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[ER] MESMEOLE A 4~v—H—TH5Krebs von den Lungen-6(KL-6), Surfactant protein
(SP)-A. SPDizAMRTHBINEEGHAINLTWAR, BRTORMAIRMEEMNIZRLATVWS, bhbh
RIE ¢, MERL6LSPDAEAEALY S FAYATEHMBELZSZ L, MEKL-EDCAEEIZIIMUCHE
BEFOBEEELT (SNP) BEBE5 L TWaA Z L 28 L,

(B8] FA Y AL BARANCET 2 MESP-DIED ABZESSFIPDREGETFHFOSNPE YO L S ICBEELTWS
MZONTH LT B,

[F&] EBREWRBRE & UF K Y Ruhrlandklinik, University Hospital Essen® EBEEFATZEIZBVT,
ATS/ERSDH A F7 A AP, BER, BEHR, i 7 — o E-IO TR EMRiZ% (Idiopathic inter-
stitial pneumonias: ITPs) & BT X7 2320EH 72 & T RE RSB UM ERRadxtH & Lie, B, BALL
<IAFRADHEIRE L, TRUNDARED S DXBRA L, MESP-AR X (RSP-Dffiiienzyme-linked
immunosorbent assay (ELISA) ¥z & W #HIE L. Fm» L Uk s/ ADNA%Z AV CSFIPDRIETFHO
SNPO# A 2 T 5 {To7,

[R] FAYA, BAANE HRIPsHAEOMESP-AR X USP-DIEIIBREZE -~ FRIHETH o, F
AV ADMESP-DEE, IPsE (p = 0.005) BLUERE (p <0.001) OWFhbARARZKLTHERIC
BETH72, MESP-AEICIIARB COBWERO R, £, SFTPDEETF T Ore721917,
rs199837435 X Ure2243639 0BT L MIESP-DIEOEICIIA B2 W=, SNPsOEBERTE, AEE
FUMPsFEADRALEKE L-EERSMT 2T 2B R, Zh b3 20OSNPs & MESP-DIEOMIC AR R
TERSE D (p < 0.001, p = 0.001, p = 0.038) , AFEDEV L MFSP-DIEICITH R 2HEEE#D2d
oY

[#3R] FA AL BEAOM CMESP-AEICTIZABEELROR o703, MFESP-DIEICIIAEELRD,
FORVISFTPDEGTFEROEEDBRNIL 5 H 0O TH 5 RN R S,
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Figure 1 - Functional features of the SFTPD gene

The thick horizontal bar represents the intronic region,
and the white boxes represent exons. S, signal peptide;
NTD, N-terminal domain; C, collagen domain; o, o -helical
neck region; CRD, carbohydrate recognition domain.
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Table 1 - Characteristics of study subjects

7z Figure 2A8 L URBIZAT X 5z, Wihom
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7z FE7-. Figure 2CH L R2DIicRT L 51z, IPs
BELEEAL OROCHEF TIL. FA 2 ALK
% i SP-ADAUCIE220. 940, SP-DOAUCHE A
0.977&. BAA (FESP-ADAUCHE 0. 902,
SP-DDOAUCHE#30. 973) & [F#RIZ KA Alzdsw
TH I bDlE~—b—2BIPsD M icE T
HBEEBRENTE,

Ee, B Y ADMEP-MEIIPHEE @ = 0.006)
CEBWTHREAR < 0.00DIBTHHEAAL
DEEICHMETH-% (Figure 2B) —F T, MmiF
SP-AEICIIANEMOEEZRBO Mo (Figure
24) ,

3) IIPsRAE L BEAIZEIT HSFIPDRIEF LD
SNPH#EE O thtest
MEMRED D H, 77 LDNABATIZEE LT
M DRERTTh 4778 (K4 2 A13940, H
2 A3384) oW T, 4/ ADNADCHH &
rs721917, rs1998374, rs2243639, rs3088308MD & A

German Japanese pvalue

Patients with ITPs

Number of the subjects 138 94

Age (years) 67408 68.0+ 1.0 0.982

Gender (male / female) 88 (63.8%) /50 (36.2%) 64 (68.1%)/30(31.9%) 0497

T 14(10.1%)/54 (39.1%) /11 (ILT%) /46 (49.0%) /o

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

VC (percent predicted) 66.1£1,6 703+22 0.163

DL (percent predicted) 477+1.6 448+ 18 0.255

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

Number of the subjects 165 275

Age (years) 365+09 498+ 04 <0.001

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

S G AN TS A1 (A8%) (20 (12.1%)/ 82 (298%)/62(22.6%)/ |

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 [-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 hing for carbon monoxide; IPF, idiopathic pulmonary fibrosis; NSIP, nonspecific interstitial pneumonia.
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Figure 2 - Comparison of scrum SP-A and SP-D levels

between the cohorts
(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 bare represent the mean
values. The significance level was defined o = 0.013 (four
comparisons in four groups). ***p < 0.001, **p < 0.013

(Marm-Whitney U-test).
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Figure 3 - Relationship between genotype and serum SP-D

levels
Serum SP-D levels were compared between each geno
type: (A) rs721917, (B) rs1998374, (C) ra2243639, 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 repre
gent the mean values. (A), (B), (C) The significance level
was defined as a = 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,
**; < 0.013 (Mann-Whitney U-test).



Table 2 - Genotype distributions of single nucleotide polymorphisms in SFTPD gene — patients with TP vs HS - fEATIC L - CSFTPDEIEF L
German Japenese
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Table 3 - Correlations between serum SP-D levels and SFTPD gene polymorphisms -,-,
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CIC v TIC va TIT 36,172 (14.289 - 58.056) 0001 1209 helical neck region, carbohydrate recog
oge 0.353 (-1918 - 1.213) 0658 1972 . .
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