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/ABSTRACT

Background. Diffuse large B-cell lymphoma (DLBCL) repre-
sents the most common subtype of non-Hodgkin lymphoma
in the U.S., but current real-world data are limited. This study
was conducted to describe real-world characteristics, treat-
ment patterns, health care resource utilization (HRU), and
health care costs of patients with treated DLBCL in the U.S.
Materials and Methods. A retrospective study was conducted
using the Optum Clinformatics Data Mart database (January
2013 to March 2018). Patients with an International Classifica-
tion of Diseases, Tenth Revision, Clinical Modification diagnosis
for DLBCL after October 2015 and no prior International Classifi-
cation of Diseases, Ninth Revision, Clinical Modification diagnosis
for unspecified DLBCL or primary mediastinal large B-cell lym-
phoma were classified as incident; those with such codes were
classified as prevalent. An adapted algorithm identified lines of
therapy (e.g., first line [1L]). All-cause HRU and costs were calcu-
lated per-patient-per-year (PPPY) among patients with a >1L.

Results. Among 1,877 incident and 651 prevalent patients
with >1L, median age was 72 years and 46% were female.
Among incident patients, 22.6% had at least two lines (2L),
whereas 38.4% of prevalent patients had >2L. The most fre-
quent 1L therapy was rituximab plus cyclophosphamide,
doxorubicin, vincristine, and prednisone (R-CHOP). Incident
patients had 1.3 inpatient and 42.0 outpatient (OP) visits
PPPY, whereas prevalent patients had 0.8 and 31.3 visits
PPPY, respectively. Total costs were $137,156 and $81,669
PPPY for incident and prevalent patients, respectively. OP
costs were the main driver of total costs at $88,202 PPPY,
which were higher within the first year.

Conclusion. This study showed that a large portion of
patients require additional therapy after 1L treatment to
manage DLBCL and highlighted the substantial economic bur-
den of patients with DLBCL, particularly within the first year
following diagnosis. The Oncologist 2021;26:e817-e826

Implications for Practice: Patients diagnosed with diffuse large B-cell lymphoma (DLBCL) carry a substantial clinical and eco-
nomic burden. A large portion of these patients require additional therapy beyond first-line treatment. There is significant
unmet need among patients with DLBCL who require additional therapy beyond first-line treatment. Patients who do not
respond to first-line therapy and are not eligible for transplants have very high health care resource utilization and costs,
especially in the first 12 months following initiation of treatment.

BACKGROUND

Diffuse large B-cell lymphoma (DLBCL) is the most common
type of non-Hodgkin lymphoma (NHL) in the U.S., rep-
resenting 24% of all new NHL cases per year [1] with an
estimated incidence of 27,650 new cases in 2016 [2, 3].

DLBCL has a slight male predominance and typically affects
older adults, with a peak incidence in people aged 65-74
years (median age = 66 years); the 5-year relative survival
rate of DLBCL is 63.2%, which declines further with age [4].
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Although new rates of DLBCL have decreased steadily each
year over the past 10 years and trends show an increase in
the proportion of surviving patients [4], DLBCL remains an
aggressive disease that requires immediate treatment [1].

According to the National Comprehensive Cancer Net-
work Clinical Practice Guidelines in Oncology (NCCN Guide-
lines), the current standard first-line (1L) treatment for DLBCL
is rituximab plus cyclophosphamide, doxorubicin, vincristine,
and prednisone (R-CHOP) [5]. Although the addition of
rituximab to standard CHOP results in improved survival [6]
making R-CHOP effective in 50%—70% of patients with DLBCL,
30%-50% are refractory to treatment or eventually relapse
[7-10]. Following relapse or refractoriness, outcomes are
particularly poor and costs remain high [1, 11, 12]. The rec-
ommended second-line (2L) treatment options include other
rituximab-based chemoimmunotherapy regimens followed by
a stem cell transplant (SCT), and targeted therapies such as
ibrutinib. Chimeric antigen receptor T-cell (CAR-T) therapies
were recently approved for third line and beyond [5].

Despite the availability of a range of treatment options,
DLBCL remains associated with substantial morbidity and
mortality [4]. Current data on treatment patterns and
health care utilization of patients in clinical practice are lim-
ited [13-16]. Although it was previously classified together
with biologically similar lymphomas, DLBCL has undergone
several stratifications with each revision of the World
Health Organization classification of lymphoid neoplasms
[17-19]. In October 2015, DLBCL was distinguished from
primary mediastinal B-cell lymphoma (PMBCL), primary cen-
tral nervous system lymphoma, and reticulosarcoma with
the introduction of International Classification of Diseases,
Tenth Revision, Clinical Modification (ICD-10-CM) DLBCL-
specific administrative codes in the U.S., which allows for a
more accurate examination of these questions. Therefore,
this study was conducted to describe the real-world demo-
graphic, clinical characteristics, and current treatment pat-
terns among patients diagnosed with DLBCL and treated in
the U.S., as well as to assess their health care resource utili-
zation (HRU) and associated costs. The patient characteris-
tics and outcomes were also described specifically for
patients with relapsed and refractory DLBCL (rrDLBCL).

MATERIALS AND METHODS

Data Source

Optum Clinformatics covers 13 million annual lives of
UnitedHealth Group members in all census regions in the
U.S. The Optum’s Clinformatics Data Mart maintains longitu-
dinal records of patient demographics, insurance coverage
(i.e., commercial, Medicare, and Medicaid), dates of eligibility
and death, claims for inpatient [IP], outpatient [OP], and
emergency room [ER] visits, and costs of services for more
than 36 months. Therefore, deidentified health care insurance
claims from this database were used to conduct the current
study, with data spanning from January 2013 to March 2018.

Study Design
A retrospective cohort design was used to describe patients
with DLBCL who are treated. Study participants were
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identified and selected using ICD-10-CM diagnoses codes
for DLBCL. However, because DLBCL-specific codes that
administratively distinguish it from other morphologically
similar lymphomas are only available since October 2015,
the observation period for patients with newly diagnosed
DLBCL since 2015 was limited. Therefore, patients with a
previous International Classification of Diseases, Ninth Revi-
sion, Clinical Modification (ICD-9-CM) diagnosis code associ-
ated with unspecified DLBCL before October 2015 were
handled differently, and patients were divided into two
cohorts: incident patients in reference to those with DLBCL
and no ICD-9-CM diagnosis prior to October 2015, and prev-
alent patients in reference to those with a previous ICD-
9-CM diagnosis code (i.e., prior to October 2015) associated
with unspecified DLBCL. These groups were mutually
exclusive.

The index date was defined as the earliest date of
(a) the first ICD-10-CM code for DLBCL or ICD-10-CM code
for other nonfollicular lymphoma or unspecified non-
Hodgkin lymphoma for incident patients or (b) the date of
the first ICD-9-CM diagnosis associated with unspecified
DLBCL prior to October 1, 2015, for prevalent patients. The
12-month period prior to the index date was defined as the
baseline period for all patients. The observation period
(i.e., follow-up period) ranged inclusively from the index
date up to the earliest date among end of data availability
or end of continuous health plan enrollment.

Study Population

Patients were included in the study if they were at least
18 years of age at the index date and had at least 12 months
of continuous enrollment prior to the index date (i.e., the
baseline period). Patients were also required to have at
least one IP stay or two OP encounters with a billing code
of DLBCL after October 1, 2015 (ICD-10-CM code: C83.3x);
incident patients had a first ICD-10-CM diagnosis for DLBCL
after October 1, 2015, and no ICD-9-CM diagnosis for
unspecified DLBCL prior to that date, and prevalent patients
had an ICD-10-CM diagnosis code for DLBCL and an
unspecified ICD-9 diagnosis code for DLBCL before October
1, 2015. Furthermore, only patients with at least 1L antican-
cer therapy observed with identifiable agents were included
in the analysis.

Patients were excluded from the study if they had any
ICD-10-CM diagnosis for PMBCL or prior diagnosis of Hodg-
kin lymphoma, multiple myeloma, or other selected lym-
phomas (i.e., mature T/natural killer—cell lymphomas and
neoplasms of uncertain behavior of plasma cells) during
the 12-month baseline period. Prior diagnosis of follicular
lymphoma was allowed in order to capture patients with
transformed follicular lymphoma.

Incident and prevalent patients with DLBCL were further
stratified by the following lines of therapy: (a) patients with
1L therapy observed, (b) patients with 2L therapy,
(c) patients with third-line (3L) therapy observed, and
(d) patients with fourth-line (4L) therapy observed. More-
over, patients with a 2L were categorized as rrDLBCL and
classified as relapsed if they initiated 2L treatment >90 days
after the last dose of the 1L therapy, and as refractory if
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they initiated 2L treatment <90 days after the last dose of
1L therapy.

Algorithm to Identify Lines of Therapy

A claims-based algorithm adapted from previously publi-
shed papers [20-23] was used to identify lines of therapy in
patients with DLBCL (supplemental online Fig. 1). All
records of anticancer systemic agents were identified using
Generic Product Identifier, Healthcare Common Procedure
Coding System, Current Procedural Terminology, and
National Drug Code codes. The 1L of therapy was defined
by all unique agents observed within the first 21 days fol-
lowing initiation of the first anticancer therapy, a period
that corresponds to the longest recommended duration of
an R-CHOP or rituximab plus dose-adjusted etoposide, pred-
nisone, vincristine, cyclophosphamide, and doxorubicin
(DA-EPOCH-R) cycle (based on NCCN Guidelines) [5]. A new
line of therapy was distinguished by the initiation of a new
agent not included in the 1L of therapy. Each new line of
therapy was defined by the unique agents used within the
first 21-day period following the initiation of the new line
of therapy (supplemental online Fig. 1, Scenario 4). Discon-
tinuation of a line of therapy was defined as a 90-day dis-
continuation of all agents. Reinitiation of the same agents
after a 90-day gap was considered a new line of therapy
(supplemental online Fig. 1, Scenario 2). The discontinua-
tion of a single agent or more than one agent from a combi-
nation therapy was not considered a new line of therapy
(supplemental online Fig. 1, Scenario 5). Radiation therapy
was not considered as a new line of therapy [21-23]. More-
over, if a patient received radiation therapy within 90 days
of the end of a specific line of therapy (e.g., 1L), radiation
therapy was considered part of this line (except if a new
line of therapy was started before 90 days; in this case,
radiation therapy was considered part of the 1L only for the
period spanning from the end of the 1L therapy to the start
of the 2L therapy).

Outcome Measures

Demographic and clinical characteristics of incident and
prevalent patients were collected at the index date or dur-
ing the 12-month baseline period, and included age, gender,
year of index date, region, insurance plan type, Charlson
comorbidity index (CCl) score, and comorbidities (non-
psychiatric and psychiatric).

Treatment patterns of anticancer systemic agents were
evaluated during the observation period for each line of
therapy (i.e., 1L, 2L, 3L, 4L) to assess the proportion of
patients where a specific line of therapy was observed (for
2L, 3L, 4L), the duration of therapy (DOT) for each line of
treatment, defined as the number of days from the date of
initiation of a new anticancer treatment up to the discon-
tinuation of all agents in the line of therapy, a switch to
another line, or the addition of a new agent to the current
line, the time from index date to 1L initiation, defined as
the number of days from the first ICD-9 (for prevalent
patients) or ICD-10 (for incident patients) diagnosis to 1L
treatment, patients with a next line of therapy, defined as
the number of patients in each line of therapy receiving the
subsequent line of therapy, and any anticancer therapy
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initiated after the first DLBCL diagnosis, including mon-
otherapy and combination therapies based on, but not lim-
ited to, the NCCN Guidelines [5].

All-cause HRU (i.e., IP [including hospitalizations and
skilled nursing and long-term care facilities], OP, ER, and
other [including home services and hospice] visits) was eval-
uated for both incident and prevalent patients treated with
any regimen and those treated in 1L with R-CHOP during
the observation period. All-cause health care costs (i.e., IP,
OP, ER, other, and pharmacy costs) were evaluated for both
incident and prevalent patients treated with any regimen
and those treated in 1L with R-CHOP during the observation
period. Both analyses were repeated using data only up to
12 months from the date of 1L treatment initiation in order
to balance the follow-up period between incident and prev-
alent patients. HRU and health care costs (in 2018
U.S. dollars) were reported per-patient-per-year (PPPY).

Statistical Analysis

All analyses were performed using SAS Enterprise Guide
version 7.1 (SAS Institute, Cary, NC). Patient characteristics
and treatment patterns were summarized using descriptive
statistics and included means (x SDs) and medians for con-
tinuous variables and frequencies and proportions for cate-
gorical variables. Rates of HRU PPPY were calculated as
number of events (i.e., IP stays, ER visits, OP visits) divided
by patient-years of observation. Health care costs PPPY
were calculated as the total cost divided by the total num-
ber of days of enrollment, multiplied by 365 days where
costs were weighted by each patient’s length of follow-up
to avoid overestimating costs by annualizing data for
patients observed for less than 1 year. Because a large pro-
portion of patients identified in the database are insured
through Medicare, a sensitivity analysis was also conducted
to describe treatment patterns, HRU, and costs among
patients treated with 1L and insured through Medicare
only. Because this study is purely descriptive, no statistical
comparisons were conducted between patient groups.

REsuLTS

Baseline Characteristics

A total of 2,528 patients with DLBCL and a 1L treatment
observed were identified, including 1,877 incident and 651
prevalent patients (Fig. 1). Among incident patients, the
median age was 74 years and 45.8% were female; among
prevalent patients, the median age was 72 years and 45.5%
were female. Incident and prevalent patients had mean CCI
scores of 2.7 and 2.3, respectively. During baseline, the
most common Elixhauser comorbidities among incident and
prevalent patients were hypertension (70.5% and 65.6%,
respectively) and diabetes (31.5% and 29.0%, respectively),
whereas the most prevalent psychiatric comorbidity was
sleep-wake disorders (13.8% and 13.4%, respectively;
Table 1). Baseline demographics and clinical characteristics
were similar among patients treated with 1L and insured
through Medicare (supplemental online Table 1).

© 2021 The Authors.

The Oncologist published by Wiley Periodicals LLC on behalf of AlphaMed Press.



e820

DLBCL Treatment Patterns, Resource Use, and Costs in the U.S.

>1 hospitalization or >2 outpatient encounters with an ICD- 10-
CM diagnosis code for DLBCL after October 1, 201 5!

n=12,865

'

!

DLBCL patients without prior ICD-9-CM diagnosis codes
associated with DLBCL or PMBCL

n=8,084

DLBCL patients with prior ICD-9-CM diagnosis codes
associated with DLBCL or PMBCL

n=4,781

|

'

>12 months of continuous eligibility (baseline period)
prior to first DLBCL/other ICD-10-CM code
(index date)

n=3,467

>12 months of continuous eligibility (baseline period)
prior to the first unspecified DLBCL ICD-9-CM code
(index date)

n=2945

!

I

>18 years as of the index date
n=23,443

>18 years as of the index date
n =941

!

'

Without any encounters with an
ICD-10-CM diagnosis code for PMBCL

n=23,290

Without any encounters with an
ICD-10-CM diagnosis code for PMBCL

n =898

'

'

Without an ICD-9-CM/ICD-10-CM diagnosis code for
Hodgkin lymphoma, multiple myeloma, and other select
lyphomas during baseline

n=3.201

Without an ICD-9-CM/ICD-10-CM diagnosis code for
Hodgkin lymphoma, multiple myeloma, and other select
lyphomas during baseline

n=873

!

'

Incident DLBCL patients treated witha 1L observed’
(Incident DLBCL patients)
n=1871

Prevalent DLBCL patients treated witha 1L observed’
(Prevalent DLBCL patients)
n=0651

Figure 1. Patient disposition.

'DLBCL can only be administratively differentiated from other morphologically similar lymphomas using ICD-10-CM codes, which

have been available since October 1, 2015, in the U.S.

2Including codes referring to nonidentifiable agents (e.g., ICD-9-CM: V58.11, ICD-10-CM: Z51.11, Current Procedural Terminology:
96401, Healthcare Common Procedure Coding System: J8999), 2,450 incident patients and 798 prevalent patients had a 1L observed.
Because this study focuses on agents included in each line of therapies, patients with nonidentifiable agents only were not selected.
Abbreviations: 1L, first line; DLBCL, diffuse large B-cell lymphoma; ICD-9-CM, International Classification of Diseases, Ninth Revision,
Clinical Modification; ICD-10-CM, International Classification of Diseases, Tenth Revision, Clinical Modification; PMBCL, primary medi-

astinal large B-cell lymphoma.

Treatment Patterns

Analysis of observed treatment patterns with identifiable
agents showed that the mean + SD DOT in 1L for incident
patients was 81.1 + 65.9 days and 110.1 + 125.3 days for prev-
alent patients (Table 2). Mean + SD time from index date to
the 1L initiation was 47.1 + 62.1 days for incident patients and
73.9 + 158.8 days for prevalent patients. The most frequently
observed 1L therapies of both incident and prevalent patients
were R-CHOP (65.3% and 66.8%, respectively), rituximab mon-
otherapy (7.2% and 7.1%, respectively), and bendamustine plus
rituximab (4.7% and 5.2%, respectively; Fig. 2). 22.6% of inci-
dent patients and 38.4% of prevalent patients treated received
>2L (mean £ SD DOT = 74.2 £ 91.9 and 123.2 + 206.9 days,
respectively). The most commonly observed 2L treatment
among incident and prevalent patients was R-CHOP (31% and
20%, respectively). 21.9% of incident patients and 39.2% of
prevalent patients treated received >3L, with progressively
shorter DOT for subsequent lines of therapy (60.3 + 83.8 and
93.5 + 146.5 days, respectively). The most commonly observed
3L treatment among incident and prevalent patients was
rituximab monotherapy (15% and 20%, respectively). 28.0% of

© 2021 The Authors.
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incident and 40.8% of prevalent patients treated received >4L
(DOT = 47.5 £76.7 and 56.6 * 62.4 days, respectively). The
most commonly observed 4L treatment among incident and
prevalent patients was rituximab monotherapy (19% and 20%,
respectively). SCT was given to 3.8% and 6.0% in the 2L, 3.2%
and 3.1% in the 3L, and 3.8% and 5.0% in the 4L. Treatment
patterns were similar among patients insured through Medi-
care (supplemental online Table 2).

Health Care Resources Utilization and Cost

For incident and prevalent patients, the mean evaluation
period was 330.4 and 900.6 days, respectively. Incident
patients treated with any regimen had an average of 1.3 IP
stays, 1.3 ER visits, and 42.0 OP visits PPPY, whereas preva-
lent patients had an average of 0.8 stays, 0.9 visits, and
31.3 visits PPPY, respectively. For incident and prevalent
patients treated with R-CHOP regimens in 1L, the mean
evaluation period was 344.0 and 933.1 days, respectively.
Incident patients treated with R-CHOP regimens had average
of 1.0 IP stays, 1.3 ER visits, and 41.2 OP visits PPPY, whereas
prevalent patients had an average of 0.6 stays, 0.8 visits, and
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Table 1. Baseline demographic and clinical characteristics for patients with DLBCL

Characteristics

Patients with incident

DLBCL (n = 1,877)

Patients with prevalent
DLBCL (n = 651)

Observation period, days, mean + SD
[median]

Demographics?
Age, years, mean + SD [median]
By category, n (%)
<35
35-49
50-64
65-79
>80
Gender, female, n (%)
Year of index date,® n (%)
2014
2015
2016
2017
2018
Region,® n (%)
South
West
Midwest
Northeast
Insurance plan type,® n (%)
Commercial insurance
Medicare
CCI,b mean =+ SD [median]
Comorbidities (nonpsychiatric),”< n (%)
Hypertension
Diabetes
Cardiac arrhythmias
Chronic pulmonary disease
Hypothyroidism
Comorbidities (psychiatric),>? n (%)
Sleep-wake disorders
Depressive disorders
Anxiety disorders

Other conditions that may require a
focus of clinical attention

Substance-related and addictive
disorders

All-cause HRU,® mean = SD [median]
IP stays®
ER visits
OP visits
Other visits

All-cause health care costs,b u.s.$
2018, mean =+ SD

Total costs (medical + pharmacy)
Total medical costs

377.5 + 233.8 [331]

71.9 + 11.2 [74]

19 (1.0)

71 (3.8)
262 (14.0)
1,059 (56.4)
466 (24.8)
859 (45.8)

0 (0.0)
153 (8.2)
739 (39.4)
885 (47.1)
100 (5.3)

707 (37.7)
430 (22.9)
509 (27.1)
223 (11.9)

363 (19.3)
1,514 (80.7)
2.7+ 2612

1,324 (70.5)
591 (31.5)
448 (23.9)
438 (23.3)
419 (22.3)

259 (13.8)
234 (12.5)
238 (12.7)
213 (11.3)

189 (10.1)

0.28 + 0.72 [0]
0.9 + 2.2 [0]
17.6 + 20.3 [14]
4.1+ 9.5 [0]

$23,092 £ 39,299
$19,518 + 34,702

974.5 + 367.7 [1,020]

70.3 & 11.6 [72]

11 (1.7)
24 (3.7)
117 (18.0)
359 (55.1)
140 (21.5)
296 (45.5)

285 (43.8)
366 (56.2)
0 (0.0)
0 (0.0)
0 (0.0)

209 (32.1)
165 (25.3)
184 (28.3)
91 (14.0)

177 (27.2)
474 (72.8)
2342412

427 (65.6)
189 (29.0)
125 (19.2)
146 (22.4)
123 (18.9)

87 (13.4)
70 (10.8)
43 (6.6)

74 (11.4)

60 (9.2)

0.22 = 0.50 [0]
0.8 + 1.8 [0]
16.0 + 14.5 [13]
3.9+ 8.71(0]

$19,618 + 30,851
$17,475 + 29,176
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Table 1. (continued)

Characteristics

Patients with incident
DLBCL (n = 1,877)

Patients with prevalent
DLBCL (n = 651)

IP costs®
ER costs
OP costs
Other costs’

Pharmacy costs

$4,748 + 16,653
$2,412 + 5,992
$10,786 + 27,242
$1,573 + 5,686
$3,574 + 13,055

$5,029 + 22,025
$2,121 + 5,703
$8,642 + 12,300
$1,683 + 5,935
$2,143 £ 4,754

#Evaluated at the index date.

PEvaluated during the 12 months prior to the index date.

“Most prevalent among the Elixhauser comorbidities.

9Most prevalent among comorbidities from the Diagnostic and Statistical Manual of Mental Disorders, 5th edition.

€Includes hospitalizations and skilled nursing and long-term care facilities.
fincludes visits such as home services and hospice.

Abbreviations: CCl, Charlson comorbidity index; DLBCL, diffuse large B-cell lymphoma; ER, emergency room; HRU, health care resource utiliza-

tion; IP, inpatient; OP, outpatient.

Table 2. Observed treatment patterns with identifiable drugs for patients with diffuse large B-cell lymphoma

Patients with at least

Treatment patterns 1L therapy 2L therapy 3L therapy 4L therapy
Incident patients (n = 1,877)
Number of patients, n (%) 1,877 (100.0) 424 (22.6) 93 (5.0) 26 (1.4)
Observation period, days, mean + SD 377.5+233.8 442.1 +214.8 542.6 + 193.8 619.3 £ 190.1
[median] [331] [405] [537] [648]
DOT, days, mean + SD 81.1 £ 65.9 74.2 £91.9 60.3 £ 83.8 47.5 +76.7
Time from index date to 1L initiation, days, 47.1 + 62.1 [32] NA NA NA
mean * SD [median]
Patients with a next line of therapy, n (%) 424 (22.6) 93 (21.9) 26 (28.0) 3(11.5)
Prevalent patients (n = 651)
Number of patients, n (%) 651 (100.0) 250 (38.4) 98 (15.1) 40 (6.1)
Observation period, days, mean + SD 974.5 + 367.7 981.7 + 346.1 1,003.7 + 340.2 1,074.8 + 273.2
[median] [1,020] [1,013] [1,011] [1,050]
DOT, days, mean + SD 110.1 £ 125.3 123.2 + 206.9 93.5+146.5 56.6 + 62.4
Time from index date to 1L initiation, days, = 73.9 + 158.8 [31] NA NA NA
mean * SD [median]
Patients with a next line of therapy, n (%) 250 (38.4) 98 (39.2) 40 (40.8) 23 (57.5)

Abbreviations: 1L, first line; 2L, second line; 3L, third line; 4L, fourth line; DOT, duration of therapy; NA, not applicable.

30.2 visits PPPY, respectively (Table 3). When restricting the
evaluation period up to 12 months from the date of 1L treat-
ment initiation, HRU PPPY for all treated incident patients
was slightly higher, with 1.6 IP stays, 1.5 ER visits, and 48.7
OP visits during a mean evaluation period of 247.0 days. A
similar trend was found for all treated prevalent patients,
with 1.3 IP stays, 1.1 ER visits, and 45.1 OP visits during a
mean evaluation period of 344.4 days.

For the overall evaluation period, the corresponding
mean = SD total health care costs (medical and pharmacy)
were $137,156 + 123,753 and $127,202 + 98,282 for all
treated incident patients and those treated with R-CHOP,
respectively. Corresponding OP costs (including costs of
administered therapies) were $88,202 +89,417 and
$87,616 * 77,362, respectively, and were the main drivers of
total health care costs. Although similar trends were observed
for prevalent patients, the mean total health care costs were
lower for all treated prevalent patients (581,669 + 114,414) rel-
ative to all treated incident patients (Fig. 3); however, follow-up
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periods were longer for prevalent patients (~2.5 years) com-
pared with incident patients (~11 months). A sensitivity analy-
sis restricting patients’ evaluation periods up to 12 months
(mean follow-up periods of 8 months for incident and
11 months for prevalent patients) yielded more similar results
(mean + SD total health care costs for all treated patients:
$169,776 + 113,618 for incident and $140,786 + 86,428 for
prevalent), and highlighted increased costs incurred within the
first year following a DLBCL diagnosis. The findings were consis-
tent among patients insured through Medicare (supplemental
online Table 3).

Relapsed/ Refractory Stratification (2L)

Among incident patients treated with 2L therapy,
139 (32.8%) were defined as relapsed and 68 as refractory
(16.0%) cases, whereas among prevalent patients, 153
(61.2%) were defined as relapse and 21 (8.4%) as refractory
cases. The median age for incident patients was 74 and
72 years for relapse and refractory, respectively, and 72 years
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Figure 2. (A): Most frequently observed treatments during the observation period for patients with incident diffuse large B-cell
lymphoma (DLBCL). *, In addition to BR, R-CEOP (rituximab plus cyclophosphamide, etoposide, vincristine, and prednisone) was
also used in 4L by one person. (B): Most frequently observed treatments during the observation period for patients with preva-

lent DLBCL.
Abbreviations: 1L, first line; 2L, second line; 3L, third line; 4L, fourth line; BR, bendamustine plus rituximab; R-CHOP, rituximab
plus cyclophosphamide, doxorubicin, vincristine, and prednisone; R-ICE, rituximab plus ifosfamide, carboplatin, and etoposide

phosphate.

for both relapse and refractory prevalent patients (baseline
characteristics of rrDLBCL cohorts are presented in supple-
mental online Table 4). Among incident patients, there was
higher use of rituximab monotherapy in relapsed (30.9%) than
refractory (8.8%) patients, who favored other monotherapy
regimens (22.1% vs. 12.9%) concurrently with radiation ther-
apy (17.6% vs. 9.4%). Among relapsed prevalent patients,
30.1% received rituximab monotherapy, whereas none was
administered to refractory patients. HRU of patients with
rrDLBCL is reported in supplemental online Table 5. The asso-
ciated health care costs were $164,631 and $159,729 PPPY for
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incident relapse and refractory patients, respectively, and
$112,653 and $95,465 PPPY for prevalent relapse and refrac-
tory patients, respectively (supplemental online Fig. 2). Over-
all, the total health care costs were driven by OP costs, which
included anticancer therapy, drug administration, and labora-

tory tests.

Discussion
This study evaluated real-world patient demographics, clini-

cal characteristics, treatment patterns, HRU, and associated

© 2021 The Authors.
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Table 3. HRU during follow-up among patients with diffuse
large B-cell lymphoma treated at 1L with any regimen and
with R-CHOP

Patients at 1L treated with

HRU Any regimen R-CHOP
Incident patients
(n=1,877)
Number of patients, n 1,877 1,226
Evaluation period, 330.4 + 231.6 344.0 + 236.0
days, mean + SD [277] [297]
[median]
All-cause HRU, PPPY,
mean * SD [median]
IP stays® 1.3+2.2[0] 1.0+ 1.7 [0]
ER visits 1.3+2.6[0] 1.3+2.7[0]
OP visits 42.0+29.1[38] 41.2+27.1(38]
Other visits® 9.8 +19.7 [1] 8.7 + 18.5 [1]
Prevalent patients
(n=651)
Number of patients, n 651 435
Evaluation period, 900.6 + 388.1 933.1 +393.2
days, mean = SD [964] [999]
[median]
All-cause HRU, PPPY,
mean * SD [median]
IP stays® 0.8+ 2.3 [0] 0.6 +1.8 [0]
ER visits 0.9 2.410] 0.8+ 2.310]
OP visits 31.3+33.9[29] 30.2+33.8[27]
Other visits® 7.1+21.0[1] 6.4+ 18.9 [1]

Includes hospitalizations and skilled nursing and long-term care
facilities.

PIncludes visits such as home services and hospice.

Abbreviations: 1L, first line; ER, emergency room; HRU, health care
resource utilization; IP, inpatient; OP, outpatient; PPPY, per-patient-
per-year; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vin-
cristine, and prednisone.

wIP

u QP
Total Costs = $137,156

$140,000

$120,000

$100,000

$80,000

US$ 2018

$60,000

All-cause Healthcare Costs

$40,000

$20,000

Incident patients (n = 1,877)

$0

Medical Costs
[ =8$130,741

costs for patients with DLBCL using health insurance claims
in the U.S. Most incident and prevalent patients were
treated with at least one line of therapy, and a substantial
portion of these patients required additional lines of ther-
apy. Among patients treated with at least one line of therapy,
total PPPY health care costs were $137,156 in incident
patients and $81,669 in prevalent patients; more than 60%
of these costs were driven by OP visits. In a sensitivity analy-
sis performed over the first 12 months following initiation of
1L, total PPPY health care costs increased to $169,776 and
$140,786 for incident and prevalent patients, respectively,
highlighting the increased health care costs incurred within
the first year following a DLBCL diagnosis. Moreover, rrDLBCL
presents an additional economic burden.

The NCCN Guidelines currently recommend R-CHOP for
1L treatment in newly diagnosed DLBCL and, similar to pre-
vious reports [14], the current data show that R-CHOP was
administered to 65.3% of incident and 66.8% of prevalent
patients who were treated. Among all patients who
received at least a 1L of therapy, 22.6% of incident and
38.4% of prevalent patients required additional therapy
after 1L. Although consolidation therapy with high-dose
chemotherapy and SCT has long been regarded as the most
successful approach for patients requiring 2L therapy, a sur-
prisingly small proportion of patients are eligible to receive
SCT, likely because of age or specific comorbidities [24, 25].
Furthermore, subsequent lines of treatment are noticeably
more heterogeneous because there is no standard of care
for patients who are not eligible for SCT, and whose out-
comes are consequently poor [26, 27]. In line with a recent
study examining treatment patterns in DLBCL [14], our data
show that rituximab-based combination therapies (R-CHOP
and bendamustine plus rituximab) were the most used in
2L treatment, with rituximab monotherapy as the most
common single agent administered. In 3L and 4L treat-
ments, the proportion of patients treated with combination

ER m Other ® Pharmacy

Total Costs = $81,669

Medical Costs
[ =877,338

Prevalent patients (n = 651)

Figure 3. Health care costs per patient per year during the observation period for patients with diffuse large B-cell lymphoma

treated with at least one line of therapy.
Abbreviations: ER, emergency room; IP, inpatient; OP, outpatient.
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therapy decreases in favor for rituximab monotherapy.
Among patients with rrDLBCL, relapsed patients more com-
monly received rituximab as part of their treatment regi-
men than refractory patients (30.9% vs. 8.8% of incident
patients, and 30.1% vs. 0.0% of prevalent patients), which is
consistent with previous findings [16].

HRU and the associated costs up to 12 months post
1L were similar between prevalent and incident patients,
and were consistently driven by high OP costs, including
treatment costs. Rituximab was a component in most
treatments received by patients with DLBCL, which has
been associated with cost differences depending on the
setting in which it was administered [28]. Moreover, a
recent study by Morrison and colleagues reported the
substantial economic burden of patients diagnosed with
DLBCL, and specifically within the first year following
diagnosis [29]. In patients with rrDLBCL, the incurred
HRU and accompanying costs were substantial, with a
trend toward higher IP stays for refractory patients which
suggests a worse prognosis. However, the total health
care costs were similar, offset by higher anticancer ther-
apy costs among relapsed patients. Because the treat-
ment landscape for rrDLBCL has changed in recent years
with the approval of novel options such as CAR-T thera-
pies, it is expected that treatment costs in this population
will change over time.

The present study is subject to a number of limitations.
First, coding inaccuracies or omissions in procedures and
diagnoses could have occurred because of the nature of
claims databases. Second, the analysis period of this study
included data immediately following the discontinuation of
ICD-9-CM in October 2015, and the use of ICD-10-CM codes
for DLBCL may change over time. Third, because a claims-
based algorithm was used to identify lines of therapy, the
classification of anticancer agents within each line of ther-
apy may not have always faithfully reflected the actual
treatment regimens of the patients. For example, the algo-
rithm may have reclassified patients in 1L of treatment with
R-CHOP who had additional drugs added to their primary
line of treatment at a later date as 2L patients, therefore
overestimating the use of R-CHOP in 2L. Fourth, costs in this
study were estimated using the amount paid, which can be
dependent on contractual agreements; however, Optum
standardized these costs using standard pricing algorithms
to account for differences in pricing across health plans and
provider contracts [30]. Finally, the proportion of patients
treated might be underestimated because the medications
used during hospitalization (such as chemotherapy) are not
fully captured in the database. Although revenue or diagno-
sis codes may indicate the administration of chemotherapy
for some patients (if data are available), these codes are
nonspecific and thus do not identify the chemotherapy
drug used.

CONCLUSION

This real-world assessment of patient characteristics, treat-
ment patterns, HRU, and costs highlights the substantial
clinical and economic burden of patients diagnosed with

www.TheOncologist.com

DLBCL and treated with an identifiable 1L therapy. Further-
more, this study shows that a large portion of patients
require additional therapy after 1L treatment to manage
DLBCL, highlighting the significant unmet need in this popu-
lation, as well as the very low use of “standard” salvage
therapy such as SCT. There is no standard of care beyond
1L therapy for patients who are not eligible for transplants.
Moreover, HRU and health care costs of these patients were
high, especially in the first 12 months following initiation of
treatment. New affordable and safe treatment options are
necessary for those who cannot tolerate combination thera-
pies as outcomes are poor, and with the advent of novel
treatment options for DLBCL, further research is warranted
to evaluate their use in real-world setting and their benefit
to the patient population as a whole, beyond that of
patients enrolled on clinical trials.

ACKNOWLEDGMENTS

This study was supported by Merck & Co., Inc. Medical
writing assistance was provided by Loraine Georgy and
Christine Tam, employees of Analysis Group, Inc., which
provided paid consulting services to Merck & Co., Inc.,
Kenilworth, NJ, for the conduct of this study. Parts of this
manuscript were presented at the 24th Congress of the
European Hematology Association (EHA) on June
14, 2019 in Amsterdam, The Netherlands, as well as at
the 61st ASH Annual Meeting, December 7-10, 2019,
Orlando, FL, as poster presentations. Parts of this manu-
script were also presented as online publication for the
2019 American Society of Clinical Oncology (ASCO)
annual meeting.

AUTHOR CONTRIBUTIONS

Conception/design: Xiaoqin Yang, Francois Laliberté, Guillaume Germain,
Monika Raut, Mei Sheng Duh, Shuvayu S Sen, Dominique Lejeune,
Kaushal Desai, Philippe Armand

Provision of study material or patients: Xiaogin Yang, Frangois Laliberté,
Guillaume Germain, Monika Raut, Mei Sheng Duh, Shuvayu S Sen, Domi-
nique Lejeune, Kaushal Desai, Philippe Armand

Collection and/or assembly of data: Xiaoqgin Yang, Francois Laliberté, Guil-
laume Germain, Monika Raut, Mei Sheng Duh, Shuvayu S Sen, Dominique
Lejeune, Kaushal Desai, Philippe Armand

Data analysis and interpretation: Xiaogin Yang, Francois Laliberté, Guil-
laume Germain, Monika Raut, Mei Sheng Duh, Shuvayu S Sen, Dominique
Lejeune, Kaushal Desai, Philippe Armand

Manuscript writing: Xiaogin Yang, Frangois Laliberté, Guillaume Germain,
Monika Raut, Mei Sheng Duh, Shuvayu S Sen, Dominique Lejeune,
Kaushal Desai, Philippe Armand

Final approval of manuscript: Xiaogin Yang, Francois Laliberté, Guillaume
Germain, Monika Raut, Mei Sheng Duh, Shuvayu S Sen, Dominique
Lejeune, Kaushal Desai, Philippe Armand

DISCLOSURES

Xiaogin Yang: Merck & Co., Inc. (E); Frangois Laliberté: Merck &
Co., Inc. (RF), Analysis Group (E); Guillaume Germain: Merck &
Co., Inc. (RF), Analysis Group (E); Monika Raut: Merck & Co., Inc.
(E); Mei Sheng Duh: Merck & Co., Inc. (RF), Analysis Group (Ol);
Shuvayu S. Sen: Merck & Co., Inc. (E); Dominique Lejeune: Merck
& Co., Inc. (RF), Analysis Group (E); Kaushal Desai: Merck & Co.,
Inc. (E); Philppe Armand: Merck & Co., Inc. (RF).

(C/A) Consulting/advisory relationship; (RF) Research funding; (E) Employment; (ET) Expert
testimony; (H) Honoraria received; (Ol) Ownership interests; (IP) Intellectual property rights/
inventor/patent holder; (SAB) Scientific advisory board

© 2021 The Authors.

The Oncologist published by Wiley Periodicals LLC on behalf of AlphaMed Press.



e826

DLBCL Treatment Patterns, Resource Use, and Costs in the U.S.

REFERENCES

~

1. Liu Y, Barta SK. Diffuse large B-cell lym-
phoma: 2019 update on diagnosis, risk stratifica-
tion, and treatment. Am J Hematol 2019;94:
604-616.

2. American Cancer Society. Types of B-cell
Lymphoma.  2019.  https://www.cancer.org/
cancer/non-hodgkin-lymphoma/about/b-cell-
lymphoma.html. Accessed May 28, 2019.

3. Teras LR, DeSantis CE, Cerhan JR et al. 2016
US lymphoid malignancy statistics by World
Health Organization subtypes. CA Cancer J Clin
2016;66:443-459.

4. National Cancer Institute (NCI) Surveillance E,

and End Results Program (SEER). Cancer Stat
Facts: NHL - Diffuse Large B-Cell Lymphoma
(DLBCL). 2019. https://seer.cancer.gov/statfacts/
html/dIbcl.html. Accessed October 14, 2019.

5. National Comprehensive Cancer Network.
NCCN Clinical Practice Guidelines in Oncology
(NCCN Guidelines) - B-Cell Lymphomas. 2019.

6. Coiffier B, Thieblemont C, Van Den Neste E
et al. Long-term outcome of patients in the LNH-
98.5 trial, the first randomized study comparing
rituximab-CHOP to standard CHOP chemother-
apy in DLBCL patients: A study by the Groupe
d’Etudes des Lymphomes de [I’Adulte. Blood
2010;116:2040-2045.

7. Crump M, Neelapu SS, Farooq U et al. Out-
comes in refractory diffuse large B-cell lym-
phoma: Results from the international
SCHOLAR-1 study. Blood 2017;130:1800-1808.

8. International Non-Hodgkin’s Lymphoma
Prognostic Factors Project. A predictive model
for aggressive non-Hodgkin’s lymphoma. N Engl
J Med 1993;329:987-994.

9. Sehn LH, Berry B, Chhanabhai M et al. The
revised International Prognostic Index (R-IPI) is a
better predictor of outcome than the standard
IPI for patients with diffuse large B-cell lym-
phoma treated with R-CHOP. Blood 2007;109:
1857-1861.

10. Coiffier B, Sarkozy C. Diffuse large B-cell
lymphoma: R-CHOP failure-what to do? Hematol-
ogy Am Soc Hematol Educ Program 2016;2016:
366-378.

11. Friedberg JW. Relapsed/refractory diffuse
large B-cell lymphoma. Hematology Am Soc
Hematol Educ Program 2011;2011:498-505.

12. Purdum A, Tieu R, Reddy SR et al. Direct
costs associated with relapsed diffuse large B-cell
lymphoma therapies. The Oncologist 2019;24:
1229-1236.

13. Ren J, Asche CV, Shou Y et al. Economic bur-
den and treatment patterns for patients with dif-
fuse large B-cell lymphoma and follicular
lymphoma in the USA. J Comp Eff Res 2019;8:
393-402.

14. Morrison VA, Shou Y, Bell JA et al. Evalua-
tion of treatment patterns and survival among
patients with diffuse large B-cell lymphoma in
the USA. Future Oncol 2019;15:1021-1034.

15. Mytelka DS, Li L, Stafkey-Mailey D et al.
Treatment patterns and outcomes among
patients with high-intermediate/high-risk diffuse
large B-cell lymphoma in the USA. Hematology
2015;20:442-448.

16. Danese MD, Griffiths RI, Gleeson ML et al.
Second-line therapy in diffuse large B-cell lym-
phoma (DLBCL): Treatment patterns and out-
comes in older patients receiving outpatient
chemotherapy. Leuk Lymphoma 2017;58:
1094-1104.

17. WHO classification of tumours of haematopoietic
lymphoid tissues. In: Swerdlow S, Campo E, Harris N
et al,, eds. World Health Organization Classification of
Tumours. Vol. 2. 4th ed. Lyon, France: IARC Press,
2008.

18. Swerdlow SH, Campo E, Pileri SA et al. The
2016 revision of the World Health Organization
classification of Ilymphoid neoplasms. Blood
2016;127:2375-2390.

19. Jaffe E, Harris N, Stein H et al. World Health
Organization Classification of Tumours. Pathol-
ogy and Genetics of Tumours of Haematopoietic
and Lymphoid Tissues. Vol. 3: World Health
Organization Press, 2001.

20. Hurvitz S, Guerin A, Brammer M et al. Inves-
tigation of adverse-event-related costs for
patients with metastatic breast cancer in a real-
world setting. The Oncologist 2014;19:901-908.

21. Ramsey S, Henk H, Smith G et al. First-,
second- and third-line lung cancer treatment
patterns and associated costs in a US healthcare
claims database. Lung Cancer Management
2015;4:131-143.

22. Seal BS, Sullivan SD, Ramsey S et al. Medical
costs associated with use of systemic therapy in
adults with colorectal cancer. J Manag Care
Pharm 2013;19:461-467.

23. Wong W, Yim YM, Kim A et al. Assessment

of costs associated with adverse events in
patients with cancer. PLoS One 2018;13:
e0196007.

24. Philip T, Guglielmi C, Hagenbeek A et al.

Autologous bone marrow transplantation as
compared with salvage chemotherapy in
relapses of  chemotherapy-sensitive  non-
Hodgkin’s lymphoma. N Engl J Med 1995;333:
1540-1545.

25. Hamlin PA, Zelenetz AD, Kewalramani T
et al. Age-adjusted International Prognostic Index
predicts autologous stem cell transplantation
outcome for patients with relapsed or primary
refractory diffuse large B-cell lymphoma. Blood
2003;102:1989-1996.

26. Nowakowski GS, Blum KA, Kahl BS et al.
Beyond RCHOP: A blueprint for diffuse large B
cell lymphoma research. J Natl Cancer Inst 2016;
108:djw257.

27. Galaznik A, Huelin R, Stokes M et al. Sys-
tematic review of therapy used in relapsed or
refractory diffuse large B-cell lymphoma and fol-
licular lymphoma. Future Sci OA 2018;4:FS0322.

28. DaCosta Byfield S, Small A, Becker LK et al.
Differences in treatment patterns and health
care costs among non-Hodgkin’s lymphoma and
chronic lymphocytic leukemia patients receiving
rituximab in the hospital outpatient setting ver-
sus the office/clinic setting. J Cancer Ther 2014;
5:208-216.

29. Morrison VA, Bell JA, Hamilton L et al. Eco-
nomic burden of patients with diffuse large B-
cell and follicular lymphoma treated in the USA.
Future Oncol 2018;14:2627-2642.

30. Optum. Data Mart User Manual. 2018.

Q See http://www.TheOncologist.com for supplemental material available online.

© 2021 The Authors.

The Oncologist published by Wiley Periodicals LLC on behalf of AlphaMed Press.

Oncologist



https://www.cancer.org/cancer/non-hodgkin-lymphoma/about/b-cell-lymphoma.html
https://www.cancer.org/cancer/non-hodgkin-lymphoma/about/b-cell-lymphoma.html
https://www.cancer.org/cancer/non-hodgkin-lymphoma/about/b-cell-lymphoma.html
https://seer.cancer.gov/statfacts/html/dlbcl.html
https://seer.cancer.gov/statfacts/html/dlbcl.html

	 Real-World Characteristics, Treatment Patterns, Health Care Resource Use, and Costs of Patients with Diffuse Large B-Cell ...
	Background
	Materials and Methods
	Data Source
	Study Design
	Study Population
	Algorithm to Identify Lines of Therapy
	Outcome Measures
	Statistical Analysis

	Results
	Baseline Characteristics
	Treatment Patterns
	Health Care Resources Utilization and Cost
	Relapsed/ Refractory Stratification (2L)

	Discussion
	Conclusion
	Acknowledgments
	Author Contributions
	Disclosures
	References


