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Table 1. Demographic and clinical characteristics of the 192 non-IIP patients included in this study.

Characteristic Autoimmune ILDs Hypersensitivity Sarcoidosis Other ILDs

(n=108) Pneumonitis (n = 47) (n=10) (n=27)
Sex (men/women), n (%) 57/51 (52.8/47.2) 32/15 (68.1/31.9) 7/3(70.0/30.0)  8/19 (29.6/70.4)
Age at the time of the study 60.6 +9.8 61.2+10.0 5344142 50.7 +10.4
(years), mean + SD

Smoking history, n (%) 65 (64.4) 26 (55.3) 4 (40) 21 (77.8)

Packs of cigarettes per year, 26.5+18.0 28.8+19.4 120121 223+19.6

mean + SD

Pulmonary function tests
FVC (% predicted), mean

s 82.7+247 77.6 +24.1 72.0+30.2 88.9+24.4
FEV (% predicted), 79.5+24.4 723 +24.6 57.6+203 67.4+26.0
mean + SD
. .
DLCO (% predicted), 37.4+148 39.4+21.1 49.7 +17.4 30.7 +10.9
mean = SD

DLCO: diffusing capacity of the lungs for carbon monoxide; FEV1: forced expiratory volume in one second; FVC: forced
vital capacity; IIP: idiopathic interstitial pneumonia; ILD: interstitial lung disease; SD: standard deviation.

Table 2. Statistical power estimation of the analysis of the susceptibility of VEGF in ILD according to different allele
frequencies and ORs.

Allele OR=11 OR=12 OR=13 OR=14 OR=15 OR=16 OR=17 OR=20
Frequency
10% 10% 23% 44% 65% 82% 92% 97% 100%
20% 13% 37% 66% 87% 96% 99% 100% 100%
30% 16% 46% 77% 94% 99% 100% 100% 100%
40% 18% 42% 70% 96% 99% 100% 100% 100%
50% 18% 52% 82% 96% 99% 100% 100% 100%

Power estimated for a prevalence of interstitial lung disease of 5 cases / 100,000 inhabitants. ILD: interstitial lung
disease; OR: odds ratio; VEGF: vascular endothelial growth factor.

Table S3. Statistical power estimation of the analysis of the severity of VEGF in ILD according to different allele frequencies

and ORs.
Allele Frequency OR=11 OR=12 OR=13 OR=14 OR=15 OR=16 OR=17 OR=20
10% 7% 13% 23% 36% 49% 63% 74% 94%
20% 9% 20% 36% 55% 71% 84% 92% 99%
30% 10% 24% 44% 65% 81% 91% 96% 100%
40% 11% 26% 48% 69% 84% 93% 97% 100%
50% 11% 27% 48% 69% 84% 93% 97% 100%

Power estimated for a prevalence of idiopathic interstitial pneumonia of 16 cases / 100,000 inhabitants. ILD: interstitial
lung disease; OR: odds ratio; VEGEF: vascular endothelial growth factor.
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Table S4. Genotype, allele and carrier frequencies of VEGF polymorphisms in patients with IIP, autoimmune ILDs, hy-
persensitivity pneumonitis, sarcoidosis and other ILDs.

VEGF  Genotype/Allele/ IIP Patients *>Uiolmmune Hypersensitivity ¢ idosis  Other

Polymorphism Carriers % (n/N) ILDs Pneumonitis % (n/N) ILDs
% (1/N) % (1/N) % (1/N)

TT 28.7 (70/244)  42.6 (46/108) 28.3 (13/46) 40.0 (4/10) 333 (9/27)
TC 492 (120/244)  39.8 (43/108) 56.5 (26/46) 50.0 (5/10) 48.2 (13/27)

cC 221 (54/244)  17.6 (19/108) 15.2 (7/46) 10.0 (1/10) 185 (5/27)
rs833061 T 53.3 (260/488)  62.5 (135/216) 56.5 (52/92) 65.0 (13/20) 57.4 (31/54)
C 467 (228/488)  37.5 (81/216) 43.5 (40/92) 35.0 (7/20) 42.6 (23/54)

Crnon-carriers  28.7 (70/244)  42.6 (46/108) 28.3 (13/46) 40.0 (4/10) 333 (9/27)
Ccarriers 713 (174/244)  57.4 (162/108) 71.7 (33/46) 60.0 (6/10) 66.7 (18/27)
GG 475 (116/244)  60.7 (65/107) 63.1 (29/46) 70.0 (7/10) 55.6 (15/27)
GA 43.4 (106/244)  29.9 (32/107) 30.4 (14/46) 20.0 (2/10) 40.7 (11/27)

AA 9.1(22/244) 9.4 (10/107) 6.5 (3/46) 10.0 (1/10) 3.7 (1/27)
rs1570360 G 69.3 (338/488)  75.7 (162/214) 78.3 (72/92) 80.0 (16/20) 75.9 (41/54)
A 307 (150/488)  24.3 (52/214) 217 (20/92) 20.0 (4/20) 24.1 (13/54)
Anon-carriers  47.5 (116/244)  60.7 (65/107) 63.1 (29/46) 70.0 (7/10)  55.6 (15/27)
A carriers  52.5(128/244)  39.3 (42/107) 36.9 (17/46) 30.0 (3/10) 44.4 (12/27)
GG 447 (109/244)  39.8 (43/108) 43.5 (20/46) 30.0 (3/10) 44.4 (12/27)
GC 422 (103/244) 417 (45/108) 50.0 (23/46) 40.0 (4/10) 48.2 (13/27)

cC 131 (32/244)  18.5 (20/108) 6.5 (3/46) 30.0 (3/10) 7.4 (2/27)
rs2010963 G 65.8 (321/488)  60.7 (131/216) 68.5 (63/92) 50.0 (10/20) 68.5 (37/54)
C 342 (167/488)  39.3 (85/216) 31.5 (29/92) 50.0 (10/20) 31.5 (17/54)
Crnon-carriers 44.7 (109/244)  39.8 (43/108) 43.5 (20/46) 30.0 (3/10) 44.4 (12/27)
Ccarriers  55.3 (135/244)  60.2 (65/108) 56.5 (26/46) 70.0 (7/10) 55.6 (15/27)
cC 50.4 (123/244)  55.1 (59/107) 63.0 (29/46) 30.0 (3/10) 40.7 (11/27)
CT 39.8 (97/244)  40.2 (43/107) 30.4 (14/46) 50.0 (5/10) 48.2 (13/27)

TT 9.8(24/244) 4.7 (5/107) 6.6 (3/46) 200 (2/10) 11.1 (3/27)
rs3025020 C 70.3 (343/488)  75.2 (161/214) 78.3 (72/92) 55.0 (11/20) 64.8 (35/54)
T 297 (145/488)  24.8 (53/214) 21.7 (20/92) 45.0 (9/20) 35.2 (19/54)
T non-carriers 50.4 (123/244)  55.1 (59/107) 63.0 (29/46) 30.0 (3/10) 40.7 (11/27)
Tcarriers  49.6 (121/244)  44.9 (48/107) 37.0 (17/46) 70.0 (7/10) 59.3 (16/27)
cC 775 (189/244)  68.5 (74/108) 72.4 (34/47) 80.0 (8/10) 74.1 (20/27)

CT 20.5(50/244)  26.9 (29/108) 25.5 (12/47) 10.0 (1/10)  25.9 (7/27)

TT 20(5/244) 4.6 (5/108) 2.1 (1/47) 10.0 (1/10) 0

rs3025039 C 87.7 (428/488)  81.9 (177/216) 85.1 (80/94) 85.0 (17/20) 87.0 (47/54)
T 123 (60/488)  18.1 (39/216) 14.9 (14/94) 15.0 (3/20) 13.0 (7/54)
T non-carriers 77.5 (189/244)  68.5 (74/108) 72.4 (34/47) 80.0 (8/10) 74.1 (20/27)

Tcarriers  22.5(55/244) 315 (34/108) 27.6 (13/47) 20.0 2/10) 259 (7/27)

ITP: idiopathic interstitial pneumonia; ILD: interstitial lung disease; N: total number of individuals successfully genotyped;
VEGEF: vascular endothelial growth. *Other ILDs include patients with lymphangioleiomyomatosis, Langerhans' cell histi-
ocytosis and drug-associated ILD. All the genotype, allele and carrier frequencies did not show statistically signif-
icant differences
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Table S5. Genotype, allele and carrier frequencies of VEGF polymorphisms in the whole cohort of ILD patients and healthy
controls, stratified according to sex.

ecp | Genotype MEN — WOMEN
Polymorphism (/:Alléle/ ILIo) patients (sontrols OR [95% CI] P patients (Eontrols OR [95% p value
arriers % (n/N) Yo (1n/N) value % (1/N) % (n/N) CI1l
TT 31.7 (93/293) (7;)}2; 2 Reference - 34.5(49/142) (75/62';0) Reference -
TC  49.2 (144/293) a 1465/'275 " 1'0?&[)(;']72' 0.79 44.4 (63/142) ( 13591/'2570) 0'617.([)2']42' 0.09
CC  19.1 (56/293) (5572@ " 0‘811;(;']50' 0.37 21.1(30/142) (55/12‘20) 0‘7?52']42’ 0.32
15833061 T 56.3 (330/586) (275413;5908) Reference - a 6516/'278 5 (2822/:40) Reference -
C 437(256/586) (23%16/5108) 0'911{%]72- 043 (12%%?;.2384) (25477/.5640) O‘Sf.g]&_ 0-24
5112?;; 31.7 (93/293) (73/12; 5 Reference - 34.5(49/142) (75/62';0) Reference -
C carriers 68.3 (200/293) (176;'295 " 0'917'&68' 0.87 65.5(93/142) a 9783/'2370) 0'619.([)(;']45' 0.10
GG  54.3(159/293) R 14952)48) Reference - 51.8(73/141) (1345'2570) Reference -
GA 365 (107/293) (10421/'2948) 0'717_3']54' 0.15 41.1 (58/141) (1;1/'2970) 0'9122]60' 0.71
e AA  9.2(27/293) Q%Z%S) 0'8;5;']45' 048 7.1 (7120/3141) @ 29/9%0) 0'619.;)']32' 0.35
G 72.5 (425/586) G 42/'49 6) Reference - 20 4/'282) (375 /'5 10) Reference -
233;5 543 (159/299) ) 149%)48) Reference - 518 (73/141) 13418/’2570) Reference -
A carriers 45.7 (134/293) (12592/;)48) 0'73([)2']55- 0.15 48.2 (68/141) (13591/'2570) 0'8??[)(2)']58' 0.53
GG 42.3(124/293) a 1%2557) Reference -  44.4 (63/142) (1241‘;2671) Reference -
GC  44.0 (129/293) a 1465/'2157) 0'919&2']69' 0.94 41.5(59/142) (13%8/571) 0‘8175']57‘ 0.53
CC  13.7 (40/293) (31/22'27) 1'1;1;2']67' 0.62 14.1 (20/142) (207/;171) 1‘9;;2']%' 0.06
rs2010963 G 64.3 (337/586) (33665/;11 5 Reference - ( 18655/;8 4 (3765'5642) Reference -
C  35.7(209/586) (17387561 2 1'01551']82' 0.72 34.9 (99/284) ( 17%1/';42) 1'117.%']86' 0.31
Ci;?:rs 230124299) 1%2/557) Reference - 444(63/142) | 243‘267 ) Reference -
C carriers 57.7 (169/293) 572 LO2[073- 91 556 (79/142) X4 LOL[067- 4

(147/257) 1.43] (150/271)  1.52]
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CC  52.2(153/293) (13563/'2355) Reference - 51.1(72/141) a 4595/;69) Reference -

CT 389 (114/293) (953)/72";5) 1'017;2']75' 0.72 41.1 (58/141) (9;62'29) 1'211.5[;2']79' 0.38

TT  8.9(26/293) 9.4 (24/255) 0'916;2']53' 0.90 7.8(11/141) (217/5569) 1'0;5(;']50' 0.84

rs3025020 C 71.7 (420/586) 3 6772/;)10) Reference - (20721/'2682) (3977?;'583 8) Reference -
T  28.3(166/586) a 423%)10) 1'0%2']78' 0.92 28.4 (80/282) a 4216/5238) 1'1125']81' 0.51

;I:;s 522 (153/293) 13563/'2355) Reference - 511(72/141) | 4595/;69) Reference -

T carriers 47.8 (140/293) (11496/-2755) 1.015-5;.]75- 079 489 (69/141) (1;;.2669) 1.119';(;.]79- 0.40

CC  75.5(222/294) ( 19766/'2357) Reference - R 0732/'1642) (22821/'2672) Reference -

CT  23.1(68/294) (52/12'5;7) 1'017_3']72' 0.74 21.8 (31/142) ( 4;62'?2) 1'5225']91' 0.1

TT 1.4 (4/294) 1.9 (5/257) 0'7212]19' 0.61 5.6 (8/142) 2.2 (6/272) 2'8;.52?)']97' 0.06

rs3025039 C 87.1 (512/588) @ 4887/'521 5 Reference - (23875;'258 5 48889/574 5) Reference -
T 12.9 (76/588) ( 6;/25')? 2 1'011-2]71' 0.97 16.5 (47/284) (5;2_2 2 1‘7;2]14' 0.01

3;112('1);-5 75.5 (222/294) ( 19766/'2357) Reference - a 0732/'1642) (22821/'2672) Reference -

T carriers 24.5 (72/294) ( 6?2;7) 1'0;*'5']70' 0.84 27.4(39/142) (53;3;2) 1'6;%‘]04' 0.03

CI: confidence interval; ILD: interstitial lung disease; N: total number of individuals successfully genotyped; OR: odds
ratio; VEGEF: vascular endothelial growth factor.

Table S6. Genotype, allele and carrier frequencies of VEGF polymorphisms in IIP and non-IIP patients, stratified according

to sex.
Genot MEN WOMEN
no €
VEGF T 0PST TP Non-IP 1P NonlP o oo
Polymorphis Carriers Patients Patients OR [95% CI]* p value* Patients Patients CIJ* ? vall; o*
m % (1/N) % (n/N) % (n/N) % (n/N)
30.5 34.0
TT (58/190)  (35/103) Reference - 22.2 (12/54) 42.0 (37/88) Reference -
49.5 48.5 2.18 [0.90-
TC (94/190)  (50/103) 1.01 [0.57-1.81] 0.97 48.2 (26/54) 42.0 (37/88) 5.26] 0.08
20.0 17.5 3.26 [1.14-
rs833061 CC (38/190)  (18/103) 1.31[0.62-2.78] 0.48 29.6 (16/54) 16.0 (14/88) 932] 0.03
55.3 58.3 46.3 63.1
T (210/380) (1200206) Reference - G0/108) (11176  Reference -
44.7 41.7 53.7 1.89 [1.12-
(170/380)  (86/206) 1.13[0.78-1.62] 0.52 (58/108) 36.9 (65/176) 3.18] 0.02
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(:C;rrl?;-s (5:?12 0 3;);118 5 Reference - 22.2 (12/54) 42.0 (37/88) Reference -
C carriers | 3629/'159 0 62/61'8 5 LO9I063188] 076 77.8(42/54) 580 (51/85) 2'4357']09' 0.03
GG ( 92;)12 0 ( 62/11?) 5 Reference - 37.0(20/54) 60.9 (53/87) Reference -
GA (7;1/11’3 0 (22/71’(2)3) 1.63[0.92-2.87] 0.09 50.0 (27/54) 35.6 (31/87) 2'11_23)']97' 0.06
AN 79.(15190) 1;/11'23) 0.88[0.36-2.13] 077 13.0(7/54) 3.5 (3/87) 8'%%233' 0.02
rs1570360 G ( 27711/'338 0 @ 57350 6) Reference - ( 6?/213 5 [ 377&;177 n Reference -
a 0296/'378 0 (5352'?) g 11610771761 048 ﬁ?l'g g 21307174 2'22([]12']27' 0.005
2;?;;5 ( 92?1";’ 0 ( 6;11’3 5 Reference - 37.0(20/54) 60.9 (53/87) Reference -
A carriers (9;1/91'3 0 432'33) 142[0.84-239] 019  63.0 (34/54) 39.1 (34/87) 2'5; 51']19' 0.02
GG ( 8;1/312 0 4;1/013 5 Reference - 50.0 (27/54) 40.9 (36/88) Reference -
GC (83?150) (4;15)183) 0.79[0.45-1.36] 0.39 38.9 (21/54) 43.2 (38/88) 0'718;2']35_ 0.54
cC (2271'2 0 ( 15’1'83) 0.71[0.32-1.58] 0.40 11.1(6/54) 15.9 (14/88) 0'4;1-5;']13' 0.18
rs2010963 G @ 46;'378 e 361?;'260 6) Reference - (72/913 8 [ 1602/'157 6) Reference -
C (133415/580) (72/6236) 0.82[0.57-1.20] 0.31 (3;;)138) 37.5 (66/176) 06?{3']39- 0.18
Ci;?er;s ( 8:;’1‘5 0 5%3 5 Reference - 50,0 (27/54) 40.9 (36/88) Reference -
C carriers (105)86/i890) (6?/91?)3) 0.77[0.46-1.29] 0.32 50.0 (27/54) 59.1 (52/88) 0'618-5:]33_ 0.32
CC ( 92/21; 0) (52/213 5 Reference - 44.4 (24/54) 55.2 (48/87) Reference -
CT (72/71'2 0 4‘21?1'3 5y 0920054157 075 463 (25/54) 37.9 (33/87) 1'731;2']78' 0.18
T 1;?1‘8 o 680/103)182[062535] 027 93(5/54) 69 (6/87) 1'3:.2(;]34' 0.64
rs3025020 C ( 27701/;8 0 5702/50 6) Reference - (72/713 5 2797117 2 Reference -
T, 1208/‘398 0 (52/72'(2) o 11300751691 057 3;’/21'3 g 259 UN7Y 1'327.4[12']78- 0.28
Cig?;s ( 92/21'; 0 (52/21'33) Reference - 444 (24/54) 552 (48/87) Reference -
T carriers (911/7120) (4;1/7183) 1.02[0.61-1.70] 0.94 55.6 (30/54) 44.8 (39/87) 1'6;3;(;]78- 0.19
— CcC a 428:/15159 0) (75/:12 5 Reference - 75.9 (41/54) 70.4 (62/88) (I){Zezzr;(: -
CT ooy (sjios 20032107 008 185010554 23921/s8) ) o 0.65
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TT  1.1(2/190) 1.9 (2/104) 0.48 [0.03-8.33] 0.61 5.6 (3/54) 5.7 (5/88)
c 88.4 846 Lo 85.2 82.4
(336/380) (176/208) C crenee (92/108)  (145/176)
11.6 154 14.8
wis0)  (omog “62107L06I 008 i 17.6(31176)
T non- 77.8 71.2
carriers  (148/190)  (74/104) Reference - 75.9 (41/54) 70.4 (62/88)
T carriers | 22> 289 58[032-1.05] 0.07 241 (13/54) 29.6 (26/38)
T w/190)  (30/104) OO0 T : ' :

1.47 [0.25-

1.00 [0.49-

0.90 [0.39-

8.42] 0.67

Reference -

2.04] 0.99

Reference -

2.08] 0.81

*OR [95% CI] and p values were adjusted by age, smoking history and packs of cigarettes per year.

Significant results are highlighted in bold.

CI: confidence interval; IIP: idiopathic interstitial pneumonia; N: total number of individuals successfully genotyped;
OR: odds ratio; VEGF: vascular endothelial growth factor.

Table S7. Influence of VEGF polymorphisms on the pulmonary function tests of IIP and non-IIP patients.

Pulmonary function tests VEGF polymorphism Carriers IIP patients Non-IIP patients
FVC (% predicted), mean + SD 1s833061 C non-carriers 76.15 +22.54 82.46 + 26.88
C carriers 71.75 £22.67 80.92 £ 23.54
rs1570360 A non-carriers 76.41 +22.28 80.11 + 25.37
A carriers 69.92 +22.67 83.50 +23.99
rs2010963 C non-carriers 70.29 +21.41 83.11 £24.94
C carriers 75.19 +23.49 80.90 £25.11
rs3025020 T non-carriers 73.53 +21.06 83.56 +26.16
T carriers 7247 +24.28 79.70 + 23.67
rs3025039 T non-carriers 72.05 +£22.61 81.42 +23.45
T carriers 76.24 +22.81 82.52 +28.50
FEV1 (% predicted), mean + SD 1833061 C non-carriers 75.20 £ 20.69 78.21 £26.21
C carriers 71.78 +22.97 72.32 +23.87
rs1570360 A non-carriers 76.44 + 21.88* 75.19 +24.67
A carriers 69.41 + 22.34* 73.15+£25.25
rs2010963 C non-carriers 69.37 +21.33 75.86 + 24.56
C carriers 75.47 +22.87 74.15 + 25.56
rs3025020 T non-carriers 73.12 £21.18 78.44 +25.70
T carriers 72.37 +23.58 70.50 + 23.95
rs3025039 T non-carriers 72.23 +23.15 74.56 +24.11
T carriers 74.52 +19.50 75.44 +27 .41
DLCO (% predicted), mean + SD 1s833061 C non-carriers 37.39 + 14.56 40.00 +18.12
C carriers 34.22 +15.12 36.08 +14.83
rs1570360 A non-carriers 38.30 + 15.03¢ 3758 +17.16
A carriers 32.07 £14.34% 36.64 + 13.81
rs2010963 C non-carriers 33.93+14.24 37.50 + 18.08
C carriers 36.16 + 15.51 38.46 +15.30
rs3025020 T non-carriers 36.50 + 15.74 38.08 +17.45
T carriers 34.07 + 14.27 37.58 +15.79
rs3025039 T non-carriers 36.09 + 15.73 38.21 +16.82
T carriers 32.12 +11.66 36.96 + 16.15
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DLCO: diffusing capacity of the lungs for carbon monoxide; FEV1: forced expiratory volume in one second; FVC: forced

vital capacity; IIP: idiopathic interstitial pneumonia; SD: standard deviation; VEGEF: vascular endothelial growth factor.

PFTs values are shown as mean + SD.

*Statistically significant differences obtained after adjustment by sex, age, smoking history and packs of cigarettes per year

(p = 0.004).

tStatistically significant differences obtained after adjustment by sex, age, smoking history and packs of cigarettes per year

(p =0.008).

Table S8. Influence of VEGF polymorphisms on the VEGF serum levels in IIP and non-IIP patients.

VEGF Serum Levels, Mean * SD, pg/mL

VEGF polymorphism Carriers IIP Patients Non-IIP Patients

15833061 C non-carriers 95.87 +115.43 103.83 + 84.32
s C carriers 97.60 +117.56 123.85 + 131.15
A non-carriers 91.55 +104.41 105.11 +80.03

rs1570360 A carriers 102.24 +127.25 135.81 + 158.14
C non-carriers 91.04 +123.18 11798 + 112.54

rs2010963 C carriers 101.92 + 111.51 114.94 + 118.09
T non-carriers 94.39 + 105.82 118.38 + 106.02

rs3025020 T carriers 99.46 + 125.80 114.70 + 128.09
T non-carriers 91.00 £ 113.76 120.62 + 130.60

rs3025039 T carriers 124.77 +127.10 105.32 + 71.53

IIP: idiopathic interstitial pneumonia; SD: standard deviation; VEGF: vascular endothelial growth factor.

Comparisons between non-carriers and carriers of each polymorphism did not show statistically significant differences

after adjustment by sex, age, smoking history and packs of cigarettes per year ( p >0.01).




