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Table 1-The clinical characteristics of study subjects

mRIEZR D,

WIZ WA O M iERL-6fED B A A & B
ADOHENZIT 5 NBHRBEWICOW TR 21T
o7, BEATBIT /AT, MFKL-6{E
i, BARANLEBLT R, ATHRICREE
R U7, FEMEMRESICI T SMETTIRA
BRRREVERD Mo,

3) MEKL-GEDK v + A 7 ED AR X BiE
MIEKL-6{EAS, FVEMEMAIES & /B AL R
BT BN EFMT 50z, ROCHRE AW
ez, FAYAEBRALGITITRFAEZ L
77o Figure 1b 129 & 5T, FA4 Y AT
ST CiL, ROCHKBR T E#H (area under the ROC
curve; AUC) 130.967 (p<0.001) TH -7,
Figure le T4 X 5z, BARAIZBI sHEH
Tid. KL-6DAUCIR0. 987 (p<0.001) THh o 7-,
PlEX Y, miBKL-6MEIX KA 2 AlcBWTH A
EANLFRRIZEBO THERTH D Z LB LT
rofe, Wiz, BEHEMRES & &E AL &R
THRE - FREPELRI RV y M A 7HE

Patients with ILDs Genman Japanese p valoe
Number of subjects 152 115
Age, years 67408 67.5+08 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 67316 720+2.1 0,103
DLCO, percent predicted 48315 475+138 0.642
Diagnostic categories of ILDs

IPE, n 92 61 0.320

NSIF, n 4 34

COP,n 6 10

Drug-induced ILD, n 10 10
Healthy subjects Gierman Japanese p value
Number of subjects 76 110
Age, years 451+12 45.8+07 0.345
Gender, Male / Femnale 33/43 62748 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; DLcg, diffusing capacity of the lung for carbon

monoxide; IPF, idiopathic pulmonary fibrosis; NSIP, nenspecific interstitial pneumonia; COP, cryptogenic organizing pneumonia
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Figure 1

1-specificity

(a) Serum levels of KL-6 according to ethnicity, 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 dis-
eases). The horizontal bars represent the mean values. The significance level was set as
a = 0.0125 (4 comparisons in 4 groups). #*kP < 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. Arrows at the top left corner
are set at the point with best sensitivity and specificity.
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Table 2- Optimal cutoff values of serum KIL-6 according to ethnicity or rs4072037 genotype

Ethnicity rs4072037 genotype
German Japanese AfA AIG GIG
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 0977 0.984 1.000

The optimal cuteff values are determined as the serum levels of KL-6 which show the best sensitivity and specificity in ROC analysis. Diagnostic
accuracy = (true positives + true negatives) / total subjects

Figure 2
a) f - T NS 1
NS
i e T NS 1
10000+ ==
F kel 1 & F ) ﬂo
o]
oo ooggoo =
- ox 082°% 00°
o [+]
z ke g 6
-é o°o° ogggo P
w0 08995%9 o a0 %g50
2,' 10004 qngg,:m%i%o 8;338 Do§08
E O°° o 0°° Q
221 o
2 & e o .
5] 8968 oo Be000s s
% 0 08‘;&89
oG EW o
ono dao‘booo 900 (4] Ouo
1OC L] L} L L} n L]
HS IP HS IP HS P
AJA genotype AJ/G genotype G/G genotype
b c d
)10;~ )10 )LG
LY LY X
0.8 0.8 0.8
%?05 éfoﬁ fEOE
=2 = =
(7] [} [}
5 0.4 5 0.4 5 0.4
w 4] w

o
N
o
N
o
)

g 0.0¥————————— 0g

0 02 04 06 08 10 00 02 04 06 08 1.0 0 02 04 06 08 1.0
1-specificity 1-specificity 1-specificity

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 (S, healthy subjects; ILDs). The horizontal bars represent
the mean values. The sighificance level was set as « = 0.0056 (9 comparisons in 6 groups).
%% 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,
(c) 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.
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Table 3- Linear regression analysis for serum KI-6

Regression coefficient Standard error P value
Univariate anatysis
Age, years 35413 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
134072037, A/A vs A/G vs GIG 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
134072037, A/A vs A/G vs GIG 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 diseazes; VC, vital capacity; DLcg, diffusing capacity

of the lung for carbon monoxide
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FEHE & FERIERITRBWNT, TUABM 5L E
TEETHED 2 £ EOMEE R LD,
HLA-B*54: 01 (FRAEEE : 6. 36%, FEFEIERE 1 12. 86
%) &HLA-DRBI1*08:03 (BRIt 6. 36%, FER
JERE 0 15.71%) Thoto. Eie. 7T U VEHE
FHHE Tt 5 & DRBI*08:03 (3Rt 12. 7
%, FEFSAERE : 28. 6%) DAITHEN R b,
LasL. 7 UMARE, 7 U AVBEEREICS
WO, R T RIBERH 0 H B2 (0<0. 05) &
AT T VAREE Lol
@ ‘AL
EA201A (URL) &, BEHBLG
HRIERMICBIT 57 U VB REIC S
THA, %2 testiz X AFHEBITEITH T,
e LB L, 7Y ABER RS
B ZE (0. 05) &R L=, REHICIBNT
HLA-DRB1*04:05(0R: 2. 10, p=0. 022),
-DQB1*04:01 (0R:2. 17, p=0. 018),
-C*01:02(0R: 1. 86, p=0. 049) ThH -7/ (F 2),
i, FERERICE VO TIIHLA-A*24:02
(OR:2. 51, p=0. 012), -C*01:02
(OR:2. 10, p=0. 047), -C*12:02
(OR:2. 59, p=0. 039), ~-DRB1*15:02
(OR:0. 31, p=0. 029), ~-DQBI1*06:01
(OR:2. 10, p=0. 047), ~-DQBI1*06:02
(0R:0.22, p=0.012) TH-ot= (F2) ,
HTAPARI LAY, BREBILER
EETa Y ) —, AIDSIEERET H AL
EREDEACHEINSEAIBIIER (ADRs:
adverse drug reactions) ZM&ETEOLBIZEBN
T, HABHEBET S L BEShTWES (R3) ,



F1 ENNMEESLER L FRERMICETINAT UILEEL 7 ULREE
Allele Fraquncy Allole Posltlvity Allele Fraqunecy Allale Posltlvity
HLAHoous  alleles |DILD(#), n (%) DILD) n (%) '5“-%(6)- N DDA N HLAdccus alleles | DIDCH D pipe)n )] PLOCHD DILDE) n (9
0101 1(0.91) T{1.48) 1(1.62) 10286) 0702 | 6(c545) 20286} | e(i08T)y 2070y
0201 | 14(12.73)  8(11.43) | 14(25.45)  8(22.86) 1301 |  ©o{D.00) 1(1.43) 0(0.00) 1(2.86)
0206 | 15(13.64)  9(12.86) | 15(27.27)  9{25.71) 1501 | 10{9.09) 5(7.14) | 10(18.18)  5(14.29)
0207 2189 1(1.43) 2(3.64) 1(2.86) 1507 | 1(0.81) £{0.00) 1(1.82) 0(0.00)
0201 0(0.00) 1(1.43) 0(0.00) 1(2.86) 1511 | 201.82) 1(1.43) 2(3.64} 1(2.88)
11:01 87.27 6857 | B8(14EE) {1714 1518 | 1(0.81) 0(0.00} 1(1.82) 0(0.00)
Aw 2402 | 36(32.73)  28(40.00) | 30(54.55) 23(65.71) 3501 | 40368 5(7.14) 47.27)  5(14.29)
24:20 1(0.91) 0(0.00) 1(1.82) 0(0.00) 3701 | 1(0.81) 1(1.48) 1(1.82) 1(2.86)
26:01 4(3.64) 1{1.43) 4727 1(2.86 3301 | 5(4.55) 5(7.14) 5(3.08)  5(14.29)
26:02 2(1.82) 2(2.86) 2(3.64) 2(5.71) 3302 | 30273 0(0.00} 3(5.45) 0{0.00)
2603 1(0.91) 4(5.71) 1(1.82) 411.43) 4001 | 5(5.45) 2(286) | e(10.91) 2(5.71)
3101 | 13(11.82)  4(5.71) 9(16.36)  4(11.43) 4002 | 7(6.36) 5(7.14) 701273 5(14.29)
3303 | 1301182) 5(7.14) | 13(2364)  5(14.29 4003 | 1(0.91) 0(0.00) 1(1.82) 0(0.00)
B 4006 |  6(5.45) 30429 | s(1091)  3(857
i 2 g ; 4402 | 1(0.81) 1(1.43) 1(1.82) 1(2.86)
03:02 1{0.91) 0(0.00) 1(3.33) 0(0.00) 4403 | 9(8.18) 6(8.57) 9(16.36)  6(17.14)
0303 | 12(1081) 10(14.29) | 11(365)  8{22.86) aa01 | 3(2.73) 45.71) 3(5.45)  4(11.43)
0304 | 1201091)  6(BST | 11(36.67)  6{17.14) 4801 | 2(1.89) 2(2.86) 2(3.64) 25.71)
04:01 3(2.73) 101.43) | 3(10.00) 1(2.86) 4804 | 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{9.08) 2(286) | 10(18.18)  1(2.86)
i 0602 1(0.81) 1(1.43) 1(3.33) 1(2.86) 51:02 | 1(0.81) 1(1.43) 1(1.82) 1(2.86)
07:02 13(1 B. 36) 10(14.29) | 18(60.00) 10(28.57) 5201 | 10(9.09)  8(11.43) | 10(18.18}  8(22.86)
07:04 1(D.91) 0{0.00) 1(3.33 D(0.00) 5401 | 7(6.36) 9(12.86) | T7(12.78)  9(25.71)
08:01 8(7.27) 71000) | 886N  7(20.00) 55:02 | 2(3.64) 2(2.86) 3(5.45) 25.1)
12102 4(8.18) B(11.43) | 9(3000)  8(22.86) 5601 | 1(0.91) 1(14.43) 1(1 nz) 1(2.86)
14:02 7(6.36) 1(1.43) 7(23.33 1(2.86) 5801 | 1(0.91) 0(0.00) 1(1.82) 0(0.00)
14:03 9(8.18) 8(8.57) 8(30.00)  6(17.14) 5301 | 5(4.56) 3(4.29) 5(3.08) 3857
15:02 3(2.73) 2(286) | 3(10.00) 2(5.71) 67:01 |  2(1.82) 1(1.48) 2(3.64) 1(2.86)
DILD: drug Induced lung diseass, DILD(+)=110, DILD(-)=70
Allele Frequncy _ Allgle Posltivity . Allele Froguncy = Allele Posltlvity
HLAHocus  alleles [DILD(+), n (%) DILD(-) n (%) "'“gg)' " DD n(X)  HLA-ocus allelss "'”gg’- " pipe) ] DD N pipeyn 0
D101 7(6.36) A(5.7T1) T12.73) 4(1143) 0301 | 15(1364)  J(1000) | 14(25.45)  6(i7.14)
0401 1{0.91) 0(0.00) 1(1.82) 0(0.00) 0302 | 7(6.36) (7.14) 7(12.7%) 5(14 29)
D403 0{0.00) 2(2_86) 0{0.00) 2(5.71) 0303 | 10(2.09)  10{14.29) | 10(18.18)  10(28.57}
0405 | 22(2000) 11(15.71) | 20(36.36)  9{25.71) 03:10 |  0(0.00) 1(1.43) 0(0.00) 1(2.86)
0406 6(5.45) 101.43) | &(1091) 1(2.86) 0401 | 22(20000 10014.29) | 20(36.36)  8(22.86)
0410 5(4.55) 0(0.00) 5(9.09) o(u 00) 04:02 | 6(5.45) 0(0.00) 6(10.91) 0(0.00)
0802 21.82) 1(1.43) 2(3.64) 1(2.86) DaBis 0501 | 7(636) 5{7.14) (12780 5(14.29)
08:03 7(6.36)  11015.71) | 7012.73)  10(2857) 05:02 | 3(2.79) 5(7.14) 3(5.45)  5(14.29)
0a04 0{0.00) 1(1.43) 0(0.00) 1(2.86) 05:03 | 3(279) 1(1.48) 3(5.45) 1(2.86)
0201 87.27) 7(10.00) | B{1455)  7(20.00) 06:01 | 171545  18(25.71) | 17(30.91)  15(42.86)
0902 0{0.00; 1(1.43) 0(0.00) 1(2.86) 06:02 | 10{9.09) 3(4.20) | 1o(18.18}  2(5.71)
DRB1*  10:01 10.81) 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) $(4.29) 2(3.64) 3(857) 06:04 | B(2.27 4(5.71) 8(1455)  4(11.43)
1201 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)
1202 2182 2(2.86) 243.64) 2(5.71)
13:01 1(0.91) 1(1.43) 1(1.82) 1(2.86)
1302 9(8.18) 5(7.14) | 9(18.36)  5(14.29)
1403 1(0.91) 0(0.00) 1(1.82) 0(0.00)
1405 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)
1501 10(9.08 4(5.71) 10(18.18)  3(857)
15:02 | 10(9.09) 5(7.14) | 10(18.18)  5(14.29)
2 [MEEREH - EREHLEEFTRLIOHAT ) L GHEEOMEBRER
Allele Posltivity DILD{+) v& Control |DILD{-) vs Control
HLA-locus _ alleles | DD M DIDC) n (%) Control n (%) OR P | oR P
Aw 7502 _(m_ﬁ_)_(_)m 5455)  23(65.71)  B6(42.79, 251 0012
T+ 0102 | 22(73.33) 15(4286) 53(26.37) | 1.86  0.049 | 210 0.047
1202 | 9(30.00)  8(22.86)  21(10.45) 250 0039
DRBT» 0405 | 20(36.36) 9(?5.71)  43(21.39) | 210 0022
1501 | 10(18.18)  3(8.57) 512537 031 0029
DaB1= 0401 | 20(86.36) B(22.86) 42(2090) | 217  0.018
06:02 | 10(18.18)  2(5.71)  50(24.88) 022 0012

DILD: drug Induced lung disease, DILD(+)=110, DILD{-)=70, Control =201
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