
Cancer Medicine. 2021;10:4117–4126.     | 4117wileyonlinelibrary.com/journal/cam4

Received: 11 November 2020 | Revised: 24 February 2021 | Accepted: 3 April 2021

DOI: 10.1002/cam4.3934  

O R I G I N A L  R E S E A R C H

Cardiovascular disease risks in younger versus older adult B- cell 
non- Hodgkin’s lymphoma survivors

Krista Ocier1,2 |   Sarah Abdelaziz3 |   Seungmin Kim1,2 |   Kerry Rowe3 |   John Snyder3 |   
Vikrant Deshmukh4 |   Michael Newman4 |   Alison Fraser5 |   Ken Smith5 |   
Christina A. Porucznik1 |   Kimberley Shoaf1 |   Joseph B. Stanford1 |   Catherine J. Lee6  |   
Mia Hashibe1,2,7

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium, provided the original 
work is properly cited.
© 2021 The Authors. Cancer Medicine published by John Wiley & Sons Ltd.

1Division of Public Health, Department 
of Family & Preventive Medicine, 
University of Utah School of Medicine, 
Salt Lake City, UT, USA
2Huntsman Cancer Institute, Salt Lake 
City, UT, USA
3Intermountain Healthcare, Salt Lake 
City, UT, USA
4University of Utah Health Sciences 
Center, Salt Lake City, UT, USA
5Pedigree and Population Resource, 
Population Sciences, Huntsman Cancer 
Institute, Salt Lake City, UT, USA
6Division of Hematology and 
Hematologic Malignancies, Department 
of Internal Medicine, University of Utah 
School of Medicine, Salt Lake City, UT, 
USA
7Utah Cancer Registry, University of 
Utah, Salt Lake City, UT, USA

Correspondence
Mia Hashibe, Division of Public Health, 
Department of Family and Preventive 
Medicine, Huntsman Cancer Institute, 
2000 Circle of Hope, Salt Lake City, UT 
84112, USA.
Email: mia.hashibe@utah.edu

Funding information
National Institutes of Health, Grant/
Award Number: R03 CA159357 and R21 
CA185811

Abstract
Introduction: Young cancer survivors may be at increased risk of early- onset chronic 
health conditions. The aim of this population- based study is to estimate cardiovascu-
lar disease (CVD) risk among younger versus older B- cell non- Hodgkin's lymphoma 
(B- NHL) survivors compared with their respective general population cohorts.
Methods: B- NHL survivors diagnosed from 1997 to 2015 in the Utah Cancer Registry 
were matched with up to five cancer- free individuals on birth year, sex, and birth 
state, using the statewide Utah Population Database. Electronic medical records and 
statewide health care facility data were used to identify disease outcomes ≥5 years 
after cancer diagnosis. Cox Proportional Hazards models were used to estimate haz-
ard ratios for B- NHL survivors diagnosed at <65 years and ≥65 years old.
Results: Younger B- NHL survivors had higher relative risks than older cancer sur-
vivors of chronic rheumatic disease of the heart valves (HR = 4.14, 99% CI = 2.17– 
7.89; P valueheterogeneity = 0.004); peri- , endo- , and myocarditis (HR = 2.43, 99% CI = 
1.38– 4.28; P valueheterogeneity = 0.016); diseases of the arteries (HR = 1.63, 99% CI = 
1.21– 2.21; P valueheterogeneity = 0.044); and hypotension (HR = 2.44, 99% CI = 1.58– 
3.75; P valueheterogeneity = 0.048). B- NHL survivors of both age groups had elevated 
relative risks of heart disease overall and congestive heart failure.
Conclusion: Younger B- NHL survivors had higher risks than older B- NHL survivors 
of specific cardiovascular diseases compared to their respective general population 
cohorts.
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1 |  INTRODUCTION

Non- Hodgkin's lymphoma (NHL) is the seventh- most com-
mon cancer diagnosed in 20201 and common hematological 
malignancy among adults aged 65 years and older,2 with B- 
cell lymphoma accounting for 80%– 90% of NHL cases.3 The 
5- year relative survival improved from 57.0% in the 1990 s 
to 67.5% in recent years,4,5 with over 700,000 NHL survi-
vors estimated in the USA in 2019.6 However, emerging 
evidence suggests that cancer survivors develop increased 
risks of early- onset chronic health conditions compared to 
the general population,7,8 including cardiovascular disease 
(CVD) outcomes, such as ischemic heart disease, stroke, and 
heart failure.9 This may be due to the cancer treatment that 
they underwent,10 further demonstrated by findings from two 
population- based studies.11,12

Prior studies on CVD risk in B- NHL patients and sur-
vivors largely involved childhood/young adult cancer survi-
vor studies13– 16 and clinical trials.17– 23 The purpose of this 
study is to estimate the risk of developing CVD in younger 
adult versus older adult B- NHL survivors compared to their 
respective general population cohorts in Utah. By compar-
ing younger and older adult B- NHL survivors to the general 
population, this may not only inform CVD risks related to B- 
NHL but may also help identify if cancer treatment contrib-
utes to premature aging among younger B- NHL survivors.

2 |  METHODS

2.1 | Data collection

Eligibility criteria included individuals who were diagnosed 
with NHL (SEER ICD- O- 3 codes: 33041– 33042) from 1997 
to 2015 in the Utah Cancer Registry (UCR). The NHL co-
hort was further stratified by age, with those diagnosed at 
<65 years old classified as the younger B- NHL cohort and 
those diagnosed at ≥65  years old classified as the older 
B- NHL cohort. A general population cohort of up to five 
cancer- free individuals were matched to each NHL patient 
at the time of NHL diagnosis by sex, birth year, and birth 
state (Utah/not Utah) using the Utah Population Database 
(UPDB). The last follow- up date was determined by UPDB 
through last contact with a number of statewide data sources, 
including driver license division, Utah birth certificate, and 
the Utah Department of Health (UDOH). Death dates were 
also captured nationwide using the Social Security Death 
Index and UCR records.

From an initial cohort of 5,326 NHL patients, exclusion 
criteria included: missing stage at diagnosis (n = 134), non 
B- cell histology subtypes (n = 1,124), <5 years follow- up to 
examine long- term CVD risk (n = 1,918), and no match from 
the general population (n  =  17), resulting in 2,129 B- cell 

non- Hodgkin's lymphoma (B- NHL) survivors and 8,969 
individuals from the general population. Studies using the 
UPDB data have been approved by the University of Utah's 
Resource for Genetic and Epidemiologic Research (oversight 

T A B L E  1  Demographic characteristics of B- NHL survivors and 
general population cohort

B- NHL 
survivors

General 
population Chi- 

square p 
valuen (%) n (%)

Sex

Male 1,162 (54.6) 4,917 (54.8) 0.8398

Female 967 (45.4) 4,052 (45.2)

Ageb 

18– 44 years old 328 (15.4) 1,492 (16.6) 0.0003

45– 64 years old 951 (44.7) 4,267 (47.6)

65– 80 years old 748 (35.1) 2,912 (32.5)

80+ years old 102 (4.8) 298 (3.3)

Race

White 2,079 (97.7) 8,439 (94.1) <0.0001

Other - a (0.1) 210 (2.3)

Unknown 48 (2.3) 320 (3.6)

Ethnicity

Non- Hispanic 1,969 (92.5) 8,418 (93.9) 0.0201

Hispanic 160 (7.5) 551 (6.1)

Vital status

Alive 1,593 (74.8) 7,914 (88.2) <0.0001

Dead 536 (25.2) 1,055 (11.8)

Charlson comorbidity Index (CCI) at baseline

0 1,286 (60.4) 6,266 (69.9) <0.0001

1 444 (20.9) 1,619 (18.1)

2+ 399 (18.7) 1,084 (12.1)

Body mass index (BMI) at baseline

<18.5 kg/m2 22 (1.0) 93 (1.0) 0.0307

18– 24.9 kg/m2 740 (34.8) 3,403 (37.9)

25– 29.9 kg/m2 911 (42.8) 3,737 (41.7)

30+ kg/m2 456 (21.4) 1,736 (19.4)

Smoking

No 1,888 (88.7) 8,231 (91.8) <0.0001

Yes 241 (11.3) 738 (8.2)

Family history of heart diseaseb,c 

No 806 (37.9) 3,160 (35.2) 0.0230

Yes 1,323 (62.1) 5,809 (64.8)
aCounts ≤11 are not shown per Utah Department of Health data suppression 
guidelines.
bThe age for the general population is the age at which the individual from the 
general population was matched to the B- NHL patient. For lymphoma patients, 
the age was the age at cancer diagnosis.
cFamily history includes first- , second- , and third- degree relatives.
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committee) and the University of Utah Institutional Review 
Board.

All participants were linked to the available healthcare 
data in the UPDB. Outcome data used for this study included 
statewide ambulatory surgery and inpatient data from the 
UDOH and electronic medical record data from Intermountain 
Healthcare and the University of Utah, the two largest health 
care organizations in the state. Utah is considered to have a 
minimal percentage of residents seeking healthcare out of the 
state24 and low out- migration rate (2.9%).25

Outcome data included all available ICD- 9 diagnosis 
codes and diagnosis dates for diseases of the circulatory sys-
tem. These include hypertension, diseases of the heart, cere-
brovascular disease, diseases of the arteries, and diseases of 
the veins/lymphatics. The Clinical Classification Software 
(CCS) developed by the Health Cost and Utilization Project 
(HCUP) was used to categorize ICD- 9 codes into four levels 
of specificity (levels 1– 4; Table S1). CVD outcomes diag-
nosed prior to the start of the analysis time period were con-
sidered prevalent cases and were thereby excluded.

Follow- up time for incident cases of each CVD outcome 
was calculated from the initial lymphoma diagnosis of the 
B- NHL survivor to the date of CVD diagnosis, last date of 
follow- up, or date of death. Individuals without any CVD 
outcome were censored at the last follow- up if that date fell 
within the analysis time period.

2.2 | Statistical analysis

Chi- squared tests were used to compare baseline characteris-
tics between B- NHL survivors and general population. Cox 
proportional hazards models were used to calculate hazard ra-
tios for CVD outcomes between B- NHL survivors diagnosed 
at <65 and ≥65  years old compared with their respective 
general population cohorts ≥5 years after cancer diagnosis. 
We used 99% confidence intervals to account for multiple 
testing due to the large number of CVD outcomes. Hazard ra-
tios for CVD outcomes stratified by age at diagnosis were es-
timated, accounting for matching by sex, birth year, and birth 
state with the STRATA statement in SAS. We also adjusted 
for race/ethnicity, baseline body mass index (BMI), baseline 
Charlson Comorbidity Index (CCI), and smoking. We used 
the test for heterogeneity to compare hazard ratios for each 
CVD outcome in younger versus older B- NHL survivors.

Cox proportional hazards models were also used to in-
vestigate CVD risk factors among B- NHL survivors such 
as cancer treatment type, baseline smoking, baseline CCI, 
baseline BMI, and family history of heart disease. Types of 
cancer treatment consisted of chemotherapy, radiation, com-
bination of chemotherapy and radiation, and hematopoietic 
cell transplantation (HCT), which includes both autologous 
and allogeneic transplants. We selected potential confounders 

T A B L E  2  Clinical characteristics of B- NHL survivors who 
survived ≥5 years after cancer diagnosis

<65 years old ≥65 years old

n (%) n (%)

Diagnosis year

1997– 2000 229 (17.9) 155 (18.2)

2001– 2005 411 (32.1) 288 (33.9)

2006– 2010 527 (41.2) 328 (38.6)

2011– 2015 112 (8.8) 79 (9.3)

Cancer stage at diagnosis

Localized 467 (36.5) 345 (40.6)

Regional 240 (18.8) 144 (16.9)

Distant 572 (44.7) 361 (42.5)

First Course Treatment

No treatment 324 (25.3) 293 (34.5)

Chemotherapy 531 (41.5) 329 (38.7)

Radiation therapy 108 (8.4) 64 (7.5)

Chemotherapy + Radiation 
therapy

261 (20.4) 128 (15.1)

Unknown 55 (4.3) 36 (4.2)

Hematopoietic cell transplantation

No 1,133 (88.6) 833 (98.0)

Yes 146 (11.4) 17 (2.0)

Aggressive B- NHL subtypes

Diffuse large B- cell, NOS 498 (43.5) 344 (44.2)

Diffuse large B- cell, 
immunoblastic, NOS

18 (1.6) 14 (1.8)

Diffuse mixed lymphoma - a - a (0.5)

Mediastinal large B- cell 
lymphoma

- a (0.9) 0

Burkitt lymphoma, NOS 32 (2.8) - a (0.3)

Follicular lymphoma, grade 3 73 (6.4) 41 (5.3)

Indolent B- NHL subtypes

Small B lymphocytic, NOS 60 (5.2) 69 (8.9)

Lymphoplasmacytic lymphoma - a (0.9) - a (1.3)

Mantle cell lymphoma 43 (3.8) 35 (4.5)

Splenic marginal zone B- cell 
lymphoma

13 (1.1) - a 

Marginal zone B- cell 
lymphoma, NOS

134 (11.7) 112 (14.4)

Chronic lymphocytic leukemia/
SLL

16 (1.4) 14 (1.8)

Follicular lymphoma, grade 2 111 (9.7) 60 (7.7)

Follicular lymphoma, grade 1 116 (10.1) 65 (8.3)

Cancer site

Nodal 870 (68.0) 556 (65.4)

Extra nodal 409 (32.0) 294 (34.6)
aCounts ≤11 are not shown per Utah Department of Health data suppression 
guidelines.
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to adjust on based on an assessment of the three properties 
of a confounder.26 The proportional hazards assumption was 
checked for each model using a test for nonzero slope of the 
Schoenfeld residuals versus time. Models that were in viola-
tion of the proportional hazards assumption were then tested 
with flexible parametric survival models with restricted 
cubic splines.

Baseline BMI values at least 1 year prior to B- NHL di-
agnosis were calculated from driver's license records. For 
individuals with missing BMI, values were imputed using a 
linear regression model that included cancer diagnosis, base-
line CCI, and race as covariates. We compared Cox regres-
sion models including those with and without imputed BMI 
to assure that inferences did not change due to the imputed 
BMI. We identified tobacco smokers with the ICD- 9 code 
for “tobacco use disorders” 305.1, ICD- 10 codes for nicotine 
dependence, and with CPT codes for tobacco cessation coun-
seling based on the American Academy of Family Physicians 
coding guidelines.27

All statistical tests were two- sided, and a P value of less 
than.05 was considered statistically significant to compare 
characteristics between cancer survivors and the general pop-
ulation and for the risk factor analyses among B- NHL survi-
vors. To estimate risk of CVD outcomes, we considered a 
P value of less than.01 as statistically significant.

3 |  RESULTS

Among 2,129 B- NHL survivors matched to 8,969 cancer- 
free individuals from the general population ≥5 years after 
cancer diagnosis, 54.6% of B- NHL survivors were men 
(Table  1). Study participants were 7.5% Hispanic among 
the B- NHL survivors and 6.1% Hispanic among the general 
population. At baseline, 60.4% of B- NHL survivors had no 
preexisting comorbidity based on the CCI score, while 11.3% 
of B- NHL survivors were smokers. Approximately 62.1% 
of B- NHL survivors had a family history of heart disease. 
Although the individuals from the general population were 
matched on birth year, there appears to be a difference in the 
age distribution. The difference in age may have been caused 
by exclusion of individuals from the general population who 
had cancer after the matching took place.

Chemotherapy alone was the predominant mode of treat-
ment among younger (41.5%) and older (38.7%) B- NHL sur-
vivors, while surgery was not considered a curative treatment 
regimen for this cohort (Table  2).28 Approximately, 11.4% 
of younger B- NHL survivors received HCT compared with 
2.0% of older B- NHL survivors. Of the histological subtypes, 
43.5% of younger B- NHL survivors and 44.2% of older B- 
NHL survivors were diagnosed with diffuse large B- cell 
lymphoma.

F I G U R E  1  Cardiovascular disease risks between younger and older B- NHL survivors ≥5 years after cancer diagnosis
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Among all CVD outcomes that were investigated ≥5 years 
after cancer diagnosis (Figure  1), chronic rheumatic disease 
of the heart valves; peri- , endo- , and myocarditis; diseases of 
the arteries; and hypotension conferred higher relative risks in 
younger B- NHL survivors than with older B- NHL survivors 
relative to their respective general population cohorts ≥5 years 
after cancer diagnosis. No association was suggested among 
older B- NHL survivors for these disease outcomes.

B- NHL survivors had an elevated risk of diseases of the 
heart overall compared to the general population ≥5  years 
after cancer diagnosis (Table 3). Specifically, B- NHL survi-
vors had increased risks of congestive heart failure compared 
to their respective general population cohorts.

Younger B- NHL survivors had increased relative risks 
of heart valve disorders, cardiomyopathy, nonspecific chest 
pain, conduction disorders, cardiac dysrhythmias, atrial 

fibrillation, and heart failure compared to the younger gen-
eral population. Conversely, older B- NHL survivors had an 
increased relative risk of pulmonary heart disease compared 
to the older general population cohort. In terms of specific 
relative risks between younger and older B- NHL survi-
vors, the younger cohort had higher relative risks of chronic 
rheumatic disease of the heart valves at 4.14- fold (P val-
ueheterogeneity = 0.004) and of peri- , endo- , and myocarditis 
at 2.43- fold (P valueheterogeneity = 0.016) than older B- NHL 
survivors.

Younger B- NHL survivors had elevated risks of diseases 
of the veins/lymphatics, phlebitis and thrombophlebitis, and 
hemorrhoids compared to the general population ≥5  years 
after cancer diagnosis (Table  4). In terms of specific rela-
tive risks between younger and older B- NHL survivors, the 
younger cohort had elevated risks of diseases of the arteries 

T A B L E  3  Hazard ratios of diseases of the heart in B- NHL survivors ≥5 years after cancer diagnosis compared to matched general population 
cohort, stratified by age

<65 years old ≥65 years old

p- value*

General 
population

B- NHL 
survivors

General 
population

B- NHL 
survivors

n (%) n (%) HR (99%CI) n (%) n (%) HR (99%CI)

Diseases of the heart 606 (15.1) 145 (23.3) 1.66 (1.22– 2.26) 438 (31.9) 98 (40.3) 1.51 (1.06– 2.16) 0.693

Heart valve disorders 219 (4.0) 72 (6.5) 1.59 (1.04– 2.42) 309 (11.4) 79 (12.0) 1.16 (0.79– 1.71) 0.280

Chronic rheumatic 
disease of the heart 
valves

67 (1.2) 44 (3.6) 4.14 (2.17– 7.89) 173 (5.7) 44 (5.7) 1.26 (0.76– 2.09) 0.004

Peri- , endo- , and 
myocarditis; 
cardiomyopathy

101 (1.8) 46 (3.9) 2.43 (1.38– 4.28) 156 (5.1) 31 (4.1) 0.90 (0.51– 1.60) 0.016

Cardiomyopathy 75 (1.3) 35 (2.8) 2.32 (1.20– 4.50) 115 (3.7) 27 (3.4) 1.01 (0.53– 1.91) 0.077

Nonspecific chest pain 372 (8.0) 115 (12.9) 1.54 (1.10– 2.18) 281 (12.5) 83 (15.0) 1.27 (0.87– 1.87) 0.462

Pulmonary heart 
disease

152 (2.7) 50 (4.2) 1.58 (0.94– 2.66) 234 (8.0) 83 (11.5) 1.81 (1.22– 2.68) 0.683

Conduction disorders 117 (2.1) 41 (3.3) 1.84 (1.04– 3.26) 226 (7.9) 68 (9.1) 1.30 (0.85– 1.99) 0.339

Cardiac dysrhythmias 407 (8.0) 119 (12.0) 1.53 (1.10– 2.13) 443 (20.2) 108 (21.4) 1.26 (0.90– 1.75) 0.417

Atrial fibrillation 157 (2.8) 60 (4.9) 2.08 (1.30– 3.33) 316 (11.6) 96 (14.2) 1.39 (0.97– 2.01) 0.184

Congestive 
heart failure; 
nonhypertensive

171 (3.1) 58 (4.8) 1.74 (1.08– 2.81) 332 (12.1) 105 (15.6) 1.51 (1.08– 2.11) 0.634

Congestive heart 
failure

150 (2.7) 52 (4.3) 1.75 (1.05– 2.91) 301 (10.9) 92 (13.6) 1.44 (1.01– 2.06) 0.539

Heart failure 35 (0.6) 15 (1.2) 2.91 (1.10– 7.74) 70 (2.2) 19 (2.3) 1.23 (0.55– 2.76) 0.182
aModels used the STRATA statement to account for matching factors and adjusted for race/ethnicity, baseline BMI, baseline CCI (excluding CVD- related outcomes), 
and smoking.
bThe following outcomes were evaluated, but no elevated risk was observed: Nonrheumatic mitral valve disorders, nonrheumatic aortic valve disorders, other 
heart valve disorders, other peri- , endo- , and myocarditis, acute myocardial infarction, coronary atherosclerosis and other heart disease, angina pectoris, unstable 
angina, other acute and subacute forms of ischemic heart disease, coronary atherosclerosis, other forms of chronic heart disease, other and ill- defined heart disease, 
atrioventricular block, bundle branch block, anomalous atrioventricular excitation, other conduction disorders, paroxysmal supraventricular tachycardia, paroxysmal 
ventricular tachycardia, atrial flutter, premature beats, sinoatrial node dysfunction, other cardiac dysrhythmias, cardiac arrest, and ventricular fibrillation.
*P value for statistical heterogeneity was calculated by using the test for heterogeneity to assess the difference in hazard ratios between younger and older cohort.
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at 1.63- fold (P valueheterogeneity = 0.044) and hypotension at 
2.44- fold (P valueheterogeneity = 0.048). Younger B- NHL sur-
vivors also had an elevated risk of hypertension at border-
line significance compared to the younger general population 
≥5 years after cancer diagnosis (Table S2). However, this as-
sociation was not observed in the older cohort. No significant 
associations were observed for cerebrovascular disease.

Statistically significant predictors of heart disease for 
older B- NHL survivors included chemotherapy and HCT, 
while hypercholesterolemia and hypertension at baseline 
were significant predictors among younger B- NHL survivors 
(Table 5). Baseline cardiovascular comorbidities were signif-
icant risk factors of diseases of the arteries among younger 
B- NHL survivors (Table S3).

The comparison of cumulative incidence curves for newly 
diagnosed diseases of the heart over time showed higher in-
cidence among the older compared with the younger cohort 
(Figure 2). The comparison of Kaplan- Meier survival curves 
further demonstrated that B- NHL survivors with heart dis-
ease showed poorer survival outcomes compared with those 
without heart disease (Figure 3).

4 |  DISCUSSION

Our study is the first to examine risks of a range of CVD 
outcomes using ICD codes for B- NHL survivors diagnosed 

at <65 vs. ≥65 years old compared with matched individuals 
from their respective general population cohorts in a large- 
scale population- based study. Younger B- NHL survivors had 
higher relative risks of chronic rheumatic disease of the heart 
valves; peri- , endo- , and myocarditis; diseases of the arteries; 
and hypotension than older B- NHL survivors. Risk factors 
of heart disease included baseline cardiovascular comorbidi-
ties among younger B- NHL survivors and cancer treatment 
among older B- NHL survivors.

While elevated risks of chronic rheumatic disease of the 
heart valves and peri- , endo- , and myocarditis were not ob-
served in prior studies, this finding may help elucidate the 
biological implications related to B- NHL, as B- NHL is as-
sociated with a reduction in normal B cells fighting off an 
infection. Specifically, rheumatic heart disease develops 
when rheumatic fever is left untreated and is associated with 
group- A streptococcal pharyngitis often found in children 
and young adults,29 whereas peri- , endo- , and myocarditis 
can evolve from a viral or bacterial infection that results in 
inflammation of the heart muscle.30

In terms of other CVD outcomes in our study, younger 
B- NHL survivors developed risks of cardiomyopathy, car-
diac dysrhythmias, and heart failure compared to the younger 
general population, suggesting an association between B- 
NHL treatment and CVD- related late effects. A self- reported 
prospective study including 7.8% (n=75) of 957 adult NHL 
patients developed heart failure, myocardial infarction, 

T A B L E  4  Hazard ratios of diseases of the arteries and veins and lymphatics in B- NHL survivors ≥5 years after cancer diagnosis compared to 
matched general population cohort, stratified by age

<65 years old ≥65 years old

p- value

General 
population

B- NHL 
survivors

General 
population

B- NHL 
survivors

n (%) n (%) HR (99%CI) n (%) n (%) HR (99%CI)

Diseases of arteries, 
arterioles, and capillaries

498 (10.0) 148 (15.9) 1.63 (1.21– 2.21) 513 (24.0) 103 (23.3) 1.02 (0.72– 1.43) 0.044

Other circulatory disease 
[117.]

453 (8.9) 134 (13.8) 1.58 (1.16– 2.16) 470 (20.6) 106 (20.2) 1.11 (0.79– 1.54) 0.129

Hypotension 163 (2.9) 76 (6.5) 2.44 (1.58– 3.75) 231 (7.8) 75 (10.4) 1.34 (0.89– 2.01) 0.048

Diseases of veins and 
lymphatics

513 (11.5) 137 (17.1) 1.64 (1.43– 1.88) 289 (13.4) 72 (15.5) 1.38 (0.92– 2.07) 0.429

Phlebitis, thrombophlebitis, 
and thromboembolism

142 (2.6) 46 (4.1) 2.17 (1.71– 2.75) 143 (4.9) 43 (6.2) 1.44 (0.87– 2.39) 0.150

Hemorrhoids 416 (8.8) 117 (12.2) 1.70 (1.23– 2.33) 168 (6.9) 42 (6.9) 1.23 (0.71– 2.14) 0.320
aModels used the STRATA statement to account for matching factors and adjusted for race/ethnicity, baseline BMI, baseline CCI (excluding CVD- related outcomes), 
and smoking.
bThe following outcomes were evaluated, but no elevated risk was observed: Peripheral and visceral atherosclerosis, atherosclerosis of arteries of extremities, 
peripheral vascular disease unspecified, other peripheral and visceral atherosclerosis, aortic, peripheral, and visceral artery aneurysms, abdominal aortic aneurysm; 
without rupture, other aneurysm, aortic and peripheral arterial embolism or thrombosis, arterial embolism and thrombosis of lower extremity artery, other arterial 
embolism and thrombosis, other and unspecified circulatory disease, phlebitis and thrombophlebitis, other venous embolism and thrombosis, and varicose veins of 
lower extremity.
*P value for statistical heterogeneity was calculated by using the test for heterogeneity to assess the difference in hazard ratios between younger and older cohort.
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arrhythmia, pericarditis, and valvular heart disease,31 and a 
community- based retrospective cohort study including 1,524 
NHL survivors observed a 1.41- fold CVD risk overall, with a 

1.35- fold risk of ischemic heart disease.9 While a population- 
based study in Netherlands of 2,184 NHL survivors observed 
no CVD risk compared to their cancer- free cohort,32 a UK 
population- based study comparing 4,423 NHL survivors to 
their respective general population cohort observed elevated 
risks of heart failure or cardiomyopathy in the younger than 
older cohorts: <60 years old (RR = 4.38, 95% CI = 2.74– 
7.01), 60– 79 years old (RR = 1.96, 95% CI = 1.62– 2.38), 
and ≥80 years old (RR = 1.40, 95% CI = 1.04– 1.88).12 These 
prior findings are comparable with our study as we also ob-
served elevated risks of heart and artery diseases in the B- 
NHL age cohorts.

We observed a 2.45- fold risk of hypotension in younger 
B- NHL survivors compared to older B- NHL survivors in our 
study. While hypotension is not a common outcome of B- 
NHL in prior studies, it would be beneficial to understand 
if this is a common occurrence among B- NHL patients, as 
some case findings33,34 observed an elevated risk of hypoten-
sion during and after cancer treatment.

In terms of risk factors, our finding corroborates with 
prior studies as cancer treatment31,35– 39 and preexisting hy-
pertension36,40 were associated with elevated risks of heart 
failure. Despite increased relative risks of specific dis-
eases of the heart among the younger cohort, cumulative 
incidence of heart disease was higher in the older cohort. 
This supports conclusions from prior studies in which ab-
solute risks for CVD rose with increasing age due to their 
baseline risks.12 The survival curves further illustrate how 
treatment regimens may impact survival outcomes of B- 
NHL patients with respect to heart disease. A possible ex-
planation as to why the survival curves crossed between 
the older cohorts with and without heart disease may be 
that the ≥65- year- old group with heart disease were dete-
riorating more steadily over time, while the ≥65- year- old 
group without heart disease received aggressive treatment 
initially but then stabilized over time. This may suggest 

T A B L E  5  Risk factors for diseases of the heart among B- NHL 
survivors ≥5 years after cancer diagnosis, stratified by age

Diseases of the heart

<65 years old ≥65 years old

HR (95% CI) HR (95% CI)

Treatment typeb 

No treatment 1.00 1.00

Chemotherapy 1.15 (0.72– 1.83) 3.68 (1.92– 7.04)*

Radiation therapy 0.58 (0.27– 1.25) 0.99 (0.34– 2.88)

Chemotherapy 
+Radiation 
therapy

0.88 (0.50– 1.53) 2.40 (1.10– 5.26)*

Hematopoietic cell transplantationb 

No 1.00 1.00

Yes 2.94 (1.73– 5.01) 5.58 (1.75– 17.77)*

Charlson comorbidity Index (CCI) at baselinec 

0 1.00 1.00

1 1.31 (0.80– 2.14) 1.68 (0.87– 3.24)

2+ 2.61 (1.04– 6.53) 1.39 (0.50– 3.84)

Body mass index (BMI) at baselined 

<18.5 kg/m2 3.02 (1.16– 7.84) - 

18– 24.9 kg/m2 1.00 1.00

25– 29.9 kg/m2 0.99 (0.68– 1.44) 1.41 (0.90– 2.22)

30+ kg/m2 1.08 (0.68– 1.70) 1.02 (0.57– 1.84)

Smoking

No 1.00 1.00

Yes 1.56 (0.79– 3.07) 0.80 (0.25– 2.54)

Family history of heart disease

No 1.00 1.00

Yes 1.28 (0.91– 1.80) 1.68 (1.04– 2.69)

Baseline hypercholesterolemiae 

No 1.00 1.00

Yes 1.84 (1.24– 2.71)* 1.08 (0.68– 1.73)

Baseline hypertensione 

No 1.00 1.00

Yes 2.24 (1.54– 3.25)* 1.29 (0.83– 1.98)
aAll models were adjusted for sex and race/ethnicity.
bAdditionally adjusted for baseline CCI (excluding CVD- related outcome), 
baseline BMI, smoking, cancer stage at diagnosis, histology, and diagnosis year.
cAdditionally adjusted for smoking, baseline BMI, and diagnosis year.
dAdditionally adjusted for smoking, family history of heart disease, diagnosis 
year, and baseline CCI (excluding CVD- related outcome).
eAdditionally adjusted for baseline CCI (excluding CVD- related outcome), 
baseline BMI, and smoking.
*P values are statistically significant when assessing differences between 
younger and older B- NHL survivors.

F I G U R E  2  Cumulative incidence of heart disease among B- NHL 
survivors
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that older adults should not be precluded from receiving 
aggressive treatment regimens.

Strengths of this study include the large sample size, 
which provided sufficient power to examine a large number 
of outcomes. In addition, our follow- up period of ≥5 years 
after cancer diagnosis focuses on the long- term health impli-
cations of B- NHL survivors and is less susceptible to surveil-
lance bias since cancer patients will be using the health care 
more than the general population when first diagnosed and 
for years after. The data used in the study incorporate medi-
cal records from the state's two largest health care providers 
as well as statewide ambulatory surgery and inpatient data, 
which provide comprehensive medical record data for a large 
number of individuals. In contrast to cancer survivor studies 
that rely on self- reports of the disease, our study is less sus-
ceptible to survival bias because we used long- term health 
records as the source for disease diagnoses.

This study also has a number of limitations. While we uti-
lized comprehensive electronic medical record data from the 
two largest statewide health care systems, there is the possi-
bility that study participants could have been diagnosed with 
cardiovascular outcomes in hospitals and clinics not covered 
by data sources. However, our data sources also include state-
wide records from the UPDB and UDOH; thus, the major-
ity of the population was covered. Another limitation of this 
study is that some subjects had missing baseline BMI data, 
which was addressed by imputation of BMI values. Smoking 
was identified using ICD codes, which may be a limitation 
because only heavy smokers or complications due to smoking 
were evaluated. However, our results did show that smoking 
is a risk factor for artery disease among B- NHL survivors. 
Treatment data were limited to broad categories and did not 
include type of drug, dosage, specific chemotherapy cycles, 
and duration of treatment.

In conclusion, we observed elevated relative risks of 
specific long- term CVD outcomes in younger B- NHL 

survivors compared with their older counterparts. Potential 
reasons for the increased risks include treatment- associated 
side effects and presence of preexisting comorbidities, sug-
gesting a need for monitoring and management of these 
outcomes in young B- NHL survivors. Although these in-
creased disease risks suggest some early aging for younger 
B- NHL survivors, most CVD relative risks were not dif-
ferent between the two age groups. Future studies specif-
ically observing these CVD outcomes prospectively are 
warranted.

DATA AVAILABILITY STATEMENT
The data that support the findings of this study can be ac-
cessed through approvals with the Resource for Genetic and 
Epidemiologic Research Committee (RGE), the oversight 
committee for the UPDB and IRB.

ORCID
Catherine J. Lee   https://orcid.org/0000-0003-2587-8955 
Mia Hashibe   https://orcid.org/0000-0002-6903-2049 

REFERENCES
 1. National Cancer institute surveillance, epidemiology, and end 

results program. Cancer stat facts: Non- Hodgkin lymphoma. 
Available at: https://seer.cancer.gov/statf acts/html/nhl.html. 2020.

 2. Morrison VA. Non- Hodgkin's lymphoma in the elderly. Part 
1: Overview and treatment of follicular lymphoma. Oncology 
(Williston Park). 2007;21(9):1104- 1110.

 3. Hajder J, Marisavljevic D, Stanisavljevic N, et al. Biological and 
clinical features of non- Hodgkin's lymphoma in the elderly. J 
BUON. 2012;17(4):753- 760.

 4. Bosetti C, Levi F, Ferlay J, Lucchini F, Negri E, La Vecchia C. 
Incidence and mortality from non- Hodgkin lymphoma in Europe: 
the end of an epidemic? Int J Cancer. 2008;123(8):1917- 1923. 
https://doi.org/10.1002/ijc.23722.

 5. Ye X, Mahmud S, Skrabek P, Lix L, Johnston JB. Long- term 
time trends in incidence, survival and mortality of lymphomas by 

F I G U R E  3  Survival curves of heart 
disease among B- NHL survivors

https://orcid.org/0000-0003-2587-8955
https://orcid.org/0000-0003-2587-8955
https://orcid.org/0000-0002-6903-2049
https://orcid.org/0000-0002-6903-2049
https://seer.cancer.gov/statfacts/html/nhl.html
https://doi.org/10.1002/ijc.23722


   | 4125OCIER Et al.

subtype among adults in Manitoba, Canada: a population- based 
study using cancer registry data. BMJ Open. 2017;7(7):e015106.

 6. American Cancer Society. Cancer Treatment & Survivorship Facts 
& Figures 2019– 2021. Atlanta: American Cancer Society; 2019.

 7. Stone CR, Mickle AT, Boyne DJ, et al. Treatment for lymphoma 
and late cardiovascular disease risk: A systematic review and 
meta- analysis. Health Science Reports. 2019;2(10):e135.

 8. Guida JL, Ahles TA, Belsky D, et al. Measuring aging and iden-
tifying aging phenotypes in cancer survivors. J Natl Cancer Inst. 
2019;111(12):1245- 1254. https://doi.org/10.1093/jnci/djz136.

 9. Armenian SH, Gibson CJXuL, Ky B, et al. Cardiovascular dis-
ease among survivors of adult- onset cancer: a community- based 
retrospective cohort study. J Clin Oncol. 2016;34(10):1122- 1130. 
https://doi.org/10.1200/JCO.2015.64.0409.

 10. Armenian SHGC, Rockne RC, Ness KK. Premature aging in 
young cancer survivors. J Natl Cancer Inst. 2019;111(3):226- 232. 
https://doi.org/10.1093/jnci/djy229.

 11. Blackburn BE, Ganz PA, Rowe K, et al. Aging- related dis-
ease risks among young thyroid cancer survivors. Cancer 
Epidemiol Biomarkers Prev. 2017;26(12):1695- 1704. https://doi.
org/10.1158/1055- 9965.EPI- 17- 0623.

 12. Strongman H, Gadd S, Matthews A, et al. Medium and long- term 
risks of specific cardiovascular diseases in survivors of 20 adult 
cancers: a population- based cohort study using multiple linked UK 
electronic health records databases. Lancet. 2019;394(10203):1041- 
1054. https://doi.org/10.1016/S0140 - 6736(19)31674 - 5.

 13. Mulrooney DA, Hyun G, Ness KK, et al. Major cardiac events for 
adult survivors of childhood cancer diagnosed between 1970 and 
1999: report from the Childhood Cancer Survivor Study cohort. 
BMJ. 2020;l6794

 14. Kurt BA, Nolan VG, Ness KK, et al. Hospitalization rates among 
survivors of childhood cancer in the childhood cancer survivor 
study cohort. Pediatr Blood Cancer. 2012;59(1):126- 132. https://
doi.org/10.1002/pbc.24017.

 15. Mueller S, Fullerton HJ, Stratton K, et al. Radiation, atheroscle-
rotic risk factors, and stroke risk in survivors of pediatric cancer: 
a report from the Childhood Cancer Survivor Study. Int J Radiat 
Oncol Biol Phys. 2013;86(4):649- 655. https://doi.org/10.1016/j.
ijrobp.2013.03.034.

 16. Gudmundsdottir T, Winther JF, de Fine LS, et al. Cardiovascular 
disease in adult life after childhood cancer in Scandinavia: A 
population- based cohort study of 32,308 one- year survivors. 
Int J Cancer. 2015;137(5):1176- 1186. https://doi.org/10.1002/
ijc.29468.

 17. Moser EC, Noordijk EM, Carde P, et al. Late non- neoplastic events 
in patients with aggressive non- Hodgkin's lymphoma in four ran-
domized European organisation for research and treatment of can-
cer trials. Clin Lymphoma Myeloma. 2005;6(2):122- 130. https://
doi.org/10.3816/CLM.2005.n.038.

 18. Foran JM, Rohatiner AZ, Cunningham D, et al. European phase 
II study of rituximab (chimeric anti- CD20 monoclonal antibody) 
for patients with newly diagnosed mantle- cell lymphoma and pre-
viously treated mantle- cell lymphoma, immunocytoma, and small 
B- cell lymphocytic lymphoma. J Clin Oncol. 2000;18(2):317- 324. 
https://doi.org/10.1200/JCO.2000.18.2.317.

 19. Fisher RI, Gaynor ER, Dahlberg S, et al. Comparison of a stan-
dard regimen (CHOP) with three intensive chemotherapy reg-
imens for advanced non- Hodgkin's lymphoma. N Engl J Med. 
1993;328(14):1002- 1006. https://doi.org/10.1056/NEJM1 99304 
08328 1404.

 20. Li X, Liu Z, Cao J, et al. Rituximab in combination with CHOP 
chemotherapy for the treatment of diffuse large B cell lymphoma 
in China: a 10- year retrospective follow- up analysis of 437 cases 
from Shanghai Lymphoma Research Group. Ann Hematol. 
2012;91(6):837- 845. https://doi.org/10.1007/s0027 7- 011- 1375- 0.

 21. Sohn BS, Kim SM, Yoon DH, et al. The comparison between 
CHOP and R- CHOP in primary gastric diffuse large B cell 
lymphoma. Ann Hematol. 2012;91(11):1731- 1739. https://doi.
org/10.1007/s0027 7- 012- 1512- 4.

 22. Rueda A, Sabin P, Rifá J, et al. R- CHOP- 14 in patients with dif-
fuse large B- cell lymphoma younger than 70 years: a multicentre, 
prospective study. Hematol Oncol. 2008;26(1):27- 32. https://doi.
org/10.1002/hon.829.

 23. Limat S, Demesmay K, Voillat L, et al. Early cardiotoxicity of 
the CHOP regimen in aggressive non- Hodgkin's lymphoma. 
Ann Oncol. 2003;14(2):277- 281. https://doi.org/10.1093/annon c/
mdg070.

 24. The National Association of Health Data Organizations. Next Steps 
for the InterState Exchange of Nonresident Data Between State 
Health Data Organizations. Salt Lake City, Utah: The National 
Association of Health Data Organizations; 2009.

 25. US Census Bureau. State- to- state migration flows. Available at: 
https://www.census.gov/data/table s/time- serie s/demo/geogr aphic 
- mobil ity/state - to- state - migra tion.html. 2017.

 26. Rothman KJGS, Lash TL. Modern Epidemiology, 3rd edn. 
Philadelphia: Lippincott Williams & Wilkins; 2008.

 27. American Academy of Family Physicians. Tobacco: preventing 
and treating nicotine dependence and tobacco use. Available at: 
https://www.aafp.org/patie nt- care/publi c- healt h/tobac co- nicot ine/
codin grefe rence.html. 2017.

 28. NCCN Clinical practice guidelines in oncology: b- cell lympho-
mas, Version 4.2020, August 31, 2020. National Comprehensive 
Cancer Network; 2020.

 29. Carapetis JR, Beaton A, Cunningham MW, et al. Acute rheu-
matic fever and rheumatic heart disease. Nature Reviews Disease 
Primers. 2016;2(1):15084.

 30. Krejci J, Mlejnek D, Sochorova D, et al. Inflammatory cardio-
myopathy: a current view on the pathophysiology, diagnosis, and 
treatment. Biomed Res Int. 2016;2016:4087632.

 31. Thompson CA, Hongxiu L, Maurer MJ, et al. Cardiac outcomes 
in a prospective cohort of adult non- Hodgkin lymphoma survi-
vors. Blood. 2011;118(21):2656. https://doi.org/10.1182/blood.
V118.21.2656.2656.

 32. Schoormans D, Vissers PAJ, van Herk- Sukel MPP, et al. Incidence 
of cardiovascular disease up to 13 year after cancer diagnosis: A 
matched cohort study among 32 757 cancer survivors. Cancer 
Med. 2018;7(10):4952- 4963. https://doi.org/10.1002/cam4.1754.

 33. Pearce C, Hope S, Butchart J. Intravascular lymphoma presenting 
with postural hypotension. BMJ Case Rep. 2018.

 34. Mohrbacher A. B cell non- Hodgkin's lymphoma: rituximab safety 
experience. Arthritis Res Ther. 2005;7;S19- S25. https://doi.
org/10.1186/ar1739.

 35. Ehrhardt MJ, Chen Y, Sandlund JT, et al. Late health outcomes 
after contemporary lymphome malin de burkitt therapy for mature 
b- Cell Non- Hodgkin lymphoma: a report from the childhood can-
cer survivor study. J Clin Oncol. 2019;37(28):2556- 2570. https://
doi.org/10.1200/JCO.19.00525.

 36. Salz TZE, de Nully BP, Dalton SO, et al. Preexisting cardiovas-
cular risk and subsequent heart failure among non- Hodgkin lym-
phoma survivors. J Clin Oncol. 2017;35(34):3837- 3843.

https://doi.org/10.1093/jnci/djz136
https://doi.org/10.1200/JCO.2015.64.0409
https://doi.org/10.1093/jnci/djy229
https://doi.org/10.1158/1055-9965.EPI-17-0623
https://doi.org/10.1158/1055-9965.EPI-17-0623
https://doi.org/10.1016/S0140-6736(19)31674-5
https://doi.org/10.1002/pbc.24017
https://doi.org/10.1002/pbc.24017
https://doi.org/10.1016/j.ijrobp.2013.03.034
https://doi.org/10.1016/j.ijrobp.2013.03.034
https://doi.org/10.1002/ijc.29468
https://doi.org/10.1002/ijc.29468
https://doi.org/10.3816/CLM.2005.n.038
https://doi.org/10.3816/CLM.2005.n.038
https://doi.org/10.1200/JCO.2000.18.2.317
https://doi.org/10.1056/NEJM199304083281404
https://doi.org/10.1056/NEJM199304083281404
https://doi.org/10.1007/s00277-011-1375-0
https://doi.org/10.1007/s00277-012-1512-4
https://doi.org/10.1007/s00277-012-1512-4
https://doi.org/10.1002/hon.829
https://doi.org/10.1002/hon.829
https://doi.org/10.1093/annonc/mdg070
https://doi.org/10.1093/annonc/mdg070
https://www.census.gov/data/tables/time-series/demo/geographic-mobility/state-to-state-migration.html
https://www.census.gov/data/tables/time-series/demo/geographic-mobility/state-to-state-migration.html
https://www.aafp.org/patient-care/public-health/tobacco-nicotine/codingreference.html
https://www.aafp.org/patient-care/public-health/tobacco-nicotine/codingreference.html
https://doi.org/10.1182/blood.V118.21.2656.2656
https://doi.org/10.1182/blood.V118.21.2656.2656
https://doi.org/10.1002/cam4.1754
https://doi.org/10.1186/ar1739
https://doi.org/10.1186/ar1739
https://doi.org/10.1200/JCO.19.00525
https://doi.org/10.1200/JCO.19.00525


4126 |   OCIER Et al.

 37. Hodgson DC. Long- term toxicity of chemotherapy and radiother-
apy in lymphoma survivors: optimizing treatment for individual 
patients. Clin Adv Hematol Oncol. 2015;13(2):103- 112.

 38. Gibson CJ, Linsley RC, Tchekmedyian V, et al. Clonal he-
matopoiesis associated with adverse outcomes after autolo-
gous stem- cell transplantation for Lymphoma. J Clin Oncol. 
2017;35(14):1598- 1605.

 39. Ariffin HAM, Abd Ghafar SS, Oh L, et al. Young adult sur-
vivors of childhood acute lymphoblastic leukemia show ev-
idence of chronic inflammation and cellular aging. Cancer. 
2017;123(21):4207- 4214.

 40. Moser ECNE, van Leeuwen FE, le Cessie A, et al. Long- term 
risk of cardiovascular disease after treatment for aggressive non- 
Hodgkin lymphoma. Blood. 2006;107(7):2912- 2919. https://doi.
org/10.1182/blood - 2005- 08- 3392.

SUPPORTING INFORMATION
Additional supporting information may be found online in 
the Supporting Information section.

How to cite this article: Ocier K, Abdelaziz S, Kim S, 
et al. Cardiovascular disease risks in younger versus 
older adult B- cell non- Hodgkin’s lymphoma survivors. 
Cancer Med. 2021;10:4117–4126. https://doi.
org/10.1002/cam4.3934

https://doi.org/10.1182/blood-2005-08-3392
https://doi.org/10.1182/blood-2005-08-3392
https://doi.org/10.1002/cam4.3934
https://doi.org/10.1002/cam4.3934

