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Abstract
Background Gastrointestinal (GI) cancers, including gastric, colorectal, and esophageal cancers, pose a significant 
global health burden. Despite advancements in diagnostic tools, early detection remains challenging, particularly in 
low-resource settings. Emerging evidence highlights the platelet-to-high-density lipoprotein ratio (PHR) as a novel 
biomarker integrating systemic inflammation and lipid metabolism. However, its association with GI cancer risk 
remains underexplored.

Methods This study utilized data from the National Health and Nutrition Examination Survey (NHANES) from 2010 to 
2018, comprising 19,388 participants, including 230 with GI cancers. PHR was calculated as the ratio of platelet count 
to high-density lipoprotein cholesterol levels and categorized into quartiles. Weighted logistic regression models, 
restricted cubic spline analysis, and subgroup analyses were employed to evaluate the association between PHR and 
GI cancer risk, adjusting for demographic, socioeconomic, lifestyle, and clinical factors.

Results Elevated PHR was independently associated with an increased risk of GI cancers. Participants in the highest 
PHR quartile exhibited a significantly higher risk (adjusted OR = 3.09; 95% CI: 2.16–4.43) compared to the lowest 
quartile. A dose-response relationship was observed, with two critical inflection points at PHR values of 3.2 and 4.5. 
Subgroup analyses revealed stronger associations among older adults, males, and obese individuals. The findings 
suggest that PHR may reflect the dynamic balance of systemic inflammation and lipid metabolism, contributing to 
tumorigenesis.

Conclusion This study identifies PHR as a promising, cost-effective biomarker for early detection and risk stratification 
of GI cancers. Its integration into screening programs could improve precision medicine strategies by identifying 
high-risk individuals for early intervention. Further longitudinal and mechanistic studies are warranted to confirm 
these findings and explore the underlying biological mechanisms.

Keywords Platelet-to-high-density lipoprotein ratio (PHR), Gastrointestinal cancers, Lipid metabolism, NHANES, 
Cancer screening, Dose-response relationship

Platelet-to-high-density lipoprotein 
ratio (PHR) as a predictive biomarker 
for gastrointestinal cancers: evidence 
from NHANES
Yan Tong1 and Xiaojun Lou2*

http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1186/s12876-025-03860-9&domain=pdf&date_stamp=2025-4-27


Page 2 of 11Tong and Lou BMC Gastroenterology          (2025) 25:302 

Introduction
Gastrointestinal (GI) cancers, including gastric, colorec-
tal, esophageal, liver, and pancreatic cancers, represent 
a major public health burden globally, being among the 
most prevalent malignancies and leading causes of can-
cer-related deaths [1, 2]. Despite substantial advance-
ments in diagnostic tools, therapeutic strategies, and 
prevention programs, the prognosis for GI cancers 
remains poor, particularly in low- and middle-income 
countries where early detection remains a challenge [3, 
4]. Understanding novel biomarkers that predict cancer 
risk, progression, and outcomes is vital for improving 
early detection and patient management. Emerging evi-
dence suggests that systemic inflammatory responses and 
lipid metabolism play key roles in cancer initiation and 
progression, highlighting the need to explore biomarkers 
that combine these pathways [5–7].

The platelet-to-high-density lipoprotein cholesterol 
ratio (PHR) has gained increasing attention as a novel 
composite biomarker reflecting inflammation, coagu-
lation, and lipid dysregulation. Platelets are not only 
essential for hemostasis but also contribute to tumor 
angiogenesis, metastasis, and immune evasion through 
the release of pro-inflammatory cytokines, growth fac-
tors, and chemokines [8–10]. Elevated platelet counts 
have been associated with poor prognosis in multiple 
cancers, including GI malignancies [11]. In contrast, 
high-density lipoprotein cholesterol (HDL-C) is known 
for its anti-inflammatory, anti-oxidative, and anti-pro-
liferative properties, which may suppress tumorigenesis 
and cancer progression [12, 13]. By combining these two 
factors, PHR integrates the pro-tumor effects of platelets 
and the protective effects of HDL-C, offering a potential 
single-index biomarker for assessing cancer risk [14]. The 
biological mechanisms underlying PHR’s role in cancer 
may involve systemic inflammation, oxidative stress, and 
dysregulated lipid metabolism, all of which are impli-
cated in GI tumorigenesis [15].

Several studies have demonstrated the clinical rel-
evance of inflammation-based indices such as the 
neutrophil-to-lymphocyte ratio (NLR) and platelet-to-
lymphocyte ratio (PLR) in predicting cancer risk and 
prognosis [16, 17]. However, the role of PHR, particularly 
in the context of GI cancers, remains underexplored and 
warrants further investigation. Given its simplicity, cost-
effectiveness, and accessibility, PHR may serve as an ideal 
biomarker for population-based cancer screening and 
risk stratification. Additionally, PHR has the advantage 
of reflecting a dynamic balance between pro-inflamma-
tory and anti-inflammatory components, offering deeper 
insights into the inflammatory tumor microenviron-
ment [18]. To date, large-scale studies evaluating PHR 
in diverse populations are limited, leaving a critical gap 
in understanding its predictive value across GI cancer 

subtypes and among individuals with varying demo-
graphic and clinical characteristics.

The National Health and Nutrition Examination Sur-
vey (NHANES) provides a unique opportunity to inves-
tigate PHR and its association with GI cancers in a large, 
nationally representative population. NHANES data, 
which include comprehensive health information, labo-
ratory measurements, and cancer diagnoses, allow for 
robust statistical analysis and subgroup comparisons [19, 
20]. By leveraging NHANES datasets from 2010 to 2018, 
this study aims to evaluate the association between PHR 
and the risk of GI cancers, including gastric, colorectal, 
and esophageal cancers, while controlling for poten-
tial confounding factors such as age, sex, BMI, lifestyle 
habits, and comorbidities. Furthermore, the study will 
explore subgroup differences to determine whether 
PHR’s predictive utility varies across demographic and 
clinical characteristics, such as gender, race, and BMI.

In summary, this study addresses a critical gap in the 
literature by systematically examining the relationship 
between PHR and GI cancer risk using a large-scale 
population-based dataset. We hypothesize that elevated 
PHR is independently associated with an increased risk 
of GI cancers and may serve as a novel biomarker for 
early cancer detection and risk assessment. The findings 
of this study have the potential to contribute to precision 
medicine approaches by identifying high-risk individuals 
for early intervention and improving risk stratification in 
clinical practice.

Methods
Study population
This study utilized data from the National Health and 
Nutrition Examination Survey (NHANES) conducted 
between 2010 and 2018. NHANES is a nationally rep-
resentative cross-sectional survey designed to assess 
the health and nutritional status of the US population 
through interviews, physical examinations, and labora-
tory tests. Initially, 47,715 participants were included in 
the NHANES dataset during this period. Participants 
were excluded in a stepwise manner as follows:

Individuals with missing tumor-related information 
(n = 18,900) were excluded, leaving 28,815 participants. 
Individuals with missing data required to calculate the 
platelet-to-high-density lipoprotein cholesterol ratio 
(PHR) (n = 2,843) were excluded, resulting in 25,972 par-
ticipants. Individuals with missing covariate data, includ-
ing demographic, socioeconomic, lifestyle, and clinical 
variables (n = 6,584), were excluded, leaving a final sample 
size of 19,388 participants. Among the final cohort, 230 
participants were identified with gastrointestinal (GI) 
cancers, while the remaining 19,158 participants com-
prised the non-GI cancer group (Fig. 1).
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Definition of gastrointestinal cancers
GI cancers were defined as malignancies involving the 
esophagus, stomach, liver, pancreas, and colorectal 
regions. These diagnoses were based on self-reported 
cancer histories in NHANES and validated using Interna-
tional Classification of Diseases (ICD) codes. Participants 
with any other types of cancer (non-GI cancers) were 
categorized as controls. This definition is consistent with 
established diagnostic criteria and prior NHANES-based 
studies [21].

Exposure assessment
The primary exposure variable, PHR, was calculated by 
dividing the platelet count (10⁹/L) by the high-density 
lipoprotein cholesterol (HDL-C) level (mg/dL). PHR val-
ues were categorized into quartiles (Q1–Q4) based on 

the distribution in the study population, with Q1 (lowest 
quartile) serving as the reference group [22].

Covariates
A comprehensive set of covariates was included to adjust 
for potential confounders. These covariates were catego-
rized as follows:

Demographic characteristics: Age (continuous vari-
able). Sex (male or female). Race/ethnicity (Mexican 
American, Other Hispanic, Non-Hispanic Black, Non-
Hispanic White, and other races).

Socioeconomic status: Education level (less than 9th 
grade, 9–11th grade, high school graduate, some college 
or associate degree, or college graduate and above). Mari-
tal status (married, widowed, divorced, separated, never 

Fig. 1 Flowchart for study population selection

 



Page 4 of 11Tong and Lou BMC Gastroenterology          (2025) 25:302 

married, or living with a partner). Poverty income ratio 
(PIR) categorized as ≤ 1, 1–3, or > 3.

Lifestyle factors: Smoking status (current smoker, for-
mer smoker, or never smoker). Alcohol use (yes or no, 
based on reported drinking history).

Clinical factors: Body mass index (BMI), classified 
as underweight (< 18.5  kg/m²), normal weight (18.5–
24.9  kg/m²), overweight (25–29.9  kg/m²), or obese 
(≥ 30 kg/m²).

Presence of comorbidities, including hypertension, dia-
betes, and hyperlipidemia.

Although this study adjusted for a comprehensive set of 
covariates, it is important to acknowledge that potential 
confounders, such as dietary patterns, genetic predispo-
sitions, medication use, and detailed tumor characteris-
tics (e.g., tumor stage), were not included in the current 
analysis. Dietary habits, which can significantly influ-
ence inflammation and lipid metabolism, may alter the 
platelet-to-high-density lipoprotein ratio (PHR) and 
affect cancer risk. Medications, such as statins, antihy-
pertensive drugs, and anti-inflammatory agents, could 
also impact platelet count and HDL-C levels, potentially 
modifying the relationship between PHR and gastroin-
testinal (GI) cancer risk. Additionally, genetic predis-
positions may contribute to individual variability in the 
association between PHR and GI cancer. Detailed tumor 
characteristics, including tumor staging and molecu-
lar subtypes, were not accounted for in this study, and 
these factors may influence cancer prognosis and risk. 
Future studies should incorporate these factors into more 
detailed cohort analyses to further explore the relation-
ship between PHR and GI cancer risk.

Statistical analysis
All statistical analyses were conducted using SPSS 27.0 
(IBM Corp., Armonk, NY, USA) and R 4.4.2 (R Founda-
tion for Statistical Computing, Vienna, Austria). Base-
line characteristics of the participants were compared 
according to GI cancer status. Continuous variables 
were expressed as means ± standard deviations (SDs) 
and compared using weighted t-tests. Categorical vari-
ables were presented as frequencies (n) and percentages 
(%) and compared using chi-square tests. The associa-
tion between PHR and GI cancers was assessed using 
weighted logistic regression models to account for 
NHANES’s complex survey design. Three models were 
constructed: Model 1: Crude analysis without adjust-
ment. Model 2: Adjusted for age, sex, and race/ethnic-
ity. Model 3: Fully adjusted for all covariates, including 
demographic, socioeconomic, lifestyle, and clinical 
factors.

To evaluate potential dose-response relationships, 
restricted cubic spline regression models were applied to 
depict the non-linear association between PHR and GI 

cancer risk (Fig.  2). Subgroup analyses were conducted 
to explore effect modification by age, sex, BMI, and other 
covariates. Interaction analyses were performed to assess 
the combined effects of PHR and covariates on GI can-
cer risk, and the results were visualized using forest plots 
(Fig. 3).

Ethical considerations
The NHANES study protocols were approved by the 
National Center for Health Statistics (NCHS) Research 
Ethics Review Board, and all participants provided writ-
ten informed consent. This study utilized publicly avail-
able, de-identified NHANES data and was thus exempt 
from additional institutional ethical review.

Results
Baseline characteristics of the study population
A total of 19,388 participants were included in this study, 
with 230 individuals diagnosed with gastrointestinal (GI) 
cancers and 19,158 individuals without GI cancers. The 
baseline characteristics of the study population are pre-
sented in Table 1.

Participants with GI cancers were significantly older 
(64.31 ± 15.49 years) compared to those without GI can-
cers (50.13 ± 17.48 years, p < 0.001). The proportion of 
males was slightly higher among those with GI cancers 
(50.9%) compared to the non-GI cancer group (50.1%, 
p < 0.001). Race/ethnicity distribution showed significant 
differences between the two groups. Non-Hispanic Black 
participants represented the largest proportion in both 
groups (43.0% overall), but GI cancer cases were more 
prevalent among Non-Hispanic White participants (0.9% 
of total Non-Hispanic Whites) compared to Mexican 
Americans (0.2%, p < 0.001). Educational attainment also 
differed significantly between the groups. Participants 
with lower education levels (less than 9th grade or 9–11th 
grade) had a higher prevalence of GI cancers compared 
to those with a college degree or higher (p < 0.001). It is 
important to note that in the calculation of odds ratios 
(ORs), the categories “less than 9th grade” and “9–11th 
grade” were analyzed separately, and their ORs were not 
combined. Similarly, participants with lower income 
(PIR ≤ 1) exhibited a higher prevalence of GI cancers 
(p < 0.001). However, while the number of cancer patients 
in the PIR ≤ 1 group was 39, there were more cancer 
patients (116 individuals) in the PIR 1–3 range. This pat-
tern may reflect the complex relationship between socio-
economic status and cancer risk, where individuals in the 
intermediate PIR category may still experience significant 
barriers to healthcare access, preventive screenings, and 
lifestyle modifications, leading to increased cancer preva-
lence. Future studies should explore this relationship in 
more detail to determine whether additional socioeco-
nomic factors contribute to this observed trend Lifestyle 
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factors such as smoking and alcohol use were signifi-
cantly associated with GI cancers. A higher proportion 
of participants with GI cancers were current or former 
smokers compared to non-smokers (p < 0.001). Alcohol 
use was also more frequent among participants with GI 
cancers (76.2% vs. 75.4%, p < 0.001). Clinical characteris-
tics, including BMI and comorbidities, showed notable 
differences. Participants with GI cancers had a higher 
prevalence of hypertension (p < 0.001), hyperlipidemia 
(p < 0.001), and diabetes (p < 0.001). BMI categories 
revealed that participants with GI cancers were more 
likely to be overweight or obese compared to under-
weight or normal-weight individuals (p < 0.001).

Association between PHR and gastrointestinal cancer risk
Weighted logistic regression analyses were conducted 
to assess the association between PHR and the risk of 
GI cancers. Although this analysis includes all gastroin-
testinal cancers as a single group, it is important to note 

that gastrointestinal cancers are heterogeneous, and the 
risk associated with PHR may vary across different sub-
types, such as gastric, colorectal, and esophageal cancers. 
Future studies should consider analyzing these subtypes 
separately to further explore subtype-specific differences 
in the association between PHR and cancer risk. The 
results are shown in Table 2.

In the unadjusted model (Model 1), participants in the 
highest quartile of PHR (Q4) had a significantly higher 
risk of GI cancers compared to those in the lowest quar-
tile (Q1) (OR = 2.05, 95% CI: 1.46–2.88, p < 0.001). After 
adjusting for age, sex, and race/ethnicity in Model 2, the 
association became stronger (OR = 3.41, 95% CI: 2.40–
4.84, p < 0.001). In the fully adjusted model (Model 3), 
which included socioeconomic, lifestyle, and clinical fac-
tors, the association remained significant (OR = 3.09, 95% 
CI: 2.16–4.43, p < 0.001).

Participants in the third quartile (Q3) exhibited a mar-
ginally higher risk in the unadjusted model (OR = 0.63, 

Fig. 2 Weighted restricted cubic spline plot of the association between PHR and gastrointestinal cancer risk
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95% CI: 0.40–0.98, p = 0.041); However, this association 
was not significant in the adjusted models. A signifi-
cant dose-response relationship was observed across the 
quartiles, as evidenced by the p-value for trend (< 0.001) 
in all models.

Dose-response relationship between PHR and GI cancer 
risk
The restricted cubic spline model was used to assess the 
non-linear relationship between the platelet-to-high-
density lipoprotein cholesterol ratio (PHR) and the risk 
of gastrointestinal (GI) cancers. The results are visualized 
in Fig.  2, showing a distinct non-linear dose-response 
relationship.

Two significant inflection points were identified at PHR 
values of 3.2 and 4.5. When PHR was below 3.2, the odds 
ratio (OR) for GI cancer remained close to 1, indicat-
ing no significant increase in risk. However, when PHR 
exceeded 3.2, the OR began to rise sharply, and the risk of 
GI cancer became significantly higher (OR > 1). A second 
inflection point was observed at PHR = 4.5, beyond which 
the OR increased even more steeply. This suggests that 
participants with PHR values greater than 4.5 had a dra-
matically elevated risk of GI cancers compared to those 
with lower PHR values.

The sharp upward trend in OR beyond these thresholds 
highlights a critical dose-dependent association between 
PHR and GI cancer risk. These findings indicate that PHR 

Fig. 3 Forest plot of subgroup analysis and interaction analysis for the association between PHR and gastrointestinal cancer
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Table 1 Baseline characteristics of the study participants
Characteristics Overall Gastrointestinal cancers P-value

No Yes
n 19,388 19,158 230
Age, years 50.30 ± 17.53 50.13 ± 17.48 64.31 ± 15.49 < 0.001
Gender, n (%) < 0.001
Female 9552(49.3%) 9439(48.7%) 113(0.6%)
Male 9836(51.7%) 9719(50.1%) 117(0.6%)
Race, n (%) < 0.001
Mexican American 2501(12.9%) 2470(12.7%) 31(0.2%)
Other Hispanic 1878(9.7%) 1860(9.6%) 18(0.1%)
Non-Hispanic Black 8346(43.0%) 8216(42.4%) 130(0.7%)
Non-Hispanic White 4033(20.8%) 3995(20.6%) 38(0.2%)
Other races 2630(13.6%) 2617(13.5%) 13(0.1%)
Education, n (%) < 0.001
Less than 9th grade 1511(7.8%) 1483(7.6%) 28(0.2%)
9-11th grade 2366(12.2%) 2325(12.0%) 41(0.2%)
High school graduate 4347(22.4%) 4294(22.1%) 53(0.3%)
Some college or AA degree 6147(31.7%) 6073(31.3%) 74(0.4%)
College graduate or above 5017(25.9%) 4983(25.7%) 34(0.2%)
Marital Status, n (%) < 0.001
Married 10,123(52.2%) 10,005(51.6%) 118(0.6%)
Widowed 1494(7.7%) 1453(7.5%) 41(0.2%)
Divorced 2234(11.5%) 2200(11.3%) 34(0.2%)
Separated 601(3.1%) 590(3.0%) 11(0.1%)
Never married 3422(17.7%) 3409(17.6%) 13(0.1%)
Living with partner 1514(7.8%) 1501(7.7%) 13(0.1%)
PIR, n (%) < 0.001
<=1 3828(19.7%) 3789(19.5%) 39(0.2%)
1–3 8170(42.1%) 8054(41.5%) 116(0.6%)
> 3 7390(38.1%) 7315(37.7%) 75(0.4%)
Smoke, n (%) < 0.001
Yes 8524(44.0%) 8389(43.3%) 135(0.7%)
No 10,864(56.0%) 10,769(55.5%) 95(0.5%)
Alcohol Use, n (%) < 0.001
Yes 14,783(76.2%) 14,609(75.4%) 174(0.9%)
No 4605(23.8%) 4549(23.5%) 56(0.3%)
Hypertension, n (%) < 0.001
Yes 7420(38.3%) 7275(37.5%) 145(0.7%)
No 11,968(61.7%) 11,883(61.3%) 85(0.4%)
Hyperlipidemia, n (%) < 0.001
Yes 7118(36.7%) 6999(36.1%) 119(0.6%)
No 12,270(63.3%) 12,159(62.7%) 111(0.6%)
Diabetes, n (%) < 0.001
Yes 2778(14.3%) 2721(14.0%) 57(0.3%)
Borderline 357(1.8%) 354(1.79%) 3(0.01%)
No 16,251(83.8%) 16,081(82.9%) 170(0.9%)
BMI, n (%) < 0.001
Underweight 402(2.1%) 398(2.09%) 4(0.01%)
Normal weight 5476(28.2%) 5431(28.0%) 45(0.2%)
Overweight 6511(33.6%) 6422(33.1%) 89(0.5%)
Obesity 6999(36.1%) 6907(35.6%) 92(0.5%)
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may be a significant predictor of GI cancers, particularly 
at higher levels.

Subgroup analysis and interaction effects
Subgroup analyses were performed to evaluate the con-
sistency of the association between PHR and GI cancer 
risk across different population strata, including age, sex, 
BMI, and comorbidities. The results are presented in the 
forest plot (Fig. 3).

Age: The association between PHR and GI cancer 
risk was stronger among participants aged ≥ 60 years 
(OR = 3.50, 95% CI: 2.40–5.10) compared to those 
aged < 60 years (OR = 2.10, 95% CI: 1.40–3.20). Sex: The 
association was more pronounced in males (OR = 3.30, 
95% CI: 2.20–4.80) than in females (OR = 2.90, 95% CI: 
1.90–4.30). BMI: Participants classified as obese showed 
a stronger association (OR = 3.50, 95% CI: 2.30–5.20) 
compared to those in the normal-weight category 
(OR = 2.80, 95% CI: 1.80–4.20). Comorbidities: Partici-
pants with hypertension or diabetes exhibited a slightly 
higher risk associated with PHR compared to those with-
out these conditions.

Interaction analyses revealed significant effect modifi-
cations by age and BMI (p for interaction < 0.05). These 
findings suggest that the association between PHR and GI 
cancer risk may vary depending on these characteristics.

Discussion
This study provides a comprehensive evaluation of the 
association between the platelet-to-high-density lipo-
protein cholesterol ratio (PHR) and the risk of gastroin-
testinal (GI) cancers using NHANES data from 2010 to 
2018. Our findings indicate a significant dose-response 
relationship, with two critical inflection points identi-
fied at PHR levels of 3.2 and 4.5. Participants with PHR 
exceeding these thresholds exhibited a sharply increased 
risk of GI cancers. These results highlight PHR as a 
potentially valuable biomarker for GI cancer risk strati-
fication, offering insights into systemic inflammation 
and lipid metabolism as key contributors to cancer 

pathogenesis. Subgroup analyses revealed stronger asso-
ciations between PHR and GI cancer risk among older 
adults, males, and obese individuals. These findings 
suggest that PHR may reflect the dynamic balance of 
systemic inflammation and lipid metabolism, contrib-
uting to tumorigenesis. The observed differences in the 
strength of the association across subgroups may be 
explained by several factors. For example, older adults 
tend to have a higher baseline level of chronic inflamma-
tion, which could amplify the pro-tumor effects of plate-
lets and diminish the protective role of HDL-C. Similarly, 
obesity is associated with metabolic dysregulation and 
an increased inflammatory state, which may enhance the 
tumor-promoting effects of elevated PHR. Future mech-
anistic studies should further investigate how chronic 
inflammation and metabolic disturbances contribute to 
the altered association between PHR and GI cancer risk 
in these subgroups.

The biological mechanisms underlying the association 
between elevated PHR and GI cancers are multifaceted. 
Platelets play a pivotal role in tumorigenesis by promot-
ing angiogenesis, shielding circulating tumor cells from 
immune detection, and facilitating metastasis through 
platelet-derived cytokines and growth factors [23, 24]. 
Elevated platelet levels are indicative of a heightened sys-
temic inflammatory response, which is widely recognized 
as a hallmark of cancer [25]. Conversely, HDL-C exerts 
anti-inflammatory, antioxidative, and antiproliferative 
effects, which can counteract the carcinogenic effects 
of oxidative stress and pro-inflammatory cytokines [26, 
27]. Therefore, a high PHR likely reflects the synergistic 
effects of increased platelet activity and reduced HDL-
C, fostering a microenvironment conducive to tumor 
initiation and progression. This dual-pathway mecha-
nism underscores the biological plausibility of our find-
ings and highlights the potential of PHR as an integrative 
biomarker capturing both pro- and anti-inflammatory 
dynamics.

From a public health perspective, these findings are 
particularly relevant given the high prevalence and 

Table 2 Weighted logistic regression analyses of association between the platelet/high-density lipoprotein cholesterol ratio and 
gastrointestinal cancers
PHR Model 1 Model 2 Model 3

OR 95%CI P value OR 95%CI P value OR 95%CI P value
Q1 Ref Ref Ref
Q2 0.90(0.60,1.34) 0.592 1.08(0.72,1.62) 0.711 1.05(0.70,1.58) 0.820
Q3 0.63(0.40,0.98) 0.041 0.87(0.56,1.37) 0.560 0.82(0.53,1.30) 0.402
Q4 2.05(1.46,2.88) < 0.001 3.41(2.40,4.84) < 0.001 3.09(2.16,4.43) < 0.001
p for trend < 0.001 < 0.001 < 0.001
Model 1: no covariates were adjusted

Model 2: age, sex, and race were adjusted

Model 3: age, sex, race, education level, marital status, BMI, PIR, smoking status, alcohol status, diabetes status, hypertension status, hyperlipidemia status was 
adjusted

95% CI, 95% confidence interval
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mortality rates associated with GI cancers worldwide [4]. 
Early detection remains critical for improving survival 
rates, especially in low-resource settings where advanced 
diagnostic tools are often unavailable. As PHR is derived 
from routine blood tests, it offers a cost-effective and 
accessible method for identifying individuals at high 
risk of GI cancers. Implementing PHR as part of cancer 
screening protocols could facilitate early intervention, 
particularly in underserved populations. Moreover, the 
strong association observed in older adults and indi-
viduals with obesity or metabolic disorders suggests that 
targeted screening strategies incorporating PHR could 
further enhance the efficiency of cancer prevention pro-
grams [28, 29].

The study also raises broader questions about the role 
of systemic inflammation and lipid metabolism in can-
cer prevention [30]. Public health interventions aimed 
at mitigating systemic inflammation—such as smoking 
cessation, weight management, and dietary modifica-
tions—could have significant implications for reducing 
cancer risk [31]. Similarly, strategies to improve HDL-C 
levels, such as increased physical activity, consumption of 
healthy fats, and the use of lipid-lowering therapies, may 
offer additional protective benefits. The term “healthy 
fats” primarily refers to unsaturated fatty acids, includ-
ing omega-3 fatty acids (found in fatty fish like salmon 
and mackerel, flaxseeds, and walnuts) and monounsatu-
rated fats (found in olive oil, avocados, and nuts). These 
fats have been shown to reduce chronic inflammation, 
enhance HDL-C levels, and potentially lower the risk 
of cancer by modulating oxidative stress and immune 
responses. Future studies should further investigate the 
role of dietary fat composition in influencing PHR and its 
relationship with gastrointestinal cancer risk [32]. These 
findings align with existing evidence linking chronic 
inflammation and metabolic dysregulation to cancer 
development, reinforcing the need for comprehensive 
approaches to address these interconnected risk factors 
[33].

Despite its strengths, this study has several limitations 
that warrant consideration. The cross-sectional design of 
NHANES precludes causal inferences, limiting our abil-
ity to determine whether elevated PHR directly contrib-
utes to cancer development or merely reflects underlying 
pathophysiological processes. Additionally, the study did 
not account for potential confounders such as dietary 
patterns, genetic predispositions, or detailed tumor char-
acteristics, which could influence the observed associa-
tions. Future research should incorporate more detailed 
information on dietary habits, genetic factors, and 
tumor-specific characteristics, such as tumor stage and 
molecular subtypes, to better understand their poten-
tial roles in modulating the relationship between PHR 
and GI cancer risk. While this study provides valuable 

insights into the association between PHR and GI can-
cers as a whole, future research should explore subtype-
specific differences by analyzing these cancers separately. 
This would provide a more nuanced understanding of 
the role of PHR in GI cancer risk and its potential for 
subtype-specific early detection [34]. Prospective cohort 
studies are needed to establish the temporal relationship 
and confirm the predictive value of PHR for GI cancers. 
Additionally, the reliance on self-reported cancer diag-
noses and ICD codes may introduce classification bias, 
although NHANES has established protocols to ensure 
data reliability. The study also did not account for poten-
tial confounders such as dietary patterns, genetic predis-
positions, or detailed tumor characteristics, which could 
influence the observed associations. In particular, tumor 
characteristics such as cancer stage, histological subtype, 
and molecular markers were not included in the cur-
rent analysis due to data limitations in NHANES. Tumor 
staging plays a crucial role in cancer prognosis, and its 
absence may impact the observed association between 
PHR and GI cancer risk. Future studies should incorpo-
rate tumor stage and molecular characteristics to assess 
whether PHR has differential prognostic value in early-
stage versus advanced-stage GI cancers. This would allow 
for a more precise evaluation of its clinical relevance as 
a biomarker [35]. Furthermore, while PHR was shown to 
be a significant predictor of GI cancer risk, its compara-
tive performance relative to other inflammation-based 
markers, such as the neutrophil-to-lymphocyte ratio 
(NLR) or platelet-to-lymphocyte ratio (PLR), remains 
unexplored.

Future research should build on these findings to 
address the identified gaps. Longitudinal studies with 
detailed follow-up data are essential to confirm the 
causative role of PHR in cancer development. Mecha-
nistic studies exploring the interplay between platelet 
activation, HDL-C function, and the tumor microenvi-
ronment could provide deeper insights into the biological 
pathways underlying the observed associations [36, 37]. 
Additionally, intervention studies evaluating the effects 
of modifying PHR through pharmacological treatments 
or lifestyle changes on cancer outcomes would be highly 
informative. The integration of PHR into multi-marker 
panels and its application in predictive models using 
machine learning techniques could also enhance its util-
ity for personalized cancer risk assessment.

Conclusion
In conclusion, this study highlights the significant asso-
ciation between elevated PHR and the risk of GI cancers, 
supporting its potential as a novel biomarker for cancer 
risk stratification. The findings underscore the impor-
tance of systemic inflammation and lipid metabolism 
in cancer pathogenesis, offering actionable insights for 



Page 10 of 11Tong and Lou BMC Gastroenterology          (2025) 25:302 

public health interventions and clinical practice. While 
the study has limitations, it provides a strong foundation 
for future research aimed at elucidating the role of PHR 
in cancer prevention and early detection.

Abbreviations
BMI  Body Mass Index
CI  Confidence Interval
GI  Gastrointestinal
HDL  C–High–Density Lipoprotein Cholesterol
NHANES  National Health and Nutrition Examination Survey
NLR  Neutrophil–to–Lymphocyte Ratio
OR  Odds Ratio
PHR  Platelet–to–high–density lipoprotein ratio
PIR  Poverty Income Ratio
PLR  Platelet–to–Lymphocyte Ratio

Acknowledgements
We thank the National Health and Nutrition Examination Survey (NHANES) 
team for providing the publicly available data.

Author contributions
Y.T. designed the study, performed data analysis, created figures, and wrote 
the main manuscript text. X.L. provided guidance throughout the study and 
reviewed the manuscript. Both authors contributed to the interpretation of 
the results and approved the final manuscript.

Funding
This research did not receive any specific funding.

Data availability
Availability of data and materialsThis study utilized data from the National 
Health and Nutrition Examination Survey (NHANES) conducted from 2010 
to 2018. The dataset includes comprehensive health information, laboratory 
measurements, and cancer diagnoses, all of which have been de-identified 
and are publicly available. In accordance with BMC’s data sharing policy, 
these datasets are available from the first author (Yan Tong) upon reasonable 
request. Contact: tyan627@163.com.

Declarations

Ethics approval and consent to participate
This study utilized publicly available, de-identified data from the National 
Health and Nutrition Examination Survey (NHANES), which is exempt from 
additional ethical review according to the National Center for Health Statistics 
(NCHS) Research Ethics Review Board. No ethical approval was required for 
this study.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Received: 6 February 2025 / Accepted: 7 April 2025

References
1. Arnold M, Abnet CC, Neale RE, Vignat J, Giovannucci EL, McGlynn KA, Bray F. 

Global burden of 5 major types of gastrointestinal cancer. Gastroenterology. 
2020;159(1):335–e34915.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 5 3  / j  . g a  s t r  o . 2 0  2 0  . 0 2 . 0 6 8. Epub 
2020 Apr 2. PMID: 32247694; PMCID: PMC8630546.

2. Bordry N, Astaras C, Ongaro M, Goossens N, Frossard JL, Koessler T. 
Recent advances in gastrointestinal cancers. World J Gastroenterol. 
2021;27(28):4493–503.  h t t p  s : /  / d o i  . o  r g /  1 0 .  3 7 4 8  / w  j g . v 2 7 . i 2 8 . 4 4 9 3. PMID: 
34366620; PMCID: PMC8326255.

3. Danpanichkul P, Auttapracha T, Sukphutanan B, Ng CH, Wattanachayakul P, 
Kongarin S, Dutta P, Duangsonk K, Thongpiya J, Muthiah MD, Huang DQ, Lui 
RN, Seko Y, Takahashi H, Noureddin M, Yang JD, Wallace MB, Wijarnpreecha K. 
The burden of overweight and obesity-associated gastrointestinal cancers 
in low and lower-middle-income countries: a global burden of disease 2019 
analysis. Am J Gastroenterol. 2024;119(6):1177–80.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 4 3 0  9 /  a 
j g  . 0 0  0 0 0 0  0 0  0 0 0 0 2 8 1 9. Epub 2024 Apr 22. PMID: 38900306.

4. Lu L, Mullins CS, Schafmayer C, Zeißig S, Linnebacher M. A global assessment 
of recent trends in gastrointestinal cancer and lifestyle-associated risk factors. 
Cancer Commun (Lond). 2021;41(11):1137–51.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 2  / c  a c 2 . 1 
2 2 2 0. Epub 2021 Sep 25. PMID: 34563100; PMCID: PMC8626600.

5. Brown KA, Scherer PE. Update on adipose tissue and cancer. Endocr 
Rev. 2023;44(6):961–74.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 2 1 0  / e  n d r e v / b n a d 0 1 5. PMID: 
37260403; PMCID: PMC10638602.

6. Malkani N, Rashid MU. Systemic diseases and gastrointestinal cancer risk. 
J Cancer Allied Spec. 2023;9(2):473.  h t t p  s : /  / d o i  . o  r g /  1 0 .  3 7 0 2  9 /  j c a s . v 9 i 2 . 4 7 3. 
PMID: 37575213; PMCID: PMC10405983.

7. Li D, Li Y. The interaction between ferroptosis and lipid metabolism in cancer. 
Signal Transduct Target Ther. 2020;5(1):108.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 3 8  / s  4 1 3 9 2 - 0 
2 0 - 0 0 2 1 6 - 5. PMID: 32606298; PMCID: PMC7327075.

8. Goubran HA, Stakiw J, Radosevic M, Burnouf T. Platelet-cancer interactions. 
Semin Thromb Hemost. 2014;40(3):296–305.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 5 5  / s  - 0 0 3 
4 - 1 3 7 0 7 6 7. Epub 2014 Mar 3. PMID: 24590421.

9. Sun D, Gong L, Wang X, Chen S, Yi J, Liu X. Pro-inflammatory cytokines 
promote the occurrence and development of colitis-associated colorectal 
cancer by inhibiting miR-615-5p. Inflamm Bowel Dis. 2023;29(12):1854–1864.  
h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 9 3  / i  b d / i z a d 1 0 5. PMID: 37300504.

10. Stayoussef M, Weili X, Habel A, Barbirou M, Bedoui S, Attia A, Omrani Y, Zouari 
K, Maghrebi H, Almawi WY, Bouhaouala-Zahar B, Larbi A, Yacoubi-Loueslati 
B. Altered expression of cytokines, chemokines, growth factors, and soluble 
receptors in patients with colorectal cancer, and correlation with treatment 
outcome. Cancer Immunol Immunother. 2024;73(9):169.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 
0 0 7  / s  0 0 2 6 2 - 0 2 4 - 0 3 7 4 6 - x. PMID: 38954024; PMCID: PMC11219625.

11. Nora I, Shridhar R, Huston J, Meredith K. The accuracy of neutrophil to lym-
phocyte ratio and platelet to lymphocyte ratio as a marker for gastrointes-
tinal malignancies. J Gastrointest Oncol. 2018;9(5):972–8. PMID: 30505600; 
PMCID: PMC6219984.

12. Revilla G, Cedó L, Tondo M, Moral A, Pérez JI, Corcoy R, Lerma E, Fuste V, 
Reddy ST, Blanco-Vaca F, Mato E, Escolà-Gil JC. LDL, HDL and endocrine-
related cancer: from pathogenic mechanisms to therapies. Semin Cancer 
Biol. 2021;73:134–57. Epub 2020 Nov 26. PMID: 33249202.

13. Zhao TJ, Zhu N, Shi YN, Wang YX, Zhang CJ, Deng CF, Liao DF, Qin L. Targeting 
HDL in tumor microenvironment: new hope for cancer therapy. J Cell Physiol. 
2021;236(11):7853–73.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 2  / j  c p . 3 0 4 1 2. Epub 2021 May 21. 
PMID: 34018609.

14. Liu J, Li S, Zhang S, Liu Y, Ma L, Zhu J, Xin Y, Wang Y, Yang C, Cheng Y. Systemic 
immune-inflammation index, neutrophil-to-lymphocyte ratio, platelet-to-
lymphocyte ratio can predict clinical outcomes in patients with meta-
static non-small-cell lung cancer treated with nivolumab. J Clin Lab Anal. 
2019;33(8):e22964.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 2  / j  c l a . 2 2 9 6 4. Epub 2019 Jul 8. PMID: 
31282096; PMCID: PMC6805305.

15. Demirbaş A, Elmas ÖF, Atasoy M, Türsen Ü, Lotti T. Can monocyte to HDL 
cholesterol ratio and monocyte to lymphocyte ratio be markers for inflam-
mation and oxidative stress in patients with vitiligo? A preliminary study. Arch 
Dermatol Res. 2021;313(6):491–8.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 7  / s  0 0 4 0 3 - 0 2 0 - 0 2 1 2 
9 - 3. Epub 2020 Aug 20. PMID: 32816078.

16. Chang PK, Chen WL, Wu LW. Mid-arm muscle circumference: a significant 
factor of all-cause and cancer mortalities in individuals with elevated platelet-
to-lymphocyte ratio. PLoS ONE. 2018;13(12):e0208750.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 3 7 
1  / j  o u r  n a l  . p o n  e .  0 2 0 8 7 5 0. PMID: 30543652; PMCID: PMC6292603.

17. Cupp MA, Cariolou M, Tzoulaki I, Aune D, Evangelou E, Berlanga-Taylor AJ. 
Neutrophil to lymphocyte ratio and cancer prognosis: an umbrella review 
of systematic reviews and meta-analyses of observational studies. BMC 
Med. 2020;18(1):360.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 8 6  / s  1 2 9 1 6 - 0 2 0 - 0 1 8 1 7 - 1. PMID: 
33213430; PMCID: PMC7678319.

18. Hou X, Zhu M, Zhu Z, Li Y, Chen X, Zhang X. Association between platelet-to-
high-density lipoprotein cholesterol ratio and future stroke risk: a national 
cohort study based on CHARLS. Front Neurol. 2024;15:1479245.  h t t p  s : /  / d o i  . o  r 
g /  1 0 .  3 3 8 9  / f  n e u r . 2 0 2 4 . 1 4 7 9 2 4 5. PMID: 39606701; PMCID: PMC11599229.

19. Zhao J, Zheng Q, Ying Y, Luo S, Liu N, Wang L, Xu T, Jiang A, Pan Y, Zhang 
D. Association between high-density lipoprotein-related inflammation 
index and periodontitis: insights from NHANES 2009–2014. Lipids Health 

https://doi.org/10.1053/j.gastro.2020.02.068
https://doi.org/10.3748/wjg.v27.i28.4493
https://doi.org/10.14309/ajg.0000000000002819
https://doi.org/10.14309/ajg.0000000000002819
https://doi.org/10.1002/cac2.12220
https://doi.org/10.1002/cac2.12220
https://doi.org/10.1210/endrev/bnad015
https://doi.org/10.37029/jcas.v9i2.473
https://doi.org/10.1038/s41392-020-00216-5
https://doi.org/10.1038/s41392-020-00216-5
https://doi.org/10.1055/s-0034-1370767
https://doi.org/10.1055/s-0034-1370767
https://doi.org/10.1093/ibd/izad105
https://doi.org/10.1093/ibd/izad105
https://doi.org/10.1007/s00262-024-03746-x
https://doi.org/10.1007/s00262-024-03746-x
https://doi.org/10.1002/jcp.30412
https://doi.org/10.1002/jcla.22964
https://doi.org/10.1007/s00403-020-02129-3
https://doi.org/10.1007/s00403-020-02129-3
https://doi.org/10.1371/journal.pone.0208750
https://doi.org/10.1371/journal.pone.0208750
https://doi.org/10.1186/s12916-020-01817-1
https://doi.org/10.3389/fneur.2024.1479245
https://doi.org/10.3389/fneur.2024.1479245


Page 11 of 11Tong and Lou BMC Gastroenterology          (2025) 25:302 

Dis. 2024;23(1):321.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 8 6  / s  1 2 9 4 4 - 0 2 4 - 0 2 3 1 2 - 9. PMID: 
39342327; PMCID: PMC11439298.

20. Laszkowska M, Rodriguez S, Kim J, Hur C. Heavy alcohol use is associated with 
gastric cancer: analysis of the National Health and Nutrition Examination Sur-
vey from 1999 to 2010. Am J Gastroenterol. 2021;116(5):1083–6.  h t t p  s : /  / d o i  . o  r 
g /  1 0 .  1 4 3 0  9 /  a j g  . 0 0  0 0 0 0  0 0  0 0 0 0 1 1 6 6. PMID: 33625123; PMCID: PMC9354725.

21. Chang Y, Yu C, Dai X, Sun H, Tang T. Association of dietary inflammatory index 
and dietary oxidative balance score with gastrointestinal cancers in NHANES 
2005–2018. BMC Public Health. 2024;24(1):2760.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 8 6  / s  1 2 8 
8 9 - 0 2 4 - 2 0 2 6 8 - 4. PMID: 39385181; PMCID: PMC11465896.

22. Ye H, Chen Z, Li K, Zhang Y, Li H, Tian N. Non-linear association of the platelet/
high-density lipoprotein cholesterol ratio with bone mineral density a cross-
sectional study. Lipids Health Dis. 2024;23(1):300.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 8 6  / s  1 2 
9 4 4 - 0 2 4 - 0 2 2 9 1 - x. PMID: 39285435; PMCID: PMC11403790.

23. Schlesinger M. Role of platelets and platelet receptors in cancer metastasis. J 
Hematol Oncol. 2018;11(1):125.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 8 6  / s  1 3 0 4 5 - 0 1 8 - 0 6 6 9 - 2. 
PMID: 30305116; PMCID: PMC6180572.

24. Liu Y, Zhang Y, Ding Y, Zhuang R. Platelet-mediated tumor metastasis 
mechanism and the role of cell adhesion molecules. Crit Rev Oncol Hematol. 
2021;167:103502.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 1 6  / j  . c r  i t r  e v o n  c .  2 0 2 1 . 1 0 3 5 0 2. Epub 
2021 Oct 15. PMID: 34662726.

25. Suzuki-Inoue K. Platelets and cancer-associated thrombosis: focus-
ing on the platelet activation receptor CLEC-2 and podoplanin. Blood. 
2019;134(22):1912–1918.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 8 2  / b  l o o d . 2 0 1 9 0 0 1 3 8 8. PMID: 
31778548.

26. Zorlu Ö, Albayrak H, Aytekin S. Impact of oral isotretinoin on the inflamma-
tory markers: can lymphocyte/HDL-C and platelet/HDL-C ratios be new 
indicators of inflammation in acne vulgaris patients? Cutan Ocul Toxicol. 
2024;43(4):383–9. Epub 2024 Nov 5. PMID: 39498542.

27. Santos J, La Fuente JM, Fernández A, Ruano P, Angulo J. LDL-c/HDL-c ratio 
and NADPH-oxidase-2-derived oxidative stress as main determinants of 
microvascular endothelial function in morbidly obese subjects. Antioxid 
(Basel). 2024;13(9):1139.  h t t p  s : /  / d o i  . o  r g /  1 0 .  3 3 9 0  / a  n t i o x 1 3 0 9 1 1 3 9. PMID: 
39334798; PMCID: PMC11444145.

28. Loh NY, Wang W, Noordam R, Christodoulides C, Obesity. Fat distribution 
and risk of cancer in women and men: a Mendelian randomisation study. 
Nutrients. 2022;14(24):5259.  h t t p  s : /  / d o i  . o  r g /  1 0 .  3 3 9 0  / n  u 1 4 2 4 5 2 5 9. PMID: 
36558416; PMCID: PMC9784937.

29. Li J, Chen Z, Wang Q, Du L, Yang Y, Guo F, Li X, Chao Y, Ma Y. Microbial and 
metabolic profiles unveil mutualistic microbe-microbe interaction in obesity-
related colorectal cancer. Cell Rep Med. 2024;5(3):101429.  h t t p  s : /  / d o i  . o  r g 
/  1 0 .  1 0 1 6  / j  . x c r m . 2 0 2 4 . 1 0 1 4 2 9. Epub 2024 Feb 19. PMID: 38378003; PMCID: 
PMC10982962.

30. McMenamin ÚC, McCain S, Kunzmann AT. Do smoking and alcohol 
behaviours influence GI cancer survival? Best Pract Res Clin Gastroenterol. 
2017;31(5):569–577.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 1 6  / j  . b p g . 2 0 1 7 . 0 9 . 0 1 5. Epub 2017 
Sep 23. PMID: 29195677.

31. Molenaar CJL, Minnella EM, Coca-Martinez M, Ten Cate DWG, Regis M, 
Awasthi R, Martínez-Palli G, López-Baamonde M, Sebio-Garcia R, Feo CV, van 

Rooijen SJ, Schreinemakers JMJ, Bojesen RD, Gögenur I, van den Heuvel ER, 
Carli F, Slooter GD, PREHAB Study Group. Effect of multimodal prehabilitation 
on reducing postoperative complications and enhancing functional capacity 
following colorectal cancer surgery: the PREHAB randomized clinical trial. 
JAMA Surg. 2023;158(6):572–581.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 1  / j  a m a s u r g . 2 0 2 3 . 0 1 9 
8. Erratum in: JAMA Surg. 2023;158(6):675.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 1  / j  a m a s u r g . 2 
0 2 3 . 1 5 5 3. PMID: 36988937; PMCID: PMC10061316.

32. Diao X, Ling Y, Zeng Y, Wu Y, Guo C, Jin Y, Chen X, Feng S, Guo J, Ding C, 
Diao F, Du Z, Li S, Qiu H. Physical activity and cancer risk: a dose-response 
analysis for the global burden of disease study 2019. Cancer Commun 
(Lond). 2023;43(11):1229–43. Epub 2023 Sep 24. PMID: 37743572; PMCID: 
PMC10631483.

33. Quaglio AEV, Grillo TG, De Oliveira ECS, Di Stasi LC, Sassaki LY. Gut microbiota, 
inflammatory bowel disease and colorectal cancer. World J Gastroenterol. 
2022;28(30):4053–60.  h t t p  s : /  / d o i  . o  r g /  1 0 .  3 7 4 8  / w  j g . v 2 8 . i 3 0 . 4 0 5 3. PMID: 
36157114; PMCID: PMC9403435.

34. Thiese MS. Observational and interventional study design types; an overview. 
Biochem Med (Zagreb). 2014;24(2):199–210.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 1 6 1  3 /  B M . 2 0 1 
4 . 0 2 2. Epub 2014 Jun 15. PMID: 24969913; PMCID: PMC4083571.

35. Jin G, Lv J, Yang M, Wang M, Zhu M, Wang T, Yan C, Yu C, Ding Y, Li G, Ren C, 
Ni J, Zhang R, Guo Y, Bian Z, Zheng Y, Zhang N, Jiang Y, Chen J, Wang Y, Xu D, 
Zheng H, Yang L, Chen Y, Walters R, Millwood IY, Dai J, Ma H, Chen K, Chen Z, 
Hu Z, Wei Q, Shen H, Li L. Genetic risk, incident gastric cancer, and healthy 
lifestyle: a meta-analysis of genome-wide association studies and prospective 
cohort study. Lancet Oncol. 2020;21(10):1378–1386.  h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 1 6  / 
S  1 4 7 0 - 2 0 4 5 ( 2 0 ) 3 0 4 6 0 - 5. Erratum in: Lancet Oncol. 2020;21(11):e518.  h t t p  s : /  / d 
o i  . o  r g /  1 0 .  1 0 1 6  / S  1 4 7 0 - 2 0 4 5 ( 2 0 ) 3 0 5 9 6 - 9. PMID: 33002439.

36. Kanikarla-Marie P, Kopetz S, Hawk ET, Millward SW, Sood AK, Gresele P, 
Overman M, Honn K, Menter DG. Bioactive lipid metabolism in platelet first 
responder and cancer biology. Cancer Metastasis Rev. 2018;37(2–3):439–454.  
h t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 0 7  / s  1 0 5 5 5 - 0 1 8 - 9 7 5 5 - 8. PMID: 30112590.

37. Xu S, Fan Y, Tan Y, Zhang L, Li X. Association between blood lipid levels and 
risk of gastric cancer: a systematic review and meta-analysis. PLoS ONE. 
2023;18(7):e0288111.  h t t p s :   /  / d o  i .  o r  g  /  1 0  . 1 3   7 1  / j o  u r  n  a l .  p  o  n e . 0 2 8 8 1 1 1. PMID: 
37418353; PMCID: PMC10328306.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.

Yan Tong is a graduate student at Zhejiang Chinese Medical University.

Xiaojun Lou is the Director of the Department of Gastroenterology at Jiaxing 
Hospital of Traditional Chinese Medicine.

https://doi.org/10.1186/s12944-024-02312-9
https://doi.org/10.14309/ajg.0000000000001166
https://doi.org/10.14309/ajg.0000000000001166
https://doi.org/10.1186/s12889-024-20268-4
https://doi.org/10.1186/s12889-024-20268-4
https://doi.org/10.1186/s12944-024-02291-x
https://doi.org/10.1186/s12944-024-02291-x
https://doi.org/10.1186/s13045-018-0669-2
https://doi.org/10.1016/j.critrevonc.2021.103502
https://doi.org/10.1182/blood.2019001388
https://doi.org/10.3390/antiox13091139
https://doi.org/10.3390/nu14245259
https://doi.org/10.1016/j.xcrm.2024.101429
https://doi.org/10.1016/j.xcrm.2024.101429
https://doi.org/10.1016/j.bpg.2017.09.015
https://doi.org/10.1001/jamasurg.2023.0198
https://doi.org/10.1001/jamasurg.2023.0198
https://doi.org/10.1001/jamasurg.2023.1553
https://doi.org/10.1001/jamasurg.2023.1553
https://doi.org/10.3748/wjg.v28.i30.4053
https://doi.org/10.11613/BM.2014.022
https://doi.org/10.11613/BM.2014.022
https://doi.org/10.1016/S1470-2045(20)30460-5
https://doi.org/10.1016/S1470-2045(20)30460-5
https://doi.org/10.1016/S1470-2045(20)30596-9
https://doi.org/10.1016/S1470-2045(20)30596-9
https://doi.org/10.1007/s10555-018-9755-8
https://doi.org/10.1007/s10555-018-9755-8
https://doi.org/10.1371/journal.pone.0288111

	Platelet-to-high-density lipoprotein ratio (PHR) as a predictive biomarker for gastrointestinal cancers: evidence from NHANES
	Abstract
	Introduction
	Methods
	Study population
	Definition of gastrointestinal cancers
	Exposure assessment
	Covariates
	Statistical analysis
	Ethical considerations

	Results
	Baseline characteristics of the study population
	Association between PHR and gastrointestinal cancer risk
	Dose-response relationship between PHR and GI cancer risk
	Subgroup analysis and interaction effects

	Discussion
	Conclusion
	References


