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SUPPLEMENTARY TABLE 1. HIF1A genotype frequency distribution

Gen SNP [N] Genotype N (%) MAF pHWE
HIFT1A rs11549465 [22] cC 155 (73.1) 17.5 <0.001
p.Pro582Ser CT 40 (18.9)
T 17 (8.0)
rs11549467 [13] GG 199 (90.0) 5.4 0.077
p.Ala588Thr GA 20 (9.0)
AA 2 (0.9)
rs2057482 [5] cC 155 (73.1) 18.3 0.311
C.*45T>C cT 64 (27.9)
TT 10 (4.4)

HWE = Hardy-Weinberg equilibrium; MAF = minor allele frequency; N = number of patients; [N] = number of patients with missing data for the given parameter; SNP = single

nucleotide polymorphism

SUPPLEMENTARY TABLE 2. Association between the investigated HIF1 polymorphisms and response to gemcitabine/cisplatin therapy (N = 147)

SD/PD

CR/PR

SNP Genofype N (%) N (%) (95%R<:|) s (95%R<":dl') w Pay
1511549465 cc ( 6?50) ( 4%)?0) Ref. Ref.
el (71:2) (235.8) (0. 1%:‘17.39 ) BLlz (0. ]()7{)12.64) e
m 6 ?.5) (385.5) (o.zgféos) 0915 (o.sl;fg.os) 0.608
S (720%6) (21;(.)4) (0.207'1313.45) 0.275 (0.3%—717 91) 0.578
111549467 GG ( 6335) (3‘;?5) Ref. Ref.
CATAA 571) 459) (0.44418) 0.591 (0.40-4 44 0.641
152057482 cc ( 3 | (3“:’59) Ref. Ref.
1 (62070) (4108.30) (0.5]1'925.1 6) 0.905 (0.39{—717.75) 0.527
m " o%.O) (O(.)O) / 0.154* / /
CT+T (6:330) 360) (o.4%§18.79) 0.728 (0.2%5313.41 ) 0.263

adj = adjusted for weight loss and ECOG performance status; CR = complete response; Cl = confidence interval; N = number of patients; PD = progressive disease; PR = partial
response; Ref. = reference genotype; OR = odds ratio; SD = stable disease; SNP = single nucleotide polymorphism; * = calculated using Fisher's exact test
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SUPPLEMENTARY TABLE 3. Association between the investigated HIF1 polymorphisms and response to pemetrexed/cisplatin therapy (N = 79)

SD/PD

CR/PR

OR

SNP Genotype N (%) N (%) (95% CI) P (95%R8’i)ud, Poa
1511549465 cc ( (,jfo) (314?0) Ref. Ref.
il (713?9) 2 % ) (o.1%f12.79) ULy (0.1%—513 86) Uk
m (662.7) 333) (o.ogj?‘té) 0.982 (o.o;j%.w) 0.940
CT+T 773 257) (O.l%—517.80) 0.340 (0.1%519 90) 0.374
1511549467 GG ( 6‘;{?6) (32;’ ) Ref. Ref.
CATAA (856.7) (143) (0.0%335.06) 0.341 (0.0%3’36.20) 0.358
152057482 cc ( 637?3) (3]25?7) Ref. Ref.
cl (8]2‘?4) (1 73.6) (0.1%4.73) 0240 (0.1%15 78) 0.252
m (4(?.0) (6(:)5.0) (0.4%%%.12) 0.239 (0.5 1345211.29) 0.203
S (7]2(.57) (2;3) (0.2%—727.30) O:cal (0.2%-7;.42) 0.685

adj = adjusted for pain; CR = complete response; Cl = confidence interval; N = number of patients; PD = progressive disease; PR = partial response; Ref. = reference genotype;
OR = odds ratio; SD = stable disease; SNP = single nucleotide polymorphism

SUPPLEMENTARY TABLE 4. Association between the investigated HIFT polymorphisms and progression-free survival in patients treated with gemcitabine/
cisplatin therapy (N = 149)

PFS median HR

HR,,
Sl CERERT (25%-75%) (95% CI) P (95% &), Pay

rs11549445 cc 5 B 0 Ref. Ref.
7.9 1.05 1.07

< (5.1-11.7) (0.64-1.73) 0.843 (0.64-1.82) 0.788
6.6 1.00 0.97

m (3.9-18.7) (0.56-1.80) 0.996 (0.50-1.88) 0.937
7.9 1.03 1.04

il (4.8-13.1) (0.69-1.54) 0.838 (0.66-1.61) e
1511549467 GG 5 A 0 Ref. Ref.
10.5 0.78 0.83

Erson (7.7-16.0) (0.44-1.38) OE (0.46-1.48) Oz
152057482 cc 5 s 0 Ref. Ref.
7.9 1.20 1.41

&l (5.3-11.9) (0.83-1.74) 0.2 (0.94-2.12) oz
7.8 114 1.31

m (7.6-22.3) (0.42-3.11) 0.800 (0.47-3.67) 0.603
7.8 1.20 1.40

e (5.3-11.9) (0.84-1.71) 0.320 (0.95-2.07) 0.087

adj = adjusted for CRP, histological type, weight loss, asbestos exposure, and smoking; Cl = confidence interval; PFS = progression-free survival; Ref. = reference genotype; HR =

hazard ratio; SNP = single nucleotide polymorphism
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SUPPLEMENTARY TABLE 5. Association between the investigated HIF1 polymorphisms and progression-free survival in patients treated with pemetrexed/

cisplatin therapy (N = 82)

PFS median HR HR_,
S ECEL 20 (25%-75%) (95% CI) P (95% &), Pay

1511549465 cc 5 e 0 Ref. Ref.
7.9 1.05 1.07

e (5.1-11.7) (0.64-1.73) s (0.64-1.82) 07
6.6 1.00 097

m (3.9-18.7) (0.56-1.80) 0996 (0.50-1.88) 0937
7.9 1.03 1.04

S (4.8-13.1) (0.69-1.54) = (0.66-1.61) OEre
1511549467 GG 5 A . Ref. Ref.
10.5 0.78 0.83

e (7.7-16.0) (0.44-1.38) 0.393 (0.46-1.48) 0.522
152057482 cc 5 s o Ref. Ref.
7.9 1.20 1.41

c (5.3-11.9) (0.83-1.74) 22 (0.94-2.12) ol
7.8 114 1.31

m (7.6-22.3) (0.42-3.11) 0:600 (0.47-3.67) 0.603
7.8 120 1.40

CrAr (5.3-11.9) (0.84-1.71) 02y (0.95-2.07) sy

adj = adjusted for CRP and histological type; Cl = confidence interval; PFS = progression-free survival; Ref. = reference genotype; HR = hazard ratio; SNP = single nucleotide

polymorphism

SUPPLEMENTARY TABLE 6. Association between the investigated HIF1 polymorphisms and overall survival in patients treated with gemcitabine/cisplatin

therapy (N = 152)

OS median

HR

HR,,

Sl CERERT (25%-75%) (95% CI) P (95% &), Pay
rs11549445 cc 1o 182 - Ref. Ref.
12.8 0.84 0.79

< (6.6-47.8) (0.47-1.50) 0.558 (0.43-1.44) 0.437
203 0.91 0.73

m (9.1-50.8) (0.46-1.83) 0.796 (0.35-1.52) 0.394
18.0 0.87 0.76

il (6.9-47.8) (0.54-1.39) Brser (0.47-1.25) 020
1511549467 GG " )80 2 Ref. Ref.
27 0.90 0.98

Sl (10.5-29.6) (0.49-1.64) 072 (0.53-1.82) 0957
152057482 cc o Ve 5 Ref. Ref.
18.] 0.95 0.97

&l (11.2-29.7) (0.64-1.43) O&ls (0.64-1.48) 00
22.1 1.00 1.20

m (11.6-%) (0.32-3.20) 0.994 (0.37-3.84) 0.760
18.1 0.96 0.99

e (11.2-29.7) (0.65-1.42) 0.826 (0.66-1.48) 0.960

adj = adjusted for CRP, histological type, asbestos exposure, and smoking; Cl = confidence interval; OS = overall survival; Ref. = reference genotype; HR = hazard ratio; SNP =
single nucleotide polymorphism; * = not reached
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SUPPLEMENTARY TABLE 7. Association between the investigated HIFT polymorphisms and overall survival in patients treated with pemetrexed/cisplatin
therapy (N = 82)

OS median HR HR
SiE ECEL 20 (25%-75%) (95% CI) P (95% &), Pay

1511549465 cc o P 7 Ref. Ref.
218 0.88 0.77

e (13.1-28.4) (0.47-1.67) 0728 (0.37-1.62) s
12.1 117 0.94

m (6.4-23.6) (0.42-3.31) 0762 (0.28-3.10) 0916
218 0.94 0.81

Sl (12.1-28.4) (0.53-1.67) 0Ezs (0.41-1.57) 07
rs11549467 GG o it - Ref. Ref.
16.7 093 0.78

s (12.6-29.8) (0.40-2.18) 0.869 (0.28-2.21) 0.639
152057482 cc " A 7 Ref. Ref.
15.0 1.38 0.88

e (9.5-29.8) (0.75-2.54) OB (0.39-1.97) oA
9.9 1.98 1.48

m (9.4-12.1) (0.77-5.12) . (0.52-4.27) 0.463
14.9 1.49 1.02

€A (9.4-29.8) (0.86-2.60) Erlgy (0.51-2.05) Oee

adj = adjusted for CRP; Cl = confidence interval; OS = overall survival; Ref. = reference genotype; HR = hazard ratio; SNP = single nucleotide polymorphism
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