE W T -1V HAGER] 54 Bl RN SIER % 75 FF
SRR PERE 27 B, 5 F - BUAMKHUERE 27 5112 5 J]
L, TBX2 O A RIEMMLAIHET L7z, 2005
SRR 12 35 1) B sIRNAEA T 7 5 7 B &
ZHDOZLIZDONT ST L 7.
[ER] MifE O34 - A - SETT IO A6 12 28 % 52
w&#ot.Hﬂ2@%ﬁ@f?%f%%ﬁhﬁﬁ?ﬁ%
2@ 572, (p=0.005). 247X TBX2 SRIET
AR HA 5 72 (p=0.023) . F 7=INHEEMNERRIZ 50 C,
SiRNA O AIZ L ) TBX2 DRBIZIHIT 2L, 755
FHRFNNOERZENFERIZ EH L (p<0.05).
[#hEw] TBX2 O R BUIMEITINHIERIE D 7 5 7 F HLA &
VB B ATREMEAVRIR X 7.

[EE: A B aE: AFHE— - KEEE]

6. Risk of Pancreatitis after Pancreatic Duct Guidewire
Placement During Endoscopic Retrograde
Cholangiopancreatography
ARRNEITHEERESHECH T 2BE
Y—BEEPBLFTERODUZXY

sa ) e (g e R

HS T A== A R & S &
(Bl PREER AT PEHER A Gk (ERCP) 1IZHW
bNBZENDHBETAF T4 Y —

HiEE (PGW) 1E

ERCP %% (PEP) ®Y) ZZRFI2k5 b LEZL26NT
WERHSE ) 22 TH B NI FERITT VRN, &
WFK 2 IS RICE H U, B EHIOAER] T IE PEP O
)z 775§%< A tl‘“)ﬂinﬁéi’fgf*ﬁn‘]’bf;.
[x5] 2010 41 A~ 2015 4- 12 H 12 4%l T ERCP # Jiii
1 U 7= 332 Bl U TRt 47 - 7=.
[5E) SRR T42500MT Y £ 2{LLPGWIZEK T 3
PEP ®) 2 7 % #at L 7=,
[%5%] PEPDO YV Z 7 KN F B L CHERMBIT T % &
PGWIZPEP DY) Z 7 [HFTh »7=. HmEFT XTI
Bl CEERMINTEIT> T3 PGW 2 PEP O3 ) 2 2
RKFIcmBZ eEnbhr o7z,
[lam] hrai oo M gpR A 1 T
DIEF TIEPGW A PEP D ) 2 7 [A 112
ERCP IZEWTHIDDEENBETH 5.

(& EREL BIE: KAFH— - SEx—]

A4 RKT4

BREOBRKEDN 3 mm AT
5B,

7. Clinical Factors Associated with Positive Capsule
Endoscopy Findings in Patients with Obscure
Gastrointestinal Bleeding: A Single-center Study
FERTREADHECERMDEEICH TS DT EIARERE
MR RICEBEY SERRE T DORET: Bk

A R

mn i (57w e R

(%] BRI AR OMLE I (OGIB) 12i¥ 237 7 x
LNEEE (CE) dHHABRAEZS, T OHTREIZEH
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EHETERD D, BEEROENPEL TS AREMENE
EENB.
[HE] CE DR R IZBE M 2 B K 1 % SR L
7=.
[J53£] 2007 45 A LIFED 8 £/, OGIB DJiK#%EH
T CE ZlifT & h7-BH 2R E L, CE THE I~
WRZEH OGIB DK & 72 1 5 % &Iy X =354 & Bk
L7 BERTEBMET RO 2 YA R - 24 RN
THEFL 72,
[%55R) 578 b 284 % (49.1%) 2 BMER 5 7=, L& &
T CiE~NEZ vy (Hb) i (1 g/dLIK oA+ v X
It (OR) 1.142, p<0.001), Charlson fif /7% & 6% (1
MBSO OR 1.170, p<0.001), JEZF v A4 FRILKIE
# (NSAIDs) f#iHIfE (OR 1.640, p=0.044) HF51E &
LTz,
[#i5w] CE 132 OGIB & D5 51 IZIK Ho D B #H, &
¥ DOABHEE AT 5%, X3 NSAIDs i HHED & % &
HIZe > THHERELEZ .

[£Z: BEE5L 8E: AFH— - K]

8. Tet2-mediated Clonal Hematopoiesis Accelerates
Experimental Heart Failure through an IL-13/NLRP3
Inflammasome Mechanism
Te2 ZRICL 2 70— &M IL-1B/NLRP3 1 > 7
IV —LENLTDARLEEEEIED

v el Tl Ve
e (5 W )

[B] ARk 52 v— v HEiE, OME A~

VMNIEE OB AVR E TS, LA LA XY NFBIERR

DVHEDOBEIIATH 5. 7 v — v WEo Rz

T L TEBEIZRD 6N S Tet2 IZBILTC, 70—

WL & DARED T HOBEIZDONTY T 2 & W THRET L

7z,

Fik] 2 a— v s~ 2 THBIT %720 Tet2 KiR

HREMINE 2 O 2B ERE R 2 T 5 572, Thoo

7 ZITR U CRIIRIEERNC & 2 OFEAMET L, T

K OTEBEIIRAE SR & B REIPE OAREE T IV A/ L 72

[FER] FEREIEERIC & - T Tet2 25 T3 MUEH He o BEhE 7

PEAMER L 7. Tet2 ZRA AT 5~ Y 213 IL-18 DR B

BIN%EPE-> TOAREDORB #ME X 72, RIFAMORE

IENLRP3 1 v 7 57 —AHEHROELIZLDEEL

7z.

[#55] Tet2 £ FI- &k % ~ v — P13 IL-1p/NLRP3

AV T IV —LEFTLTOAREEEXESE T LHURE

hi-.

(EZ: 8L % FE: EBETF-

|

BxR]

&>
Hal

9. Avian Coronary Endothelium is a Mosaic of Sinus
Venosus- and Ventricle-derived Endothelial Cells in a
Region-specific Manner
TRIMERN K I ERFRMEE S > TRIRES L DED

AEBEROARMRTHER I NS
e Pl Tl S
et ww (6 2 e )
[HE] ek 4% Nz AE (CVEC) O %] 5 » iz
52 k.
[/7i] EGFP #{n ¥ A H 5 W IZEEERIZ K 2 Mk
ke o X 7/=v b ) IREFERE AT EREAEIC KD, IR
W, OO (PEO) %FE, DOEOAKDWT hr
BRI ISR L 720 X FIRE/ERIL 72, & X T IR AR
Uitk ®4 425 9 HIRO DR R &2 /ER L, WK
M~ — 4 — (QHL) DRIEHFEIZK > TEGFP (5%
WIFEDEER) Bt CVEC & #ah L 7-.
[K55] BRI HSE O CVEC IZRERBIIR T % & 0D
HHEZGES 5, LFEONIEHED CVEC I LEHIE
REREIRIZ 2546 L Ty 7z, PEO @ OBl spAREE X 3212
RIS HIR I 3 L 7=,
[K5aR] PEROME &3 Ra 0, BJHO CVEC I3 OFEHH
BECIEBITHIRHNE, OFEPRETIROELNBICHR T
52 ENHEPIZE ST
(X% FEHT BIE: tE—# - &L 18]
10. Role of Hypoxia-inducible Factor-1 in the Development
of Renal Fibrosis in Mouse Obstructed Kidney: Special
References to HIF-1 Dependent Gene Expression of
Profibrogenic Molecules
Y ZRAIRERAEET N ZAVEBEHELERICH T
ZEMRFEEF HIF-1 ORE: HIF-1 KER L RH#L
RERFEGFHEER & DOREE
K BE R e AR
s e (o e e )
[EH] St B9 2 HIF-1 {170 205815 1 Bl b &
ORME(LAESTIZ 350 B HIF-1 O % Miaf L 7z,
7] 2 €+ 7 x VifENIC HIF-1o08{5 1 2 RIEE
v 2 & W THHAKEPAZE (UUO) E7 L 2Rk L,
B LB (AT FR B & BT U 72,
[F55H] UUO #ith O B #lik T 1 BEMHELNZE 2 a0 5,
UUO #% 3 H i HIF IR #E{A T2 UUO B2\ T HIF-1
AFMIZ B4 5 2 & #6212 L7z, HIF 08 E T
ORI IEENE I % 155 PAI-1, CTGF D3Efn 7 7H
13 UUO BT EHET %2 UUO #% 3 HIZH W T DA HIF-1
RABIZPE > THBEICHH S 17z, Collagen I @ UUO
DLEFRE UUO#% 3 HIZBWTOAAERISIH X, Ak
SEIIZ B B RRHE L R e R & RED 7.
(] BERAMELRZE T3 HIF-1 OWE AL 515 5
B OMETT & FITIRTH 3 5. HIF-1 4770 2 St (L et
K OBIE T FEBLO TU 22 5 TN ERHEIL D B 513574
ERIEFHNCR SN 5 Z & 2R s h e,
(FZ: hEEth BIE: WMEMEZ &L 18]

11. Cervical Lift-up Laminoplasty with Titanium Basket
Plates after Resection of Intradural Tumor



FEHIEEAEE R EEO Liftup XNy FESTER
D
\ K B IR E %% R
b el (g T )

[H] SEMEREE IS O T4l Cid, MA@ H 4 2 BRI
SEMEMES DI —MIZfTbh 5, SEMEREEIE 2 &0
MBOBTERLEARICHEI x5, ZOFHKE LT, 4
fitia% CIIMES & B & U CUIBR U CREE N % 47 - 72 14
12, F2VEONZT y FIHESIZ K & 72 Lift-up 20
INZ Ty b SEMERESTEN A 4T > Tl D, i & Wi
¥5.

U5 & 53k BUE & CUTHitr U 7= SEHERR IS P 955 o T i
14 5 % AT 8 & U 72, 2T Lift-up XXX 7 v A
MEMES TR 2 170, iR TOBTRER & EDaES
LOFMIZONTRE L7

[FER] HES TR TS B L 22 B BFIE IR L 20 5 72,
iRz BT 22 ) 2 —iilnkg & ONEE b 5 7
o7z, T4V AV FBLOC2-7 1, ik T B
IZDOWTIE, ARBAE(LERD LD 57

(Abam] e B S PR IS WD B 1% oD SEMEME S TR O F-He & L
T, Lift-up XY Z 7 o b SEMEME BT OO 1 B2 i 2 i
B

(& XiEEA BE: FHREY - hiiEs]

X R W E #
% 506 H % =

4 Sip

C

il

H B FE 3045 H 17 H(K)
2 Y W ARE¥HE¥EHELF
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PN BESO®RE

1. Imaging Differences between Neuromyelitis Optica
Spectrum Disorders and Multiple Sclerosis: A Multi-
institutional Study in Japan
REREEREAERBE L SRUELEDOEGHRRDE
B LR R

i s (K BEIE E B 2R
B2 (G e e )

[A] ZAEMOERIENTIZ X0, SRS 55 BE s R

(NMOSD) & % 7VEi{LiE (MS) DMi{§if2E R4 5 2>

12§ %.

[ef % & F73:] 2008 4E 2> 5 2012 4F D [#] 12 MRI % i # X

71

M7z ERE (1 & [E N o 9 fidk At L, NMOSD & MS i
FBENTNI M AR L L, BT - TEIOT
TOWREDOR, i, 4 XEFN, BETE1T- 7.
[F55] 412> Tid NMOSD 79 5l 5 911 fiidl, MS 87
il & 1659 O MIHZ, HHEIZ DV Tidk NMOSD 57 {4l
25 861, MS 55l & 102 (8D EBERRZ % A& L 7=.
R D3 AL 2 BECHRBICE AR D, MERAAER LU
B TS X, NMOSD Tid 17% & 68%, MS ¢
1341% & 42% Th > 7. HREIZ B 5 KAkl K a6
ZOFE I 2HTCHBICHE LD, NMOSD Ti%29% &
71%, MS T3 46% & 54% CTH >7=. %72, NMOSD T
G RERZE IS SERGRE & D H RIS R 5 72
[ihiw] ZIEGIOWEGINTIZ K D, WIRZE D5, BROWE
BOHAEERXIZTDNTO 2 B DENI 5 & 75 5 7z
[EZE: =K== 2E: BESEY - FLE4E)

2. Low dose Irradiation of Mouse Embryos Increases
Smad-p21 Pathway Activity and Preserves Pluripotency
) ZAEEREIC B (T B ERERSEROZE DR

X Be R o 28 B
oo (5 )

[Hr] (5= (1 Gy UTF) XS I 5 FIRATIEA

DBIZ DN TR 5.

(7] BDF-1 i~ 2 &0 2 MR & FRECL, 8 fllfi

IR Xfpiegt 2 1m0, IR IR O A=, {AITIR

v U AT EBHEEOERBLIRIUAOREREFEL 7-.

¥ 7, B R OB T E (p21, Smad2, Foxol,

Cdx2, Oct4, Nanog) % RT-PCR (ZC#MfL, HOEHRIE

PEERNTT R =Y 2 &5 L7

[FEIR] (57 & XORRIE A #2102 90 % DL B AV REF I 1L

NN HIIE & 25 0 HIRBRERAD R ARG L

Mofz. LAL, 0.5 Gy Ml b X St 384 L 720t

WHE 7 b= ZMBEAERICHEIML The 7,

p21, Smad2 OE{ZTFHIA 0.5 Gy L ETHEIZHEML

TW/z. —J Cdx2, Octd, Nanog D FHBUIMERFL

TW\7=.

[dm] KRR X ARHEaHE S IRATIRIC 78 b — > 2 & 5]

I T2, MBUSCHREANDREIZHEN L2 ko

72. Smad-p21 FIC K BHIT7 A+ — ¥ 2MEH & ZHEMED

IR DIRFEAE & ARG B WREME AV RIE S 5.

[EZ&: FIUFE BFE: = A= - EHIETF]

3. Differential Gene Expression of Extracellular-matrix-
related Proteins in the Vaginal Apical Compartment of
Women with Pelvic Organ Prolapse
SRIERER(CH TSN Ny I ABEER N
BEEGCTFREDER

NSV A Nl 7l P ) I
o (3 W w e o)
[HW] EREEEE (Pelvic Organ Prolapse; POP) 1
ZRFHEETH D, FEMEIPERSTS 447 LAn
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A4 THEET S, KR TIE, 202 24 7 POP D%
R A st~ b Y v o ZBHGEA T ORBUC R E B
TR L 7=
Deb5] A2t Ewibe D POP % 29 & W H & L.
[51:] POP 8% 7o SaiB L S ERAHC L, B
BE S 8 do K OV BEERRILER IS Fs U A flifast = b
Vw7 ZBEGEIA T % RIV-PCRBIC K D, 2 Vs BD
JEAE, FEBlA gy ek & U Western Blotting 4
2K Db L 7=
(K53 e SEEBIE % B B0 COEIE 7R BUE POP i
TZERMIKTT LT 2 DIk L, ERFEOIIE T 58w T
3E(E T BT POP OH#EITIZPE L 72, & 612,
FEHEIZ B O TIBEBE T2 TH POP DT L &
IZHEZEICEEmL 7=,
[%m]m@ﬂVFUv72%EEE?®%ﬁu,?E@
RIEFAF E IERAF CIIWOMB 2R L 72, T EEITER %
5 POP OJRREIC I~ bV v o 2B & V32 ]
NG 2 TSR & 5.

[EZ: HIUEE BE: criER - kKE@s]

4. Long-term Prognostic Factors after Hepatic Resection
for Hepatitis C Virus-related Hepatocellular Carcinoma,
with a Special Reference to Viral Status
C M REEEMMREYRERPEREICFS T H5HF:
S 1 IV AFRREICRE S B i%5ET

el 2y 72 R

[Hy] C ZUAF % BEE AT MR (HPE) WIBRTR O

Kl RIS 4 L ZFREEIS DWW THRGET L 7=,

Db 5 & 78R C BURT 2 B W1 R AT VIR 2 D 207 5111

WOl 5 4, 10 4, 15 1% TOEA & B CH % Hik L,

RN %2 MG L 7.

[RESR] VIR 5 4F, 10 4, 15 -0 E7760E 107 6 (52%),

386 (18%) BXLU 1961 (9%) TH 7. IFN RIS

K SVR 3R L7-THE, SVRAELh G, >Rk &

RHA AT

ﬁmNmﬁ%ﬁﬁﬁﬁotﬁumeéiﬁﬁ-ﬁﬁ%
AR QICHABICRITTH - 7=, 5 HEGFEOTFRIATIZ

ik ICG15 \ﬁﬁ, ﬂ&)@“ %I & OS2 IR R R,
10 FEAELFO T 7-1& SVR &K ICG15 4ril, 15 4E4:A7
DK TI1Z SVR DATH - 7-.
[dw] C ZURT 9 B 9 U Bk 5 0D 1 1 IR - 1 gl o SO T 02
Ko TELL, itk 5 TSR A EEh 55, i
#% 154 TIE SVR D AN PR Td -7z, CHIUFLE
M YIBR P C R 415 51213 IFN #AI2 & 5 SVR
DOERNEETH 5.

(& LBFIE aE

D EBEK— - thE— %]

X B m E 2 =
% 507 [E #l c =

B PR30 4R 7 H 19 H (OK)
B W RKEEHEHEALF
X i OF®‘E

b 111 ‘+l]:

Ny m

FAURIXBEZOHRE

1. Use of the Tumor-infiltrating CD8 to FOXP3 Lymphocyte
Ratio in Predicting Treatment Responses to Combination
Therapy with Pertuzumab, Trastuzumab, and Docetaxel
for Advanced HER2-positive Breast Cancer
HER2 ZHMAEICHT NIV XY T, PFAVX~Y
T, FEZXEIGRAL I A TOREDHRICHT S
TILs @ CD8/FOXP3 ) 2 INEKELLERDF At

\ X Be R o 28 B
s (g MR

[HI] 9D G N BRI HUE ARG DR T I

L, ToOfEEE UTEEREY » 38k (TILs) ARG

ENTW3., Ny 2w THFfbs#E (TPD L2 X V)

(3 HER2 PR I/ 4 % — G e L CHE. S A, %

P INER B 516%%#Eﬁéﬂfw6 Sl 4 13

HER2 BRI ICx4 52 TPD L Y X ViZEB T é%ﬂﬂd\

BB OW TG L7~

(x5 & J1k] HER2 B3RS IS L CTTPD L vV X v %

JEfy L7z 30 il &5t & L, HEHIE SO CD8, FOXP3,

PD1, CD163, LAG3-TILs, J##ffiflad PD-L1, PTEN @

EEIEEAENT 2170, EIROREAN AT & HORRET 2 17 -

7z.

[K5%] CDS8 mi%Hit, PD-L1 {K¥%HE, CD8/FOXP3 %

AR TIIE RIS A B O L R R S I (%

N % 1 p=0.045 p=0. 040 p=0.007, log-rank). CD8&/

FOXP3 &l ClIARICAEFHMOER 2RO 5 h

7= (p=0.034, log-rank).

(%3] HER2 BAMEFU#ICxd 2% TPD L ¥ 4 v Cld, CD8/

FOXP3 HEMEIE P& AT & 7 5 nTREMED RIE S I 7z,

[FE: KFH— BE: A #=-)IIOFME]

2. Verification of the Methodology for Evaluating Tumor-
infiltrating Lymphocytes in Colorectal Cancer
KIBEICE T 2 EERE 2 /NERO MO A5/ DIREE
o S PR 2% B g2 R
[H/] Tumor-infiltrating Lymphocytes (TILs) 2
B PUE fE A  L, IEREO TR EHEET % L duh



ENTWB N, TILs =i O i 72 G 3 & v T
W, KPR TIE TILs RIEE ORI 5 %2 Bak L, £
Rk AL T 5 2 L H & L7z,
(%] 2007 ~ 2012 FIZHUABYIERTE % JifT L 7= Stage I,
K53 313 fil.
[7ik] RyERRs @A 17 T LD Rl /5 3 C IS St 5k oo
TILs $t&JEL72. (1) Tecells %7+t v I (CD4, CDS8),
(2) HEEINGE (ME%, hot spots IZFRFE), (3) Vv
ISERDJRAE (FISRVEN, RN, —fIPAik).
(RER] M2y 2 (PR CR-A L 72, RBEN & 72131
¥ 4fAk D CD8 TILs it Tid, MKEER I Tl
THRAEAT, EEFRNEFE SIAER A TRIEE 2D
7z.
Uitam] ISR V) > SBROD B i 7 GPA 4 U S A 2 20 AR
IR TR L 72 — 1P 2R D CDS' TILs L CTHh 5 &5 4
5.
[FE: XFH— BIE: BEBEL - ERBEF]
3. Neutrophils in Primary Gastric Tumors are Correlated
with Neutrophil Infiltration in Tumor Draining Lymph
Nodes and the Systemic Inflammatory Response
BEEREICRBEL ZFHRIRKEFREY -/ EOIFHRERR
BHE2GDORIERILEHET 5
S K e BE R %R
w8 (T B 5
[H] BEALEEAO Tumor Associated Neutrophil (TAN)
& i Bif Neutrophil-Lymphocyte Ratio (NLR) # & & 7=
BRSO BRI K- & DBIRIZ DWW TG L 72,
D] 4R 2007 4~ 2008 4F1Z fitifT U 7= B DI
120 flAExE 5 & U -,
(5] JRFEHE, kg ) > o i Bl CD15 ik T HyEgE
TV, fFhEkEFE L, PEEOR I E L O 2 T
U7z, & 720liai NLR & thotiE &k 0 2 BRSOy L, BRAOW
PRI F 2 JUBAMRGT U 72, & 72 TAN OBREfRNT & LT
CXCR2, TWIST, IL-6 D¥¥l#% in vitro [ZHEf L 7.
[R55] Y, Vv SHio TAN &iiiig, TR, N
K7 &ML PHART, VU YS#HiNO TAN SR,
MLV RIRTF & K572 JHREHELE Y V3 i TAN ORI
B IEDOMHB %789, JHIEH D TAN &l NLR &, 1E
DA %58 7. CXCR2 X TAN & [AEBALICFBIL, fiE
% B3 &I A 7247 b BRI TWIST, IL-6 {5 OR8N I
Hl7.
[iam] BRERAT ISR L 72 TAN &, AT Y v/ 3filic s
72 TAN X, &HOKIELMHBL, U v SHilsf & kit
5 W REMEAVRIE S 7z,
[F&E: KFEH— BlE: BEBL - EHR1ET]
4. A Non-clinical Experimental Study of the Ligation
Process with Knot Pushers
FEERAEERICED /v Ny vy —2RAVWERERITOE
ZICBET B
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s (KO B R A BE B
P <L Wi A b R zé)
[H#] knot pusher % i\ 7z &4 S0oks 2 A5 oD Bl 9 3
iziT5 2 #HME LT
[53R] JEWMERE S R (Suture-A: K'Y T 2 7 LA,
Suture-B: 8%, Suture-C: ./ 74 I XV ) #fiH
L, #PREERERRE LI knot pusher % JH W 725528 2 I L
7z, FROikJI% 100, 200, 300 gf & L, KHEDERIIIZL >
TOI— 7 %R%E USRI B 2 AL E 2 Gl L
7z.
[%55R] H#AAATEIE Group (100-100) 114+1 gf, Group
(200-200) 3285 gf, Group (300-300) 478+2 gf, Group
(200-100) 109+1 gf, Group (300-100) 100+3 gf, Group
(300-200) 231+3 gf Td - 7=. fEAHREO LK Tk
Suture-A 104=+1 gf, Suture-B 112+2 gf, Suture-C 97+
1 of THEMEICHELEEZRD 2. KGHENT Suture-B O
A AT 2 RIS HG L 72
[#45%] knot pusher DO HIKHIZIX, HHAASFER AT
DI TIAAMEEZ /NS THZEBETH D, Ky
WIS BKMEAE S SR TIEIAMA AW EAN DA E 5 BT 0
EIRE NIz
(& £mFE BIE: oHEm - HFOLE]
5. Functional Neuroimaging in Rasmussen Syndrome
TRALy B ERBICE T DREEEI A -T2 T
o . e g
[HW] 524y X VIEWRRE (Rasmussen syndrome; RS)
FERATE T AP AZRTIEMRED 1 D Th 5. NiHKREA
A =DV 7L TADP AR TREAR %2 VT RS ORNRESF
HH & 4T > 7=,
[xt%] Bien (2005) DMk &bl L7z 23 il (12
O MFEZ W % &) .
(7] Wiy (CBF)-SPECT (JE{ERIKHE, FefEiE) -
HPERY O T ¥ 2 ER (BZR)-SPECT - 18F-FDG-
PET A U, H{§r 2 S ZaHl L 7=, FEMRE G
oM, MR (B R, focal cortical dysplasia;
FCD OF %) & Mkt L 7=,
(K55R] FeAERGFE T, RBEMX CBF-SPECT; K
AR (16/22: 73%), J&fE# CBF-SPECT; v (10/12:
83%), BZR-SPECT; #HH{X T (9/9:100%), FDG-PET;
BERKT (5/5: 100%) %/ L7z, MR, 12 Fl4fl
TIEPER DG A2 2 L, 5T FCD 2l 7.
[Fham] MabSaE A X — o v 7Tk, B R IR IR
EWIRLFEHRE LTINS 5 2Tz, TARA
D#EEARIEIZIE, BZR OREEHESR FCD OfAHAEABS5- L T3
TREMED B B
Fﬁz 30 £ 7 B 12 B (K) FiAHi Bk 18F 5 1 ;—;%z@_}
[EZ: ABE: BIE: HLE=iC - BEEY
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1. Neural Activity Induced by Visual Food Stimuli
Presented Out of Awareness: A Preliminary
Magnetoencephalography Study
EEBRTORENEBRBICL28BEX DX LICEET
ZREEIDIZE: R ETR

mE B, A R BE EAl
R TR R A, ST &S
Ck?ﬁ%@éiﬁﬁ%ﬂ>
BUI: ) B O Y NI VR S

[E%]tb@ﬁﬁﬁ@ﬂ 3 SRR 0D R SR R S A

Rifle Rz T ENEMEI TS, AT RIS
%béﬁiﬁ@@$Xﬁ ALEWENMZT B xHE
& L7

U] AR S 20 812Ny 29— P A%V k%
v, BSOS E Z OEi§h SAEK L7254 2 Hiff %
BHIZ Lo R WETEUR L 72, BREERIC & 0BT 2k
FRuGEh & Mg XCRH L, HEORTENCBE D 5 EREH
& OBARMEABRET Lz DEMOFHINC & b ARG E)
DI % 17 - 7=.

[HER] BAEROIRIC K 0 G B O8I % 7280,
Z ORINE HH OB 2 58RI ORI & & o %
RU72. BEEROIRIC L - T U2 MHiEER B &0
FEIZB T 5 oo/ s — [l Zh 2 hsgm
G E) I KO HE ORISR 5 RAMIHI O R & BIE L
T\,

[#him] MEEE T CoORMEIRISN T 20 b2 H O
BATENCBD 5 ATREMEDS R S I Ze.

2. Relationship between Tissue Doppler Measurements
of Left Ventricular Diastolic Function and Silent Brain
Infarction in Patients with Non-valvular Atrial Fibrillation
FEREEN OEHEBREICBTIEBN T IEICKDE
EHRERAEETA & MAE MR MERNAEZE DREE M

K %% b & % 0 R R

e (g % e W R

% S b A>
2 I = S VS T

I
=
%
RS
I =

Yk @ ﬁ&ﬁé ﬁﬁI \o’;% z)
B (ﬂﬂ%‘ i}m *E‘%f W;-ﬁ— i’f)
piE Wk (fg ERE W % z)
%ﬁ@ﬁ(%ﬁ@Aﬁn@g)
i1 ﬁ%f(%@i%é*z%/;a >
v (EEERL A
Atm§§¥-<ﬁféﬁggégiq%>
Bl i%(%ﬁlhgﬂzﬁﬁuﬂ>

[H] BEREWEVERGRETE 1, FFR O GRRIE 5 K OREMEPERG
WEFIEDERMRIK T Td 5. AWPETIX, JEFRBENORE
MBS AR e LT, MRk E 7 7k & B EERRE S
FBE & AMENTE (i 1 M A 22 oD B e & BT L 7.

DRESR] Ak 22 00 MERE IR D R FRMSRE PO Al B B8 35 171 45
CEYFE 63111 %) 2R & L.

(5] MERE {1 o A € 0D BRAT 0 72 80 12 VS MIRT, LA
TP T 7 JERAEEH O 72 012, ARmEE O 2 — Xk
TAET U7z, JRAEIBEE L L ¢, AFESHRA MG
(E %), fEMEFrimEsdEE () #3HlL, MEDOTH
% Ele’ #H L7

[HE5R] 2R OMER, Ee’ 212.4 cm/s (3 BEIEREEPER
FHEIE DM L 7- B 7T dh - 7-.

[REam] MGk © 7 5302 & 2 S IIRAEETINE, JEFRBGE
PO EN S 12 36 1 5 Ik RO ) 2 7 EhlbicBa H
TH BAREMEDVRIE X 7z,

FAURIXBESOHRE

1. Prior Vaccinations Improve Immunogenicity of
Inactivated Influenza Vaccine in Young Children Aged
6 Months to 3 Years: A Cohort Study
65 Bbo 3IMDEFNRICETEIRELLATIVT Y
YU F o ORERMER, BEQATNIHTIF
CEEBICEL-THESINS: K — MR
: Pl Vs | T

e 5 (7 )
[Hi] HHENRIZENT, BEORENA v 7L v
723y (V) #%M2, #%igy — X /ISR L 72 1V O
SIZIRIEIC G2 5 528 4 BT L 7-.



(k5] 2006 410 HicA Y I LT V9 o F VG4 7
YU TNIFIZIT 6 fidk & Z2 L7z, 6 v A5 3 D
/NI 266 A& KR L L7
[3E] 3 1TV 2 2 Ml FE U (3% A i 0.25 mL/ ],
37 0.5 mL/ [Al), $EFERG, 1 3%, 2 BEfE%RO T 2
F VPSS B AR IR EE TR BUAMG  (HI M) % 3
L7z, MBIV 28R L 220 e R L - 2 & 3k
W, PURRAEIG (it HIMM 1 : 40 DL E) % Mg
L 7.
(W3] By — XV IcHEM L 2 1R RO PR EAa #54
(AH1: 77%; AH3: 86%; B: 18%) %, Wiy — X v IC#4HE
Loz LiEiclREgRmIZEm» - 72, FFIZ, AHL &
AH3 IZxHT 2 A RAEHIAE, WEIA L L 1 HE
FL2Z2 3R ENETH - 72
(k53] #E/NRIZ 3T 2 IV O %ML, #@Eo IV
PRI & > T8GR L 72,
(& REEE BE: M 3K - ABEE]
2. Effects of Teriparatide and Sequential Minodronate on
Lumbar Spine Bone Mineral Density and Microarchitecture
in Osteoporosis
BHBEREICHTATUNSFREEEI/FOVE
BELCLIEHETES LVOBREMMESICHT S
EE 0L )
PN Ve i
LIRS NG SRRy
[H) 79,875 F (TPTD) B LI /7 Fu Vg
(MINO) #hEHIC &k 5, # 1-4 BEME %)% (LS-BMD)
& Trabecular bone score (TBS) DFRIF 2V A MiaTd 5.
[R5 IR MR FRRRE R 28 .
[J7#:] TPTD # 5-ui, #5-#%3, 6, 12, 18, 24 » M,
MINO %% 12 » Hi#1Z¥ () % LS-BMD % QDR-4500A
1IZ2& Dl U, TBS iNsight software & i\ T, WEHED
DXA Hi{§ & » TBS # 5 L 7=,
[%55R) 26 % D HE (FE#69.4+11.87%) Hbu< &
12 » HI# @ TPTD iG# A 5¢% L, 26 4 19 %2312 » H
10> MINO i % 321} 72. TPTD i€ & 0, LS-BMD
5% 6 2 HCHBIZEWML, 12 » HARIZIE X 5108
muz=. —7J, TBSZ, #5#%3» A THRIZHML,
12 » At £ THEF X 7z, TPTD IBFHE T #% D MINO #
BT K D, TPTD iH T3 L 72 LS-BMD & TBS i3
MERF X7,
[i&as] TPTD iG# IS & 5, BHEEMINZEA U - iE
TRAIRE G DUERI R, F6 & O MINO %53 T O FHHEiE
FOMERIR AR /e,
(& MEKE BE: =AK=E=i - PrEs]

3. Increased Bone Mineral Density and Improved Metabolic
Bone Markers in Patients with Hypophosphatemic
Rickets/Osteomalacia Treated with the Calcimimetic,
Cinacalcet
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B miEE< 3%/ BRILERFEICEVT, A3
ATA4 VI ATHBYFHIvE NERIEHREICLY, &
REY—D—EHXEL, BEEEHEMT S
(K BEIE 2 BE R R
R (S )
[H] €2 3 v DIPIEIKY » hEdE < 20 /5 kA LLE
BEICBT Y F AL MERRIE (Y F v ) #5i
KB~ — 7 —, HEE (BMD) (126§ 2 5K & Mt
%] 777 A0y F=L (1aD;) THEHOIKY ¥
MREYE < 299 / BIALIE RS 4 4.
[(FE] v F et b 25 mg/H % 2 R 5 L, B
< — % —, BMD %iFli. loD, #5513 14 HIZMHE, 2
FHIZE ALY T 4 (Ca) MIERE CalRiE % 2 & 20
KGRI 3 5 A,
RER] > Aot P52 X 5 IR R AR R £ K
Tz, BRAIE CalREINT &MY ViRE A%
W7z, P52 4EHD 1oD; #5638, a8 7 v
AVKRZT 74 —XIXMET L, BEHE - KB E BMD
.
Uisam] (KD v IiiEYE < 20 / B LERFIZBWT, ¥
F AL PG UES 1oD, 5 mONNE, FHF
Mkt & BMD st LA TH 5.
[FE: WMEHE BT PiifEs - =FRZ]
4. Association of Decreased Handgrip Strength with
Reduced Cortical Thickness in Japanese Female
Patients with Type 2 Diabetes Mellitus
2RIERRETMEBEDEART EREEREERT EDRE
pale Tl e
BH B2 (K wRi i)
(H] 2 BB P & (8 R IC s W TR EBIE L R
J1& DRIz D EMGTL 72,
[R%] MUBe ABED 2 BRSO &P 122 44 & Mg ik
FEREDR I & 702 4.
[5i:] IER & FOBAEEN 5.5% A2 2 BB -
WA A 2 W AR e A R (LD-100) " 12
KoL, BT & OB 2 B 1 i U 7=
(R55R] 40 MELIRRIZ 300 C 2 BOBEPRS & P13 IR PR S 1k
L0 BN RBERES AR EMEE R L 720, WiEE
B TIIE Lo WARMHTTIE, 2 8IRKEICE
WTHRIZ B AR I K O B8 LA B RO
BIfRAZRN L 72, 2EREMITTIE, KB EIE Z-score IZH L
TR ER LM L2 EO% 5+ (3=0.319, p=
0.001) TdH > 72, W EEEE Z-score IR LT, 17
NEIERLRFSHTE L TOREhar 7.
[fsam] 2 ZORERRPS 2ok TR IERE RO M B R TR &
DIRTIAMET U, RIS TR BB AR T 00 o 2 25 B [A]
TThb.
(& WEKEE 2E: PHiESR - R 18]

5. Association between the Left Atrial Emptying
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Fraction and Silent Brain Infarction in Patients with
Paroxysmal Atrial Fibrillation
ZEMOEHRENRE CH (T 5 EEREER & BEERMRIE
EDRE
[H] MERE G ERBEZE IS, RER DRE s b A 2 0D fis B K]
TLEhThh, LEMEBEFEICENTE LIFLIERED S
N3, RIEMEOHEMEIEEEZ N E LT, EHEIRHE (left
atrial emptying fraction: LAEF) %\, LE%RE L
TESRE VN BEZE D BIEI DWW TRRGET L 72,
[RR] 5 —F L7 T7Vv -2 3 v LLIFBXABEHME)
MPE SN LA MEIEF O T, ffE ) S
RAERDENEH 77T Bl &R E L.
(7] Mg BE.O © 2 — MR A1 C LAEF & 5, 9%
MRI {2 T fSEME R IE O G 2 17V, Th b ORH %
EE A
[#%5%] CHA,DS,-VASc 217 ¥ & UfeGFR % &% 7= %%
RN OAER, LAEF <45.5% (3 BEGMEREZEO T L
7-BHA AT h - 7.
[#53] LAEF K T3, RBEMOBMBIEEICENT, M
JEMEPENGBESED V) 2 7 GHlil A FH T & 5 WHEMEAVRIE X
7z.
[FE: B & BIE: WMEME - SL£EFE)
6. Positive Association of Plasma Leptin with Sleep
Quality in Obese Type 2 Diabetes Patients
BB 2 BIRERIRICH (T ZEEROEICIEL 7F 3 IE
ICEBET 3
NI TV R S
R (gt s g 1)
[Hf] R DB o FE A Fo & OB (2 BE 5.
4 [a] 2 BUBEPRINEE 2 B W TR B IRIRAE # 5 L, L
TF v EMEIROE & OBIHEM: A ML 7.
D] 2 ROBEIRAS O ABEEE 182 4.
(5] Z2REmsInsgE Y 7 5 v g % ELISA YAIC THIGE L,
o AU ME MR A e 5112 & D JIAE U 72 MENREE 1 R 7 L &
O (T a8T —fil) #MEROBEOHEELE L 7.
USR] AR I o, ML 7 F ViR T L 28
Ui AREIEOHEERL 2. S 5ITMERILE,
AHI % B RAFICE O 2EOR A OMR, 7237 —
T3 U T & BMI 23E 0, Ii5EL 7' F VIRE N IED
ML L 72B AR L7z, — A TR IC W Tid T e 4
N — & MAEL T F VRS & OB A <, Wz 0
TAMENRER & 4TV 75 RIS & ORI & 2 B % 5
D7z,
[fEEm] Al 2 BOBHR S IZ B W CiLAE L 77 VI3 A0 =
RIE I R IR IR Pt 55 & 3y U C R D & IRV B 5 5.
[FE: MERE BIE: #HL=k- Bl 18]

7. Association of Increased Serum Ferritin with

Impaired Muscle Strength/Quality in Hemodialysis
Patients
mRBERBEICHTI2ME7UF>
B EDOREE

= fiE & PR E/

wor e (g P B
R N 2 0 s T8 TN B 7
(HI] BESkOME~ -7 —Th 517 =) F /e
1813 KO LI OO E O B % BEt L 7-.
[F] M7 =V F v, EMZMOES (handgrip
strength; HGS), H# &K ' _&#H T 3 )L F — X W I %
(DXA) TH#lE L 7= LR &% 2 57 % arm lean
mass (ALM) #H5E L7z, AiAOE I HGS/ALM o (kg/
kg) T/RL 7.
(R5R] 77 = U F v idit % 6 » HENSRECIHE G- L 7= 8k
ME L IEMBEERL, IO A~ - —& LTIRA
bh7z. HGS E MO E X Zh T h 23.1£104 kg &
11.6£3.8 kglkg TH - 7=, M7 = U F VT HGS, LA
DB &ML LTS 22 2Bl 45729, logliliE 7 «
U F A T, PER, IMEATHAR, BERM O A M,
BMI, log (CRP+0.01), TSAT %M. [KT& L THAL
LA EMRATIZT, loglliE 7 =V F VI HGS EHEAHE
@*EB% (B=-0.091, p=0.0395), AiIADE & & DMHBIEH
M (B=-0.100, p=0.0754) AA5N7=.
(RaR] I 7 = ) F VI IREE AT 8 % 12 5\ C HGS
RPHHNOBE LB L, MAGENTEE OHANRFEDR2» S E
FROMPFL G HEARETH 5.
[FZ: WMEHSE BE BL & =Fnz]
8. Disulfiram Enhanced Delivery of Orally-administered
Copper into the Central Nervous System in Menkes
Disease Mouse Model
A ZIRETIVY I A AVWREOIC K 3 85RO
FIREEANDERICH T 2T XV T 1 T LOFAMDE

¥ E N OWOE E

[HE] x> 2% & v 587 OBREAR I L 5T
HEOMRE A5 2RI $. R4 3BT LY — bAIT
HBEVANT 4 TLN, AVIFARETILYI A (7T
7Y A) ATBWTHE L & ORI A U, kB
Z M U TGN A Bk T X 200 & 5 2 & FNRT-.
(] BWEAS Y 2B LY IRV AT 4 T
LERIOPEE L, 30 %12 ¥CuCl, R 5 L 72 &
I B AR DS D HL D JAAR % & L 7=,

[FEHR] Y207 4 5 200 EE Liz~vr T 7 2&
CANT AT LEGE RV I ALK L T, 24
HER OISR 2 M X g 7=, A — 594257 4 —
TiE, YALT 4 7 LI2KDROFS S DRI E A~
DOHLD ABP R E 7= Z L BB X N7z,

[fEaw] AeDF—21F, 27T AHBWT, YA
7 4 T LR & 72§ D AR R A\ D ik % Bk

R e <ﬂ<%5&%@%ﬁ%ﬂ>



TBHT L AEFEIEL 7.
[%ﬂz 30 £ 10 B 4 A (K) fiAM BRI 18F £ 5 é—:\%%%@}
[=Z: AlxEs: BIE: HIUTE - iR

9. C-X-C Motif Ligand 1 (CXCL1) from Melanoma Cells
Down-regulates the Invasion of their Metastatic
Melanoma Cells
AT/ —<HRBOR BT 5 CXCL1 1§, X5/ -7
HRanZEEEE KT 5

k%ﬁ%@%ﬁﬁ%‘%ﬂ)

HE <ﬁ2 DA S &

(] Kxid, HEERGEOFREEE R L 2512,
WA CHUEIT T 2IEM 2535, 202 &hb, |
WP EFIE L T3 & 2 AR A2 1T - 72
[F] EmEME RISk B16 3 LU, 7 O @ fifisfei
Jla ¥k B16/BL6 % ffi i L 7=. Invasion assay, ll/lgfE,
A M4 VT LA %EE, Bl6 Mg e B16/BL6 #ifig
E DO EAER % FH 7=,
[%55] B16 e Fikix, B16/BL6 Ml itk & A 74
12 (p=0.02) FHFE L, MilwEiE s £ s 7. Bl6 i,
B16/BL6 #lliffg & Hx% < @ CXCL1 % 4 L, CXCL1 iZ
B16/BL6 fifld D2 HEE # A RIZ (p=0.01) KT &7,
CXCL1 O HHIFIARDTHM%IZIE 2 DEITERIC (p=
0.046) #il X 7z
[ftam] BRME £ 5 2 — < #ilflesd, CXCL1 % Jr L THifs
X F 7 — < MBSO A I 2 nTREME A b B .
Fm 30 £10 B 15 B (B) fiAMERE: 18F & 1 ;—;%E}
[EZE: cHEm BE: KFH— - BEAH]

10. Enhanced Sterilization and Healing of Cutaneous
Pseudomonas Infection Using 5-Aminolevulinic Acid
as a Photosensitizer with 410-nm LED Light
410-nm LED 74 F ERRFEZMHYPEELELTDSE-T7 I/
L7V EERW - RERIBEBRREICHT 2 REDR
ERBRERNR

v (K B R % b %E R
pnsop (7 BT )

[H] )22 (photodynamic therapy; PDT) i

FIEZ VB LB T 5 Z & RIS 2 70 < 2 5 iR

BETH D, HMEERIYEDOH -G REL LTHEA I T

W5, Sl EREOKRGYETHIEE & 2 HIREIZHT 5

77

5-aminolevulinic acid (ALA) & &t LED % v 27z PDT
DRIRIZOVTHET L 7.

(5] In vitro TREEZNR % HERR S 5 728, ALA %R0
U CTHEFE U 2RI I PDT 247V, 24 BRI O I i 4

Lz WIZ, in vivo TORMREMERT 5720, HEE
&GP G552 PDT %47 - 7=.

[#5H] In vitro 12 5\ TR 10 L T PDT 475 Z

ETCRERAZD 7=, In vivo 123 W) TGS 12 %)

LT PDT #4795 Z & THRICAEREAERE S /.

[#53%] ALA % Fi\y7= PDT (3% 8 0 fok I 1] R 40E 0 97 7=

IHHRRIZ AN 5 5 T L AURIE S h .

Fﬁk 30 £ 10 B 15 B (B) ik ERk: 18F 5 1 %ﬁ@}
[ BEXH 2E: B3R - i)

11. Re-investigating the Basement Membrane Zone of
Psoriatic Epidermal Lesions: Is Laminin-511 a New
Player in Psoriasis Pathogenesis?

EEESHICH T 2EEERSFOBERF: 532 -511
BEBROREICESETSH?

X Be R o 28 B

R B Qﬁ g W g f?)

[HI] AWF7E T, SZREEOE I I 5 IS5 1 D%

BB XUZOBRENBELT, REICEWTEELET I=Y

ThHd7I=VS5l %GO THBRFNTLIZILZ#HNET

5.

(5] W 351F 2 SRy T O RBUZ DWW T, iR

IR B L O E T LY o ARG A TN T, s

AL AR ET 2 170, B RHMEEIC & 28T & 17 - 7=

¥ 72, HaCaT g% B - s mi 92 2 17 - 7.

[WER] iz E ™A T KR ET L~ Y 2§ T,

FIZVS5IIOFEBANERIZERAL T, X 5ICEH

M, WRET LYY AL WBETIEIANITZ2EY — 4

DEBIZIZHER AL ERD BN 5720, WRHRET LYY

Z TIRIEEREAROIE &, FHEHR D555 1) 25 2405 % 58

7z. mf%IZ, 7 3 =511 13 HaCaT Mg hfRe % (it ik

4, TRV ZEHFEL

[REEm] Sz OWRE IS ISR 03B 5L, FRICT 3=
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