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PERTR B OFREICBEET 531 A~ — I — D
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(1) PMDARXREEOREHT
HEHEDOEFIEE Q0126 OEFHEN
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FEBERENED TN D, 2012FEDRHEE LT

X, AR RLEY—F, FEZXEAL, Frv
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Mo T2 EEBIIMZ, ~NAV X TEOFURE
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D34l & | ST DAEGREL - FERE DN R,

EIEEDD LIRS TETNS,

F 2. 20044EE D DI0EFFO R TIE, LU

T ORI TR BT,

1) BEtcix, F7495=7 (1,0514f) . A b
MuxHh—1h (7684F) . =aAnF=7
(6664F) . FavHEy (5944F) | KEX
X (5401) DIETHMEENZ,

F1 EBZICEIHEEHEBENOPMDANDREH

EXR4 EHSE(REH) 5 o
2013" | 2012 | 2011 | 2010 | 2009 | 2008 | 2007 | 2006 | 2005 | 2004 =E
AR FH—h WA (EE) RBERH 31 81 65 50 61 74 78 93 Al 124 768
FesF e KR EHE ISR A 22 B 69 85 55 2 55 55 a1 | 48 540
IAOF=TIERIE WEE TOtOEE R 21 7 65 86 134 244 45 - - - 666
FLYAEERE ESE ARSI 23 68 86 51 60 57 68 53 70 58 594
IADYLR ARE W; ;;gg?’m‘%mﬁmﬁ 15 66 80 109 1 0 0 - - - 271
FAYAYLR EHE 0D EH R 12 58 100 13 - - - N N - 183
TIASOUERE NAK TEIRRA 27 44 46 43 40 50 33 53 35 40 411
54F=7 RBE ZOHOEE A 30 40 62 57 65 108 95 126 185 285 1051
FHI=N FIFUN A TIUNN I LRER RBE KRR 14 38 33 42 35 37 51 38 22 27 337
RNV AT CRIEFHMBR) T5E ZDOEE A 16 36 19 25 13 24 10 - - - 143
A7) R ITRIEFERL) EHE ZOMOBILHERE 11 33 24 19 12 16 15 18 13 16 177,
RAL ARSI D LK EAE RBHERA 12 33 34 40 46 6 6 1 - - 178
JaEryLNERE NAE Ot mk - thkAE 1 21 13 15 21 26 7 1 - - 111
TaRNETREEFRRZ) EHE f&;ﬁéﬁ;ﬂ&t\%o)mwh 9 26 29 37 34 27 35 42 35 - 274
RoYLITGREFHEER) FHE O DIEH R 9 26 42 36 - - - - - - 113
2JF=J ARE DD EEREH 17 24 - - - - - - - - 41
A /T HARBIE KD 4T RESLEYR S S 10 21 27 29 24 38 15 24 19 15 222
FUXTTGREFHERR) 5T OO EYERTH 8 21 24 17 22 17 0 0 0 - 109
FHYLTI (REFERI) HHE fﬁ; "éﬁi’hm‘%w%mﬁ 5 20 21 28 34 4 - - - - 112
FEHYTSF ERE ZOBDESEH 7 19 27 28 23 38 3 21 10 - 204
L o0y HAE ﬂf Egg?‘wmmwﬁ 0 17 3 2 3 n 5 5 4 4 54
YRV YIGREFARR) IHE ZOMhOIES A 10 17 14 15 55 10 - - - - 121
HEANGVITHY TP ANKRUBE RRE B kA 5 17 18 - - - - - - - 40)
INARITY I ERE KERH 5 17 15 21 14 29 7 138
ARFITAVNEIE ARE ZOOEHHER 2 16 15 26 23 16 14 16 17 23 168
HRSEEY MBAE RERH 7 16 9 9 5 5 1 5 64
985 ERE RESEEME I WH 5 16 17 31 30 29 29 26 46 34 263
SATYTFNBHEKRY REE BRHE 5 15 30 10 1 - - - - - 61
RE(5—7100 o-2b(BETFERL) FHE ZO D EPFREH 2 15 6 13 18 18 20 40 15 0 147
EE8 NEE EREH 4 15 5 5 6 5 57
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DHRIRI40% % HDOTEY . F-2fa@G® KL oo
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R4 THER AL BB &
EEG - BEERFL 25 b - AM T AREWRERE
A IikEF T B9 2 R IBEE
e 7 AR TR

HEEHRDONA T =TI —DBRANITHBIT S
AHTECBT SRRE

MoRssEE R &
KB RFRFERREREIIR - oFHRRE R
SRR W RERERGEREENE ERRRE
AIMGA  IRBERFRZEGERE ARG - 7 FNRE GEED
EEE  JKERFRFEREEREZREIER - oFARE #dR

MREE

(2] FERBEERTFZAEEER (Epidermal Growth Factor Receptor-Tyrosine Kinase Inhibitor:
EGFR-KTD) 12 & 2¥AMEEESEOR AT REARANCEEEICRD BN S L, MEMEMRED
FREBIIIABZENFETHZ R LN TWA, —J5 TRrebs von den Lungen-6 (KL-6), Surfactant
protein  (SP)-A. SP-DI3AFR T S WHEMWMEBOMIE A A~——& L THERERGAIN T
B0, BOKTOFRIFIIHZEERICR OGN TEY . BCRAILBIT 5N DS F~—h—DFRMIC
B ARENIR LN TWA, £, MERL-6ENRMUCIHELTFOBEEEZR (singlenucleotide  poly-
morphisms; SNP) LESET 5 L OHENRH Y, BEFHEROELR D A NERTCIXIINLMENA 4~
— 1 —DER R D FREMA R SN TN B,

(B8] ARFZED B H91E, KL-6, SP-A, SP-DREKKAICIT b REIEMAOBEICA H TH 5 H
EPEREFIL. BARANLECRAL TINLMEY—I—DEIZENDRHL0ED. EHITHAER O
BEFHREVE IE~— I —EE OBFEIZOWTHLNITHZ L TH S,

[5:E) KB KEREER X OV KA Y Ruhrlandklinik, University Hospital Essen® EBRILREFZEIZI
T, ATS/ERSDH A KT A N> TReFEMERE MR (Idiopathic interstitial pneumonias: ITPs) &
DU ST 2490 B, FAIERTR L BWT S 722061, 72 D N IS E MBI LR L Lz, 2B, A
Ab LIZERADORZRNGRE L, ENLUNDAFED & DILFRS LTz, MIEKL-6i%electrochemilumi-
nescence immunoassay (ECLIA) £, MiESP-A¥ L U'SP-Ditenzyme-linked immunosorbent assay
(ELISA)IEIC L D HIE L, RAMA HHIH L7257 ADNA% AV TMUCIE K OSFTPDRIGE FH 0
SNPDZ A 0 T %4T o1,

[#R] R4V AN, BAEAE HIZIPsEEDOMBFEKL-6, SP-A, SP-DIEIXEEHIZEFREIZEETDH
o7, MIEKL-6EIX FA Y AMBREEFICBWTHRICARAL D EE (p<0.001) THY ., MmiESP-DIE



X RA Y AIIPsRE (p=0.005) BIUMEHHE (< 0.001) OWFL b BARAIE L THEBRICEETH
o7, —H TH{ESP-AEIZIIAREB TOBRENIERD R o7, ZEEMTOREE. MEKL-6fE T
MUCBERF£ rs4072037 L AEICHE L, mﬁﬁw%dwwwﬁﬁ%gmwMM7rﬂ%%uﬁi
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28, JREDFEE TE 2V O IR R M i
#% (idiopathic interstitial pneumonias : IIPs)
TN TWS, MEMME, FFICIIPsOFi
TR T TFRARDFERH D Z LB bN
TRY., RHORE L EIRIBENANREET
b5, BFFRTIIOPsOZEHIBZET R, MEsX
R R L O A e L I T
Lz eIhTWan, X BHOZE N ATRE
TREBEIOEa X M2y —r e LTom
BN T~ —I—DIGRIE, R EEDDTH
AEExbNn5,
MEMEMROMIFENAAF~—T—Th 5
Krebs von den Lungen-6 (KL-6) . Surfactant
protein (SP)-A. SP-Di%, L EIZEBWV TR
SNTRRRETH D, 19994 L v HFICIEEK
D‘“Cb%liilf‘ TN A—T—%BE
CBWCHERAT 2 Z ENTERICR Y, B
GWMMWﬁﬁWuL@MEﬂﬁbhfwéob
MDLRB G, BRETIZZN D OMmE A 4~—
RHNZHE SN TNDEDHRTHY, BR
KANZBITHERAMEOT —Z IR T\ 5,
F7-, MEKL-6ERMUCIHER T OB RS
Bl (single nucleotide polymorphisms; SNP) &

BET 5 LORENRDHY, BEFNERORR
DS ANER TIEZN L MIENA A~ — T —DfEN
BB ARSI SN TNS,

U Eo¥E F &Y A5 CTIXKL-6, SP-A,
SP-DOIRKAIZE N T b EHERiA ORI E
HATH0E0EHRET L. BRANEKAKAL T
I bME~—I—DEISENRH DB\ %
AN LY, 52, SNP#ENTZ@E L Tl
AN OBEEEH BN ME~Y—D—EE D
BRI DWW T HRRET L2V,
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20074F 2A 22520114 12H F TIZIEBKER
Be72 b ONZ R4 Y Ruhrlandklinik,  University
Hospital TATS/ERSD T A R T A IZHEV,
R, ER, MR F — it E SN TIIPs 2
SNT249EH]) (FA Y A1446], BAR A105

Bl) | FRAMERTR & 2R S z206] (KA YA
1061, BAANLOBL, ) ZxHe Uiz, REHIRE
A (healthy subject; HS) 4405EH] (KA A
16561, BAN2TH]) bRERE Lz,

VIR MEZ R L, B0 L 721%., -
CTHMERFE LTz, Z0#%, MEKL-6% electro-
chemiluminescence immunoassay (ECLIA) #=
W2 &V, MmiESP-A, SP-D#% sandwich-type
enzyme-linked immunosorbent assay (ELISA)
BIZL Y ZRENHEIE LTz, DNADOHIHIZ-80
CTHMBRF L2z By, 7=/ =7
Ba ALY, X ) — VBRI Lo TFT
27z, MIEKL-6H & SP-DEIZBWTHAA &



KA Y NDBICABZEZEZRBDIZZ &b, Th
DI EEE 25 B HSNPELUTOIE <
fiffTRtg & L., Fast Real-Time PCRIEIZ L D Z A
v T 2T o7,
1) MiEKL-6IZ 8% 5 2 HSNPIZHOWTIE, 18
FIZBBIBRER H Y HIROZA L TT vk
A BN ANF AR MUCIEE T L DOSNP
(rs4072037) ZfEITRZR L LT,
2) MIESP-DICEE L 5 2 HDSNPIZ DWW T,
HapMap~”' v =7 7 —&~_—2% HWWTCEU
(Utah residents with ancestry from northern
and western Europe) =74s— h &JPT (Japanese
in Tokyo, Japan) =t7x— bR CH A 2RRE 1T
W, BETREBEEICEEZROISFIPDERT L
D18 SNPsz[AELTZ, ZhbDHbH, BWBEIZ
TEBIHRER DV TROZA L TT AR
AFA[BEZ2rs721917, rs1998374, rs2243639,
rs3088308004 SNPZFEATHIR L LT,

(fEEm~DELE)
m%%%@ﬁ%%&i, v N7 b EBIETRAT
BT RSt (ERk133H29H jcﬁrﬁ
é F EFEE - RFEERETRELS) |

'Cﬂﬁ%?ﬁh Wh=D b kA ARG

ATERBEINTEXECLDN T4 —LF
A IREONTERE Lz, BEOS
AN —Z S LTI R Efi LT D,

C. IEHRE
1) MmiEKL-6D AFEE L MUCHEIRTZEILE D
B
FEXRRED S B, MIEKL-6DEEN FTRET
H ol IIPsBFE26T AN (RA Y A 1426, HAR
A 1056) | FEAIMHEKBE206] (HAANLO
B, R AL06) | 725 NTEEFEFEIBA (K
AN 766, BHARANLLIOF) OBEEER
Table LiZR,

F9 FA 2 ANZBT 5 MiEKL-6D BIE AR
ZWr~— T —L LTCORAEEZRF L,
Figure 1AIZRY £ 212, FAYAIZBWTHHA
AN & FR, FEMEMIOES O mEKL-6E
BEELUNTHEEICEMETH T (p< 0.001)
Fiz. ANERTOKL-6ED HE A 1T o T2 fE R,
BEEIZBO T N Y AOMEKL-6fEIZ B A
ALV FEBEICEMEZR LR (p<0.001) | E
PERT R BB Tl OB ENICHEE TIER

Table 1 - The clinical characteristics of study subjects for KL-6 analysis

Patients with ILDs German Japanese pvalue
Number of subjects 152 115
Age, years 67.4+0.8 67.5+0.8 0.659
Gender, Male / Female 94 /58 77138 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 48.3+ 1.5 475+ 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 pvalue
Number of subjects 76 110
Age, years 451+ 1.2 45.8+ 0.7 0.345
Gender, Male / Female 33/43 62/48 0.083
Smoking, 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.



Mo,

R VB PER R B & & & CROCHRAT %
fTolel 2 A, MR THEFE (area under the
curve; AUC) 1% KA Y AT0.967  (p<0. 001,
Figure 1B). HAAT0.987 (p<0.001, Figure
10) L EBIZAETHY, MIBKL-6M KA
ANZBWTHEEMEMEDOBE~—T—& L
THEHTOAZ LW RENTZ, £7-, Table 2
WRT R, HREOKE - FEREZRITM
BEKL-6DZWHI L » b4 77X, FAY AT
659 U/ml. HAAT461 U/mlTho7z,

MUCIHE =T % Rrs407203T DB/ TR T &
WCHIEKL-6E % ik L7z & Z A, Figure 2A1Z
AT EICVTROBEFHIZBWTHEE
e BEORKL-6EIIFRICERTEE LY BE
TH Y. Figure 2B-DIZART & 5 I MERIZR
BE L EEEZENT 2 MEKL-6DAUCH
A/A 1 0.991 (p<0.001), A/G :0.990 (p<0.001),
G/G : 1.000 (p<0.001) & b\'a“n%MEEIJROCEm
BMOAUCL YW K&, BWEIT v M4 7 1E]
A/A : 397 U/ml, A/G: 461 U/ml, G/G:
U/mlChH-7= (Table2) .
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I EIRIC X D %2 BT CREt btn%%
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Figure 1

(A) Serum levels of KL-6 according to ethnicity, 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, patients with interstitial lung
diseases; NS, not significant). The horizontal bars represent the
mean values. The significance level was set at o = 0.0125 (4
comparisons in 4 groups). ***p < 0.001 (Mann-Whitney U test).
Receiver operating characteristic (ROC) analyses were performed
for patients with ILDs and healthy subjects in (B) German and (C)
Japanese cohorts. Arrows at the top left corner show the points
with best sensitivities and specificities.
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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
Accuracy 0.908 0.969 0.977 0.984 1.000

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

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

(A) Serum levels of KI-6 according to rs4072037 genotype,
compared between healthy subjects and patients with interstitial
lung diseases. Each point represents the serum KL-6 level in the
studied subjects (HS, healthy subjects; ILDs, patients with
interstitial lung diseases; NS, not significant). The horizontal bars
represent the mean values. The significance level was set at o =
0.0056 (9 comparisons in 6 groups). ** p < 0.0056, ***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,
(C) A/G cohort, and (D) G/G cohort of rs4072037. Arrows at the top
left corner show the points with best sensitivities and specificities.
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Table 3. Linear regression analysis for serum KL-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 4989 5.263 0.344
Ethnicity, Japanese vs German 117.823 120.173 0.328
154072037, 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.
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Table 4 - Characteristics of study subjects for K1.-6 analysis

German Japanese p value

Patients with IIPs

Number of the subjects 138 94

Age (years) 67.4+0.8 68.0+1.0 0.982

Gender (male / female) 88 (63.8%) / 50 (36.2%) 64 (68.1%) /30 (31.9%) 0.497

Smoking (Cu / Ex/Non / ND) 14 (10.1%) /54 (39.1%)/ 11 (11.7%) / 46 (49.0%) / 0.297

64 (46.4%) / 6 (4.4%) 35(37.2%) /2 (2.1%)

VC (percent predicted) 66.1+1.6 703+£2.2 0.163

DLco (percent predicted) 47.7+1.6 448+1.8 0.255

Diagnostic category (IPF / NSIP) 94 (68.1%) / 44 (31.9%) 61 (64.9%) /33 (35.1%) 0.609
Healthy subjects

Number of the subjects 165 275

Age (years) 36.5+0.9 49.8+04 <0.001

Gender (male / female) 60 (36.4%) /105 (63.6%) 227 (82.5%) /48 (17.5%) <0.001

Smoking (Cu/ Ex / Non / ND) 41 (24.8%)/20 (12.1%)/ 82 (29.8%)/ 62 (22.6%)/ 0.026

90 (54.6%) / 14 (8.5%)

131 (47.6%) / 0 (0.0%)

Data are shown as mean + SEM.

Statistical significance was tested by Mann—Whitney U-test or Chi-square test.

Cu, current smoker; Ex, ex-smoker; Non, non-smoker; ND, no data; IIPs, idiopathic interstitial pneumonias; VC, vital capacity; DLco,
diffusing capacity of the lung for carbon monoxide; IPF, idiopathic pulmonary fibrosis; NSIP, nonspecific interstitial pneumonia.
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Figure 3

(A) Serum SP-A and (B) SP-D levels in German and Japanese
cohorts. Receiver operating characteristic (ROC) curves of (C)
serum SP-A and (D) SP-D in German (left panel) and Japanese
(right panel) cohorts. The horizontal bars represent the mean
values. The significance level was defined « =0.013 (four compari-
sons in four groups). ***p < 0.001, **p < 0.013 (Mann-Whitney
U-test).
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Figure 4

Serum SP-D levels were compared between each genotype: (A)
15721917, (B) rs1998374, (C) rs2243639, and (D) rs3088308. For
each genotype, data of the German cohort are shown in the left and
those of the Japanese cohort are shown in the right. The horizontal
bars represent the mean values. (A), (B), (C) The significance level
was defined as « = 0.006 (nine comparisons in six groups). ***p <
0.001, **p < 0.006 (Mann-Whitney U-test). (D) The significance
level was defined as ? = 0.0125 (four comparisons in four groups).
**%p < 0.001, **p < 0.013 (Mann-Whitney U-test),
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Table 5 - Correlations between serum SP-D levels and SFTPD gene polymorphisms

variable Regression coefficient (95% CL.)  pvalue VIF
rs721917 Univariate model
C/C vs T/IC vs T/IT 55.276 (28.473 - 82.079) <0.001
Multivariate model
C/Cvs T/ICvs T/T 35.149 (15.341 - 54.957) <0.001 1.031
age -0.444 (-2.009 - 1.121) 0.578 1.978
Japanese vs German 24.061 (-13.125 - 61.246) 0.204 1.437
HS vs patients with ITPs 307.740 (260.743 — 354.736) <0.001 2.515
rs1998374  Univariate model
C/Cvs T/ICvsT/T 86.550 (59.832 - 113.269) <0.001
Multivariate model
C/C vs T/C vs T/T 36.172 (14.289 - 58.056) 0.001 1.203
age -0.353 (-1.918 - 1.213) 0.658 1.972
Japanese vs German 11.114 (-28.165 - 50.393) 0.578 1.598
HS vs patients with IIPs 304.645 (257.602 - 351.689) <0.001 2.511
rs2243639  Univariate model
C/Cvs T/ICvs T/T 38.179 (8.965 - 67.393) 0.011
Multivariate model
C/Cvs T/ICvs T/T 22.707 (1.310 - 44.104) 0.038 1.017
age -0.360 (-0.449 — 0.654) 0.654 1.976
Japanese vs German 29.314 (-8.000 — 66.627) 0.123 1423
HS vs patients with IIPs 306.421 (259.045 — 353.798) <0.001 2.514
rs3088308  Univariate model
A/Avs AIT 37.750 (-37.732 - 113.231) 0.326

The genotypes of each single nucleotide polymorphism are arranged in the order of lowest to highest serum SP-D levels.
CIL confidence interval; HS, healthy subjects; [IPs, idiopathic interstitial pneumonias; VIF, Variance inflation factor.



7 %rs1998374% L U'rs2243639 & IfLESP-DED
BE G LN R -T2 Eb, ZOEED
SP-DAFOEAICEET 5 Z & TMESP-DIE
WS E RIE TR R ST,

BIRVEVNZ L2, ZEEMITORR. mE
KL-6. SP-DOWVWTFRIZOVWT L, Fi#EfET L
DSNP & L~ — 7 — DEAFEEFRNTMIL L
TEELTWAZEBHLNE RS, —FT
ANFEDEW & MEKL-6, SP-DIE & DORIZITIH
M LEBEEIZRONT. FAYANE BERADM
DN B MEY—H—EDOENIL, MUCLE X
USFTPDEGFOETCER T H D THDH A
REMEAVR & T2,

UbofER»S, miEKL-6, SP-DE IV
SP-ADREEMEARDZMr~—h —& LTCoF Rk
DRk AZBWTH RS2, KL-6&£SP-D
WCOWTIEHAARANEFKANL TENERDZ L
N, MEERZOBWOODH v b4 T7E
HLECKATIEZAEARANE R DEEZRET DLE
BB EERD, RAFRITHEELIRY b
BT Ehb, SHECKANCET 5 MEKL-68 X
USP-DOBEEN2BW A v A TEREDIZDH
I Y G- TR 9 e EL T A S o]
NEEND,

E. #

MiEKL-6, SP-D L USP-AIZHARA & [AER
FA Y ANTHBEMERMROZEICE A2 LE~
—H—=THDIEPALNERST, FAYA
& HARADM CMiESP-AEIZIZAEZEZ RO
Mof-h, MIEKL-6R X OSP-DiEIZ I ATEE
ZERD, FOEWIMUCIE X SFTPDEET &
DSNPIZRET 5 & D Th 5 AN TR &1
Tro BREANIZEBT D ZNHOMENA A~ —7
—DAERAMEORIEL HY 2 h v M4 T EORE
DT=DITIE, & BIZEEERF T ORI Z 2 EER
LR EITOBERH D EEZ DIV,

F.

2)

3)

5)

{2 FR f& IR 15 R
2L,

MEHRR

. EXHER

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 106:1756-64, 2012

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

Osterholzer JJ, Christensen PJ, Lama V,
Horowitz JC, Hattori N, Subbotina N, Cun
ningham A, Lin Y, Murdock BdJ, 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 228:170-80,
2012

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
79:24-33, 2012

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 Lungen-6 (KL-6) is a prognostic
biomarker in patients with surgically
resected nonsmall cell lung cancer. Int J
Cancer 130:377-87, 2012



6)

7)

8)

9)

10)

Kubo K, Azuma A, Kanazawa M, Kameda
H, Kusumoto M, Genma A, Saijo Y, Sakai F,
Sugiyama Y, Tatsumi K, Dohi M, Tokuda H,
Hashimoto S, Hattori N, Hanaoka M,
Fukuda Y; Japanese Respiratory Society
Committee for formulation of Consensus
statement for the diagnosis and treatment
of drug-induced lung injuries. Consensus
statement for the diagnosis and treatment
of drug-induced lung injuries. Respir Investig
51:260-77, 2013

Sugiyama A, Hattori N, Haruta Y, Nakamura
I, Nakagawa M, Miyamoto S, Onari Y,
Iwamoto H, Ishikawa N, Fujitaka K, Murai
H, Kohno N. Characteristics of inspiratory
and expiratory reactance in interstitial lung
disease. Respir Med 107:875-82, 2013
Masuda T, Hattori N, Senoo T, Akita S,
Ishikawa N, Fujitaka K, Haruta Y, Murai H,
Kohno N. SK-216, an inhibitor of plasminogen
activator inhibitor-1, limits tumor progression
and angiogenesis. Mol Cancer Ther 12:2378-
88, 2013

Hattori N, Horimasu Y. Reply to letter to the
Editor: rs4072037 Polymorphisms and their
role in gastrointestinal carcinogenesis.
Respir Med 107:159, 2013

Horimasu Y, Hattori N, Ishikawa N, Tanaka
S, Bonella F, Ohshimo S, Guzman J, Costabel
U, Kohno N. Differences in serum SP-D
levels between German and Japanese
subjects are associated with SFTPD gene
polymorphisms. BMC Med Genet. in press

. 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

2)

3)

5)

6)

idiopathic pulmonary fibrosis. 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, Kohno N, Costabel U. Different serum
cut-off values of KL-6 for German and Japanese
to diagnose ildiopathic interstitial pneumonias
are related to different Mucin-1 gene poly
morphisms. American Thoracic Society
International Conference (2012.5.18-23, San
Francisco)

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

Horimasu Y, Hattori N, Ishikawa N, Tanaka
S, Yoshioka K, Bonella F, Ohshimo S, Guzman
dJ, 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)
Ohshimo S, Bonella F, Horimasu Y, Ishikawa
N, Hattori N, Hirohashi N, Tanigawa K,
Kohno N, Guzman J, Costabel U. KL-6 as a
prognostic factor in Caucasian patients with
idiopathic pulmonary fibrosis. European

Respiratory Society Annual Congress



7)

8)

9)

10)

11)

12)

(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)

Iwamoto H, Hattori N, Haruta Y, Sugiyama
A, Nakamura I, Nakagawa M, Miyamoto S,
Onar1Y, Ishikawa N, Fujitaka K, Murai H,
Kohno N. Characteristics of inspiratory and
expiratory reactance in interstitial lung
disease. European Respiratory Society
Annual Congress (2012.9.1-5, Vienna)
Thara D, Hattori N, Okamoto H*, Kohno N.
Intratracheal administration of dry powdered
low-molecularweight 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)

Ishikawa N, Horimasu Y, Iwamoto H,
Ohshimo S, Fujitaka K, Haruta Y, Murai H,

Hattori N, Kohno N. Gene expression

profiles of chronic hypersensitivity pnuemonitis;
identification of disease specific and diagnostic
markers and molecular targets. American
Thoracic Society International Conference
(2013.5.17-22, Philadelphia)

Ohshimo S, Horimasu Y, Bonella F, Ishikawa
N, Hattori N, Tanigawa K, Kohno N, Guzman
dJ, Costabel U. KL-6 and CCL18 as predictors
for acute exacerbation in idiopathic pulmonary
fibrosis. American Thoracic Society International
Conference (2013.5.17-22, Philadelphia)
Horimasu Y, Hattori N, Ishikawa N, Tanaka
S, Bonella F, Ohshimo S, Guzman J, Costabel
U, Kohno N. Difference of serum SP-D levels

13)

14)

15)

16)

17)

between German and Japanese are associated
with "SFTPD gene polymorphisms. American
Thoracic Society International Conference
(2013.5.17-22, Philadelphia)

Ishikawa N, Yoshioka K, Horimasu Y,
Iwamoto H, Ohshimo S, Hattori N, Kohno
N. KL-6, SP-D and MMP-7 as serum biomarkers
for early detection of interstitial lung diseases.
European Respiratory Society Annual
Congress (2013. 9. 7-11, Barcelona)
Horimasu Y, Hattori N, Ishikawa N, Tanaka
S, Bonella E, Ohshimo S, Guzman J, Costabel
U, Kohno N. MUCS5B promoter polymorphism

is significantly associated with idiopathic

interstitial pneumonia in German but not in
Japanese patients. European Respiratory
Society Annual Congress (2013.9.7-11,
Barcelona)

Ohshimo S, Ishikawa N, Horimasu Y,
Hattori N, Kohno N, Bonella F, Guzman J,
Costabel U. Ethnic Difference And Serum
Kl1-6 As Predictors For Acute Exacerbation
Of Idiopathic Pulmonary Fibrosis. 18th

Congress of the Asian Pacific Society of
Respirology (2013.11.11-14, Yokohama)
Ishikawa N, Matsuda T, Nakashima T,
Iwamoto H, Ohshimo S, Fujitaka K, Haruta
Y, Murai H, Hattori N, Kohno N. Comparison
Of K1-6, Sp-A, Sp-D, 8-Isoprostane, Mmp-9,
And Timp-1 As Serum Biomarkers For
Patients With Combined Pulmonary Fibrosis
And Emphysema 18th Congress of the
Asian Pacific Society of Respirology
(2018.11.11-14, Yokohama)

Hamai K, Ishikawa N, Nakashima T,
Iwamoto H, Fujitaka K, Haruta Y, Murai H,

Hattori N, Kohno N. Increase Of Receptor

Type Tyrosine Kinase Ros1 In Interstitial
Lung Disease. 18th Congress of the Asian



18)

Pacific Society of Respirology (2013.11.11-
14, Yokohama)

Horimasu Y, Ishikawa N, Nakashima T,
Iwamoto H, Seno T, Ohshimo S, Fujitaka K,
Haruta Y, Murai H, Hattori N, Kohno N.
Bronchoalveolar Lavage Cellular Pattern
Can Predict The Prognosis Of Patients With
Chronic Hypersensitivity Pneumonitis.
18th Congress of the Asian Pacific Society of
Respirology (2013.11.11-14, Yokohama)

MM EEDOHRE - BHNRNR

. RS

2L,

. FEHBERE

721,

. Z O

2L,



JRAE T R AT T Bl &
I - BRESEEL T2 PP A ARAMITHEE
SEFN M il 2 V2 B 9™ 2 el KGRI 7S
NEPAE U R

AR EORIECEHEGT 5
His T EMEHITBE D 5 W5

WrFEsrEE KH IEME
BINKRZEZMEEZHE HHR

MREE

HRRE - BRRBRICIRPHF I N TV D0 HENEIL, 1EARSBREZ 5 2 ICEADR BN
TWB—F, BRI L AEAMEMEEORESHEML TR LS, EFIRAICLY, wmE, FEMH
K. HERERMERTZE, WAKRE, BIER 72 &SRR RE 2 R T EAIMEMREE L, AT ALY A
TR CREEICEZRPELD Z EREMIN, TER—ERMBWTHERARSZME - ISR 5
NWTNWDZ Enb, FEXMEMEEREICEEHRRI B TW\WAH Z LINRBRIND,

Z 0 2 FEBDRFFEY. ITEEAIBIVER (ADRs: adverse drug reactions) %¢# & HLA (Human Leuko-
cyte Antigen) & OFABY. HLADNRE DEAIBIEHFEBEDOBEANEET 5 & OWMEIN D, AN
EE CHLAL OB %Z, ZNETOZERE LB (BEHIS5. FERIERFS) AV TITo7, Eigd
Bl (FIEFIL9, FERIELL) THhHDS, 0L FEEDOSNPs CRH SN EMBLET D 5 B, HIVEP3 L
NME7EEFIZOWT, BIETNIZERIT 7-SNPs?®TagMan SNP genotyping assayZ{T-o 7=, REILZ
VE TITINEE ST SER] (FIEFIS8H], FEFRIEFI66H]) 2 AV TIiTo7e,

AB,CDRBL,DOBIDT V VZ A ¥ 7 X AHLAL OB TIL, WEEIp. b TEEEEZTRTT UL
IR E oz, L L, BE AL OHESTIL, DRBI*04:05,DQBI*04:017 U VEEEEDS, FHFEEZ
IEBRERE CHEIZER LT\ (DRBI*04:05; p=0.022 OR=2.10, DQB1*04:01; p= 0.018 OR=2.17),

F 72SNPs & FERIMERFREFIEIZ DOVTIL. HIVEIBAG T PICER T 72 3FE8H D SNP (rs10493099, rs710235,
rs2165303) AR ERGEICIEDOMBE AR L7z (p<0.0019, RR.=2.28) ., NME&EFIZOWTH, 3F
FHDSNP & 3y EOFEEE %7 L7z (1s3820056: p<6. 03 x 108, 1s9633334:p<6. 44 x 1079, 1s6683038:p<7. 63 x 107),

A. BRI B VX 7 HEOIEFNC LY Bk & RIE L RIERE
ABFFEIE B A NIZR T 5 BAIMEMPEE I8/ (HLA:55%1, SNPs:58%1) & #ERERDIEFIE
ELEHEER N L TV AT OWNTHERS LT, # (HLA:35%1, SNPs:66f1) &2V THAEAME

BTROEY 7 4 F=7, FRFY v~FEL R
TN IR, IRAET VAL AT



B. BFRAFE
O YT

FRATICBE R L7 EfI, EANC L B fEE %

FAE U 7o RIERE & MAER DIERIEH DO E + D

Mg % v iz, DNAMH X E B DNARH 2

(Quick Gene, FUJIFILM Co.) % HW\T{T74
27z,
@ HLA-DNAX A B

HLA-DNA% A4 v 71X, LABType SSOZE

(One Lambda Inc.) {2 C, HLA-A* -B¥,

-DRB1%, -DQB1* % Luminexi% THE L 7=,

SNPZ A

ABI TagMan SNP genotyping assay kit F\ .

TagMan Real Time PCR (7500 Real Time

PCR System, ABI) T{To7z,

WERHEATIZ, x? test, Fisher’s exact test% 17
277,

(R~ DHLEE)

ETOMRKRREE I L THEO B, 5
DM & HiE%E, HRICEDL 2 EEL 450
LT A7 —sRarvkey 28k ETE
MUTHEW:, HBon-EAFRIEEELS L
DL, AT D b RV ENERITEEE T
FVBMBIZEHEIN TV, £, BIEIChHT-
S>TIE, BINRFORBLZEE R TEREZITT
W5,

C. D. E. iIEfERLER

O FIERE L IERIER & OLLER

FEHE il B R AR A & JEREREIZ 1T SHLA
T U NVEER X ORISR B BT R B
RIUWRLEZE W, TUNVEE, 7V LVEHE
FHEEICOWT, MEMICHKIZNEESE
(p<0.05) ZARTT VIEERD bR Do T,
©@ ®BEANEL DO

fEH AN201A & DEBIfFIT CIX.,  BEHICHk
T VIVISHERT, BEFICHLA-DRB1*04:05
(OR:2. 10, p=0. 022) & DOBI*04:01 (OR:2. 17, p=0. 018),
-C*01:02(OR:1. 86, p=0. 049) WEBEZE* T L=

(F2), £, FFHEBIZBVTITHLA-4*24:02
(OR:2.51,p=0.012), -C*01:02 (OR:2.10, p=0.047),
-C*12:02(0OR:2. 59, p=0. 039), -DRBI*15:02
(OR:0. 31, p=0. 029),-DOBI*06:01 (OR:2. 10, p=0. 047),
-DQOBI*06:02 (OR:0.22, p=0.012) N EBEX R
L7z (&2),
® HIVEP3i&{z¥PSNPsk L ONMETBE TN
SNPs# F = feiR kB

HIVEP3 B TNOSNPsDO T, 55EHDSNP
s (SNP1~8NP5) -2V CAHRGfEMT 54T o 7=
ETA, RIWCARLEX I ICHEERERICH
VWVFEBE (p<0.0019, R.R.=2.28) Z <9 SNP7S 3
TSR Sz,

NME7BEFANDOSNPsOH T, 4FEHDSNP s

(SNP1~SNP4) 2D\ CHBIfENT 21T - 1= (3

2) . SNP3(rs10800418) L4 d 35D SN P
WIS IRV VFERE & 7R L 72 (1s3820056: p<6. 03x10°%,
rs963334: p<6. 44x107°) , FFIZSNP4 (rs6688038)
L. GWASTR. 6172 & 9 izTagMan% FHV 72
HERRBR T, FICHEOMERp<T. 63 x 107) &5
L7z, SEIOEFIHZ S U - B2,
GWASHEITIRF L D F L <BRWFEREZ R LIz &
b, ZONMETEET & EHIHEERIE & O
R RBRIC OV THERBRUIRAT 2 8D 72, L 0 3%
LRI ALETH D, £, EHIEFHREER
FERFEFE TIIHLAY T X IIEEF Th A HLA-
DRBI*04:05 & HLA-DOBI1*04:01 M 317 bk
LT, MEFFRFREICHEMN L T2 L XD,
Z DEACFHIFREERIEICRT L CHREEA 2R E
ZLTWDZ LRI ENE, Bz, HFED
RIT74F=7, FHEM) v~FEL TV 3
R, BIRAET VA~ Vv, RLTFY I 7%
DEHIFH% L TCHEBRIEL RIS R0 -2 8
FERETIX, HLA-DRBI*15:01  HLA-DOBI*06:02
DT VNVREEPFRIZED LTV, L
L. M ERERE & FERIERR TRV T,
HLADT7 U VEEE, 7V NRERICEE &
XD o 77,

THNECTOMITREREND., MEEAIZ LB D



R 1 FRAIWVERREE SRR LIEFIERFRIZI1TD HLA TYNVBEEL T YR 3

Allele Frequncy

Allele Positivity

Allele Frequncy

Allele Positivity

HLA-locus alleles |DILD(+),n (%) DILD(-) n (%) DILD(+), n (%) DILDG-) n (%) HLA-locus alleles | DILD(+), n (%) DILD(-) n (%) | DILD(+), n (%) DILD(-) 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)
0201 14(12.73) 8(11.43) 14(25.45) 8(22.86) 1301 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) 16:01 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) 151 2(1.82) 1(1.43) 2(3.64) 1(2.86)
11:01 8(1.27) 6(8.57) 8(14.55) 6(17.14) 16:18 1(0.81) 0(0.00) 1(1.82) 0(0.00)

A* 24:02 36(32.73)  28(40.00) 30(54.55) 23(65.71) 3501 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) 37:01 1(0.91) 1(1.43) 1(1.82) 1(2.86)
26:01 4(3.64) 1(1.43) 4(1.27) 1(2.86) 39:01 6(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(1.14) 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(1091) 3(8.57)
01:02 25(22.73) 17(2429) | 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(2.13) 4(5.711) 3(5.45) 4(11.43)
03:04 12(10.91) 6(8.57) 11(36.67) 6(17.14) 4801 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)

o 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) 5401 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(8.71)
12:02 9(8.18) 8(1143) 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) 59:01 5(4.55) 3(4.29) 5(9.09) 3(8.57)
15:02 3(2.73) 2(2.86) 3(10.00) 2(6.71) 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 (%) ] DILD(+), n (%) DILD() n (%) HLA-locus alleles | DILD(+), n (%) DILD(-) n (%) | DILD(+), n (%) DILD(-) n (%)
01:01 7(6.36) 4(5.71) 7(12.73) 4(1143) 0301 | 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) 0401 | 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) 7012.73) 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(1143)
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(.09) 5(7.14) | 10(18.18) 5(14.29)

R2 WFEE R FEFIERELAE T EREL D HLA 7YV E O B BILR

Allele Positivity DILD(+) vs Control | DILD(-) vs Control
alleles |DILD(+), n (%) DILD(-) n (%) Control, n (%) OR P OR P
24:02 30(54.55) 23(65.71) 86(42.79) 2.51 0.012
01:02 22(73.33) 15(42.86) 53(26.37) 1.86 0049 [ 210 " 0.047
12:02 9(30.00) 8(22.86) 21(10.45) " 259 7 0.039
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) 031 7 0.029
04:01 20(36.36) 8(22.86) 42(20.90) 2117 0018 |
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



% NME7EGT O ERIMEMEERIEIC LT

#3 HIVEP3 &5 N SNP L DAHBEAEHNT

dBSNPID SNP No Chr. Chr. Position Detection Alleles Risk allele P RR
rs4526604 1p34.2 41954731 GWAS [C/T] (o 0.000219 12.24
GWAS 0.000219 12.24
104 9 1 1p34.2 41959792 AIG G
11049309 P TagMan Gl 000187 258
rs12088923 1p34.2 41964947 GWAS [AIT] A 0.000219 12.24
rs710235 2 1p34.2 41975301 GWAS [A/G] G 0.000219 12.24
TagMan 0.00187 2.58
rs710234 1p34.2 41975444 GWAS [C/T] T 0.000219 12.24
rs12126740 1p34.2 41996496 GWAS [A/G] G 0.000273 12.00
rs4660204 1p34.2 41999389 GWAS [A/G] A 0.000219 12.24
rs2165303 3 1p34.2 42000606 GWAS [Cm T 0.000219 12.24
TagMan 0.00187 2.58
rs393950 4 1p34.2 42016136 TagMan [GIT] G 0.889 0.95
rs2786480 5 1p34.2 42043750 TagMan [T/G] T 0.00605 2.1
Risk allele R REFHICOVWTRBBRT ULZRT,
GWASTRULEREZERE14 A, ERE1IANSEBLEERTH S,
4 NME B{51 W SNP & DOFHEIfEHT
dBSNPID SNP No Chr. Chr. Position Detection Alleles Risk allele P RR
rs7541564 1924.2 167406175 GWAS [CM] C 0.000187 9.64
rs 3820056 1 1q24.2 167415902 TagMan [TIG] T 6.03x10® 5.51
rs12067018 1q24.2 167416957 GWAS [CT] T 0.000187 9.64
rs9633334 2 1q24.2 167436480 TagMan [T/C] T 6.44x10° 419
rs10800418 3 1924.2 167450009 TagMan [A/C] A 0.0320 2.62
GWAS 0.000871 16.59
rs6688038 1q924.2 167457196 [C/T] T 5
TagMan 7.63 x10 7.10
rs 12145969 1q24.2 167458734 GWAS [CT] T 0.000871 16.59

Risk allele & REEICODWTRERTUILERT,

GWASTRU HEREERE 14 A, ERE19APSELERTSHS.
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JEGHE 72 LB EE 4 72 LOoTWEAIZ B 5 SN TV 5 BE TIE, MIEKL-6DE-CHEk &4 i
RECT 72 L4 2B ICARBERBBIICE BT 2 0ENRH S & Bbhiz,
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VAR, BEHC X B B E OBAE ASEEN L Tu ® FEHREICLEETS,
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