TAHREESF THDH, CDE3IL, MIEEmE & 3
7 Thv., TR, NKHZIZEWT, 2T
BT NAOEREICES L, HEERE RS A
BT oRERH D, IL22RALE, IL22FE
EROBRERTH Y . RO LRI T
LTW3, IL22 L fEA L CTRIERL & #fl O
YER %A%, CDIDIZHLAZ T AHEDLFTh
D, BRRMERR, BER, MARMRE TR L. IBE
RETHARICIRTRT 2, 2 bREEESF
& MR BISE & ORI REERIC OV TIRE
R TIEARATH 5,

AFEHTIZI VN TIEL, K91405SNPs & S 2127
J LU A REREMEAT ZIT o 1203, METRER DOfE
LW S BT, AR S S IRE L
IOZEE, KM1oTey MIEERY
— 7 BRO LIPS TZZ . BET, QQplot
DR (data not shown) 75 bIHEE ST,
Elo, T REEOY T NENA+ 4 Thrino T
Zehn, EAEOHTZITO BN TE R -

A

Zo TNHDOREFRT N, 4K, EHITH
BEERL. TEED T LERD D, *
7o, MOEEEIZONTS, SRIEITZED S
FETH D,

E. ¥ &
(1) PMDAAREE}DFEHT

BT CHRERICE S < PMDA~DOHEEK AL
E#Emam B %, KRB OERH L, =
VAR, TAhvmlYLR, ThaF=7%00
B, ARINTZERLIIMZAT, A MMLxH
— bk, REZEXEN, TIFF0r, FLrUX
EVEOUEPDAVLN TV A ERRORE
HbEhol,

(2) BT HAURIERE R OMEAT

7 MBS TLENTRE SR (R1405SNPs)
ZRAWT, MEMEMREERE & BE 3 5SNPsD
FRNT 24T o7z, —BYE L CBFHE®R DA E

F1 EEZRICESHHESMERENOPMDANDERE S

EXSE EHHEAERH) FE

2012 | 2011 2010 2009 2008 2007 2006 2005 2004
ARbLEY—h RAE HBERA 42 60 50 59 72 76 93 109 119
TROYLR HAE g;@g;ﬂ&t\%oﬁwﬁ 40 81 112 1 0 0 - - -
T A0y LR ESE ZDHQIEBFRF 34 99 12 - - - - - -
Rtz &3t Lok Engp sE5i3E B T HE I S B 31 69 85 55 43 55 55 37 46
FIAF O EEE NAE TR 27 46 43 40 50 33 53 35 40
TABF-JIERE NAE Z OO IEHE A 23 65 86 134 244 45 - - -
TLIL A SRS RWEHRA 22 86 51 60 57 68 53 70 58
RANLF2 R ) D LoKFY GESTE KBERE 19 33 40 46 6 6 i - -
NI XTI GEETHBZ) FHE Dt IESAH 19 19 25 13 24 10 =
FHI=IW-FASY L -FT IV NN LERER] REAR R RH 16 32 42 35 37 51 38 22 27
IEFNCTPGRIZEFHAZ) F4E %&ggzﬂm%mmmﬁ 16 29 37 35 27 35 42 35 -
Fo4F=T RAE Z D1 iR H R 15 63 57 65 106 95 126 185 285
A IVRURTGRIEFHRIBA) SHHE ZOMOBILBERE 15 24 19 12 16 15 18 13 16
IERERTUAREE NEE FOMOIE - FRAE 13 13 15 21 26 7 1 - -
FHRYYTSFY EHE TOMOESEE 9 27 28 23 38 31 21 10 -
ARFTAVIVEE MAE ZTOROES B 9 15 26 23 16 14 16 17 23
INAOITYIL ESE RBHERA 9 15 27 14 29 9 7 8 7
BYFL T GRIEFHERE) SE4TE Z OB RHE 9 14 15 55 10 - - - -
U JIF=J RAE Z DD E FH 8 - - - - - - - -
FHILTT GRIGFHERZ) SEHTE %Eﬁéi’éﬂ&t\%m&wﬁ 8 20 27 34 4 - - - -
FEHRIVITFHLS—EAZL RILRLBRE WRE ik e NI ) 8 19 - - - - - - -
NoVLRTGREFHRIBR) EHE Z OB FAH| 7 42 36 - - - - - -
HRLAEY REASE Kt 7 10 9 5 5 2 1 5 5
SRIYTFUIL BRI RAE HREE 6 30 10 1 - - - - -
AU/ THAGRRIE KN EATE REHEEY RS HHF 6 28 29 24 38 15 24 19 15
RITIST EHE ZOMOIES AA 6 12 15 9 18 13 9 = =
B AR R AR BEEEHE 6 12 2 4 4 3 2 1 1
189 BF )L TR BB YIRS B 5 17 31 30 29 29 26 46 34
EHILASE NBE ZORDEFZRE 5 13 11 11 8 12 12 11 9

- | IERBFERT
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05651‘33 position 240 Mk
1. BEMEMERORE L BEETS 1 FR6aEED SNP & PEOCHT

Bl 1 FRak Eo SNP OME, it PEDlogl0 277, BF 132
EREICTTAR 7z u—=flIEOEEKEEL RS,



JRA: T R EWT SRR ) &
NG - ERSWML T2 MU Y1 AREWMRER

A5 12 B9 % el G R
yagiilEin:ass
R DNA T —H— DK ANIZBIT S
A RTEICBET 2 Bt

WroeoAE R &

KRB RFRFEFEREZREVEN - FRRE HEEdR
ZElII VN
JKBRFERFGIEREERGVIER - 0FNBE B
CIEC it
JREBRERFEFRERERER SR - oFHRTE #H &

MEEE

[#E] Krebs von den Lungen—6 (KL-6) (. FL72 H23BEZE LI-MEMM&DOME A A~ —H—T
HY . PBREOEEDBIES ERLTWS, LrLans, Bk TIIKL-6IXFZRMICHEIE T
WBDHRTHY, BREANCBITAHERMEOT —F—IZR o TW5D, Fo, MIFKL-6EIIMUCLE R
F o EE LA (single nucleotide polymorphism; SNP) T Hrs4072037 genotypeZ L IZER D
ZEnHEINLTWA,

(B8] ABFZED BEIZ B AN & FERICECK ACRB W T M iEKL-6ME 23 B B A o2 ki A T
HHZEERALNITEIETHD, RFFZ, BARANEEKAIRIT 2 MBKL-6EDE N, 25T
|2 MIEKL-64HE & rs4072037 genotype DEHEM:, IZ 2V T HBAS L2V,

[Ai£] 20074F 2 A 7> 520114E11 8 F TIZIEBRFREE/L H TN B YRuhrlandklinik,  University
Hospital CHIEMEMZ & W S 7226THER (AANILSER, A ¥ A1B2ER) 72 bTNT, FEA
I86JER (B A ANLLOEER], KA ATOREF]) Zxtge e LT, MiBKL-6fE7 5 TNIrs4072037  genotype
FRE L7, S 612, MIBKL-6MEN &b m v VRE - FrREE CRIEMEIMAERS & @5 AL \R] e
B v M A ZEICOWT, AR & ONZrs4072037 genotypeBliZ /) TERE L7,

(#5R])] FEMEMAEGNCI T 2 MIEKL-6EITEFE AL B LT, FAYARDLTIZHEARADWS
NIZBWTHEEBICEEZRD T, MIEKL-6EDOH v A 7EIX. BARALHEERLTRNA Y AILEB
WTEVEA 2580, & 5IZMmiEKL-6/E1Zrs4072037 genotype & A ERABBEZ DT,

(#E3m] MIFKL-6fEIL K1Y NIB W TH BARAN L R, BEEREORINICER TS Z L%



B 5 AMZ L7z, rs4072037 genotype D434 DIE
FTEEHRTTHLEND D A RN RE I,

A. FEBE®

IR Z &1, 200FELL D IR B O BFR
BHY . BERRED G OILERIERE R &
N TWo, BEMRR, R E M
ROPUITEEE T TR AR RIFRENRDH D Z &
BHBNTEY, BEHOBZE & IBEMN AL EY]
WATH ZENEETH S, B CIIREE MM

EGZ WSR2 W 722 STERERT RIS
EO L ZARKEVN, MEASF~—H—
i RREE, K= X N OMETHAY IR LAIE

&, BEMEL SR DD, D CTHK L
BRBAETH D,

AEIT I P CARRYUR & U CTHEES D e
BEHUR A ¥Rk 2 BAY T, BieEMiaIcs LT
G BEOBNEHOE ) 7 o —F LHiE%E
TERL L7z, ZTD@EBT (J1) KL-6Hiik L LAt
Te® /7 a—FVHER R T 2 ERPURKL-6

L REEE L QMBS EE BBV T
EMEBECATSELET DI LERA L, A%
e o7 X BEHRR - BEMLER R E AR BT D%

DEFARRT D, KL-61LEE @A D FES WAl
LF U THDHMCL LT ANZET B 4y F8200kd
UEDOERDFEESZ AIHURTH D Z A
LI e 0Tz, ZDH%, 1999F T IXMEMEM%K
DLW & REEEMEIE L L TRAE L2
L LU TRASH, 2000622 EREREB %
ZBICED | BETITOAEICBW TERKY
200 5 IR LL EOBIENM TN TS, Lol
7RG BRKETIEKL-6I IR ZERICHIE ST
HOHTHY, BAANIBITZEREDT —%
—IEROI TN D, —F T, MIBKL-6fEIIMICIE
foF OB ELA (single nucleotide poly—

3

XY KL-GEIZAANE FAY ANTRREDZ T Y b

morphism; SNP) T& Hrs4072037 genotypel
CWRERDIEPRHBESNTVD, SbHIT,
HapMap7 — & N—2Z X5 &, BKA &L BARA
Tldrs4072037 genotype DN IE N H S &
SNTEY, MIFKL-6E2 AFERM TR 5 FHE
HERDDEEZBND,

UEDERLD, RO BRITEAANLR
FRICEICK AT 36\ T b MLVEKL-64E 25 FE B 14 At 2%
DEWCARTHELZ LEWAOLNITHI LT
bD, MEIZ, BARNEFKACIIT S MiE
KL-6fE D&V, 726 CIZM{EKL-61E &
rs4072037 genotypeDBEEME, 2 OWT H#E
L7zu, '

B. AR A&

20074 2 A 2> 5 20114F 3 A £ TIZIRBRFR
F272 & ONZ R0 >YRuhrlandklinik, University
Hospital TATS/ERSDH A KT A eV, R
PR, B, Mk SZ — T ES W TR M2

E W ST 26TER] (HARNIIBER], FA
NIB2IER)) Zxtge e Uiz, [RIBFICESE AISGE
Bl (AARNILORERF, KA AT6RER) & xfs
L L,

PRI mEE BRI L, OO L =%,
-80°C THMEWAF Lz, D%, MIEKL-6fE%

electrochemiluminescence immunoassay

(ECLINEETHIE Lz, &bl Lzs
LDNAZ VN TRT-PCRIEIZ & ¥ rs4072037 geno—
typeZ AR L7, FIEMEMKIEG & &EE ANLE
BT BAy A 7fEEZROC (receiver operat—
ing characteristic) HH#RZ HAWTRERE LT,



(REE~ORE) EfEE RO,

AMFRORREZL, & N7 L BRI WIZ VB MR 25 O IIEKL-6E D B AN & Bk
WIEICBET 2 fmERiE#t (FERL134FE3 A 29 B 3CHR ADRBNZEBIT D ANFER72E VT DV TRE 21T
E - BETBE  BREEXRERETRELS) A o7z, BHNCRT 2B TIE, mMIEKL-6/E
STIEREh, Yot M7 LFE/mEEE T, BAALEBE LT RS, Y ATHEICEES
MRETEBINLEXEIZLLDA T+ — 4 RUED, FEMERMEGRIZBIT 2 ETTIEA
Kearvey hRELNTEFE L, BED FER 72BN RO R 1o T,

TTA N BESFUCHFSE R E L T B,
3) IMEKL-6EDD > b A 7EOAFEZ L HEN

C. MEHEE IMIEKL-6MEAS ., RV MR RER] & % A &8
1) BRELE BT BHeH % 5T 5 7= 12, ROCHIE 2 A

Table 1 29 X 912, MIEMEMAES B TmkEtE. FA Y ANEBRANIOT TR EZ L
OMEE AIZBWT, BARANE P Y AOMIZE 7z, Figure 1b IZRT L O, FA Y AZEIT
UNTEERR, MR, BUERE, MEIREEMRE R E D HETCIL. ROCHAR T FE (area under the ROC

BEERICIIEEZRORIo T, curve; AUC) 1X0.967 (p<0.001) T 7=,
Figure lc IZ/RT L HIZ, BARANIBIT HiE
2) MEERZICIT SKL-6EOH Atk THE, KL-60AUCIF0. 987 (p<0.001) TH o7,
£9. MIEKL-6MEDOHF AT ZRE L7, PlEED | migKL-6fEiEL R0 > AZHBWTHH

Figure la IZ/R"¢ & 912, MIEKL-6MEIL. &% RAEFERICBOTHEHATHD Z EDBBH LM
N & s UCREMEMADEFICBWT, A Tpolz, WiT, EVEMRAER &85 N2 &5
VANIBWTHBEARAEFRBICEEZL2ZE-T THRE - BERENELEI Ay VF7E

Table 1-The clinical characteristics of study subjects

Patients with ILDs German Japanese p value
Number of subjects 152 115
Age, years 67.4+£08 67.5+£0.8 0.659
Gender, Male / Female 94/58 77738 0.388
Smoking status, Non / Ex / Cu / unknown 68/56/15/13 44/55/14/2 0.282
VC, percent predicted 67.3£1.6 72.0+2.1 0.103
DLCO, percent predicted 483x1.5 475+1.8 0.642
Diagnostic categories of ILDs

IPE, n 92 61 0.320

NSIP, n 44 34

COP, n 6 10

Drug-induced ILD, n 10 10
Healthy subjects German Japanese p value
Number of subjects 76 110
Age, years 45112 458+0.7 0.345 -
Gender, Male / Female 33/43 62/48 0.083
Smoking status, Non / Ex / Cu / unknown 36/9/19/12 66/15/29 0.876

Data are shown as mean + SEM. Statistical significance was tested by Mann-Whitney U test or Chi-square test. ILD, interstitial lung
disease; Non, non-smoker; Ex, ex-smoker; Cu, current smoker; VC, vital capacity; DLco, diffusing capacity of the lung for carbon

monoxide; IPF, idiopathic pulmonary fibrosis; NSIP, nonspecific interstitial pneumonia; COP, cryptogenic organizing pneumonia
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(a) Serum levels of KL-6 according to ethnicity, compared between healthy subjects and

patients with interstitial lung diseases.
the studied subjects (HS, healthy subjects; ILDs,
The horizontal bars represent the mean values.

eases).
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The significance level was set as

< 0.001 (Mann—-Whitney U test). Receiver

operating characteristic (ROC) analyses were performed between patients with IIPs and

healthy subjects in (b) German and (c) Japanese cohorts.
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are set at the point with best sensitivity and specificity.

AN LIZRE LT, KL-6D5 » A 7 1fHI

FAY AN 659 U/ml.
»7= (Table 2)

4) Imig
typell X A1E W

AN TIX461 U/mlTh

~ED T > b A 7 EDrs4072037 geno—

MIEKL-6fE & rs4072037 genotypeDENE D

BEEZH LN T 5720

12, rs4072037 A/A,

A/G, G/G genotypeRl D IMIEKL-6ME Z#5T L 7=,

Figure 2a
A & Ees U CRIE MERT 28 DAER]
L PDrs4072037 genotype
S>TEEZE DT,

R R ST, MiEKL-6fEIL. &
IZBUWT,
WCBWTHLEBELE

Vg

ROCHR#HR & AV 72 M5 Tlid, Figure 2b-diZiR

3 X 912, rs4072037 A/A, A/G, G/G genotype
WZBT DMETTIE, EEMEMKER & W A%
A5 DKL-6 DAUCHE I Z M2 400. 991 (p<0. 001)
0.990(p<0.001), 1.000 (p<0.001) TH -7,

Wiz, FIEMMRES & BE A2 &R T 2 R
B -RBAEFPROLES Ry NFT7ER
rs4072037 genotype Z & IZERE LTz, KL-6D7
v h A 7 EIZrs4072037 A/A  genotype TrE397
U/ml. A/G genotypeTiZ461 U/ml. G/G genotype
TI3503 U/mlTdh -7z (Table 2)

5) BRI X DL EMT
s f@ﬁﬁ&f‘éﬁl%@mzﬁm 6EIZ S5 X

IZOoWT, BERRBICL 2EEERBITF 1T



Table 2- Optimal cutoff values of serum KL-6 according to ethnicity or rs4072037 genotype

Ethnicity rs4072037 genotype
German Japanese A/A A/G G/G
Cutoff value, U/ml 659 461 397 461 503
Sensitivity 0.862 0.939 0.958 0.986 1.000
Specificity 1.000 1.000 1.000 0.981 1.000
Diagnostic accuracy 0.908 0.969 0.977 0.984 1.000

The optimal cutoff values are determined as the serum levels of KI-6 which show the best sensitivity and specificity in ROC analysis. Diagnostic

accuracy = (true positives + true negatives) / total subjects
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Figure 2

(a) Serum levels of KL-6 according to rs4072037 genotype, compared between healthy subjects
and patients with interstitial lung diseases (ILDs). Each point represents the serum KL-6
level in the studied subjects (HS, healthy subjects; ILDs). The horizontal bars represent
the mean values. The significance level was set as « = 0.0056 (9 comparisons in 6 groups).
sk P < 0.0056, *x%P < 0.001 (Mann—-Whitney U test). Receiver operating characteristic (ROC)
analyses were performed between patients with ILDs and healthy subjects in (b) A/A cohort,
(¢) A/G cohort and (d) G/G cohort of rs4072037. Arrows at the top left corner are set at
the point with best sensitivity and specificity.

7-. HEEMEN TIX. 8 (regression coeffi- 730.926, SE = 125.844, P < 0.001). rs4072037
cient (B) = 35.413, standard error (SE) = G/G genotype (B = 333.670, SE = 93.596, P <
4.090, P < 0.001), RAYVATHBHZELE B 0.001), MEMEMADOHFIE (B = 1489.534, SE =



Table 3- Linear regression analysis for serum KIL-6

Regression coefficient Standard error P value
Univariate analysis
Age, years 35.413 4.090 <0.001
Gender, female vs male 135.546 133.043 0.309
Smoking, Non vs Ex vs Cu 23.001 88.610 0.795
Ethnicity, Japanese vs German - 730.926 125.844 <0.001
rs4072037, A/A vs A/G vs G/G 333.670 93.596 <0.001
With or without ILDs, HS vs ILDs 1489.534 104.439 <0.001
Multivariate analysis
Age, years 4.989 5.263 0.344
Ethnicity, Japanese vs German 117.823 120.173 0.328
rs4072037, A/A vs A/G vs G/G 213.973 81.802 0.009
With or without ILDs, HS vs ILDs 1533.652 159.022 <0.001

Non, non-smoker; Ex, ex-smoker; Cu, current smoker; HS, Healthy subjects; ILDs, interstitial lung diseases; VC, vital capacity; DLco, diffusing capacity

of the lung for carbon monoxide

104. 439, P < 0.001) AM{EKL-6fE & A& 2 AHE
Z T (Table 3), ZZEEMATTIE, rs4072037
G/G genotype (B = 213.973, SE = 81.802, P =
0.009) &MEMMMADEFE (B = 1533.652, SE
= 159.022, P < 0.001) DAL L 7= IMIEKL-6
BEICEEL RIETRTTHDZ EAHALNT
Rolt, 2, BEEMFT TIE. Fi

(regression coefficient (B) = 35.413, stan—
dard error (SE) =4.090, P < 0.001), KA A
ThHdHZE (B = 730.926, SE = 125.844, P <

0.001), rs4072037 G/G genotype (B = 333. 670,
SE = 93.596, P < 0.001), FIEMEMKDOEFE B
= 1489.534, SE = 104.439, P < 0.001) »SMiE
KL-6fE & HE2MEZFED T (Table 3), ZEE
FEHTCIE. rs4072037  G/G
213.973, SE = 81.802, P = 0.009) & R M~
DOFFFE (B = 1533.652, SE = 159.022, P < 0.001)
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genotypeZ & DAUCEIZ LV HEfETH -T2, £
7o, BEERENT ORER CTldrs4072037 G/G geno-
type & BB MR 28 DFFFEL RN U CHLIEKL-6fH
WWEEZEZTVWD I RSN, BEX
D, BETEI LIS D2 L TEKL-6DH

genotype &

genotype & MIFKL-6
S5ETOH

genotype Cix b 5



MR OZWEEN LV EE A HH
Tz

EMEDSRIR &
LU, BHEZEOE T, rs4072037

genotype X ¥l 45 Z L 1XRFR. B, = A b

IR E X0 EZTHRENTIER,

BRI

PRAENTIZERANE R DDy T TEORE
PITHOMERS D EBbih b,

E.

&

MFKL-6fEIL KA Y AR TH RN LR

1%

5 7>
rs4072037

(., FEMERR OB

WWERATHAZ L%
WZLl7%, FAYANEBERANICBITD
genotype DA DBENZ LV | ILiE

KL-6fEIZTEARANE RAYVANTERZD Y v 7

{[:)

BRKNIZ B 1T 2 MIEKL-61E % 3%

EMEDIRIR X Tz,
ET DI

ZRET DMEND D HH

X, S BICEBUEF T ORI & R LR AT

IMERD D EEZ DN,

F. @EEIRER
3L,

G. BIRFEXR

1. WXER

1) Horimasu Y, Hattori N, Ishikawa N, Kawase
S, Tanaka S, Yoshioka K, Yokoyama A, Kohno
N, Bonella F, Guzman J, Ohshimo S, Costabel
U. Different MUC1 gene polymorphisms in
German and Japanese ethnicities affect
serum KL-6 levels. Respir Med 2012;
106: 1756-64.

2) Ishikawa N, Hattori N, Yokovama A, Kohno
N. Utility of KL-6/MUC1 in the clinical
management of interstitial lung diseases.
Respir Investig 2012; 50: 3-13.

3) Osterholzer JJ, Christensen PJ, Lama V,

Horowitz JC, Hattori N, Subbotina N,

4)

2)

Cunningham A, Lin Y, Murdock BJ, Morey
RE, Olszewski MA, Lawrence DA, Simon RH,
Sisson TH. PAI-1 promotes the accumulation
of exudate macrophages and worsens pulmonary
fibrosis following type II alveolar

epithelial cell injury. J Pathol 2012;

228: 170-80.
Tanaka S, Hattori N, Ishikawa N, Horimasu

Y, Deguchi N, Takano A, Tomoda Y, Yoshioka
K, Fujitaka K, Arihiro K, Okada M, Yokoyama
A, Kohno N. Interferon (alpha, beta and
omega) receptor 2 is a prognostic biomarker
for lung cancer. Pathobiology 2012; 79:
24-33.

Tanaka S, Hattori N, Ishikawa N, Shoda
H, Takano A, Nishino R, Okada M, Arihiro
K, Inai K, Hamada H, Yokoyama A, Kohno
N. Krebs von den Lungén—6 (KL-6) is a
prognostic biomarker in patients with
surgically resected nonsmall cell lung

cancer. Int J Cancer 2012; 130: 377-87.

FRER

Ohshimo S, Horimasu Y, Bonella F, Ishikawa
N, Hattori N, Tanigawa K, Kohno N, Guzman
J, Costabel U. KL-6 and CCL18 as predictors
for acute exacerbation in idiopathic
pulmonary fibrosis. American Thoracic
Society International Conference (2012.5.
18-23, San Francisco).

Horimasu Y, Hattori N, Ishikawa N, Tanaka
S, Yoshioka K, Benella F, Ohshimo S, Guzman
J, Kohno N, Costabel U. Different serum
cut—off values of KL-6 for German and

Japanese to diagnose ildiopathic inter

stitial pneumonias are related to different



3)

4)

Mucin—1 gene polymorphisms. American
Thoracic Society International Conference
(2012. 5. 18-23, San Francisco).

Horimasu Y, Hattori N, Ishikawa N, Tanaka
S, Yoshioka K, Bonella F, Ohshimo S, Guzman
J, Costabel U, Kohno N. Different cutoff
values of serum SP-D for German and Japanese
to diagnose idiopathic interstitial
pneumonias are related to different SFTPD
gene polymorphisms. European Respiratory
Society Annual Congress (2012.9.1-5,
Vienna).

Kohno N, Ishikawa N, Deguchi N, Iwamoto
H, Ohshimo S, Fujitaka K, Haruta Y, Murai
H, Hattori N. KL-6 is a useful serum
biomarker for early detection of interstitial

lung disease. European Respiratory Society

Annual Congress (2012.9.1-5, Vienna).

5) Ishikawa N, Hattori N, Taniwaki M, Horimasu

7)

Y, Matsuda T, Kohno N. Gene expression
profiles of idiopathic interstitial
pneumonias: Identification of disease-
specific diagnostic markers and molecular
therapeutic targets. European Respiratory
Society Annual Congress (2012.9.1-5,
Vienna).

Thara D, Hattori N, Okamoto H, Kohno N.
Intratracheal administration of dry
powdered low-molecular-weight chitosan/
siRNA complexes suppressed gene expression
in the airway and metastatic tumors in
murine lung. European Respiratory Society
Annual Congress (2012.9.1-5, Vienna).
Iwamoto H, Hattori N, Haruta Y, Sugiyama
A, Nakamura I, Nakagawa M, Miyamoto S,

Onari Y, Ishikawa N, Fujitaka K, Murai

8)

H, Kohno N. Characteristics of inspiratory
and expiratory reactance in interstitial
lung disease. European Respiratory Society
Annual Congress (2012.9.1-5, Vienna).

Ohshimo S, Bonella F, Horimasu Y, Ishikawa
N, Hattori N, Hirohashi N, Tanigawa K,
Kohno N, Guzman J, Costabel U. KL-6
compared to LDH as a prognostic factor
in Caucasian patients with idiopathic
pulmonary fibrosis. European Respiratory
Society Annual Congress (2012.9.1-5,

Vienna).

HMEMEEOHEE - KR
G
72 L,

. ERHRBE

72 Lo
F0ith
2L,



JE A T R A SR R e B <
ks« RS L 25 b —Y A1 T AREWFRER

SEANTENG B BT 5 el B IEE
T PR
SEAPE i B D FE 1T 59 %
EAG T ARBEHT B D 2 15T

e HEE KA IERE
BINKZEFZIMEETHE PR

HREE

HIRRE - BERBIBRICR % EHROERPEAIN, TORBHFINTE T, ThbHDZE
FNIFEREE LT, ERAADHER I ZIZEFBRGENL TV D —T7, AN X 5 HAIMEHE
EOREPFELBMLTWD, FEHRABICLY ., WE, FEMER, FERERMEMK., MAKE, Ml
K73 SRR IR 2 R T EAMEMEE L, AT EACI Y AFEMCTHEEEICERZNERS
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EREICEGHNER BB TND Z ERREEND,

VAR, FEAIEIWER (ADRs: adverse drug reactions) Z$ER & HLA (Human Leukocyte Antigen) & DFH
I OWTEHOBMENR DN D, FFITHLA-B*15: 02 B HIL, FLTADPAREI LA E I X
D . Stevens—JohnsonJEMERE (SJS) FEIEMNIELRA F K L TR0 ER bz EEATHRE ST
B, $% < OWEND, HLAITHFEOEFEWEARROBAZICHEL TN D EEZLND, FEHIME
JiffEE L HLA & OFEBSIZ DWW TIE, BIFE £ TRIBEDB DRV I2D BEEH R ITHERED G D
Niehole, REEIT, FREEZIIE LI RRE1BBI 22, BELH &, FIEL2A-> 7235
SEBI CHIBIMIT 21T o7z, Fio. BE A & OMRBIENT H1T 57,

AT Cld, FEERIEBRF L & FEFRAEF35BIZ DOV TA, B, C,DRBL, DQBLID T Y L& A ¥ 7 %AT
ST, MEECp<0. b THBZEZZ AT T U /MIRH SN0 o, LinL, @BFEAL OB T,
DRB1%04:05, DQB1*04:017 V VKD, MEFREEEH THEIC LR L T/ (DRB1+04:05;
p=0. 022 OR=2. 10, DQBI1*04:01; p= 0.018 OR=2.17), LAL. JRABFLCIIT D HAIMEERAE AT
BEAZERALAT U VTR Sz hr o 7203, ADRIZILZ T ATTE{ET (DRB1#04:05, DQB1%04:01) A3 &
B MEETR LTz, SBRBICRHENE ST A0, ERIBEBEORENLETH S,
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MLTEW:, Bbh-BAERITEEESL
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@ @EEANEOHE
EEA2O0IAN Cuikl) &, BERRBLO
FERERMICIBT 57 U VBIEEHEEIZ OV
TE, %2 testiZ L AHHBAfENT 21T - 7,
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B2 (p<0. 05) 7R L= DIE, FIEREIZIBWT
HLA-DRB1*04:05(0R:2. 10, p=0. 022),
-DQBI1*04:01(0R:2. 17, p=0. 018),
-C*01:02(0R:1. 86, p=0. 049) T ->7= (F# 2),
Fio, IERERIZRB W TIFHLA-A*24:02
(0R:2. 51, p=0.012), -C*01:02
(OR:2. 10, p=0. 047), -C*12:02
(OR:2. 59, p=0. 039), ~-DRBI1*15:02
(OR:0. 31, p=0. 029), ~-DQBI1*06:01
{OR:2. 10, p=0. 047), ~-DQB1*06:02
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F1 EXMMEEREREEREHBMICBITAHAT UIILEEL T VIILREE
Allele Frequncy Allele Positivity Allele Frequney Allele Positivity
HLAdocus allles |DILD(+), n (9 DILDG) n (O PLO0M ™ DIDE n () HLAdocus alleles | P00 ™ Doy n gof D™ ooy n
01:01 1(0.91) 1(1.43) 1(1.82) 1(2.86) 07:02 6(5.45) 2(2.86) 6(10.91) 2(5.71)
02:01 14(12.73) 8(11.43) 14(25.45) 8(22.86) 13:01 0(0.00) 1(1.43) 0(0.00) 1(2.86)
02:06 15(13.64) 9(12.86) 15(27.27) 9(25.71) 15:01 10(9.09) 5(7.14) 10(18.18) 5(14.29)
02:07 2(1.82) 1(1.43) 2(3.64) 1(2.86) 15:07 1(0.91) 0(0.00) 1(1.82) 0(0.00)
03:01 0(0.00) 1(1.43) 0(0.00) 1(2.86) 1511 2(1.82) 1(1.43) 2(3.64) 1(2.86)
11:01 8(7.27) 6(8.57) 8(14.55) 6(17.14) 15:18 1(0.91) 0(0.00) 1(1.82) 0(0.00)
A% 24:02 36(32.73)  28(40.00) { 30(54.55)  23(65.71) 35:01 4(3.64) 5(7.14) 4(7.27) 5(14.29)
24:20 1(0.91) 0(0.00) 1(1.82) 0(0.00) 3701 1(0.91) 1(1.43) 1(1.82) 1(2.86)
26:01 4(3.64) 1(1.43) 4(7.27) 1(2.86) 39:01 5(4.55) 5(7.14) 5(9.09) 5(14.29)
26:02 2(1.82) 2(2.86) 2(3.64) 2(5.71) 39:02 3(2.73) 0(0.00) 3(5.45) 0(0.00)
26:03 1(0.91) 4(5.71) 1(1.82) 4(11.43) 40:01 6(5.45) 2(2.86) 6(10.91) 2(5.71)
31:01 13(11.82) 4(5.71) 9(16.36) 4(11.43) 40:02 7(6.36) 5(7.14) 7(12.73) 5(14.29)
33:03 13(11.82) 5(7.14) 13(23.64) 5(14.29) 40:03 1(0.91) 0(0.00) 1(1.82) 0(0.00)
B 40:06 6(5.45) 3(4.29) 6(10.91) 3(8.57)
01:02 25(22.73)  17(24.29) | 22(73.33)  15(42.86) 44:02 1(0.91) 1(1.43) 1(1.82) 1(2.86)
03:02 1(0.91) 0(0.00) 1(3.33) 0(0.00) 44:03 9(8.18) 6(8.57) 9(16.36) 6(17.14)
03:03 12(10.91) 10(14.29) 11(36.6) 8(22.86) 46:01 3(2.73) 4(5.71) 3(5.45) 4(11.43)
03:04 12(10.91) 6(8.57) 11(36.67) 6(17.14) 48:01 2(1.82) 2(2.86) 2(3.64) 2(5.71)
04:01 3(2.73) 1(1.43) 3(10.00) 1(2.86) 48:04 1(0.91) 0(0.00) 1(1.82) 0(0.00)
05:01 1(0.91) 1(1.43) 1(3.33) 1(2.86) 51:01 10(9.09) 2(2.86) 10(18.18) 1(2.86)
Ox 06:02 1(0.91) 1(1.43) 1(3.33) 1(2.86) 51:02 1(0.91) 1(1.43) 1(1.82) 1(2.86)
07:02 18(16.36)  10(14.29) | 18(60.00)  10(28.57) 52:01 10(9.09) 8(11.43) 10(18.18) 8(22.86)
07:04 1(0.91) 0(0.00) 1(3.33) 0(0.00) 54:01 7(6.36) 9(12.86) 7(12.73) 9(25.71)
08:01 8(7.27) 7(10.00) 8(26.67) 7(20.00) 55:02 2(3.64) 2(2.86) 3(5.45) 2(5.71)
12:02 9(8.18) 8(11.43) 9(30.00) 8(22.86) 56:01 1(0.91) 1(14.43) 1(1.82) 1(2.86)
14:02 7(6.36) 1(1.43) 7(23.33) 1(2.86) 58:01 1(0.91) 0(0.00) 1(1.82) 0(0.00)
14:03 9(8.18) 6(8.57) 9(30.00) 6(17.14) 53:01 5(4.55) 3(4.29) 5(9.09) 3(8.57)
15:02 3(2.73) 2(2.86) 3(10.00) 2(5.71) 67:01 2(1.82) 1(1.43) 2(3.64) 1(2.86)
DILD: drug induced lung disease, DILD(+)=110, DILD(-)=70
Allele Frequncy Allele Positivity Allele Frequncy Allele Positivity
HLA-locus alleles |DILD(+), n (%) DILD(-) n (%) D'L%g)v " DD n @)  HLA-ocus alleles D‘“(’yg)v " oo n ] PP pipe) n b
01:01 7(6.36) 4(5.71) 7(12.73) 4(1143) 0301 1 15(13.64) 7(10.00) 14(25.45) 6(17.14)
04:01 1(0.91) 0(0.00) 1(1.82) 0(0.00) 03:02 7(6.36) 5(7.14) 7(12.73) 5(14.29)
04:03 0(0.00) 2(2..86) 0(0.00) 2(5.71) 03:03 10(9.09) 10(14.29) | 10(18.18)  10(28.57)
04:05 22(20.00)  11(15.71) | 20(36.36) 9(25.71) 03:10 0(0.00) 1(1.43) 0(0.00) 1(2.86)
04:06 6(5.45) 1(1.43) 6(10.91) 1(2.86) 04:01 | 22(20.00)  10(14.29) | 20(36.36) 8(22.86)
04:10 5(4.55) 0(0.00) 5(9.09) 0(0.00) 04:02 6(5.45) 0(0.00) 6(10.91) 0(0.00)
08:02 2(1.82) 1(1.43) 2(3.64) 1(2.86) DQB1# 05:01 7(6.36) 5(7.14) 7(12.73) 5(14.29)
08:03 7(6.36) 11(15.71) 7(12.73) 10(28.57) 05:02 3(2.73) 5(7.14) 3(5.45) 5(14.29)
08:04 0(0.00) 1(1.43) 0(0.00) 1(2.86) 05:03 3(2.73) 1(1.43) 3(5.45) 1(2.86)
09:01 8(7.27) 7(10.00) 8(14.55) 7(20.00) 06:01 | 17(15.45)  18(25.71) | 17(30.91)  15(42.86)
09:02 0(0.00) 1(1.43) 0(0.00) 1(2.86) 06:02 10(9.09) 3(4.29) 10(18.18) 2(5.71)
DRB1* 10:01 1(0.91) 1(1.43) 1(1.82) 1(2.86) 06:03 1(0.91) 1(1.43) 1(1.82) 1(2.86)
11:01 2(1.82) 3(4.29) 2(3.64) 3(8.57) 06:04 8(7.27) 4(5.71) 8(14.55) 4(11.43)
12:01 5(4.55) 3(4.29) 5(9.09) 3(8.57) 06:09 1(0.91) 0(0.00) 1(1.82) 0(0.00)
12:02 2(1.82) 2(2.86) 2.(3.64) 2(5.71)
13:01 1(0.91) 1(1.43) 1(1.82) 1(2.86)
13:02 9(8.18) 5(7.14) 9(16.36) 5(14.29)
14:03 1(0.91) 0(0.00) 1(1.82) 0(0.00)
14:05 0(0.00) 1(1.43) 0(0.00) 1(2.86)
14:06 5(4.55) 1(1.43) 5(9.09) 1(2.86)
14:54 5(4.55) 5(7.14) 5(9.09) 5(14.29)
15:01 10(9.09 4(5.71) 10(18.18) 3(8.57)
15:02 10(9.09) 5(7.14) 10(18.18) 5(14.29)
i | | ¥ Th
F2 MMESHRERN - EREHLEEEHLOHAT JIILREEROHEERR
Allele Positivity DILD(+) vs Control |DILD(-) vs Control
HiA-locus  alleos | DBU) ™ DILDG) n () Control,n ()] OR P | oR P
A% 24:02 30(54.55)  23(65.71)  86(42.79) 2.51 0.012
C* 01:02 22(73.33)  15(42.86)  53(26.37) 1.86 0.049 2.10 0.047
12:02 9(30.00) 8(22.86) 21(10.45) 259  0.039
DRB1#* 04:05 20(36.36) 9(25.71) 43(21.39) 2.10 0.022
15:01 10(18.18) 3(8.57) 51(25.37) 0.31 0.029
DQB1* 04:01 20(36.36) 8(22.86) 42(20.90) 2.17 0.018
06:02 10(18.18) 2(5.71) 50(24.88) 0.22 0.012

DILD: drug induced lung disease, DILD(+)=110, DILD(-)=70, Control =201
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Tiopronin B A*33.:03 415 93%
Abacavir AlD = %%55*%% ; 15 1708(;/0%

. B*15. 955
Carbamazepin —E%ﬁw 8JS A#31:01 10.8 6018/'% ________

; B*58.01 3935 1
Allopurinal EEELE SIS B*580] 408 0%
Ticiopidine 77 O— Ll s A*3503 365 86%
Sulfamethoxazole 2] J3 B*38:02 16.1 76%
‘Oxicam RIE SJ$ 547507 1598 0%
Phenytoin Thhd SIS Bi1517 185 100%
Ximelagatran ik 5% S FHEE DRBI*07:01 44 47%
Flucloxacillin R HiEE B*57:071 80.6 14%
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