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ABSTRACT Objective: To analyze the efficacy and safety of anti-fibrosis therapy in patients with fibrotic interstitial lung
disease (FILD) in the real world and the risk factors of disease progression. Methods: Patients who were first diagnosed with FILD and
started oral pirfenidone or nintedanib anti-fibrosis treatment were included.The patients were followed up for 2 years. The clinical data of
the patients were collected and the baseline characteristics were analyzed, including gender, age, smoking history, basic lung function
[forced vital capacity (FVC), diffusing capacity of the lungs for carbon monoxide (DLCO) ], complications and shared drugs. Lung
function was recorded at the beginning of anti-fibrosis, 12 months and 24 months after anti-fibrosis treatment, and the annual decline
rates of FVC and DLCO were analyzed. Drug-related adverse reactions and tolerance were collected.Logistic regression model was
established to analyze the relationship between clinical variables and disease progression. Results: After 12 months of anti-fibrosis
treatment, there was no significant difference in FVC and DLCO between 167 patients with FILD and before treatment (2>0.05). The
FVC and DLCO of 67 patients with FILD decreased after 24 months of anti-fibrosis treatment, but there was no statistical difference
(P>0.05). A total of 98 adverse events occurred in 110 patients treated with pirfenidone, and 70 adverse events occurred in 57 patients
treated with nintedanib.Only some adverse events led to drug withdrawal. The most common side effect of both anti-fibrosis drugs was
diarrhea. Compared with pirfenidone, the discontinuation rate of nintedanib due to adverse events was significantly higher (P<0.05).
Logistic regression analysis showed that the risk factors of disease progression within 12 months after anti-fibrosis treatment were
smoking and patients with idiopathic pulmonary fibrosis (IPF), while DLCO was a protective factor for disease progression. Conclusion:
In the real world, anti-fibrosis therapy can maintain the stability of FVC and DLCO in FILD patients, and the adverse reactions related to
anti-fibrosis drugs can be tolerated with high safety. Smoking and IPF patients are more prone to disease progression, and higher DLCO
is a protective factor for disease progression in FILD patients.
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Table 1 Baseline characteristics of patients

Baseline characteristics IPF(n=81) CTD-ILD(n=56) Non-IPF IIP(n=30) x*/F value Pvalue
Gender(n)
Male/Female 38/43 23/33 12/18 0.664 0.717
Age(years) 59.67+10.65 61.30+12.21 60.07+12.15 0.344 0.709
Smoking history[n(%)] 3.908 0.142
Yse 48(59.26) 24(42.86) 14(46.67)
No 33(40.74) 32(57.14) 16(53.33)
Pulmonary function index
FVC(L) 2.57+0.74 2.50+0.75 2.63+0.91 0.328 0.721
DLCO(mmol/min/kpa) 4.68+1.67 4.71+1.71 4.99+2.37 0.337 0.714
FVC accounts for the estimated value
%) 85.48+18.14 85.84+21.25 88.78+20.38 0.323 0.724
DLCO accounts for the estimated
value(%) 58.07+£17.22 59.05+£17.33 61.41+22.09 0.369 0.692
Complication
Cardiovascular disease[n(%)] 45(55.56) 18(32.14) 6(20.00) 14.339 0.001
Kidney disease[n(%)] 14(17.28) 7(12.50) 5(16.67) 0.610 0.737
Pulmonary artery hypertension[n(%)] 11(13.58) 8(14.29) 6(20.00) 0.740 0.691
Diabetes[n(%)] 12(14.81) 7(12.50) 3(10.00) 0.477 0.788
Anti-fibrosis treatment plan 0.297 0.862
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Table 1 Baseline characteristics of patients

Baseline characteristics IPF(n=81) CTD-ILD(n=56) Non-IPF IIP(n=30) x*/F value P value
Pirfenidone group[n(%)] 55(67.90) 36(64.29) 19(63.33)
Nintedanib group[n(%)] 26(32.10) 20(35.71) 11(36.67)
Shared drugs
Hormone[n(%)] 7(8.64) 32(57.14) 10(33.33) 37.848 0.000
Immunosuppressant[n(%)] 2(2.47) 19(33.93) 8(26.67) 25.040 0.000
acid-inhibitory drugs[n(%)] 24(29.63) 16(28.57) 11(36.67) 0.665 0.717
Antiplatelet drugs[n(%)] 29(35.80) 7(12.50) 4(13.33) 12.134 0.002
Lipid-regulating drugs[n(%)] 22(27.16) 8(14.29) 4(13.33) 4.498 0.105
Antidiabetic drugs[n(%)] 5(6.17) 3(5.36) 1(3.33) 0.275 1.000
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Table 2 Comparison of adverse reactions between pirfenidone group and nintedanib group

Adverse reactions Pirfenidone group(n=110) Nintedanib group(n=57) x? value P value
Diarrhea 24(21.82%) 19(33.33%) 2.604 0.107
Nausea 10(9.09%) 15(26.32%) 8.751 0.003

Upper abdominal

discomfort 13(11.82%) 7(12.28%) 0.008 0.930
Anorexia 17(15.45%) 14(24.56%) 2.060 0.151
Abnormal liver function 6(5.45%) 8(14.04%) 2.569 0.109
Rash/pruritus 25(22.73%) 3(5.26%) 8.205 0.004
Insomnia 3(2.73%) 4(7.02%) - 0.231

Note : - indicates Fisher 's exact test.
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Table 3 Comparison of clinical data between progressive group and stable group

Clinical data Progressive group(n=36) Stable group(n=131) %/t value Pvalue

Gender[n(%) ] 0.434 0.510

Male 14(38.89%) 59(45.04%)

Female 22(61.11%) 72(54.96%)
Age(years) 59.56+13.670 60.49+10.766 -0.379* 0.707
Smoking history[n(%) ] 7.892 0.005

Yes 26(72.22%) 60(45.80%)

No 10(27.78%) 71(54.20%)
ILD type[n(%) ] 6.062 0.014

IPF 24(66.67%) 57(43.51%)

Non-IPF 12(33.33%) 74(56.49%)

Cardiovascular disease[n

1 2.486 0.115

Yes 19(52.78%) 50(38.17%)

No 17(47.22%) 81(61.83%)

Pulmonary arte:

hypertensiZl[n(o/Z] 3627 0.057

Yes 9(25.00%) 16(12.21%)

No 27(75.00%) 115(87.79%)
FVC(L) 2.2758+0.66449 2.6353+0.78617 -2.507 0.013
DLCO(mmol/min/kpa) 3.9564+1.60538 4.9589+1.82267 -2.995 0.003
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