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Most deprived Louisiana census
tracts have higher hepatocellular
carcinoma incidence and
worse survival
Kendra L. Ratnapradipa1*, Tingting Li2, Mei-Chin Hsieh2,
Laura Tenner3 and Edward S. Peters1

1Department of Epidemiology, College of Public Health, University of Nebraska Medical Center,
Omaha, NE, United States, 2Louisiana Tumor Registry, Epidemiology Program, School of Public
Health at Louisiana State University (LSU) Health Sciences Center-New Orleans, New Orleans,
LA, United States, 3Department of Internal Medicine, Division of Oncology/Hematology, College of
Medicine, University of Nebraska Medical Center, Omaha, NE, United States
Background: Liver cancer incidence increased in the US from 1975 through 2015

with heterogeneous rates across subpopulations. Upstream or distal area-level

factors impact liver cancer risks.

Objective: The aim of this study was to examine the association between area-

level deprivation and hepatocellular carcinoma (HCC) incidence and survival. We

also explored the association between area deprivation and treatment modalities.

Methods: Louisiana Tumor Registry identified 4,151 adult patients diagnosed

with malignant HCC from 2011 to 2020 and linked residential address to census

tract (CT)-level Area Deprivation Index (ADI) categorized into quartiles (Q1 =

least deprived). ANOVA examined the association between ADI quartile and CT

age-adjusted incidence rate (AAIR) per 100,000. Chi-square tested the

distribution of demographic and clinical characteristics across ADI quartiles.

Kaplan–Meier and proportional hazard models evaluated survival by

deprivation quartile.

Results: Among the 1,084 CTs with incident HCC, the average (SD) AAIR was 8.02

(7.05) HCC cases per 100,000 population. ADI was observed to be associated

with incidence, and the mean (SD) AAIR increased from 5.80 (4.75) in Q1 to 9.26

(7.88) in Q4. ADI was also associated with receipt of surgery (p < 0.01) and

radiation (p < 0.01) but not chemotherapy (p = 0.15). However, among those who

received chemotherapy, people living in the least deprived areas began

treatment approximately 10 days sooner than those living in other quartiles.

Q4 patients experienced the worst survival with a median of 247 (95% CI 211–

290) days vs. Q1 patients with a median of 474 (95% CI 407–547) days (p <

0.0001). Q4 had marginally poorer survival (HR 1.20, 1.05–1.37) than Q1 but the

association became non-significant (HR 1.12, 0.96–1.30) when adjusted for

rurality, liquor store density, sex, race/ethnicity, age, insurance, BMI, stage,

hepatitis diagnosis, and comorbidities.
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Conclusion: Increasing neighborhood (CT) deprivation (ADI) was observed to be

associated with increased HCC incidence and poorer HCC survival. However, the

association with poorer survival becomes attenuated after adjusting for

putative confounders.
KEYWORDS

Area Deprivation Index (ADI), hepatocellular carcinoma (HCC), incidence, social
determinants of health, survival
1 Introduction

An estimated 41,210 new liver cancer cases will be diagnosed in

the United States (US) during 2023, accounting for 2.1% of all

incident cancers (1). An estimated 29,380 people in the US will die

from liver cancer in 2023, accounting for 4.8% of cancer mortalities

(1). The 5-year relative survival rate is only 21.6% (1), which may be

partially attributable to a lack of general screening guidelines and a

lack of symptoms in early disease stages, potentially leading to

delayed diagnosis and more advanced cancer. US liver cancer

incidence rates increased from 1975 through 2015 for both men

and women before beginning to decrease for men younger than 50

and plateauing for older men. However, rates have continued to

increase for both younger and older women (2). Liver cancer

incidence exhibits birth cohort effects (3), and risk profiles differ

by age group, sex, and race/ethnicity.

Known risk factors for liver cancer include viral hepatitis B

(HBV) and hepatitis C (HCV) infections, alcohol use, fatty liver

disease, and metabolic syndrome (4). These often co-occur and

function synergistically to increase liver cancer risk (4). The

modifiable behaviors contributing to liver cancer risk do not

occur in a vacuum and are shaped by the environment in which

people live. For example, neighborhood disadvantage and

convenience store concentration are associated with increased

tobacco use (5), and neighborhoods with a mostly Black

population and lower neighborhood socioeconomic status (nSES)

have a greater concentration of alcohol retailers (6).

Social determinants of health (SDOH) are the conditions under

which people are born, grow, live, work, and age. These conditions

refer to non-medical factors influencing health including knowledge,

attitudes and beliefs, behaviors (e.g., smoking and alcohol

consumption), and resource availability. SDOH directly impact the

health of individuals and populations; they also help structure lifestyle

choices and behaviors, which interact to produce health or disease. At

the same time, SDOH are shaped by public policy and thus are

theoretically modifiable. Upstream or distal SDOH refer to the factors

that comprise structural influences on health and health systems,

government policies, and the social, physical, economic, and

environmental factors that determine health (7–9).

Contextual-level SDOH include area-level measures of

disadvantage, such as the Area Deprivation Index (ADI). Residing
02
in a disadvantaged neighborhood has been associated with higher

rates of disease including cardiovascular disease and diabetes, as well

as increased health service utilization and premature mortality (8).

Multiple indices have been developed to measure the effects of nSES

on cancer (10), with nuanced differences in terms of what is being

measured and how the index theoretically may represent an array of

upstream factors associated with negative health outcomes. Prior

studies of hepatocellular carcinoma (HCC) observed that

neighborhood disadvantage was associated with increased

incidence in Louisiana (11), and the most deprived neighborhoods

had higher risk of incident HCC in Texas (12). Additionally, higher

county-level social vulnerability has been associated with reduced

access to surgical intervention for early-stage HCC for Black and

Hispanic populations (13). Neighborhood-level factors impacting

risk and treatment access have direct implications for survival

disparities. Therefore, this study aimed to examine the association

between area-level deprivation and incident HCC in Louisiana with

more recent data and using a different measure of nSES. We also

sought to examine the association between area-level deprivation

and treatment, as well as the association between ADI and HCC

survival. Because Louisiana’s population is predominantly White

(62.5%) and Black (32.8%) (14), we limited analysis to these

two races.
2 Materials and methods

This study involving human subjects was reviewed and

approved by the institutional review board of the Louisiana State

University Health Sciences Center - New Orleans to use Louisiana

Tumor Registry data for this study. Written informed consent for

participation was not required for this study in accordance with the

national legislation and institutional requirements.
2.1 Data sources and eligibility

The Louisiana Tumor Registry has a state-wide catchment area

and is one of the Surveillance, Epidemiology, and End Results

(SEER) cancer registries. We identified all incident cases aged 18

and older diagnosed with primary malignant HCC (primary site
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code ICD-O-3 code of C220 with histology codes 8170-8175, 8180),

between 1 January 2011 and 31 December 2020 who identified as

White or Black, regardless of Hispanic ethnicity. US Census and

American Community Survey (2013–2017) estimates were used to

calculate population denominators for incidence and to calculate

the ADI.
2.2 Variables

Our outcomes of interest were HCC age-adjusted incidence

rates (AAIR) and cause-specific survival time calculated as days

from HCC diagnosis to the date of last follow-up or death from

cancer. Individuals who died of causes other than cancer were

considered censored at the time of death. Our primary exposure

variable was ADI, computed at the census tract (CT) level based on

cases’ residence at time of diagnosis. Previous studies reported that

the census tract is a reasonable geographic level for estimating

neighborhood effects, as it tends to represent social and

economically homogeneous groups of approximately 4,000–7,000

people (15). The ADI is a weighted composite of 17 census

measures of area-level socioeconomic status related to

demographics, education, employment, housing, income/poverty,

and mobility (16). ADI was converted to quartiles (Q1 = least

deprived, Q4 = most disadvantaged neighborhoods).

Treatment modality was classified as surgery, radiation, and

chemotherapy, with each coded as yes/no. Time to treatment was

defined as date of diagnosis to date of treatment initiation.

Other variables that we considered as confounders or important

predictors were as follows: urban (yes and no) defined by the US

Census Bureau’s Urban Rural Indicator Codes with urban including

codes 1–2 (all and mostly urban) and rural defined as codes 3–4

(mostly and all rural); liquor store density was defined by number of

liquor stores per 1,000 population at the CT level by using data from

the National Neighborhood Data Archive (NaNDA); sex (male and

female); age group (<50, 50–59, 60–69, 70–79, and ≥80); race/

ethnicity (non-Hispanic White, non-Hispanic Black, and Hispanic);

insurance (private, Medicaid only, other insured including

Medicare, unknown insurance, and uninsured); smoking status

(never, current, former, and unknown); body mass index (BMI;

underweight, normal weight, overweight, obese, and unknown);

diagnostic stage (local, regional, distant, and unknown); Charlson

Comorbidity Index (0, 1, and ≥2); and hepatitis B or C diagnosis

(yes and no) based on the patients’ comorbid condition at the time

cancer was diagnosed and treated. We enhanced the hepatitis

diagnosis information by linking with Louisiana statewide

hospital in-patient discharge data (HIDD). HCC patients with

HBV or HCV diagnosis prior to or within 6 months of cancer

diagnosis found from the HIDD database were categorized as “yes”.
2.3 Statistical analysis

All analyses were performed using SAS statistical software

version 9.4 (SAS Institute Inc). ANOVA examined the association

between CT ADI and AAIR, reported as quartile average with
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standard deviation (SD). Chi-square tests evaluated the distribution

of demographic and clinical characteristics across neighborhood

deprivation level. Kaplan–Meier tests examined median days of

survival by ADI quartile. Cox proportional hazard tests evaluated

survival outcomes (time of death) with unadjusted and adjusted

models. The fully adjusted model used block entry of all covariates

to examine the influence of multiple predictors simultaneously,

including ADI quartiles, hepatitis status, rural/urban status, liquor

stores (per 1,000 people), gender, race/ethnicity, age, health

insurance primary payer, smoking status, BMI, stage, and

Charlson Comorbidity Index.
3 Results

We identified 4,151 eligible cases residing in 1,084 of Louisiana’s

1,148 CTs. Table 1 summarizes the case baseline characteristics

overall and by ADI quartile. The average age at diagnosis was 64.1

(SD 9.5). Most patients resided in urban areas (87.7%), were male

(80.2%), identified as non-Hispanic White (58.8%), and had a

primary payer other than private insurance or Medicaid (54.3%).

Most cancers were diagnosed at a localized stage (50.9%) and

occurred in people who had a history of hepatitis B/C infection

(52.3%). The most vs. least deprived CTs had higher percentages of

cases who were non-Hispanic Black people (p < 0.0001), younger

than 70 (p < 0.0001), Medicaid-insured (p < 0.0001), current smokers

(p < 0.0001), and underweight/normal weight (p = 0.0001).

Furthermore, CTs with higher deprivation had a higher percentage

of cases diagnosed with hepatitis B/C (p < 0.0001).
3.1 Incidence

The average annual liver cancer incidence rate from 2013 to

2017 in Louisiana was 9 cases per 100,000 population. The average

(SD) CT AAIR was 8.02 (7.05) per 100,000 population (Table 2).

The mean (SD) AAIR increased from 5.80 (4.75) in the least

deprived Q1 to 9.26 (7.88) in Q4. The percentage of patients

diagnosed at localized stage decreased as disadvantage increased

(Q1 53.2% vs. Q4 47.2%, p = 0.31). Moreover, a lower proportion of

cases residing in high-deprivation areas received treatment,

including surgery and radiation compared to lower-deprivation

areas (p < 0.001).
3.2 Receipt of treatment

Overall, 20.5% of cases received surgery, 38.7% received

chemotherapy, and 17.5% received radiation treatment

(Table 1). The proportion of cases who received surgery (p <

0.0001) and radiation (p = 0.0004) decreased as deprivation

increased, but ADI quartile was not associated with receipt of

chemotherapy (p = 0.15). The time from diagnosis to initiation of

treatment varied widely as evidenced by the large standard

deviations. Delayed surgery, defined as more than 90 days after

diagnosis, was associated with ADI quartile such that a greater
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TABLE 1 Baseline characteristics and treatment of Louisiana adults diagnosed with hepatocellular carcinoma between 2011 and 2020 by census tract
Area Deprivation Index quartile.

Characteristics
Overall
N (%)

Q1 (least
deprived)
N = 891
(21.5%)

Q2
N = 1,144
(27.6%)

Q3
N = 1,115
(26.9%)

Q4 (Most
deprived)
N = 1,001
(24.1%)

p-value

Liquor store density per 1,000 people (mean, SD) 0.07 0.2 0.08 0.2 0.03 0.1 0.05 0.1 0.13 0.3 <0.0001

Rural/urban status <0.0001

Urban 3,640 87.7 887 99.6 1,067 93.3 942 84.5 744 74.3

Rural 511 12.3 4 0.5 77 6.7 173 15.5 257 25.7

Gender 0.09

Male 3,328 80.2 689 77.3 935 81.7 895 80.3 809 80.8

Female 823 19.8 202 22.7 209 18.3 220 19.7 192 19.2

Race/Ethnicity <0.0001

Non-Hispanic White 2,441 58.8 677 76.0 805 70.4 601 53.9 358 35.7

Non-Hispanic Black 1,635 39.4 187 21.0 317 27.7 497 44.6 634 63.4

Hispanic 75 1.8 27 3.0 22 1.9 17 1.5 9 0.9

Age <0.0001

<50 141 3.4 23 2.6 47 4.1 37 3.3 34 3.4

50–59 1,194 28.8 229 25.7 308 26.9 321 28.8 336 33.6

60–69 1,765 42.5 358 40.2 491 42.9 472 42.3 444 44.4

70–79 762 18.4 189 21.2 216 18.9 217 19.5 140 14.0

≥80 289 7.0 92 10.3 82 7.2 68 6.1 47 4.7

Primary Payer <0.0001

Private insurance 667 16.1 171 19.2 201 17.6 166 14.9 129 12.9

Medicaid 773 18.6 131 14.7 204 17.8 207 18.6 231 23.1

Insured other 2,255 54.3 486 54.6 624 54.6 619 55.5 526 52.6

Unknown 262 6.3 69 7.7 65 5.7 65 5.8 63 6.3

Not Insured 194 4.7 34 3.8 50 4.4 58 5.2 52 5.2

Smoking status <0.0001

Never used 931 22.4 240 26.9 279 24.4 217 19.5 195 19.5

Current user 1,543 37.2 266 29.9 392 34.3 448 40.2 437 43.7

Former user 1,324 31.9 319 35.8 376 32.9 352 31.6 277 27.7

Unknown 353 8.5 66 7.4 97 8.5 98 8.8 92 9.2

BMI 0.001

Underweight 167 4.0 26 2.9 47 4.1 40 3.6 54 5.4

Normal weight 1,278 30.8 259 29.1 323 28.2 340 30.5 356 35.6

Overweight 1,182 28.5 257 28.8 346 30.2 318 28.5 261 26.1

Obese 1,031 24.8 243 27.3 303 26.5 271 24.3 214 21.4

Unknown 493 11.9 106 11.9 125 10.9 146 13.1 116 11.6

Stage Summary 0.31

Localized 2,113 50.9 474 53.2 600 52.5 567 50.9 472 47.2

(Continued)
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proportion of those in the less deprived Q1 (8.4%) and Q2 (8.7%)

experienced delay compared to those in the more deprived Q3

(5.7%) and Q4 (5.4%). Among those who received treatment,

there was no significant difference in the average time from

diagnosis to treatment for surgery (p = 0.15) and radiation (p =
Frontiers in Oncology 05
0.33) based on ADI quartile (Figure 1). However, for those

receiving chemotherapy, people living in Q1 CTs began

treatment an average of 51.6 (SD 58.6) days from diagnosis,

which was approximately 10 days earlier than those living in Q2

(62.6, SD 63.9), Q3 (62.7, SD 62.0), and Q4 (61.5, SD 55.6).
TABLE 1 Continued

Characteristics
Overall
N (%)

Q1 (least
deprived)
N = 891
(21.5%)

Q2
N = 1,144
(27.6%)

Q3
N = 1,115
(26.9%)

Q4 (Most
deprived)
N = 1,001
(24.1%)

p-value

Regional 1,231 29.7 251 28.2 325 28.4 327 29.3 328 32.8

Distant 628 15.1 125 14.0 169 14.8 175 15.7 159 15.9

NA/Unknown 179 4.3 41 4.6 50 4.4 46 4.1 42 4.2

Charlson Comorbidity Index 0.03

0 1,494 36.0 301 33.8 408 35.7 387 34.7 398 39.8

1 1,235 29.7 252 28.3 348 30.4 341 30.6 294 29.4

≥2 1,422 34.2 338 37.9 388 33.9 387 34.7 309 30.9

Hepatitis B/C (diagnosis before or within 6 months of
cancer dx)

<0.0001

No 1,980 47.7 482 54.1 572 50.0 512 45.9 414 41.4

Yes 2,171 52.3 409 45.9 572 50.0 603 54.1 587 58.6

Surgery <0.0001

No 3,301 79.5 663 74.4 882 77.1 907 81.4 849 84.8

Yes 850 20.5 228 25.6 262 22.9 208 18.7 152 15.2

Chemotherapy 0.15

No 2,390 57.6 490 55.0 650 56.8 667 59.8 583 58.2

Yes 1,607 38.7 369 41.4 444 38.8 404 36.2 390 39.0

Unknown 154 3.7 32 3.6 50 4.4 44 4.0 28 2.8

Radiation 0.0004

No 3,368 81.1 691 77.6 912 79.7 920 82.5 845 84.4

Yes 725 17.5 193 21.7 210 18.4 180 16.1 142 14.2

Unknown 58 1.4 7 0.8 22 1.9 15 1.4 14 1.4

Neoadjuvant radiotherapy 0.63

No 4,097 98.7 877 98.4 1,127 98.5 1,104 99.0 989 98.8

Yes 54 1.3 14 1.6 17 1.5 11 1.0 12 1.2

Neoadjuvant systemic therapy 0.01

No 3,930 94.7 826 92.7 1,075 94.0 1,066 95.6 963 96.2

Yes 219 5.3 64 7.2 69 6.0 49 4.4 37 3.7

Unknown 2 0.1 1 0.1 0 0.0 0 0.0 1 0.1

Delayed surgery (>90 days after dx) <0.0001

No 552 13.3 150 16.8 154 13.5 147 13.2 101 10.1

Yes 291 7.0 75 8.4 99 8.7 63 5.7 54 5.4

Unknown 3,308 79.7 666 74.8 891 77.9 905 81.2 846 84.5
Bold text indicates a p-value <0.05.
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3.3 Survival

HCC patients residing in the most deprived CTs experienced the

worst survival outcomes, with a median survival of 247 days (95% CI

211–290) compared to Q1 at 474 days (95% CI 407–547, p < 0.0001)
Frontiers in Oncology 06
(Figure 2). People with HCC living in the most deprived CTs had

poorer survival (HR 1.20, 95% CI 1.05–1.37, p = 0.009) than Q1, but

the association became attenuated (HR 1.12, 95% CI 0.96–1.30, p =

0.14) when adjusted for rurality, liquor store density, sex, race/ethnicity,

age, insurance, BMI, stage, comorbidities, and history of hepatitis B/C

infection (Table 3). In the adjusted model, hepatitis diagnosis increased

the risk of death by 20% (HR 1.20, 95% CI 1.09–1.33) for Q4 vs. Q1

ADI. Living in a rural community, being male, being aged 60 or older,

and using Medicaid or being uninsured were also associated with

higher risk of HCC death. Diagnostic stage had an impact on survival,

with regional stage HR 2.47 (95% CI 2.22–2.75), distant stage HR 4.47

(95% CI 3.92–5.09), and unknown stage HR 3.15 (95% CI 1.96–5.07)

compared to localized stage. Compared to people with no

comorbidities, those with one comorbidity were at decreased risk

(HR 0.87, 95% CI 0.78–0.98) but the association for ≥2

comorbidities was not significant (HR 0.92, 95% CI 0.82–1.03). BMI,

smoking status, race/ethnicity, and liquor store density were not

statistically significant in the full model.
4 Discussion

This study adds to the literature by assessing the impact of area-

level deprivation while controlling for known sociodemographic and

clinical factors, as well as controlling for potential confounding by

alcohol retail density. In this population-based study of adults

diagnosed with HCC in Louisiana, CT-level deprivation was

associated with age-adjusted incidence of HCC and median survival

time. However, the effect of ADI on HCC survival was no longer

significant when adjusted for individual and clinical variables. This

finding suggests that ADI is an upstream risk factor influencing HCC

risk andmay indirectly impact HCC survival. One possible mechanistic

explanation is racial inequity in the “accessibility, acceptability, and/or

utilization” of medications approved to treat HCV, which were

introduced in 1997 (17). HCV treatments are expensive and require

compliance with a treatment regimen that can last weeks to months.

Only approximately 1 in 3 individuals with health insurance get

treatment within a year of diagnosis of HCV, with disparities by race

and insurance status such that Black individuals and those using

Medicaid are less likely to receive treatment (18). Thus, SDOH are

an important consideration in one of the leading risk factors for HCC.

At-risk populations, including racial/ethnic minorities, have

increased rates of HCC and poorer outcomes due to individual

and area-level disparities in risk factors, screening, and treatment

(13, 19–23). Multilevel interventions are likely needed to address

the racial and economic disparities that contribute to liver cancer

incidence and survival, such as differences in access to general

healthcare that may impact screening and treatment for upstream

risk factors such as alcohol use, obesity, and injection drug use.

Our examination of the association between area deprivation and

treatment receipt and timing had mixed results. Previous studies from

diverse geographies and racial/ethnic compositions have examined

nSES with incident HCC, using various indices to measure the

construct (11, 12, 24, 25). Taken in combination, these studies and

ours support the importance of neighborhood context on disparities in

HCC incidence, but additional research is needed to clarify potential
TABLE 2 Mean (standard deviation) hepatocellular carcinoma age-
adjusted incidence rate by census tract Area Deprivation Index quartile,
Louisiana, 2011–2020.

DI Quartile

Incidence Rate*

N Mean SD

Overall 1,128 8.02 7.05

Q1 (the least deprived) 271 5.80 4.75

Q2 271 7.61 6.05

Q3 271 9.02 7.19

Q4 (the most deprived) 271 9.26 7.88

Missing/Unknown 44 10.52 12.74
*Rates are per 100,000 and age-adjusted to the 2000 US standard population.
A

B

C

FIGURE 1

Mean number of days from diagnosis to treatment by ADI quartile.
(A) Surgery. (B) Chemotherapy. (C) Radiation.
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FIGURE 2

Kaplan–Meier survival curves for hepatocellular cancer-specific mortality by ADI quartile. Q1 is the least deprived and Q4 is the most deprived
quartile of census tracts.
TABLE 3 Unadjusted and adjusted models for HCC-specific survival.

Variable
Unadjusted Models* Adjusted Model

HR 95% CI p-value HR 95% CI p-value

ADI quartile

Q1 (least deprived) Reference Reference

Q2 1.00 0.87 1.14 0.95 1.03 0.90 1.17 0.72

Q3 1.11 0.98 1.27 0.11 1.08 0.94 1.24 0.31

Q4 (most deprived) 1.20 1.05 1.37 0.009 1.12 0.96 1.30 0.14

Rural/urban status

Urban commuting area Reference Reference

Not an urban commuting area 1.13 0.98 1.30 0.09 1.19 1.03 1.39 0.02

Liquor stores (per 1000 people) 1.15 0.95 1.38 0.16 1.10 0.90 1.33 0.36

Gender

Male Reference Reference

Female 0.77 0.68 0.87 <0.0001 0.78 0.69 0.89 0.0002

Race/Ethnicity

Non-Hispanic White Reference Reference

Non-Hispanic Black 1.12 1.02 1.23 0.02 0.98 0.88 1.09 0.68

Hispanic 0.87 0.62 1.22 0.43 0.86 0.61 1.21 0.39

Age

<50 Reference Reference

(Continued)
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associations with receipt of treatment. One suggested explanation for

disparities in time to treatment initiation is access to patient navigation

to help coordinate appointments (19, 26, 27).

Study strengths include the use of high-quality SEER registry data

linked to HIDD data to enrich the hepatitis B/C status, a common risk
Frontiers in Oncology 08
factor for liver cancer. Although we controlled for a variety of

individual sociodemographic and clinical characteristics in our

adjusted survival model, some of these measures were imperfect

predictors of liver damage risk. For example, BMI does not

necessarily predict fatty deposits on the liver, leading to metabolic
TABLE 3 Continued

Variable
Unadjusted Models* Adjusted Model

HR 95% CI p-value HR 95% CI p-value

50–59 1.19 0.91 1.56 0.21 1.22 0.93 1.61 0.15

60–69 1.29 0.99 1.68 0.06 1.32 1.01 1.74 0.05

70–79 1.40 1.06 1.85 0.02 1.65 1.23 2.22 0.001

≥80 1.68 1.23 2.30 0.001 2.20 1.58 3.06 <0.0001

Primary Payer

Private Insurance Reference Reference

Medicaid 1.42 1.22 1.65 <0.0001 1.32 1.12 1.54 0.0007

Insured other 1.29 1.13 1.47 0.0001 1.13 0.98 1.29 0.10

Insurance Status Unknown 1.15 0.92 1.44 0.21 1.09 0.87 1.37 0.44

Not Insured 2.00 1.61 2.48 <0.0001 1.69 1.35 2.11 <0.0001

Smoking status

Never used Reference Reference

Current user 1.31 1.16 1.48 <0.0001 1.14 1.00 1.31 0.05

Former user 1.07 0.94 1.22 0.30 1.01 0.88 1.15 0.89

Unknown/not stated/no smoking specifics provided 1.24 1.02 1.50 0.03 1.06 0.86 1.31 0.57

BMI

Underweight Reference Reference

Normal weight 0.85 0.66 1.10 0.22 0.90 0.70 1.16 0.41

Overweight 0.63 0.49 0.82 0.0004 0.78 0.60 1.02 0.06

Obese 0.66 0.51 0.85 0.001 0.83 0.64 1.08 0.16

Unknown 0.90 0.69 1.18 0.44 1.00 0.75 1.32 0.98

Stage

Localized Reference Reference

Regional 2.53 2.27 2.81 0.06 2.47 2.22 2.75 <0.0001

Distant 4.83 4.25 5.48 <0.0001 4.47 3.92 5.09 <0.0001

NA/Unknown 3.33 2.08 5.31 <0.0001 3.15 1.96 5.07 <0.0001

Charlson Comorbidity Index

0 Reference Reference

1 0.80 0.72 0.90 0.0001 0.87 0.78 0.98 0.02

≥2 0.82 0.74 0.92 0.001 0.92 0.82 1.03 0.14

Hepatitis B or C diagnosis (prior to or within 6 months of cancer diagnosis)

No Reference Reference

Yes 1.18 1.08 1.29 0.001 1.20 1.09 1.33 0.0002
fro
*Each unadjusted model was run separately with only the variable in column 1 predicting survival time.
Bold text indicates p<0.05.
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dysfunction-associated fatty liver disease (MAFLD) or the more

advanced metabolic dysfunction-associated steatohepatitis (MASH).

We also did not have direct measures of alcohol use history. Previous

studies suggested that concentration of alcohol retailers is associated

with heavy alcohol consumption (28), that neighborhoods with a

mostly African American population and low nSES tend to have

greater concentration of alcohol retailers (6), and that concentration

of alcohol retailers is associated with negative health consequences

including liver problems (29). Although we looked at area-level alcohol

retail outlet density, many of the census tracts did not have any alcohol

retailers, which limited its utility as an area-level predictor. Another

limitation was using the Charlson Comorbidity Index as a global

indicator of comorbidities rather than looking at specific comorbidities

such as type 2 diabetes that may have a more direct impact on liver

disease. Although we reported treatment-related delay as part of our

descriptive statistics, we did not include this in the final adjusted Cox

proportional hazards model because it was not significant in bivariate

analysis. Additionally, treatment modality is impacted by diagnostic

stage, which was already included for adjustment and could have led to

potential overadjustment if both had been included in the same model.

Another limitation of this study is generalizability. While the results

accurately reflect the socioeconomic distribution of Louisiana, the

census tract ADI quartile distribution likely varies from state to state.

However, we would expect similar patterns of disadvantage to impact

other populations in the US, although the impacts of controlling for

race/ethnicity would also likely vary based on local distributions.
5 Conclusion

People living in census tracts with higher deprivation (as measured

by ADI quartile) had increased risk of incident HCC. Although those

living in the most deprived quartile had the shortest average survival

time, the hazard ratio was no longer significant when the model

adjusted for individual-level sociodemographic and clinical risk factors.
Data availability statement

The data analyzed in this study is subject to the following licenses/

restrictions: The data that support the findings of this study are

available on request from the Louisiana Tumor Registry. The data

are not publicly available due to privacy or ethical restrictions. Requests

to access these datasets should be directed to https://sph.lsuhsc.edu/

louisiana-tumor-registry/data-usestatistics/data-request/.
Ethics statement

The studies involving humans were approved by Louisiana State

University Health Sciences Center - New Orleans. The studies were

conducted in accordance with the local legislation and institutional

requirements. The ethics committee/institutional review board

waived the requirement of written informed consent for
Frontiers in Oncology 09
participation from the participants or the participants’ legal

guardians/next of kin because the study used public health

surveillance data.
Author contributions

KR: Conceptualization, Methodology, Project administration,

Writing – original draft, Writing – review & editing. TL: Data

curation, Formal analysis, Methodology, Visualization, Writing –

original draft, Writing – review & editing. M-CH: Conceptualization,

Data curation, Methodology, Supervision, Writing – original draft,

Writing – review & editing. LT: Writing – review & editing. EP:

Conceptualization, Funding acquisition, Methodology, Writing –

review & editing.
Funding

The author(s) declare financial support was received for the

research, authorship, and/or publication of this article. The work

was supported in part by the National Cancer Institute

(R01CA237318). Additional support was provided in part by

Louisiana State University Health Sciences Center-New Orleans,

the Centers for Disease Control and Prevention under cooperative

agreement of the National Program of Cancer Registries grant

number NU58DP006332, and the National Cancer Institute’s

contract number HHSN2612018000071. The funders had no role

in the study design, data collection, analysis, decision to publish, or

preparation of the manuscript.
Conflict of interest

The authors declare that the research was conducted in the

absence of any commercial or financial relationships that could be

construed as a potential conflict of interest.
Publisher’s note

All claims expressed in this article are solely those of the authors

and do not necessarily represent those of their affiliated

organizations, or those of the publisher, the editors and the

reviewers. Any product that may be evaluated in this article, or

claim that may be made by its manufacturer, is not guaranteed or

endorsed by the publisher.
Author disclaimer

The content is solely the responsibility of the authors and does

not necessarily represent the official views of the National Institutes

of Health or the Centers for Disease Control and Prevention.
frontiersin.org

https://sph.lsuhsc.edu/louisiana-tumor-registry/data-usestatistics/data-request/
https://sph.lsuhsc.edu/louisiana-tumor-registry/data-usestatistics/data-request/
https://doi.org/10.3389/fonc.2024.1331049
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org


Ratnapradipa et al. 10.3389/fonc.2024.1331049
References
1. National Cancer Institute. Cancer Stat Facts: Liver and Intrahepatic Bile Duct
Cancer . Available at: https://seer.cancer.gov/statfacts/html/livibd.html (Accessed July
21, 2023).

2. Siegel RL, Miller KD, Wagle NS, Jemal A. Cancer statistics, 2023. CA Cancer J Clin
Jan (2023) 73(1):17–48. doi: 10.3322/caac.21763

3. Ryerson AB, Eheman CR, Altekruse SF,Ward JW, Jemal A, Sherman RL, et al. Annual
Report to the Nation on the Status of Cancer, 1975-2012, featuring the increasing incidence
of liver cancer. Cancer. May 1 (2016) 122(9):1312–37. doi: 10.1002/cncr.29936

4. Konyn P, Ahmed A, Kim D. Current epidemiology in hepatocellular carcinoma.
Expert Rev Gastroenterol Hepatol Nov (2021) 15(11):1295–307. doi: 10.1080/
17474124.2021.1991792

5. Braveman P, Gottlieb L. The social determinants of health: it’s time to consider
the causes of the causes. Public Health Rep (Washington DC: 1974). (2014) 129 Suppl 2
(Suppl 2):19–31. doi: 10.1177/00333549141291s206

6. LaVeist TA, Wallace JM Jr. Health risk and inequitable distribution of liquor
stores in African American neighborhood. Soc Sci Med (1982) (2000) 51(4):613–7.
doi: 10.1016/s0277-9536(00)00004-6

7. Bharmal N, Derose KP, Felician MF, Weden MM. Understanding the Upstream
Social Determinants of Health. Santa Monica, CA: RAND Corporation (2015).

8. Kind AJH, Buckingham WR. Making neighborhood-disadvantage metrics
accessible - the neighborhood atlas. New Engl J Med Jun 28 (2018) 378(26):2456–8.
doi: 10.1056/NEJMp1802313

9. Schmidt S, Kim J, Jacobs MA, Hall DE, Stitzenberg KB, Kao LS, et al. Independent
associations of neighborhood deprivation and patient-level social determinants of
health with textbook outcomes after inpatient surgery. Ann Surg Open (2023) 4(1):
e237. doi: 10.1097/as9.0000000000000237

10. Sorice KA, Fang CY, Wiese D, Ortiz A, Chen Y, Henry KA, et al. Systematic
review of neighborhood socioeconomic indices studied across the cancer control
continuum. Cancer Med May (2022) 11(10):2125–44. doi: 10.1002/cam4.4601

11. Danos D, Leonardi C, Gilliland A, Shankar S, Srivastava RK, Simonsen N, et al.
Increased risk of hepatocellular carcinoma associated with neighborhood concentrated
disadvantage. Front Oncol (2018) 8:375. doi: 10.3389/fonc.2018.00375

12. Oluyomi AO, El-Serag HB, Olayode A, Thrift AP. Neighborhood-level factors
contribute to disparities in hepatocellular carcinoma incidence in texas. Clin
Gastroenterol Hepatol May (2023) 21(5):1314–1322.e5. doi: 10.1016/j.cgh.2022.06.031

13. Azap RA, Hyer JM, Diaz A, Paredes AZ, Pawlik TM. Association of county-level
vulnerability, patient-level race/ethnicity, and receipt of surgery for early-stage hepatocellular
carcinoma. JAMA Surg Feb 1 (2021) 156(2):197–9. doi: 10.1001/jamasurg.2020.5554

14. U.S. Census Bureau. QuickFacts: Louisiana. Washington, DC: US Census Bureau
(2022). Available at: https://www.census.gov/quickfacts/fact/table/LA/PST045222.

15. Krieger N. Overcoming the absence of socioeconomic data in medical records:
validation and application of a census-based methodology. Am J Public Health (1992)
82(5):703–10. doi: 10.2105/ajph.82.5.703

16. Singh GK. Area deprivation and widening inequalities in US mortality, 1969–
1998. Am J Public Health (2003) 93(7):1137–43. doi: 10.2105/ajph.93.7.1137
Frontiers in Oncology 10
17. Levine RS, Mejia MC, Salemi JL, Gonzalez SJ, Aliyu MH, Husaini BA, et al. A
descriptive study of racial inequalities in mortality from hepatocellular cancer before
and after licensure of lifesaving drugs for hepatitis C virus in the United States.
EClinicalMedicine (2020) 22:100350. doi: 10.1016/j.eclinm.2020.100350

18. Thompson WW, Symum H, Sandul A, Gupta N, Patel P, Nelson N, et al. Vital
signs: hepatitis C treatment among insured adults - United States, 2019-2020. MMWR
Morbidity mortality weekly Rep (2022) 71(32):1011–7. doi: 10.15585/mmwr.mm7132e1

19. Kronenfeld JP, Goel N. An analysis of individual and contextual-level disparities
in screening, treatment, and outcomes for hepatocellular carcinoma. J Hepatocell
Carcinoma. (2021) 8:1209–19. doi: 10.2147/jhc.S284430

20. Singal AG, Li X, Tiro J, Kandunoori P, Adams-Huet B, Nehra MS, et al. Racial,
social, and clinical determinants of hepatocellular carcinoma surveillance. Am J Med
Jan (2015) 128(1):90. doi: 10.1016/j.amjmed.2014.07.027

21. Thylur RP, Roy SK, Shrivastava A, LaVeist TA, Shankar S, Srivastava RK.
Assessment of risk factors, and racial and ethnic differences in hepatocellular
carcinoma. JGH Open Jun (2020) 4(3):351–9. doi: 10.1002/jgh3.12336

22. Flores YN, Datta GD, Yang L, Corona E, Devineni D, Glenn BA, et al. Disparities
in hepatocellular carcinoma incidence, stage, and survival: A large population-based
study. Cancer epidemiology Biomarkers Prev (2021) 30(6):1193–9. doi: 10.1158/1055-
9965.Epi-20-1088

23. Muhimpundu S, Conway RBN, Warren Andersen S, Lipworth L, Steinwandel
MD, Blot WJ, et al. Racial differences in hepatocellular carcinoma incidence and risk
factors among a low socioeconomic population. Cancers (Basel). (2021) 13(15):3710.
doi: 10.3390/cancers13153710

24. Curran C, Stanley AJ, Barclay ST, Priest M, Graham J. The association between
deprivation and the incidence and survival of patients with hepatocellular carcinoma in
the West of Scotland. Expert Rev Gastroenterol Hepatol Dec (2021) 15(12):1427–33.
doi: 10.1080/17474124.2021.1997586

25. Sangaramoorthy M, Yang J, Guan A, DeRouen MC, Tana MM, Somsouk M,
et al. Asian American/Pacific Islander and Hispanic ethnic enclaves, neighborhood
socioeconomic status, and hepatocellular carcinoma incidence in California: an update.
Cancer epidemiology Biomarkers Prev (2022) 31(2):382–92. doi: 10.1158/1055-
9965.Epi-21-1035

26. Ray EM, Teal RW, Carda-Auten J, Coffman E, Sanoff HK. Qualitative evaluation
of barriers and facilitators to hepatocellular carcinoma care in North Carolina. PloS
One (2023) 18(6):e0287338. doi: 10.1371/journal.pone.0287338

27. Bernardo BM, Zhang X, Beverly Hery CM,Meadows RJ, Paskett ED. The efficacy
and cost-effectiveness of patient navigation programs across the cancer continuum: A
systematic review. Cancer. Aug 15 (2019) 125(16):2747–61. doi: 10.1002/cncr.32147

28. Halonen JI, Kivimäki M, Virtanen M, Pentti J, Subramanian SV, Kawachi I, et al.
Proximity of off-premise alcohol outlets and heavy alcohol consumption: a cohort
study. Drug Alcohol Depend. (2013) 132(1-2):295–300. doi : 10.1016/
j.drugalcdep.2013.02.022

29. Theall KP, Scribner R, Cohen D, Bluthenthal RN, Schonlau M, Lynch S, et al.
The neighborhood alcohol environment and alcohol-related morbidity. Alcohol
Alcoholism. (2009) 44(5):491–9. doi: 10.1093/alcalc/agp042
frontiersin.org

https://seer.cancer.gov/statfacts/html/livibd.html
https://doi.org/10.3322/caac.21763
https://doi.org/10.1002/cncr.29936
https://doi.org/10.1080/17474124.2021.1991792
https://doi.org/10.1080/17474124.2021.1991792
https://doi.org/10.1177/00333549141291s206
https://doi.org/10.1016/s0277-9536(00)00004-6
https://doi.org/10.1056/NEJMp1802313
https://doi.org/10.1097/as9.0000000000000237
https://doi.org/10.1002/cam4.4601
https://doi.org/10.3389/fonc.2018.00375
https://doi.org/10.1016/j.cgh.2022.06.031
https://doi.org/10.1001/jamasurg.2020.5554
https://www.census.gov/quickfacts/fact/table/LA/PST045222
https://doi.org/10.2105/ajph.82.5.703
https://doi.org/10.2105/ajph.93.7.1137
https://doi.org/10.1016/j.eclinm.2020.100350
https://doi.org/10.15585/mmwr.mm7132e1
https://doi.org/10.2147/jhc.S284430
https://doi.org/10.1016/j.amjmed.2014.07.027
https://doi.org/10.1002/jgh3.12336
https://doi.org/10.1158/1055-9965.Epi-20-1088
https://doi.org/10.1158/1055-9965.Epi-20-1088
https://doi.org/10.3390/cancers13153710
https://doi.org/10.1080/17474124.2021.1997586
https://doi.org/10.1158/1055-9965.Epi-21-1035
https://doi.org/10.1158/1055-9965.Epi-21-1035
https://doi.org/10.1371/journal.pone.0287338
https://doi.org/10.1002/cncr.32147
https://doi.org/10.1016/j.drugalcdep.2013.02.022
https://doi.org/10.1016/j.drugalcdep.2013.02.022
https://doi.org/10.1093/alcalc/agp042
https://doi.org/10.3389/fonc.2024.1331049
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org

	Most deprived Louisiana census tracts have higher hepatocellular carcinoma incidence and worse survival
	1 Introduction
	2 Materials and methods
	2.1 Data sources and eligibility
	2.2 Variables
	2.3 Statistical analysis

	3 Results
	3.1 Incidence
	3.2 Receipt of treatment
	3.3 Survival

	4 Discussion
	5 Conclusion
	Data availability statement
	Ethics statement
	Author contributions
	Funding
	Conflict of interest
	Publisher’s note
	Author disclaimer
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


