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Serum KL-6 levels predict the occurrence and 
reflect the severity of treatment-related interstitial 
lung disease in lung cancer 



High mortality of lung cancer

A Cancer Journal for Clinicians 71(3) (2021) 209-249.

Both sexes Male Female



High mortality of lung cancer

A Cancer Journal for Clinicians 71(3) (2021) 209-249.



High mortality of lung cancer in Korea (2018)
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New England Journal of Medicine 383(18) (2020) 1711-1723.

• Double-blind, 1:1 RCT, phase 3 trial
• Patients with completely resected EGFR mutation positive NSCLC
• Osimertinib vs Placebo for 3 years (339 vs 343)



N Engl J Med 2022; 386:1973-1985

• Open-label, randomized, phase 3 trial



J Clin Oncol 40(12) (2022) 1301-1311.

• 2:1 randomized, phase 3 trial
• Patients with stage III NSCLC who did not have disease progression after two or more cycles of 

platinum based CCRT
• Durvalumab vs Placebo up to 12 months



Lancet Oncol 23(10) (2022) 1274-1286

• Triple-blind, 1:1 randomized, phase 3 trial
• Patients with completely resected stage IB-IIIA NSCLC
• Pembrolizumab vs Placebo up to 18 cycles (590 vs 587)



Real world incidence of ICI-related pneumonitis

J Immunother Cancer. 2022 Jun;10(6):e004670.

Incidence of pneumonitis/pneumonia Incidence of pneumonitis/pneumonia in the first year



Real world incidence of ICI-related pneumonitis in lung cancer

J Immunother Cancer. 2022 Jun;10(6):e004670.



KL-6 (

Respir Investig, 2012. 50(1): p. 3-13
KL-6 expression on the surface of type II pneumocytes

Pneumothorax

IPF



Comparison of serum KL-6 level

Front Immunol, 2021. 12: p. 745233.



Serum KL-6 predicting prognosis of ILD

Front Immunol, 2021. 12: p. 745233.



Comparison of serum KL-6 level

Arthritis Research & Therapy (2019) 21:58



Data collection

• Category 1 : For the differentiation between pneumonia and ILD
• Category 2 : For diagnosis and assessing the severity of suspicious ILD
• Category 3 : For evaluation of the baseline level before initiation of cancer treatment 

(immunotherapy or radiotherapy)
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Comparison of serum KL-6 in all patients

ILD vs No ILD
600.7 vs 326.7 (U/mL)

(p<0.001)

LC vs No LC
369.3 vs 556.5 (U/mL)

(p<0.001)



Comparison of serum KL-6 in lung cancer

Cat 1&2 vs Cat 3
492.2 vs 333.0 (U/mL)

(p=0.019)

Good PS vs Bad PS
330.7 vs 506.8 (U/mL)

(p<0.001)

No Und ILD vs Und ILD
335.8 vs 821.3 (U/mL)

(p<0.001)



Comparison of serum KL-6 in lung cancer

Advanced stage vs Early stage
409.1 vs 321.0 (U/mL)

(p=0.007)

ADC vs SQC vs SCLC
519.4 vs 317.8 vs 322.4 (U/mL)

(p<0.001)

(p<0.001)



Comparison of serum KL-6 in lung cancer

r=-0.11; p=0.033 r=-0.11; p=0.031

r=0.21; p<0.001 r=0.16; p=0.006



Comparison of serum KL-6 in lung cancer

TR-ILD vs No TR-ILD
394.4 vs 333.5 (U/mL)

(p=0.079)

No TR-ILD vs DILD vs Rp vs ILD AE
333.5 vs 575.9 vs 330.7 vs 937.1(U/mL)

(p=0.004) (p=0.001) (p<0.001)

(p=0.001)

No TR-ILD vs Gr 1 vs Gr 2-4
333.5 vs 323.5 vs 561.1(U/mL)

(p=0.002)



Risk factor for developing severe TR-ILD in lung cancer



Serum KL-6 as prognostic factor in lung cancer

Overall Category 3

Median OS (95% CI),
Months

No. of Events/
Total No. of patients (%)

16.4 (10.8-22.0)48/100 (48)High KL-6 (³ 449.9U/mL)

8.1 (5.1-11.1)60/183 (32.8)Low KL-6 (< 449.9U/mL)

HR 1.90 (95% CI : 1.30-2.78, p<0.001)

Median OS (95% CI),
Months

No. of Events/
Total No. of patients (%)

16.4 (11.2-21.7)88/250 (35.2)High KL-6 (³ 449.9U/mL)

7.1 (4.2-9-9)90/172 (52.3)Low KL-6 (< 449.9U/mL)

HR 1.78 (95% CI : 1.33-2.39, p<0.001)



Case 1. PMW 75/M  SQC,RLL IIIC(T3N3M0)

391.9 405

216

1012

678

21.6.8 21.8.17 21.9.30 21.10.15 21.12.14

CCRT Imfinzi

Rp Gr2 DILD Gr3

Imfinzi 
hold

Imfinzi 
restart

Imfinzi 
hold

1-CCRT(TC)6 (21.6.8~7.19)
Imfinzi (21.8.17~9.30)
* GKS (21.12.7)
2-GP (21.12.21~22.3.4)
* WBRT (22.6.13~6.24)



Case 2. LEJ 62/F  SCLC,RUL ED (T4N3M1b : Rt cerebellum)

717.9 763.6

1487

3083

1376

20.10.27 21.3.16 21.6.29 21.8.24 21.11.3

ACE
pRT on RUL 

and LAPs

Rp Gr1 DILD or IPF AE Gr2

1-ACE (20.10.28~12.31)
mAtz (21.1.19~3.2)
pRT on RUL with LAPs 
(21.3.30~4.26)
2-IC (21.5.4~8.10)
Expired (21.11.19)



Summary

• Serum KL-6 can be considered when an event of ILD was suspected or before treatment of lung 
cancer started.

• High serum KL-6 level was an independent risk factor of severe TR-ILD.

• Patients with high serum KL-6 level had worse overall survival than those with low serum KL-6 level.

The trend was same regardless of the timing of the test.

• Serum KL-6 can be a potential biomarker for the diagnosis, management and prognosis of TR-ILD in 
lung cancer. 


