Supplementary table 1 A comparison of the outcome measures between the results of PDPN staining, with a strong positive result compared to a weak positive or negative result.

The differences observed in the PDPN staining results were related to age and SII. However, no differences were observed in Hb or ALI.

Abbreviations, ALI: Advanced Lung Cancer Inflammation Index, BMI: body mass index, HALP: Hemoglobin Alb Lymphocyte Platelets, PDPN: podoplanin, SII: Systemic immune-inflammation index.

	
	PDPN staining
	Total
	Strong positive
	Weak positive or negative
	p Value

	Subject number
	
	69
	13
	56
	

	Demographics
	Age, Years old
	73 (70, 78)
	75 (73, 83)
	72 (69, 78)
	0.026

	
	BMI, kg/m2
	22.0 (20.0, 24.3)
	22.4 (18.7, 25.3)
	22.0 (20.0, 24.1)
	0.921

	Biomarker
	Hb, g/dL
	13.5 (12.1, 14.5)
	13.5 (12.6, 15.1)
	13.6 (11.8, 14.5)
	0.612

	Calculating 
biomarker
	ALI
	36.02
(26.01, 46.34)
	46.27 
(33.53, 69.73)
	35.39
(24.07, 45.14)
	0.053

	
	HALP
	37.87
(27.01, 50.71)
	37.87
(30.89, 79.32)
	37.52
(24.70, 50.23)
	0.349

	
	SII, 104/μL
	55.4 
(37.4, 76.1)
	39.3 
(29.1, 59.2)
	59.1 
(38.4, 80.4)
	0.044

	Pathological stage
	p Stage IA and IB, n (%)
	43 (62)
	10 (77)
	33 (59)
	0.189

	Outcome measures

	5 years surviving time, day
	1826 (684, 1826)
	1826 (1422, 1826)
	1826 (554, 1826)
	0.091

	
	Overall survival rate, n (%)
	38 (55)
	9 (69)
	29 (52)
	0.255






Supplementary table 2 The 96 ALI-related articles were grouped into four categories of disease: lung cancer, non-lung cancer, life-related diseases and other diseases.

ALI-related 96 articles were grouped into four categories: lung cancer-related articles, non-lung cancer-related, lifestyle-related diseases, and other diseases of article number of 29, 34, 9, and 34, respectively. Interestingly no ALI-related articles were found for LUSC. However, 34 articles related to ALI were found in non-lung cancers, with the largest number (14 articles) relating to gastrointestinal cancer. The other subject of ALI-related articles to use ALI to predict the prognosis was lifestyle-related diseases, including heart failure, asthma, acute coronary syndrome and myocardial infarction.

Abbreviations, ACS: acute coronary syndrome, ALI: advanced lung cancer inflammation index, CAP: community-acquired pneumonia, CKD: chronic kidney disease, DM: diabetes mellitus, HCC: hepatic cell carcinoma, HT: hypertension, MASLD: Metabolic Dysfunction Associated Steatotic Liver Disease, MI: myocardial infarction, MM: malignant melanoma, NSCLC: non-small cell lung cancer, RA: rheumatic arthritis, SCLC: small cell lung cancer.

	Four Categories
	Diseases
	Total number of articles 
	Sub-total number of articles
	Supplementary references, shown in supplementary table 3

	Lung cancer
	
	29
	
	

	
	NSCLC
	
	16
	6, 15, 21, 28, 37, 41, 46, 52, 55, 62, 73, 75, 78, 84, 87, 94.

	
	SCLC
	
	4
	32, 61, 68, 93.

	　
	Lung cancer
	
	7
	2, 7, 34, 49, 82, 83, 90.

	　
	Lung adenocarcinoma
	
	2
	29, 69.

	Non-lung cancer
	
	34
	
	

	
	Gastrointestinal tract
	
	14
	3, 8, 14, 16, 22, 33, 42, 44, 56, 63, 65, 74, 79, 95.

	
	HCC
	
	6
	9, 24, 30, 39, 50, 76.

	　
	Head Neck
	
	2
	35, 59.

	
	MM
	
	2
	43, 57.

	　
	Urinary tract
	
	2
	45, 92.

	
	Malignant lymphoma
	
	2
	86, 96.

	　
	Pancreas
	
	2
	54, 71.

	
	Cholangiocarcinoma
	
	1
	27

	　
	Skin
	
	1
	26

	
	Neuroblastoma
	
	1
	25

	　
	Unknown
	
	1
	47

	Life-related diseases
	
	9
	
	

	
	HT
	
	2
	5, 11.

	　
	DM
	
	2
	1, 36.

	
	CKD
	
	3
	10, 40, 64.

	　
	MASLD
	
	2
	72, 91.

	Others
	
	24
	
	

	
	Heart failure
	
	5
	12, 13, 18, 19, 23.

	　
	Asthma
	
	4
	31, 38, 51, 85.

	
	ACS
	
	3
	20, 67, 89.

	　
	MI
	
	3
	60, 66, 88.

	　
	Others
	
	9
	4, 58 (stroke)
17, 48 (RA)
53 (pulmonary fibrosis)
70 (CAP)
77 (pneumonia)
80 (chronic pain)
81 (gallstone)

	Total number of articles
	
	96
	
	





Supplementary table 3 The list of references of ALI-related articles shown in the supplementary table 2

  References and their numbers of ALI-related articles and classifications as follows: lung cancer (#1: non-small cell lung cancer (NSCLC), small cell lung cancer (SCLC), lung cancer, adenocarcinoma), non-lung cancer (#2), lifestyle-related diseases (#3), and other references (#4) and the reference numbers are shown below: reference 1 to 96 belonging to any of one category, #1,2,3, and #4.


	Ref.
No
	Reference
	Lung 
cancer
	Non-Lung cancer
	Life-related diseases
	Others

	1
	Chen Y, Guan M, Wang R, Wang X. Relationship between advanced lung cancer inflammation index and long-term all-cause, cardiovascular, and cancer mortality among type 2 diabetes mellitus patients: NHANES, 1999-2018. Front Endocrinol (Lausanne). 2023;14:1298345. doi: 10.3389/fendo.2023.1298345. 
	
	
	●
	

	2
	Song M, Zhang Q, Song C, Liu T, Zhang X, Ruan G, Tang M, Xie H, Zhang H, Ge Y, Li X, Zhang K, Yang M, Li Q, Liu X, Lin S, Xu Y, Xu H, Wang K, Li W, Shi H. The advanced lung cancer inflammation index is the optimal inflammatory biomarker of overall survival in patients with lung cancer. J Cachexia Sarcopenia Muscle. 2022;13(5):2504-2514. doi: 10.1002/jcsm.13032. 
	●
	　
	　
	　

	3
	Liu XR, Wang LL, Zhang B, Liu XY, Li ZW, Kang B, Yuan C, Wei ZQ, Peng D. The advanced lung cancer inflammation index is a prognostic factor for gastrointestinal cancer patients undergoing surgery: a systematic review and meta-analysis. World J Surg Oncol. 2023;21(1):81. doi: 10.1186/s12957-023-02972-
	
	●
	
	

	4
	Chen X, Hong C, Guo Z, Huang H, Ye L. Association between advanced lung cancer inflammation index and all-cause and cardiovascular mortality among stroke patients: NHANES, 1999-2018. Front Public Health. 2024;12:1370322. doi: 10.3389/fpubh.2024.1370322. 
	　
	　
	　
	●

	5
	Tu J, Wu B, Xiu J, Deng J, Lin S, Lu J, Yan Y, Yu P, Zhu J, Chen K, Ding S, Chen L. Advanced lung cancer inflammation index is associated with long-term cardiovascular death in hypertensive patients: national health and nutrition examination study, 1999-2018. Front Physiol. 2023;14:1074672. doi: 10.3389/fphys.2023.1074672. 
	
	
	●
	

	6
	Mandaliya H, Jones M, Oldmeadow C, Nordman II. Prognostic biomarkers in stage IV non-small cell lung cancer (NSCLC): neutrophil to lymphocyte ratio (NLR), lymphocyte to monocyte ratio (LMR), platelet to lymphocyte ratio (PLR) and advanced lung cancer inflammation index (ALI). Transl Lung Cancer Res. 2019;8(6):886-894. doi: 10.21037/tlcr.2019.11.16.
	●
	　
	　
	　

	7
	Pang HY, Chen XF, Yan MH, Chen LH, Chen ZX, Zhang SR, Sun H. Clinical significance of the advanced lung cancer inflammation index in gastrointestinal cancer patients: a systematic review and meta-analysis. Front Oncol. 2023;13:1021672. doi: 10.3389/fonc.2023.1021672. 
	
	●
	
	

	8
	Horino T, Tokunaga R, Miyamoto Y, Baba H. Advanced Lung Cancer Inflammation Index: A Novel Comprehensive Biomarker of Host Status for Patients with Metastatic Colorectal Cancer. J Anus Rectum Colon. 2024;8(3):137-149. doi: 10.23922/jarc.2023-077. 
	　
	●
	　
	　

	9
	Li Q, Ma F, Wang JF. Advanced lung cancer inflammation index predicts survivaloutcomes of hepatocellular carcinoma patients receiving immunotherapy. Front Oncol. 2023;13:997314. doi: 10.3389/fonc.2023.997314. 
	
	●
	
	

	10
	L i X, Wang Q, Wu F, Ye Z, Li Y. Association between advanced lung cancer inflammation index and chronic kidney disease: a cross-sectional study. Front Nutr. 2024;11:1430471. doi: 10.3389/fnut.2024.1430471.
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Supplementary figures

Supplementary figure 1 A strong positive Podoplanin (PDPN) staining picture.

In this image, brown stained areas are PDPN positive and more than 50% of the stained tissue is PDPN positive, corresponding to a strong positive PDPN stain. This photograph was taken under a light microscope at 100x magnification.
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Supplementary figure 2 A weak positive Podoplanin (PDPN) staining picture.

In this image, brown stained areas are PDPN positive and less than 50% of the stained tissue is PDPN positive, corresponding to a weak positive PDPN stain. This photograph was taken under a light microscope at 100x magnification.
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Supplementary figure 3 A negative Podoplanin (PDPN)  staining picture.

In this image, brown stained areas are PDPN positive and only lymphatic endothelial cells are PDPN positive, corresponding to a weak positive PDPN stain. The result is negative if no brown is observed in any area. This photograph was taken under a light microscope at 100x magnification.
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