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ABSTRACT

Background and Objectives. Non-Hodgkin Lymphoma (NHL) ranks 11 in cancer incidence and mortality in the
Philippines with the combination chemotherapy composed of Cyclophosphamide, Doxorubicin, Vincristine, and
Prednisone (CHOP) being commonly used as treatment. However, the addition of Rituximab to CHOP (R-CHOP) has
been shown to exhibit higher response rates and longer remissions, potentially improving quality of life. Currently,
there is conflicting evidence on the cost-utility of CHOP versus R-CHOP. The study aimed to describe the patient-
and country-specific factors, and treatment modalities used for NHL and systematically review cost-utility evidence
of R-CHOP versus CHOP in adult NHL patients.

Methods. A systematic literature search of cost-utility studies on R-CHOP versus CHOP for NHL treatment was
performed on eight databases: PubMed/MEDLINE, Scopus, Web of Science, EBSCOHost, Cochrane, York Research
Database, Centre for Reviews and Dissemination Database, and HERDIN, where 607 studies were identified. Upon
screening using an eligibility criteria, 10 studies were included and critically assessed using four appraisal tools:
CHEERS, Drummond, Cooper, and ECOBIAS. These were performed independently by two authors with a third
author assisting to help reach a consensus.

Results. All studies from high-income countries (HICs) (n=8) and low-middle-income country (LMIC) (n=1) suggested
that R-CHOP was more cost-effective for NHL treatment than CHOP in terms of utility outcomes. The study
conducted in a low-income country (LIC) (n=1) suggested the opposite, favoring CHOP over R-CHOP. Methodological
differences such as perspective, discount rate, willingness-to-pay (WTP), time horizon, and economic model were
observed. Methodological limitations include completeness of data reported and credibility of sources used.

Conclusion. The results of this review shall be interpreted with caution as those favoring R-CHOP over CHOP for
NHL treatment in terms of cost-utility were concentrated in HICs. More economic evaluations from LICs, LMICs, and
upper-middle income countries (UMICs) are needed for a robust conclusion. Additionally, establishing a universally
recognized guideline for economic evaluations is essential to guide researchers effectively.

Keywords: Non-Hodgkin’s Lymphoma, R-CHOP, CHOP, Rituximab, cost-utility, economic evaluation

INTRODUCTION

Background

Lymphoma is a group of heterogeneous malignancies
arising from the lymphatic system and is characterized by
the abnormal proliferation of lymphocytes or their precursor
cells.! According to the morphology, immunophenotype,
genetic, molecular, and clinical features, the two broad classi-
fications of lymphoma are Hodgkin’s Lymphoma (HL) and
Non-Hodgkin'’s Lymphoma (NHL). HL is characterized
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by the presence of the Reed-Sternberg (RS) cells while
NHL primarily affects mature and precursor B- and T-cells
and does not consist of RS cells.?

NHL remains one of the most common cancer types in
the United States making up approximately 4% of all cancer
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cases with about 85% accounting for the B-cell subtype.? The
American Cancer Society estimates that in 2023, around
80,550 people, including both adults and children, will
be diagnosed with NHL. Additionally, it is estimated that
approximately 20,180 fatalities will result from this cancer
type. The risk for NHL is higher in males than in females.
For males, there is a 1-in-43 chance to develop NHL in
their lifetime compared to a 1-in-53 chance for females.
Though NHL can occur at any age, the risk of developing
NHL increases with age. It is most common in the elderly,
particularly those aged 65 to 74 years, with a median age
of 67.%*

In the Philippines, NHL is the 11* most common form
of cancer. In 2022, around 4,989 cases, which makes up
around 2.6% of the overall total number of cancer cases, were
attributable to NHL. Further, 2,876 deaths (2.5%) out of all
cancer-related deaths in the same year were also attributed
to NHL, making it the 11* most common cause of cancer-
related deaths.’

CHOP is a first-generation, combination chemotherapy
regimen composed of Cyclophosphamide, Doxorubicin,
Vincristine, and Prednisone. It has been considered as standard
therapy in patients with advanced stages of intermediate-
grade or high-grade NHL based on numerous clinical studies
where second and third-generation chemotherapy regimens
failed to prove an advantage.®” ‘This treatment regimen is
administered with an average treatment cycle lasting for 21
days (3 weeks) and patients can receive six to eight cycles in
total, depending on the type and stage of NHL.?

However, subsequent randomized trials have demon-
strated that both aggressive and indolent NHL subtypes
benefit from the addition of Rituximab to first-line treatment
(R-CHOP) in terms of overall survival.® Rituximab is the
first targeted therapy for lymphoma that has significantly
contributed to major breakthroughs in the prognosis of NHL
and has been widely incorporated into treatment guidelines
such as in the National Comprehensive Cancer Network
(NCCN) Clinical Practice Guidelines in Oncology for
NHL’ and ESMO Clinical Practice Guidelines for diffuse
large B-cell lymphoma™. Three to six cycles of R-CHOP may
be administered to patients with stage 1 or stage 2 NHL,
with radiation therapy occasionally performed afterward
while patients in stages 3 or 4 may receive six chemotherapy
sessions. Even though the addition of Rituximab to CHOP
has been shown in randomized trials to improve overall
survival, the CHOP regimen is still mostly used as the first-
line treatment for NHL in the Philippines while the addition
of Rituximab to standard chemotherapy is mostly regarded
as a second-line option.'**

The mechanism of action of the CHOP regimen that
enables this combination therapy to potentially cure NHL
is based on the individual mechanism of action of its
components: Cyclophosphamide, Doxorubicin, Vincristine,
and Prednisone. Cyclophosphamide is an alkylating agent
that damages and blocks the production of the DNA of cancer

cells™, while Doxorubicin is an anthracycline topoisomerase
inhibitor that disrupts topoisomerase-II-mediated DNA
repair by intercalating into the cell's DNAY. Vincristine, on
the other hand, is an antitumor alkaloid that prevents cell
division by prohibiting microtubule polymerization during
mitosis'®, while Prednisone is a steroid that exerts its anti-
inflammatory, immunosuppressive, and vasoconstrictive
effects by binding to intracellular receptors, which then
influences the target tissues' gene transcription'”'®. 'The
addition of Rituximab to CHOP therapy, through its chimeric
nature, allows for more effective utilization of the body’s
complement- and cell-mediated lysis mechanism (immune-
mobilizing effects) in addition to its direct cytotoxic effects.
Further, the addition of Rituximab also allows for more cell-
specific cytotoxic action since it specifically binds to CD20
receptors which are commonly present in the B-cell lineage
and in over 95% of B-cell lymphomas."

Evidence of the cost-utility of R-CHOP compared to
CHOP among countries of different World Bank income
classifications is somewhat contradictory. Among HICs,
R-CHOP is more cost-effective than CHOP in treating
patients with different types and stages of NHL in terms of
utility measures.*? This is congruent with various clinical
practice guidelines (CPGs) from these countries such as
the National Institute for Health and Care Excellence
(NICE) Guidelines and NCCN Guidelines which place
Rituximab-chemotherapy combination as first-line treatment
for NHL.>*® Meanwhile, there is a scarcity of economic
evaluation in LICs, LMICs, and UMICs. However, a study
from Indonesia, currently an UMIC but an LMIC during the
year of the study, suggests that R-CHOP is also more cost-
effective than CHOP in treating patients with NHL in terms
of utility measures.”” The economic evidence from HICs and
LMICs on the cost-utility of R-CHOP versus CHOP is
contradictory to a study conducted in Malawi, an LIC, which
stated that CHOP is more cost-effective than R-CHOP.*® At
present, there is no recent (<10 years) systematic review on the
cost-utility of R-CHOP versus CHOP that can synthesize
and settle the incongruence between studies from countries
of different income classifications. A new systematic review
of the available evidence is needed since there has been an
increase in the number of economic evaluations published
since the last systematic review found.* Hence, it is necessary
to systematically review such evidence again to take into
account the most recent data available that may help in
determining which intervention is more cost-effective. This
study can potentially be used as a basis on whether the addition
of Rituximab to chemotherapy should be prioritized in CPGs,
formularies, and health packages for NHL treatment.

Considering this, it was deemed necessary to perform
a systematic review of available cost-utility analyses of
R-CHOP and CHOP regimens in adult patients with
NHL to synthesize available data and determine whether
R-CHOP is more cost-effective in terms of utility measures
and cost-utility outcomes. This may potentially address
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conflicting evidence regarding the cost-effectiveness of
R-CHOP between HICs, LICs, and LMICs. This may also
highlight potential reasons why R-CHOP regimens should
be prioritized in the treatment of adult patients with NHL.

This study aims to review the cost-utility of R-CHOP
as compared to CHOP in adult patients with NHL.
Specifically, the study aims to: (1) describe the patient- and
country-specific factors as well as the treatment modalities
used for patients with NHL; and (2) systematically review
evidence of costs, utilities, and cost-utility of patients with
NHL treated with either R-CHOP and CHOP. The results
of this study may supply necessary evidence to inform policy
and clinical decision-makers in support of the inclusion of
Rituximab in formularies, treatment packages covered by
national insurance, and CPGs for treating NHL.

MATERIALS AND METHODS

Study Design

A systematic review of existing literature on CHOP and
R-CHOP and its cost-utility on adult patients with NHL
was performed. The review protocol was registered and can be
publicly accessed in the International Prospective Register of
Systematic Reviews (PROSPERO) with identification number
of CRD42023483304. 'This is to avoid possible duplication
of study, allow comparison of review methods against other
available registered studies, and ensure reproducibility of the
study protocol. The 2022 Consolidated Health Economic
Evaluation Reporting Standards (CHEERS) checklist was
used to ensure the completeness of the data reported in
this review. The following processes were performed by two
independent authors with a third author helping reach a
consensus. The study was implemented throughout a period
of nine months from October 2023 to June 2024. Meta-
analysis was not performed due to insufficiency of data. Aside
from the non-completion of the meta-analysis portion of this
study, there were no other deviations from protocol.

Search Strategy

An exhaustive literature search involving eight databases
was performed by two independent authors. The databases
searched include PubMed/MEDLINE, Scopus, Web of
Science, EBSCOHost, Cochrane Library, York Research
Database, the University of York Centre for Reviews
and Dissemination Database, and HERDIN. To have a
comprehensive review of literature, grey literature, and
local and international clinical practice guidelines were also
assessed. This was done primarily by visiting the National
Library of the Philippines and the libraries found in various
colleges of UP Manila to search for relevant studies which
may be included in this systematic review. As search databases
have different Boolean operators, different search strings were
created. Notably, other search terms such as specific NHL
subtypes (i.e., DLBCL, FL) were used but yielded results
that were too specific and did not satisfy the PICO, thus a
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more general search strategy was implemented instead. The
following keywords, as shown in Appendix A, were used.

Search results were then collated in Google Sheets.

Eligibility Criteria

This study underwent initial screening independently
by two authors and the results were discussed by the authors
until a consensus was reached. A third author was asked to
help resolve any disagreements. Studies and articles were
deemed eligible based on the following criteria: (1) adult
patients (218 years old) with NHL treated with CHOP with
or without Rituximab; and (2) includes utility measures such
as health-related quality of life (hrQoL), quality-adjusted life
years (QALY), and disability-adjusted life years (DALY) or
cost-utility outcomes such as incremental cost-utility ratio
(ICUR) and incremental net benefit (INB). Studies were
considered for eligibility regardless of language but only
studies published from November 1997 to September 2023
were considered in line with the introduction of Rituximab to
the market in 1997.%? Studies were deemed ineligible based on
the following exclusion criteria: (1) not relevant to population,
intervention, comparator, and outcomes (PICO) of interest;
(2) not an original article; and (3) duplicates.

After the initial screening, full-text articles were retrieved
and reviewed based on the PICO of interest. The authors used
the Screening Eligibility Form found in Appendix B during
the initial and full-text screening to ensure standardization
of decisions made by the authors and to keep track of the
studies they reviewed.

Methodological Assessment

The methodological assessment was composed of critical
appraisal and risk of bias assessment of the included studies.
The included studies were appraised using appropriate
appraisal tools to ensure the inclusion of high-quality data
and minimize the risk of bias. Four critical appraisal tools
were used to assess the quality of the included studies in
this systematic review: (1) the 2022 CHEERS checklist;
(2) Cooper’s Potential Hierarchies of Data Sources; (3)
Drummond’s Checklist; and (4) the Bias in Economic
Evaluation (ECOBIAS). The first three checklists were
used to critically appraise the quality of the studies while
the presence of risks of bias was assessed using the fourth
checklist.

The 2022 CHEERS checklist was used in order to know
the minimum amount of data health economic evaluations
must report. A maximum score of 28 was regarded as full
reporting compliance for this economic evaluation.’® The
study also made use of Cooper’s Potential Hierarchies of
Data Sources which ranks the appropriateness of the use of
particular study designs depending on the data component of
interest. Based on the value of the score, the quality of input
data was then categorized as high (1-2), medium (3-4), or
low (5-6).3* Further, the study utilized Drummond’s checklist
which assesses the validity of the results of an economic
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evaluation study. Each item is rated as derived on a scale
developed by Doran, where a potential score of 1 is assigned to
each. The total score categorizes the economic quality as poor
(30%), average (31-70%), or good (>70%).* The ECOBIAS
checklist focuses specifically on providing an overview of the
possible biases that could be present in economic evaluations.
'Thus, the ECOBIAS checklist was used to assess the possible

risks of bias in the studies to be included.3¢

Reporting Format

The Preferred Reporting Items for Systematic Reviews
and Meta-analyses (PRISMA) was used to present the flow
of the systematic review that was performed. A PRISMA flow
diagram was created to show the number of records identified,
included, excluded, and the reasons for exclusion.

Data Extraction

Data extraction was performed by two independent
authors using the Data Extraction Form found in Appendix
C.'The data extracted was based on the following domains:
(1) general information, (2) study-specific characteristics, (3)
participant characteristics, (4) intervention and comparators,
(5) outcomes measures, (6) sensitivity analysis, and (7) data
for quantitative analysis. Any missing data from the studies
were tagged as unreported and were accounted for in the
critical appraisal of the studies.

Data Analysis

The characteristics of all included studies were analyzed
using frequency statistics and presented through a narrative
summary of the evidence in both text and tabular forms.

Ethical Considerations

'The study was registered with the UPM Research Grants
Administration Office (RGAQ) and was submitted to the
University of the Philippines Manila Research Ethics Board
(UPMREB) for review and ethical approval (UPMREB
2023-0306-01). Any suggestions and recommendations from
the UPMREB Panel were complied with by implementing
appropriate revisions to the protocol to ensure ethical sound-
ness until it was satisfactory to the panel.

RESULTS

An exhaustive literature search was done using the search
strategy for each database as shown in Appendix D. After
screening of titles and abstracts, a total of nineteen studies
were attained. From this number, nine were excluded from
the review for the following reasons: one was not relevant
to the intervention of interest; one was not relevant to the
outcomes of interest; three did not have cost-utility designs;
and four were not original articles. The PRISMA flow
diagram is shown in Figure 1. The remaining ten cost-utility
analyses eligible for qualitative synthesis were conducted in
nine different countries (Canada = 1; Finland = 1; France = 1;

Records identified through
database searching (n = 606)
Cochrane (n = 55)
EBSCOhost (n = 41)
Pubmed (n = 151)
York Reasearch Database (n = 15)
Web of Science (n = 125)
The University of York Centre for Reviews
and Dissemination Database (n = 12)

Identification
e o o o o o

Additional records identified through other
sources and hand searching of reference (n = 1)

v

Records screened (n = 607)

Full-text excluded after title or
abstract screened (n = 588)
10 were not relevant to Population
147 were not relevant to Intervention
51 were not relevant to Comparator
17 were not relevant to Outcome
55 do not employ a cost-utility design
85 were not original
210 were duplicates
13 were not within specified time frame

Screening

~N
Full-text article assessed
for eligibility (n = 19)

Full-text articles excluded,
with reasons (n=9)
1 was not relevant to Intervention
1 was not relevant to Outcome
3 were not a cost-utility analysis
4 were not an original article

Eligibility

~N
Study included in qualitative
synthesis (n = 10)

c
=
w
=
5]
5

Figure 1. PRISMA flowchart of literature search and assess-
ment.

Indonesia = 1; Italy = 1; Malawi = 1; Netherlands = 1; United
Kingdom = 2; United States of America = 1).

Study Characteristics

The summary of the characteristics of the included
studies is shown in Table 1. Of the ten included studies, only
two studies?**® (20%) were recently published within the
past 10 years while the remaining eight studies?!23:25:2637-39
(80%) were published before 2013. Eight authors in the
included studies?-*2526373% were based in HICs (80%), one in
LMIC? (10%), and one in LIC3® (10%). All included studies
were internationally published (100%) with various sources
of funding and more than five (50%) of the studies were
sponsored by private companies. Conflict of interest was only
reported in four??##3° (40%) of the included studies. In one
of these studies (10%), Painschab et al. stated that competing
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Table 1. Summary of the Characteristics of Included Studies

Item Frequency (%) ltem Frequency (%)
General Information Country
First Author Affiliation ﬁf_:;fi - ; gg;
HIC 8(80) South-East Asia 1(10)
LMIC 1(10) Europe 6(60)
LIC 1(10)

Publication Year

Country Income Level

HIC 8(80)
2013 to 2023 2(20) LMIC 1(10)
2003 to 2012 8(80) LIC 1(10)
Publication Journal 1
Study Design
International 10 (100) uC{JAe s 8 (80)

Funding CUA W!th BIA 1(10)
Government 3(30) CUA with SR 1(10)
Private 5(50) Stud i

! . y Perspective
Mixed funding 1(10) Societal 4 (40)
Not stated 1(10) Payer 5 (50)
Conflict of Interest (COI) Not mentioned 1410
Reported 4 (40) Di t Rat
With COI 1(10) Couts
Without COI 3(30) 3% 6 (60)
Not reported 6(60) 3.5% 1(10)
Patient-specific Characteristics 4% 1(10)
6% 2(20)

Population Utilities
DLBCL 8(80) 1.5% 2(20)
FL 2(20) 3% 6(60)

) 3.5% 1(10)

Staging 9
I+ 1+ 1V 5(50) 4% 1(10)
Not reported 5(50) Currency

US Dollar 3(30)

Treatment Status Canadian Dollar 1(10)
Naive 7(70) Euro 4 (40)
Relapsed + Refractory + Remission 2(20) Pound 2(20)
Not reported 1(10)

Other Treatment Regimens Mo;l/«lealr'{()g)ve 7 (70)
R-CHOP vs CHOP only 9 (90) Decision tree 1(10)
R-(CHOP vs CVP vs CHVP vs MCP) vs chemotherapy 1(10) Microsimulation 1(10)

alone Unnamed 1(10)

Cycél)e 4(40) Time horizon

o 5 (50) 5 years 1(10)
15 years 5(50)
Not reported 1(10) Lifetime 4 (40)

Outcomes Costs

Cllrgcsal outcomes 6(60) Direct medical only 8(80)
DRS 4(40) Direct medical + nonmedical 1(10)
Direct medical + nonmedical + indirect 1(10)
PFS 4(40)
PPS 4 (40) Sensitivity analysis
EFS 2(20) One-way sensitivity analysis + Multi-way sensitivity 1(10)
Non-disease-free survival 1(10) analysis
YLL 1(10) One-way sensitivity analysis + Expected value of perfect 1(10)
Death 1(10) information
LYG 4 (40) + Threshold analysis + Probabilistic sensitivity analysis 5 (50)
Humanistic outcomes One-way sensitivity analysis + Probabilistic sensitivity 1(10)
QALY 9(90) analysis
DALY 1(10) One-way sensitivity analysis + Subgroup analysis + 1(10)
s e i Probabilistic sensitivity analysis
a”é’;:m'sd 5(50) One-way sensitivity analysis + Scenario analysis + 1(10)
Not Reported 5(50) Probabilistic sensitivity analysis

HIC - High-Income Countries, LMIC - Low-Middle-Income Countries, LIC - Low-Income Countries, DLBCL - Diffuse Large B Cell Lymphoma, FL - Follicular Lymphoma,
CHOP - Cyclophosphamide + Doxorubicin + Vincristine + Prednisone, CVP - Cyclophosphamide + Vincristine + Prednisone, CHVP - Cyclophosphamide + Doxorubicin +
Tenoposide + Prednisone, MCP - Mitoxantrone + Chlorambucil + Prednisolone, OS - Overall Survival, DFS - Disease-Free Survival, PFS - Progression-Free Survival, PPS
- Post-Progression Survival, EFS - Event-Free Survival, YLL - Years Life Lost, LYG - Life-Years Gained, QALY - Quality-Adjusted Life Year, DALY - Disability-Adjusted Life
Year, CUA - Cost-Utility Analysis, BIA - Budget Impact Analysis, SR - Systematic Review
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interests in three of its authors were present due to their
concurrent financial grants.®® Detailed general characteristics

of the included studies can be found in Appendix E.
Patient-specific Information

Age and Sex

The mean age of these patients is 54.5 + 6.61 years old
as reported by four studies.”?>**3 The other four studies
divided their patients into two groups based on their age: (1)
patients younger than 60 years old; and (2) patients 60 years
old and older.”**"% Meanwhile, the remaining two studies
did not report the age of their patients.>?* None of the
included studies reported the sex of their patients.

Type and Stage of NHL and Treatment Status

Eight studies included patients with DLBCL?!-23:29305739
while the remaining two studies included patients with FL.>%
Five studies reported the NHL staging of the patients, which
was Stage II, III, and IV.2"37% Seven studies only included
patients who were treatment-naive?**373% while the other
two studies included patients whose treatment status were
relapsed, refractory, or remission.?*** On the other hand, Ray
et al. did not report the treatment status of their patients.”

Treatment Regimen

The CHOP regimen was composed of intravenous
Cyclophosphamide 750 mg/m? given on Day 1, intravenous
Doxorubicin 50 mg/m* given on Day 1, intravenous
Vincristine 1.4 mg/m? given on Day 1, and oral Prednisone
40 mg/m?,60 mg/m?, or 100 mg/m? given on Days 1 to 5,
with a 3-week interval for 6 to 8 weeks. For the dose of
Prednisone, six studies? %33 used Prednisone 40 mg/m?,
one study® used Prednisone 60 mg/m?, two studies®®? used
Prednisone 100 mg/m? while one study®™® did not report
any dose. For the number of cycles used, four studies?!:**2
reported using 6 cycles of CHOP, five studies???*3057:%
8 cycles, while one study® did not report any cycle. For
patients under the R-CHOP regimen, the same regimen for
CHOP as discussed above was used by the included studies.
'The only difference was the addition of intravenous Rituximab
375 mg/m? on Day 1, given at a 3-week interval.

In one of the included studies,” Rituximab was added
to different chemotherapy regimens other than CHOP,
including MCP (Mitoxantrone, Chlorambucil, and Predni-
solone), CVP (Cyclophosphamide, Vincristine, Prednisone),
and CHVP+IFNa (Cyclophosphamide, Etoposide, Doxoru-
bicin, Prednisolone, Interferon-alpha) and was compared
to chemotherapy alone.

used

Outcomes

The reported outcomes of the included studies were
limited to clinical and humanistic outcomes. For clinical
outcomes, the majority?2*¥373 of the included studies
reported the overall survival (OS) of their participants. How-

ever, the included studies differ in their reported surrogate
outcomes. Disease-free survival (DFS), progression-free
survival (PFS), and post-progression survival (PPS) were the
most common surrogate outcomes reported by the studies.
Specifically, four studies reported DFS?137-3 PFS225:26.29)
PPS#2:3739  and LYG*?238, Other surrogate outcomes
include event-free survival (EFS) which was reported by two
studies®?, non-disease-free survival reported by Best et al.*!,
and years of life lost and death reported by Painschab et al.*
For humanistic outcomes, nine out of ten studies?!2325:26:29:37-39
used QALY as their main outcome measure while only one

study® used DALY.

Country-specific Information
Shown in Appendix F are the country- and study-specific

information of the included studies.

Country and Country Income Classification_

The included studies were categorized based on their
country setting using the WHO region classification. The
majority of the studies were conducted in the European
Region (EUR) (60%), followed by the Region of the
Americas (AMR) (20%), and then the South-East Asian
Region (SEAR) (10%) and African Region (AFR) (10%). The
majority of the studies were based in HICs (80%). Only one
study was conducted in an LMIC#® (10%) and an LIC*
(10%). The study of Putri et al. was conducted in Indonesia,
an LMIC during the year the economic evaluation was
undertaken but a UMIC during the year of this review.?

WTP Threshold

In terms of the WTP threshold, two studies®»** (20%)
utilized a WTP threshold equivalent to three times the GDP
of their respective countries. Putri et al. also used a WTP
threshold equivalent to one times the GDP of Indonesia.”
Three studies?®*** (30%), on the other hand, had established
WTP thresholds tailored to their specific studies. Notably,
five studies?*>2%3739 (50%) did not specify a WTP threshold.

Study-specific Information

Study Design

All studies employed a model-based CUA study design.
Furthermore, Berto et al. also conducted a budget impact
analysis (BIA) subsequent to their CUA, which is usually
performed when an intervention is deemed cost-effective.”
Meanwhile, Knight et al. added an economic evaluation in
the form of CUA on top of its systematic review on the use

of Rituximab in aggressive NHL.?

Study Perspective

'The studies have been grouped into two broad categories
based on Sittimart et al.: payer perspective and societal
perspective.”’ Five studies??2%30% adopted a healthcare payer
perspective focusing their analysis on expenses incurred and
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outcomes obtained from the perspective of healthcare payers,
such as insurance companies or government healthcare
programs. Four studies?***3" adopted a societal approach,
which involves a thorough evaluation of costs and outcomes
that go beyond the healthcare industry to incorporate societal
outcomes and costs such as direct non-medical, indirect, and
spillover costs affecting other sectors besides health such as
education. Lastly, one study®® did not explicitly specify the
study perspective they utilized.

Discount Rate

'The majority of the studies??*2262%3038 (60%) employed
a 3% discount rate for both costs and utilities, irrespective
of the country's income classification. However, two studies
conducted in HICs?* utilized discount rates of 6% and 1.5%
for costs and utilities, respectively. Notable variations include
Groot et al. from the Netherlands®’, who applied a 4% discount
rate for both costs and utilities, and Ray et al. from the UK%,
who employed a 3.5% discount rate for both costs and utilities.

Model and Time Horizon

Three studies®2%*° made use of a Markov state-transition
model with three health states: progression-free (PF),
progression (PD), and death (D). The time horizon for these
studies covered a patient’s lifetime.

Knight et al. applied a Markov state-transition model
with three health states split into two age cohorts, patients
aged 260 years and <60 years.” Here, the three health states
used in this study were: (1) complete responder (CR) to
treatment, (2) non-responder and relapse from complete
responders (NR), and (3) death. Effectiveness and cost were
evaluated over a 15-year time horizon.

The economic analysis by Groot et al. implemented a
Markov-state transition model with six health states with
distinction between patients aged 260 years and <60 years.”
In their model, patients start with the initiation of treatment.
From there, there are two possible outcomes: (1) a complete
response and (2) no complete response. Complete responders
are further comprised of those who are complete responders
and unconfirmed complete responders. From there patients
may progress to second-line treatment and/or death. The
outcomes of this study were evaluated over a 15-year time
horizon.

Two economic evaluations used a Markov Model with
five health states to predict the sequence of treatments, out-
comes, and costs of patients receiving CHOP with or without
Rituximab over a time horizon of 5 years.?**” For Hornberger
and Best, the health states used were: (1) event-free where
patients were assumed to start treatment with CHOP with or
without Rituximab, (2) salvage, (3) transplantation, (4) end-
of-life care, and (5) death. On the other hand, Berto et al.’s
five health states included the following: (1) start treatment,
(2) complete response, (3) no response, (4) progression,
and (5) death. The former study evaluated outcomes over a
duration of 5-years while the latter covered 15-years.

Systematic Review on the Cost-utility of R-CHOP vs CHOP

Only one study developed a three-strategy decision-
tree model comparing best supportive care, CHOP, and
R-CHOP* The first chance node separated patients who
achieved remission and those who had refractory disease or
treatment-related mortality. Those in remission were further
separated by a second chance node to those who relapsed
after remission and those who maintained remission at 2
years. Those who achieved 2-year progression-free survival
were considered DLBCL-free. Finally, all the patients who
relapsed were assumed to enter palliative care since treatment
with curative intent post-relapse was not available in the
setting of the analysis.

A microsimulation model was used to compare CHOP
and R-CHOP as first-line therapy in the economic evaluation
performed by Johnston et al.*® Separate evaluations were done
for CHOP and R-CHOP, and for patients who are aged
260 years and <60 years. In this model, patients start their
treatment. Those patients surviving past treatment periods
were assigned to two outcomes, eventual DLBCL relapse or
eventual mortality from non-DLBCL causes with no prior
relapse. Patients assigned to the relapse group were then
randomly assigned to three second-line treatment regimens:
(1) second-line chemotherapy alone, (2) high-dose second-
line chemotherapy plus stem-cell transplantation, or (3)
palliative care. Time until death was randomly generated for
each individual in this model. A time horizon of 15 years
was used.

Finally, Best et al. developed a model to compare the
CHOP and R-CHOP.# Their model was applied to patients
aged 60 to 80 years old with untreated DLBCL stage 11, I11,
or IV and a performance status of 0 to 2. A reference-case
patient which was assumed to have the initial characteristics
of the average patient enrolled in the LNH 98-5 study was
also used in their model. A 15-year time horizon was used
for Best et al.’s analysis.

Results of Economic Evaluations
Shown in Table 2 are the costs, utilities, and cost-utility
outcomes of the included studies.

Costs and Resource Use

The majority of the studies?**2¢30:5738 (60%) performed a
retrospective data collection of costs with the use of different
kinds of evidence. Three studies*®** (30%) utilized both
prospective and retrospective data to account for the costs
of NHL treatment. Lastly, only one study* solely used
prospective data in the estimation of costs in their study.

For studies with a societal perspective,?**%7 the costs
reported were mostly direct medical costs which include
chemotherapy costs, monitoring and follow-up costs,
treatment costs for relapse or refractory, end-of-life care
costs, and other unspecified direct medical costs. One study*
was able to include in its assessment both direct nonmedical
costs including transportation, meals, accommodation, or
any spending outside hospital services and indirect costs
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including productivity losses. For studies with a payer
perspective, 212526303 the costs reported were mostly direct
medical costs which include chemotherapy costs, diagnostic
costs, adverse event costs, monitoring and follow-up costs,
treatment costs for relapse or refractory, end-of-life care
costs, and other unspecified direct medical costs. One study®
was able to report nonmedical costs, specifically, travel costs
associated with direct medical costs. Johnston et al. did not
specify the perspective used in their study, however, the study
only accounted for direct medical costs including chemo-
therapy costs and treatment costs for relapse or refractory.*®

The total costs vary depending on the perspective, time
horizon, and discount rate, among other factors.

For studies with a societal perspective,?*2*% the total
costs for the CHOP regimen in USD ranged from $30,043.00
to $94,931.00 while the total costs for R-CHOP ranged
from $42,777.00 to $105,847.00.2>%° Furthermore, the dis-
counted total costs in Euro ranged from €26,891.00 to
€27,828.00 for CHOP and from €40,171.00 to €42,751.00
for R-CHOP while the undiscounted total costs ranged from
€27,754.00 to €28,954.00 for CHOP and from €41,425.00
to €43,850.00 for R-CHOP.*” Lastly, the estimation of total
costs in Pound ranged from £5,773.00 to £7,311.00 for
CHOP and from £14,456.00 to £15,181.00 for R-CHOP.?

For studies with a payer perspective,??>%:303 the total
costs in USD amounted to $1,776.00 for CHOP and
$5,100.00 for R-CHOP.3 For the estimation of total costs in
Euro, the range for CHOP was €4,589.00 to €49,562.00 while
the range for R-CHOP was €19,427.00 to €59,521.00.21-2¢:%
Lastly, the total costs in Pound was estimated to be £20,922.00
for CHOP and £29,794.00 for R-CHOP.»?

Utilities

Five (50%) out of ten studies*?**7** derived their utility
values using the (EQ-5D, QLQ-C30), and Multidimensional
Fatigue Inventory (MFI-20) instruments, following the
methodology outlined in Doorduijn et al.*! In contrast, Putri
et al. and Soini et al. utilized the EQ-5D-5L instrument to
collect utility data on quality of life directly from patients
through interviews and published clinical data sources,
respectively.2*%

Knight et al. and Ray et al. employed the EQ-5D instru-
ment for utility assessment;** however, Ray et al. acquired
their utility values from a study involving a cohort of 222
patients with follicular NHL in the UK.? Lastly, Painschab et
al.*® obtained utility values from two distinct clinical datasets:
(1) a prospective cohort treated with CHOP, documented
by Painschab et al.,* and (2) clinical trial data evaluating
R-CHOP, as reported by Kimani et al.* In summary, this
systematic review shows that for patients under 60 years,
both CHOP and R-CHOP treatments result in higher
QALY compared to older patients. Additionally, R-CHOP
was associated with higher QALY than CHOP alone.
Conversely, DALY is higher in patients receiving CHOP

alone compared to R-CHOP. However, it is important to

Systematic Review on the Cost-utility of R-CHOP vs CHOP

note that the finding indicating a higher DALY in patients
receiving CHOP alone as opposed to R-CHOP stems solely
from the study conducted by Painschab et al.*

Incremental Cost-Utility Ratio (ICUR)

All studies included in this review reported ICURs that
were below their respective WTP thresholds except Painshab
etal.,* which garnered an ICUR above their WTP threshold.
The reported ICURs vary depending on the time horizon,
discount rate, and age group of the participants in each study.

In general, the discounted incremental costs per QALY
in USD ($) ranged from $9,280.00/QALY to $19,297.00/
QALY?** while in CAD (C$), the incremental costs per
QALY ranged from C$5,853.00/QALY to C$48,320.00/
QALY. On the other hand, estimation of incremental costs
per QALY in Euro (€) ranged from €12,123.00/QALY to
€29,976.00/QALY?"%373 and estimation in Pound (£)
ranged from £7,533.00/QALY to £10,676.00/QALY** . The
increment cost per DALY in USD is $1,204.00/DALY.*

For the two studies that reported undiscounted
ICURs*%, the ICUR in Euro of patients aged 60 years below
is €10,906.00/QALY and those aged 60 years and older is
€14,499.00/QALY while the ICUR in CAD in patients
aged 60 years below is C$15,948.00/QALY and those aged
60 years and older is C$4,414.00/QALY.

The summary of the cost-utility of R-CHOP against
CHOP according to the country income classification is
shown in Table 3. Among HICs, R-CHOP was deemed
as the more cost-effective option than CHOP in terms of
utility outcomes. Particularly, these countries, which were
concentrated in EUR and AMR, reported ICURs below their
respective W'TP thresholds. Along with this, the only LMIC
included in the review also favored R-CHOP over CHOP.
However, the results from the HICs and the LMIC are
contradictory to the results from the only LIC in the review.
In Malawi, Africa, R-CHOP was deemed inferior to CHOP
in terms of cost-utility with an ICUR of $1,204.00/DALY,
exceeding their WTP of $1,014.00/DALY (cost-effective)
and $338.00/DALY (highly cost-effective).

Sensitivity Analyses
All ten studies included in this systematic review imple-
mented sensitivity analyses to test the robustness of the results

Table 3. Cost-utility of R-CHOPvs CHOP according to Country
Income Classification

Country Income Classification Cost-utility

HIC R-CHOP > CHOP
EUR - ltaly, UK, France, Netherlands, Finland
AMR - US, Canada

LMIC R-CHOP > CHOP
SEAR - Indonesia

LIC CHOP > R-CHOP
AFR - Malawi
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of their base case analysis. Five studies?*2¢373¢ implemented

both one-way and probabilistic sensitivity analysis. One
study® implemented two sensitivity analyses consisting of
one-way sensitivity analysis and multi-way sensitivity analysis.
On the other hand, two other evaluations***® implemented
three types of sensitivity analysis which includes one-way and
probabilistic sensitivity analysis with either subgroup analysis
or scenario analysis. The study by Knight et al. implemented
four types of sensitivity analysis in their study namely, one-
way sensitivity analysis, expected value of perfect information,
threshold sensitivity analysis, and probabilistic sensitivity
analysis.” Finally, one study® only performed a probabilistic
sensitivity analysis on their base case results.

Time horizon was the commonly reported variable
that was most influential in the one-way sensitivity analysis
performed. Despite this, ICURs were still reported to
remain within the set threshold followed by the authors of
that specific study. Five studies*??***"*? who implemented
this sensitivity analysis approach failed to give justification
regarding the ranges of variables used in their analysis. On the
other hand, in most studies that implemented a probabilistic
sensitivity analysis,?*%2%3738 the probability of R-CHOP
being a cost-effective treatment option over CHOP was high.
'This, however, was not implemented by one study*’ included
in this review.

Methodological Assessment

The systematic review utilized four critical appraisal
tools to assess the quality of included studies: (1) the 2022
CHEERS checklist, (2) Cooper's Potential Hierarchies of
Data Sources, (3) Drummond's Checklist, and (4) ECOBIAS,
which are shown in Appendices G-J.

The CHEERS checklist revealed that studies reported
on average 82.14% of required items, with 40% ranked as
high quality and 60% as moderate quality. Cooper's Potential
Hierarchies of Data Sources showed that most studies used
high-ranked evidence for clinical effect sizes, baseline clinical
data, resource use, and costs, while utilities were primarily
derived from medium-ranked sources. Drummond's Economic
Evaluation Checklist rated 30% of studies as good quality
and 70% as moderate quality, with common deficiencies in
reporting viewpoints, effectiveness study details, and sensiti-
vity analysis justifications.

The ECOBIAS assessment identified potential biases
in the studies, including narrow perspective bias, cost
measurement omission bias, and limited time horizon
bias. However, 90% of studies satisfied over 70% of the
ECOBIAS criteria, with three studies achieving compliance
with more than 80% of the defined criteria. Common areas
for improvement across all appraisal tools included better
reporting of study perspectives, more comprehensive cost
considerations, and improved justification for methodological
choices. Overall, while the studies demonstrated generally
good methodological quality, there were areas where reporting
and methodological rigor could be enhanced to improve

the reliability and transparency of economic evaluations in

this field.

DISCUSSION

'The current study evaluated the cost-utility of R-CHOP
against CHOP in the treatment of NHL in adult patients.
The review included cost-utility analyses conducted in
different countries between November 1997 and September
2023.'The results of the systematic review suggested that the
majority of the cost-utility analyses available at present were
conducted in HICs and among these countries, R-CHOP
is deemed more cost-effective than CHOP in the treatment
of NHL in terms of utility measures. However, caution is
advised when interpreting the results among countries of
different income classifications.

'This is the first systematic review within the past decade
on the cost-utility of R-CHOP compared to CHOP in the
treatment of NHL adult patients. This review included all
cost-utility analyses conducted in different countries without
limitation on language. It also made use of four validated
methodological assessment tools for critically appraising
and assessing the risk of bias of the included studies. There
are limitations that may have affected the results of this
systematic review. First, the authors did not perform a meta-
analysis as initially planned due to insufficient data to provide
a quantitative estimate of the cost-utility of R-CHOP against
CHOP. A single estimate through meta-analytic procedures
would have been useful in combining and synthesizing the
results of the different cost-utility analyses. Second, the search
string utilized could not be made more comprehensive because
when other search terms such as specific NHL subtypes were
employed, the search yielded specific results which were unable
to satisfy the PICO. Because of this, the authors decided to use
a more generalized search strategy instead. Third, the authors
included a study® which was written in Italian as the review
did not exclude studies written in other languages besides
English. The study was translated by the authors with the
use of Google Translate; however, the translation of the study
was not verified by a professional translator. The reliability
of the translation is therefore uncertain, which could affect
the interpretation of the authors of this review.

Patient-specific Information

Intervention and Comparator

Variations in the intervention and comparator of the
included studies were observed, specifically involving the dose
and number of cycles of the treatment regimen in patients
with DLBCL. The difference in the dose of one or more
components of the treatment as well as the number of cycles
is non-negligible as the costs for the treatment as a whole
will also differ depending on them.

Oral Prednisone was given at a dose of 40 mg/m? (60%),
60 mg/m? (10%), and 100 mg/m? (20%). Various CPGs, such
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as NCCN, ESMO, NICE, and DOH CPG, did not specify
the dose of Prednisone as well as the other components of
CHOP.102744% Thuys, the rationale behind the difference
in dosing cannot be inferred. As all doses of Prednisone
were considered high-dose, the decision on what dose to
prescribe to patients lies with the prescribing physician or the
principal investigator in the hospital and clinical trial setting,
respectively.’® It should be taken into consideration, however,
that the study with Prednisone 60 mg/m? included DLBCL
patients whose treatment status may be refractory, relapse, or
remission®® compared to the studies with Prednisone 40 mg/m?,
which only included patients who were treatment-naive.”?
Furthermore, studies that reported using Prednisone 100 mg/
m? primarily included FL patients in their evaluation.”?

Additionally, two studies (20%) that included DLBCL
patients** and another two studies (20%) that included
FL patients®? reported 6 cycles of CHOP and R-CHOP.
The other five studies (50%)*>*333 reported 8 cycles of
CHOP and R-CHOP. Compared to the NCCN Guidelines
on DLBCL, 4 to 6 cycles of R-CHOP for Stages I and 11
non-bulky and 6 cycles for Stages I and II bulky, I1I, and IV
are recommended. However, the ESMO Guidelines suggest
8 cycles of R-CHOP for elderly patients. Considering that
the mean age of the patients included in three studies?"*%
is 60 years old while the mean age of the patients included
in one study® is 47 years old, it can be deduced that the age
of the patient was potentially used to decide on the number
of cycles used.

Country-specific Information

Discount Rate and WTP

Most studies?'?2262%3038 (60%) employed a 3% discount
rate for costs and utilities, irrespective of the country's
income level. This is consistent with prevailing US guidelines
recommending a 3% discount rate for economic evaluations in
global health. While this rate is commonly recommended and
aligned with HICs, it may not reflect the economic realities
of LMICs, where a discount rate of 5 to 6% was generally
more appropriate.* Additionally, the discount rates of 6%
and 1.5% for costs and utilities, respectively by Berto et al.*
and Knight et al.* aligned with the recommendations of the
NICE guidelines for evaluating medical technologies within
the framework of the English NHS. On the other hand,
the variations on rates of Groot et al.,*” which applied a 4%
discount rate for both costs and utilities, were in accordance
with Dutch recommendations while Ray et al.,”® which
employed a 3.5% discount rate for both costs and utilities,
claimed that their rate was based on NICE guidelines as well.

As for the WTP threshold, only two studies®-** (20%)
adhere to the WHO-CHOICE recommendation, which set
a threshold at three times the GDP per capita of the country
as a criterion for determining the cost-effectiveness of health
interventions*. Putri et al.’ chose a WTP threshold equal
to the GDP of Indonesia, likely driven by the belief that

Systematic Review on the Cost-utility of R-CHOP vs CHOP

utilizing the demand-side direct approach (WTP/QALY)
could provide a more feasible method for determining
a national threshold value within LMICs largely due to
resource constraints and data limitations®. Among the three
studies (30%) that established WTP thresholds tailored
to their specific research, only Knight et al.** conducted a
threshold analysis on the main assumptions used to ensure
that R-CHOP was not the preferred treatment strategy
compared with CHOP for patients with DLBCL. Ray et
al.”® and Johnston et al.,*® on the other hand, did not provide
justification for the WTP threshold they employed.

Study-specific Information

Study Perspective

In conducting economic evaluations, understanding the
perspective from which an economic evaluation of a specific
health intervention or technology was conducted is crucial as
it establishes the parameters of the study and the kinds of
costs and consequences or outcomes that are included in the
analysis.** Different perspectives can significantly influence
the findings of health economic studies as well as the recom-
mendations and policies because they include or exclude
different costs and outcomes. Therefore, when conducting,
analyzing, or interpreting health economic assessments, it is
imperative that the perspective be properly taken into account.

The included studies utilized various methodological
perspectives. Berto et al. specified adopting a hospital
perspective aligned with the framework of the National
Health Service.*” Best et al. conducted their analysis from
the perspective of the French Social Security system, which
finances public hospitals and reimburses specific medications,
with patients typically bearing a nominal hospitalization
fee, predominantly covered by a third-party payer (private
insurance).?! Ray et al. conducted their analysis from the
perspective of the UK National Health Service.”* Soini et al.
asserted that they applied a healthcare provider perspective
to their analysis, focusing solely on direct healthcare costs
and excluding potential productivity losses, income transfers,
and value-added tax.?® Painschab et al. framed their costs and
outcomes within a health systems perspective, encompassing
overhead and capital costs.*® Conversely, Knight et al., Groot
etal., Hornberger & Best, and Putri et al. explicitly mentioned
employing a societal perspective or societal values aligned
with their respective countries of origin.?»***7 However,
Groot et al. specified that while their cost analysis was
conducted from a societal perspective, it only encompassed
direct medical costs.*” Lastly, Johnston et al. failed to explicitly
specify the study perspective they adopted.*® Moreover, they
neglected to provide explicit documentation of resource use,
pivotal for determining the perspective employed in their
analysis. This oversight can potentially introduce ambiguity
regarding the framing of costs and outcomes within their
analysis, thereby complicating accurate interpretation and
assessment of their findings.

ACTA MEDICA PHILIPPINA 11



Systematic Review on the Cost-utility of R-CHOP vs CHOP

However, there are currently no strict international
guidelines to classify study perspectives in economic
evaluations. Consequently, it is challenging to consolidate
the accurate perspective adopted by each included study.
Discrepancies have also emerged between the perspectives
reported in some studies and those outlined by Sittimart
et al.* This prompted the authors to group the study
perspectives into three broad categories: patient perspective,
payer perspective, and societal perspective, drawing from the
framework presented by Rascati.*

According to Rascati, the societal perspective encom-
passes various costs, including those incurred by the
insurance company, patients, providers/institutions, and
other sectors, and indirect costs stemming from productivity
loss. Conversely, the predominant perspectives employed in
pharmacoeconomic studies are typically either the institution/
provider perspective (e.g., hospital or clinic) or the payer
perspective (e.g., Medicaid or private insurance plan), as
these are often more practical for addressing specific research
questions. The payer perspective may involve expenses borne
by the third-party plan, the patient, or a combination of patient
co-payments and third-party plan costs. When analyzing
from the hospital's perspective, it is essential to estimate the
actual cost of treating a patient, analogous to determining the
manufacturing cost of a product. Conversely, when analyzing
from the payer's perspective, the reimbursement amount
should be considered in cost estimation. Finally, when
analyzing from the patient's perspective, expenses such as co-
payments, deductibles, lost wages, and transportation costs
should be estimated.*

Hence, the final categorization of the included studies
is as follows: five studies?»??%3:% embraced a healthcare
payer perspective, four studies?*?*¥ adopted a societal
perspective, and the perspective utilized by Johnston et al.
remains unclassified due to limited information available for
definitive categorization.*

Model and Time Horizon

No specific guideline has been set in place regarding what
time horizon is most applicable for use for pharmacoeconomic
evaluations. NICE guidelines specified that time horizons
used to estimate clinical effectiveness and value for money
should adequately span long enough to reflect all of the
important variations in costs and outcomes between health
technologies being compared.”® A cross-country comparison
of health economic evaluations (HEE) guidelines showed
that most national HEE guidelines advocate for the use
of time horizons conceptually based on the natural course
of the disease of interest along with the anticipated effects
of the intervention.”® The same review also noted that, at
the minimum, the time horizon used should represent the
duration of the randomized controlled trial evidence used to
inform the analysis. For other studies, it is generally accepted
that for chronic conditions such as cancer, lifetime horizons
are more appropriately used since treatment for these diseases

has high “up-front” costs with benefits being generated over
a span of years rather than immediately.*?

While the models used by the included studies have been
tried and tested for use in economic evaluations, they may still
cause errors which may affect the results of this review due to
the inherent limitations of the models. Since data available
for the population of interest is often not comprehensive
enough, models and model parameters must still be curated
data from already published literature or use estimates from
calibrations with aggregate data.’®> Thus, assumptions that
may lead to erroneous conclusions were still made during the
analysis. Caution should still be taken when interpreting the
results of this review.

Results of Economic Evaluations

Costs and Resource Use

The total costs for the CHOP regimen under a societal
perspective ranged from $30,043.00 to $94,931.00 (in USD);
€26,891.00 to €27,828.00 (in Euro); and £5,773.00 to
£7,311.00 (in Pound), while the total costs for the R-CHOP
regimen ranged from $42,777.00 to $105,847.00 (in USD);
€40,171.00 to €42,751.00 (in Euro); and £14,456.00 to
£15,181.00 (in Pound). On the other hand, the total costs for
the CHOP regimen under a payer perspective were $1,776.00
(in USD); €4,589.00 to €49,562.00 (in Euro); and £20,922.00
(in Pound), while the total costs for the R-CHOP regimen
were $5,100.00 (in USD); €19,427.00 to €59,521.00 (in
Euro); and £29,794.00 (in Pound).

The costs of the treatment for NHL in the included studies
were dependent on the study perspective adopted. Supposedly,
more costs should be taken into account when a societal
perspective is used compared to a payer perspective. However,
in this review, only direct medical costs were measured by the
majority of the included studies regardless of their chosen
perspective. Of note, three out of four studies that adopted a
societal perspective only reported direct medical costs.?>*3%7
As a result, the estimation of the total costs may have been
lacking. In a cross-sectional analysis conducted by Griffiths et
al., the inability to determine the actual costs incurred in the
treatment of patients, including costs shouldered by health
payers and patients, is more evident in settings and diseases
where the patients shoulder the majority of the costs.*” It
can be observed how there were varying trends on the costs
reported between studies reported under a societal perspective
and a payer perspective. Total costs in USD were higher in a
societal perspective but total costs in Euro and Pound were
higher in a payer perspective. It can be assumed that the
studies with a societal perspective but were unable to account
for all costs—direct and indirect—may have underestimated
the costs incurred in the treatment of NHL patients.

Furthermore, as can be observed from the total costs
of the regimens in the included studies, the total costs for
R-CHOP were generally higher than CHOP which could
be attributed to the addition of Rituximab in the treatment
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regimen. This is corroborated by the costing study conducted
by Dzingirai et al., wherein the R-CHOP regimen had total
costs of $2,950.00 per patient per cycle while the CHOP
regimen only had $1,235.00. It was stated that 60% of the total
costs for R-CHOP was attributable to medications while for
CHOP, 52% was attributable to diagnostic procedures. This
shows how the addition of Rituximab to CHOP significantly
increases the costs related to medications in the treatment
of NHL.*

Overall, it can be seen how costly the treatment for NHL
can be, regardless of the treatment regimen. Specifically,
chemotherapy costs (with or without Rituximab) mostly
contributed to the total treatment costs. In a cross-sectional
study conducted by Zakeri et al., they showed that patients
with NHL have higher total health expenditures compared to
any other cancers.” The health care expenditures included in
the estimation of costs were hospitalization, outpatient care,
emergency department, prescribed medications, dental care,
vision, home health care, and other medical services, including
ambulance, glasses, and other equipment. Among these, the
major contributors to expenditures were hospital inpatient
care, office-based visits, and prescription medications.” This
is further supported by the study conducted by Mittman et
al. which looked at the population-based healthcare costs
related to NHL and compared it with non-NHL cohorts.*
'The study found that the costs for NHL were three to seven
times higher than the non-NHL cohorts and the costs
increased as the NHL stage increased. Among the costs
accounted for, medications and inpatient care were found to
be the major contributors.*® This is similar to a retrospective
cohort study conducted by Mounie et al. where cost-analysis
showed that inpatient stay was principally the cost driver in
the treatment of HL. and NHL. Inpatient stay expenditures
included hospitalization costs and cancer-related medications.
'The study also revealed that DLBCL was the most costly
lymphoma subtype among HL and FL.*

Utilities

There are two main utility outcome measures being used
in pharmacoeconomic evaluations—the first one looks at how
effective health interventions are in improving life quality
(QALYs), and the other focuses on the burden of disease
in a population (DALYs).”® The key difference between
QALY and DALY lies on how they account for disability
and illness. QALY focuses on the quality of life during the
years lived, while DALY considers both the quality and
quantity of life lost due to disability or illness. Like QALY,
DALY expresses health outcomes in terms of years; however,
DALY also incorporates disability weights, which reflect the
severity of different health conditions on quality of life.

Standard measures of health outcomes include the
EQ-5D, Health Utilities Index III (HUI III), SF36, Classi-
fication and Measurement System of Functional Health
(CLAMES), QLQ-C30, MFI-20 instruments.*»* Using
these, QALY can be described as perfect health being rated
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as 1 and being deceased as 0, with negative values indicating
states worse than death. These values (referred to as weights or
utilities) are assigned based on the preferences of the general
public, often determined through tasks like time tradeoffs.
On the other hand, the DALY scale has perfect health rated
as 0 and death as 1, with no states currently recognized as
worse than death. Disability weights are mainly determined
through pairwise comparisons where individuals from the
public decide which of two individuals is healthier. The
primary goal is to measure health rather than preferences or
utilities, although in practice, QALY and DALY weights are
often similar. There is no currently a specific questionnaire
prescribed for measuring either QALY or DALY, as both
utility outcomes can originate from the same quality of
life measure but are calculated differently, with DALY also
considering disability weights.*

Additionally, there is a lack of consensus or clear
recommendations regarding the preferred utility outcomes to
be measured in economic assessments.”” While global orga-
nizations like the WHO favor DALY for comparing disease
burdens between countries, QALYs are more commonly
utilized in regions with established healthcare protocols.
Nevertheless, there are no definitive criteria for determining
the optimal outcome measure. This issue can be viewed as
stemming from uncertainty surrounding the fundamental
assumptions guiding researchers' decisions and their potential
impact on results. Such uncertainty is just a facet of the broader
uncertainty within healthcare, encompassing parameter
variability and heterogeneity. Considering this, we cannot
definitively assert the superiority or compare the prevalence
of QALY usage in the majority of the included studies (90%)
versus Painschab et al.,* who exclusively employed DALYs.

Overall, the systematic review showed that R-CHOP was
associated with higher QALY than CHOP alone in the study
conducted in an LMIC and in the other studies countries
in HICs; conversely, DALYs were found to be higher in
patients receiving CHOP alone compared to R-CHOP in
the study conducted in an LIC. These contradicting results
highlight the need for guidelines describing which among
QALY and DALY is preferred; this is both to standardize
outcomes reported and to allow for direct comparison or
pooling of results in systematic reviews and meta-analyses.
Further, it is important to note that the findings indicating
higher DALYs in patients receiving CHOP alone as opposed
to R-CHOP stems solely from the study conducted by
Painschab et al.* and it is therefore imperative to exercise
additional caution when interpreting these results.

As for the sources of utility measures, in three studies
(30%), utility values were obtained through prospective
methods. Berto et al. conducted expert panel interviews,*
Putri et al. utilized patient interviews,” and Painschab et
al. relied on a clinical dataset from a prospective cohort™®.
'The remaining studies (70%), on the other hand, employed

retrospective methods.?1"#25263738 They sourced utility

29,30,39

values from various clinical trial studies and databases such
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as the GELA Trial,** EORTC20981,%2 Weeks et al.,** Van
Agthoven et al.,** Doorduijin et al.,*' and the Scottish and
Newcastle Lymphoma Group (SNLG) database®.

In pharmacoeconomic evaluations, the choice between
prospective and retrospective data depends on various factors,
including research objectives, available resources, timeline,
and data quality. Prospective data are preferred when
detailed and accurate information on costs, outcomes, and
resource utilization is essential, especially for evaluating new
interventions or treatments. Retrospective data, on the other
hand, can be valuable for assessing real-world effectiveness,
healthcare utilization patterns, and long-term outcomes
across larger populations. Combining both prospective and
retrospective data may also provide a more comprehensive
understanding of the economic impact and value of healthcare
interventions. However, this requires careful consideration of
potential sources of bias, heterogeneity, and data quality to
ensure the validity and generalizability of the review findings
across different scenarios.

Cost-Utility of R-CHOP

The majority of the included studies (90%) reported
that R-CHOP was more cost-effective than CHOP in the
treatment of NHL patients, as the ICURs reported from these
studies were below the W'TP thresholds of their corresponding
countries.?"%25262%:5739 Tt shall be noted, however, that a large
portion of these studies were conducted in HICs, with WTP
higher than other income groups. This is consistent with the
current evidence on how economic evaluations are saturated
in HICs.% The analysis showed that there are more than
1,200 economic evaluations published annually, of which 83%
studied HICs, 14% studied UMICs, 4% studied LMICs, and
4% studied LICs. The sum exceeds 100%, as some economic
evaluations studied multiple income groups. Regardless,
most of the economic evaluations are concentrated in HICs,
which corroborates the findings of this review. It is therefore
imperative to determine the generalizability of the results to
other income groups, specifically among LICs.

The remaining 10% of the studies reported an ICUR
above their respective WTP threshold, indicating that
CHOP is more cost-effective than R-CHOP. Painschab et al.
revealed the factors that could have resulted in the deviation of
their results from previous cost-utility analyses on R-CHOP
in NHL patients.*® Among the methodological differences
stated by the study, the most relevant difference was that the
authors have accounted for indirect costs, including costs
for personnel and supplies, which all of the included studies
failed to do so, even those that adopted a societal perspective.

Despite this, current evidence corroborates R-CHOP
as the more cost-effective option. In a systematic review
conducted in 2009 by Yoder and Kamal,* R-CHOP was
deemed more cost-effective than CHOP in terms of LYG
and QALY. They deduced that input data, assumptions, and
sensitivity analyses have a significant impact in obtaining valid
results and that policy- and clinical decision-makers should

be able to account for the unique costs that are regarded
as relevant to the country. In another systematic review
conducted in 2012 by Auweiler et al. which assessed the cost-
effectiveness of R-CHOP in the treatment of NHL through
different types of economic evaluations, the ICURs per LYG
and QALY from all of the included studies were below their
respective. WTPs.3! Furthermore, R-CHOP was deemed
as the cost-effective treatment in all sensitivity analysis
scenarios. However, both of these reviews were published a
decade ago, which raises questions about their applicability
and relevance to the current situation in the treatment of
NHL patients. Relevant stakeholders shall take cautionary
measures when applying the results of these studies in their
respective countries.

Sensitivity Analysis

Sensitivity analysis should be performed to address
uncertainties involved in the sources of input parameters and
the estimation of the input parameters used in the analysis.
Since most CUAs also use surrogate endpoints to estimate
QALYs, the uncertainties associated with the relationship
between surrogate endpoints and final outcomes should also
be quantified and presented. This should be shown through
probabilistic sensitivity analysis and further explored in
scenario analysis.”® Out of the ten studies included in
this review, nine (90%) studies carried out a probabilistic
sensitivity analysis. In these studies, the probability of
R-CHOP being a cost-effective treatment option over
CHOP was high. One-way sensitivity analysis was also
performed by nine (90%) out of the ten included studies.
This analysis showed that, while ICURs were generally
insensitive to changes made in the key assumptions used,
time horizon was the factor that had the most significant
impact on the ICURs. This may be because costs for
treatment of chronic diseases such as cancer are higher in
the first few months of treatment while benefits only accrue
years after.? Because of this, ICUR values may fluctuate with
longer or shorter time horizons. Thus, time horizons applied
must be appropriately chosen for the disease of interest to
give a more accurate result to the analysis. Finally, five (50%)
of the studies®?****"% included were not able to justify the
ranges of values they used for their sensitivity analysis. The
other five (50%) studies?»*>?¢3%38 claimed to have based their
ranges on published data and confidence intervals around
the means of the stochastic data they used. This may also
be the case for the five aforementioned studies, however,
this cannot be said for certain since they did not provide
any justification nor did they disclose possible sources of the
ranges they used for their sensitivity analysis.

Methodological Assessment Results

2022 CHEERS Checklist
In the CHEERS 2022 Statement, all ten (100%) of

the studies?"#26:29.303739 fijled to include the following in
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their economic analyses: (1) a health economic analysis plan,
(2) characterization of heterogeneity, (3) characterization of
distributional effects, (4) an approach to engagement with
patients and others affected by the study in their methods,
and the (5) effect of engagement with patients and others
affected by the study.

To date, there are still no standardized guidelines
requiring the use of health economic analysis and while it
is recommended for authors to, at least, indicate whether or
not they developed a health economic analysis plan, it is not
yet required. Further, this particular plan is more focused on
economic evaluations which are being conducted alongside
randomized controlled trials. It is still useful for all types of
economic evaluations thus its future use should be considered.

The included studies also failed to characterize hetero-
geneity. It is recommended by Husereau et al. for hetero-
geneity to be separated from uncertainty when interpreting
findings.”? It is important for considerations to be made
regarding how heterogeneity may arise so that it can be
appropriately explored and its effects on the study’s results
can be appropriately reported. Because of this, authors are
encouraged to describe the methods they used to investigate
potential types of heterogeneity, and should they assume
homogeneity among their population, justifications should
also be given.

All of the studies also failed to report the distributional
effects of the study.?!23226293057-39 This is very important
especially when the results of the study are set to be used
by decision-makers to determine the equity impacts of the
interventions being evaluated in terms of social variables
such as socioeconomic status, ethnicity, geographical
location, or disease categories. Therefore, it is recommended
for authors to describe any methods they may have used to
address distributional concerns. The underpinning premise
for characterizing these effects should also be mentioned.
However, if these distributional concerns are not considered
or included in the analysis, a statement declaring the fact
should be present.

Another parameter that all the studies failed to report
was the approach to engagement with patients and others
who may be affected by the study.?!"#25:2629303739 Inclusion
of relevant stakeholders, especially those directly affected by
the decision made in these economic analyses, in all aspects
of decision-making, implementation, and policy-making
may help provide significant insights that can help optimize
resource allocation across more diverse settings. Even though
the act of engaging the community in pharmacoeconomic
evaluations is still not established, involving stakeholders
may help to improve transparency, accountability, and optimal
resource allocations across a diverse setting. Reporting of
the inclusion of community engagements to the studies will
also help define what their specific contributions may be
to research.

Finally, all ten studies also did not touch on the effect of
engagement with patients and others who may be potentially
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affected by the study in their results.?1-%25262%:3057-3 Qpe of
the key areas of reporting includes the impact of involving
relevant stakeholders in the research. When these groups
are involved as active collaborators in the study, the authors
are encouraged to report any difference this may have made
in their study to show its effect.

Conversely, all ten (100%) studies?!2322629:3057-39 were
able to present their (1) selection of outcomes, (2) measure-
ment of outcomes, (3) measurement and valuations of out-
comes, summary of main results, and effect of uncertainty.
These parameters are all expected to be present since they are
used for the analysis and interpretations done by the studies.

The CHEERS checklist is primarily intended to be used
as a guide by researchers, reviewers, and editors in determining
what should be reported and/or included in a comprehensive
economic evaluation. This list enumerates the minimum
amount or information required to be reported by a published
health economic evaluation to help readers and reviewers in
the interpretation and use of the studies. Since there are five
items in the checklist that have not been included in all ten
of the included studies, caution is advised when interpreting
the results of this review since there may be vital unreported
information that can affect the results of this study.

Cooper’s Potential Hierarchies of Data Sources

In the majority of the studies (70%) with the use of
Cooper’s Potential Hierarchies of Data Sources,?232%:26:29,30.39
high-ranked evidence was used for four out of five
components, specifically, clinical effect sizes, adverse events
and complications, baseline clinical data, resource use, and
costs. The sources most used by the studies were RC'Ts, study-
specific case series and analysis of administrative databases,
previous prospective data collection, and cost calculations
based on reliable databases and data sources.

Meanwhile, the sources for utilities in most studies
(80%) were direct utility assessments from previous
studies, 225265739 which were ranked third in the hierarchy
and considered medium-ranked evidence. It shall be noted
that the only difference between the first and third-ranked
sources is that the first-ranked sources, i.e., direct utility
assessment for the specific study, consist of primary data while
the third ranked sources, i.e., direct utility assessment from a
previous study, consist of secondary data. The use of primary
data collection allows the data to be contextualized based
on the specific research question, leading to more reliable
results.® Considering that utilities are self-reported data,
they can vary widely from population to population. Thus,
primary data offers a greater advantage as the actual quality
of life of their population is gathered instead of the use of the
quality of life from other populations which have their own
distinct characteristics.

Cooper et al. warns the user of the hierarchy that the
lack of higher ranking sources should not be a reason to
stop conducting economic analyses, rather, it should only be
viewed as a consensus statement that can guide end-users on
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which sources available is the best to use, regardless if it is in
the lower levels of the hierarchy.**

Drummond’s Economic Evaluation Checklist
The following information were mostly not stated or
justified in the included studies: (1) viewpoints of the analysis,
(2) details of the design and results of effectiveness study,
(3) details of the methods of synthesis or meta-analysis of
estimates, (4) details of the subjects from whom valuations
were obtained, (5) separate reporting of quantities of resource
use and unit costs, (6) the choice of variables for sensitivity
analysis, and (7) the ranges over which the variables are varied.
A lack of clear perspective makes it difficult to grasp the
contextual nuances and potential biases affecting result inter-
pretation, potentially weakening the robustness and relevance
of the study findings. Insufficient detail about study design
and outcomes impedes the assessment of evidence quality and
applicability, risking incomplete or inaccurate conclusions.
Transparent reporting of synthesis methods is pivotal for
gauging the validity and reliability of synthesized evidence;
without it, the suitability of methods and the credibility of
results are hard to ascertain. Similarly, understanding the
characteristics of valuation subjects is crucial for assessing
the generalizability and utility of economic evaluations,
with missing details hindering the evaluation of valuation
representativeness and relevance to the systematic review.
Furthermore, separating resource usage from unit costs is
essential for clarity and transparency in economic evaluations;
without this distinction, comprehending resource allocation
and associated costs becomes challenging, potentially leading
to confusion or misinterpretation. Sensitivity analysis,
meanwhile, serves to test the robustness of economic
evaluations by examining how varying key parameters impact
results. However, without clear documentation of variable
selection criteria and the extent of variation, it becomes
unclear how sensitivity analyses were performed and whether
the results are robust to uncertainties or variations.
Understanding the range of variation in sensitivity analysis
is vital for interpreting findings and assessing the stability
of economic evaluations. The absence of such information
makes it difficult to gauge the potential impact of parameter
uncertainties on study results. Ultimately, the lack of stated
or justified information in the included studies may signify
poor reporting practices, methodological shortcomings,
or limitations in the original research. These deficiencies
compromise the reliability, validity, and applicability of the
evidence base, potentially undermining the integrity and
usefulness of SR findings. The absence of this information
may stem from various factors, including limitations in the
scope of the included studies, methodological constraints,
or reporting practices. Nonetheless, their exclusion could
compromise the comprehensiveness, relevance, and
interpretability of their findings, potentially limiting their
usefulness for informing policy and practice.

Bias in Economic Evaluation (ECOBIAS)

Among the included studies, nine studies (90%) were
able to comply with at least 70% of the criteria.?2232%:26,29,3037-39
Notably, there were two criteria that all studies were not able
to comply with—intermittent data collection bias and bias
related to internal consistency.

Intermittent data collection bias is related to whether or
not resource use was continuously collected. In the estimation
of costs and utilities, especially when a societal perspective is
adopted, the use of healthcare databases, insurance records,
and other sources may not be sufficient to account for all
the costs associated with their treatment as out-of-pocket
expenses of the patients are not included in the estimation.
Only the patient can truly provide the total scope of their
healthcare utilization. As a result, underestimation of costs
and resource use is highly possible. For instance, intermittent
data collection is susceptible to missing important changes
in one’s treatment such as hospitalization or purchase
of expensive medical devices. Despite this, the burden
continuous data collection imposes on patients commonly
results in missing values and participant withdrawal which is
why, although it is the first choice, intermittent data collection
is often performed instead. Therefore, instead of avoiding the
use of intermittent data collection, the method by which
it is performed should be appropriately planned. Random
cohort data collection using three random cohorts is said to
obtain the best estimation of total annual costs.®’

The other criterion that was not met by all included
studies is the internal consistency bias. Internal consistency
bias occurs when no mathematical method, such as
Cronbach’s alpha, is performed to assess the interrelatedness
of the variables within a study.” 'This is consistent with the
results from the study conducted by Cooper et al. where out
of the forty-two included studies with economic models, only
one study (2%) was able to mathematically assess and report
internal consistency.’* As economic evaluations make use of
questionnaires to obtain the quality of life data of patients,
internal consistency is necessary to be measured using
validated and appropriate mathematical methods.

On the other hand, a criterion on reporting and
dissemination bias was deemed not applicable in all included
studies considering that all of them were not conducted
alongside a clinical trial, which is the only time where the
study is required to be listed in a trial register. Reporting and
dissemination bias occurs when authors fail to list their studies
in registers or deviation from the study protocol without
justification is observed. In reporting and dissemination of
health economic evaluations, transparency and structure
are essential for three reasons: (1) published economic
evaluations are continuously rising; (2) significant opportunity
costs depend on the decisions made based on the results
of economic evaluations; and (3) no widely implemented
mechanisms for warehousing data to allow for independent
checking such as ethics review proceedings, regulator dossiers,
or study registries. Thus, other methods to assess the quality
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of reporting and dissemination such as reporting guidelines

(e.g., CHEERS) are used instead.*

Overall Recommendations on the Quality of
Included Studies

'The majority of the included studies compiled moderately
with the required information outlined in the guidelines for
economic evaluation set by the CHEERS checklist. However,
all ten studies failed to include the following in their studies:
(1) a health economic analysis plan, (2) characterization of
heterogeneity, (3) characterization of distributional effects,
(4) an approach to engagement with patients and others
affected by the study in their methods, and the (5) effect of
engagement with patients and others affected by the study. It
is recommended for all economic evaluations to fully comply
with the minimum information required by the CHEERS
checklist to ensure the completeness of the data they present
to help the readers and reviewers get a more comprehensive
understanding of the study and thus aid them in interpreting
its results and conclusions.

In terms of the compliance of the included studies to the
hierarchies of data sources discussed by Cooper et al.,** the
majority of the included studies used high-ranked evidence
for most of the components except utilities. Most of the
studies obtained their utility data from previous studies,
which is considered as medium-ranked evidence. Thus, it
is recommended that economic evaluation studies assess
the quality of life of their patients through direct utility
assessment specifically conducted for their study. The sample
can be sourced from the general population, individuals with
knowledge of the disease of interest, and patients with the
disease of interest. If direct utility assessment is not possible,
indirect utility assessment can be performed instead, provided
that the sample includes patients with the disease of interest
and the tool used to assess their quality of life is validated
for the patient population.

The validity of the included studies was deemed to be
only moderately valid according to Drummond’s Checklist.
This is primarily because crucial information such as the
viewpoints of the analysis, design, and results of effectiveness
studies, methods of synthesis, subjects’ valuations, separate
reporting of quantities of resource use and unit costs, variables
for sensitivity analysis, and ranges of variable variation, were
either not provided or justified poorly, scoring lower than
70% of the checklist. This oversight may undermine the
reliability, validity, and applicability of the results potentially
diminishing the integrity and utility of the systematic
review findings. Various factors like scope limitations,
methodological constraints, or reporting practices may have
contributed to the absence of this information. Nevertheless,
it is important to emphasize that the exclusion of these details
could compromise the depth, relevance, and interpretability of
the results, thereby limiting their value to policy and practice.

The included studies were generally not at a high risk
of bias according to ECOBIAS, as the majority of the
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studies were able to comply with at least 70% of the risk
of bias tool’s criteria. However, all studies were not able to
comply with bias related to intermittent data collection and
internal consistency. To address bias related to intermittent
data collection, it is recommended that economic evaluation
studies perform continuous data collection as much as
possible to avoid potential underestimation of costs involved
in the treatment of NHL. If continuous data collection
is not viable due to justifiable reasons such as dominant
participant withdrawal, the data collection method to be used
shall be appropriately selected and justified. Meanwhile, to
address bias related to internal consistency, the economic
evaluation studies are recommended to perform appropriate
mathematical methods, such as Cronbach’s alpha, to assess
the interrelatedness of the variables included in their studies.
Furthermore, there were criteria that the majority of the
studies were not able to clearly report, such as biases related
to sensitivity analysis, sponsors, and scope limitations. It is
recommended that economic evaluation studies be more
vigilant in reporting how they address the four principles of
uncertainty—methodological, structural, heterogeneity, and
parameter—and to make their study protocol freely available
to the public.

With considerations to the above-mentioned results of
methodological assessment tools, the results of this systematic
review shall be interpreted with caution as there were criteria
in each critical appraisal and risk of bias tools that the included
studies were not able to comply with.

CONCLUSION AND RECOMMENDATIONS

'The results of this review shall be interpreted with caution
as the majority of the included studies favoring R-CHOP
over CHOP for the treatment of NHL in terms of utility
outcomes were concentrated in HICs. Hence, issues on the
generalizability of the results to other income classifications
may arise as limited studies were included from LMICs
and LICs, and no study was included from UMICs. The
scarcity of published economic evaluations in these countries
contributed to the limited or the lack of studies included
in this review. More economic evaluations from LICs,
LMICs, and UMICs are needed to arrive at a more robust
and comprehensive conclusion regarding the cost-utility of
R-CHOP over CHOP in the treatment of NHL.

This review also showed that there were several
methodological differences present among the included
studies, considering that each country has their own
guidelines to follow when conducting economic evaluations.
Methodological limitations were also observed from the
results of the critical appraisal of the studies, particularly
the completeness of the data reported, and the credibility
of the sources used. Both of these observations highlight
the importance of having an internationally recognized
guideline to consolidate the methodological differences and
limitations that could partly or wholly have an effect on the
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results of the economic evaluations. Of note, the guideline
should focus on recommending the appropriate pharmaco-
economic method, perspective, model, costs, outcomes, time
horizons, and sensitivity analysis to be used given a particular
research question.

It is recommended to conduct economic evaluations
specific to the Philippines in order to develop context-
specific information on the use of R-CHOP in the treatment
of Filipino NHL patients. Moreover, it is recommended to
conduct economic evaluations of varying designs besides
CUA to capture a broader spectrum of cost-benefit outcomes.
Once enough data has been generated, it is highly suggested
to conduct a meta-analysis on the economic evidence of
R-CHOP versus CHOP in order to pool available data and
provide statistically significant recommendations that can

help support health funding decision-making.

Statement of Authorship
All authors certified fulfillment of ICMJE authorship

criteria.

Author Disclosure
All authors declared no conflicts of interest.

Funding Source

Three authors of the study received a thesis grant offered
by the Department of Science and Technology (DOST) -
Science Education Institute (SEI). However, DOST-SEI had
no role in the study design, data collection, analysis, results,
and discussion of the study.

REFERENCES

1. Mawardi H, Cutler C, Treister N. Medical management update: Non-
Hodgkin lymphoma. Oral Surg Oral Med Oral Pathol Oral Radiol
Endod. 2009 Jan;107(1):¢19-33. doi: 10.1016/j.tripleo.2008.08.054.
PMID: 19101479.

2. Sapkota S, Shaikh, H. Non-Hodgkin lymphoma. U.S. National Library
of Medicine [Internet]. 2023 [cited 2024 May 21]. Available from:
https://www.ncbi.nlm.nih.gov/books/NBK559328/.

3. American Cancer Society. Follicular lymphoma: Types of B-cell
lymphoma [Internet]. 2019 [cited 2024 May 21]. Available from:
https://www.cancer.org/cancer/types/non-hodgkin-lymphoma/about/
b-cell-lymphoma.html

4. American Cancer Society. How common is lymphoma?: Key statistics
for non-Hodgkin lymphoma [Internet]. 2023 [cited 2024 May 21].
Available from: https://www.cancer.org/cancer/types/non-hodgkin-
lymphoma/about/key-statistics.html#:~:text=Non%2DHodgkin%20
lymphoma%20(NHL),will%20be%20diagnosed%20with%20NHL.

5. The Global Cancer Observatory. Philippines [Internet]. 2024 [cited
2024 May 21]. Available from: https://gco.iarc.who.int/media/
globocan/factsheets/populations/608-philippines-fact-sheet.pdf

6.  Fisher RI, Gaynor ER, Dahlberg S, Oken MM, Grogan TM, Mize
EM, et al. Comparison of a standard regimen (CHOP) with three
intensive chemotherapy regimens for advanced non-Hodgkin's
lymphoma. N Engl ] Med. 1993 Apr 8;328(14):1002-6. doi: 10.1056/
NEJM199304083281404. PMID: 7680764.

7. Gordon LI, Harrington D, Andersen J, Colgan J, Glick ], Neiman R, et
al. Comparison of a second-generation combination chemotherapeutic
regimen (m-BACOD) with a standard regimen (CHOP) for
advanced diffuse non-Hodgkin's lymphoma. N Engl ] Med. 1992 Nov

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

5;327(19):1342-9. doi: 10.1056/NEJM199211053271903. PMID:
1383819.

Griffiths R, Mikhael J, Gleeson M, Danese M, Dreyling M. Addition
of rituximab to chemotherapy alone as first-line therapy improves
overall survival in elderly patients with mantle cell lymphoma. Blood.
2011 Nov 3;118(18):4808-16. doi: 10.1182/blood-2011-04-348367.
PMID: 21873544; PMCID: PMC3208292.

Zelenetz AD, Abramson ]S, Advani RH, Andreadis CB, Byrd JC,
Czuczman MS, et al. NCCN Clinical practice guidelines in Oncology:
non-Hodgkin's lymphomas. J Natl Compr Canc Netw. 2010
Mar;8(3):288-334. doi: 10.6004/jncen.2010.0021. PMID: 20202462.
Tilly H, Gomes da Silva M, Vitolo U, Jack A, Meignan M, Lopez-
Guillermo A, et al. Diffuse large B-cell lymphoma (DLBCL): ESMO
Clinical Practice Guidelines for diagnosis, treatment and follow-up.
Ann Oncol. 2015 Sep;26(5):v116-25. doi: 10.1093/annonc/mdv304.
PMID: 26314773.

Buske C, Hoster E, Dreyling M, Eimermacher H, Wandt H, Metzner
B, et al. The addition of rituximab to front-line therapy with CHOP
(R-CHOP) results in a higher response rate and longer time to
treatment failure in patients with lymphoplasmacytic lymphoma:
Results of a randomized trial of the German Low-Grade Lymphoma
Study Group (GLSG). Leukemia. 2009 Jan;23(1):153-61. doi: 10.1038/
leu.2008.261. PMID: 18818699.

Caguioa PB. Clinical profile and treatment outcomes of lymphoma
patients: A real world experience. Ann Oncol. 2019 Oct 1;30(6):vi72.
doi: 10.1093/annonc/mdz362.

Philippine Cancer Society. Tertiary prevention of cancer: Clinical
treatment guidelines. [Internet]. [cited 2024 May 21]. Available from:
https://www.philcancer.org.ph/images/pdf/guidelines/PCSI-Tertiary-
Cancer-Treatment-Guidelines.pdf.

Ogino MH, Tadi P. Cyclophosphamide. U.S. National Library of
Medicine [Internet]. 2023 [cited 2024 May 21]. Available from:
https://www.ncbi.nlm.nih.gov/books/NBK553087/.

Thorn CF, Oshiro C, Marsh S, Hernandez-Boussard T, McLeod H,
Klein TE, et al. Doxorubicin pathways: Pharmacodynamics and adverse
effects. Pharmacogenet Genomics. 2011 Jul;21(7):440-6. doi: 10.1097/
FPC.0b013e32833ftb56. PMID: 21048526; PMCID: PMC3116111.
Awosika AO, Below J, Das JM. Vincristine. U.S. National Library
of Medicine [Internet]. 2023 [cited 2024 May 21]. Available from:
https://www.ncbi.nlm.nih.gov/books/NBK537122/.

Lamar, ZS. The role of glucocorticoids in the treatment of non-
Hodgkin lymphoma. Ann Hematol Oncol. 2016 August;3(7):1103.
ISSN: 2375-7965.

Puckett Y, Gabbar A, Bokhari AA. Prednisone. U.S. National Library
of Medicine [Internet]. 2023 [cited 2024 May 21]. Available from:
https://www.ncbi.nlm.nih.gov/books/NBK534809/

Cerny T, Borisch B, Introna M, Johnson P, Rose AL. Mechanism of
action of rituximab. Anticancer Drugs. 2002 Nov;13(2):53-10. doi:
10.1097/00001813-200211002-00002. PMID: 12710585.

Plosker GL, Figgitt DP. Rituximab: A review of its use in non-
Hodgkin's lymphoma and chronic lymphocytic leukaemia. Drugs.
2003;63(8):803-43. doi: 10.2165/00003495-200363080-00005.
PMID: 12662126.

Best JH, Hornberger J, Proctor SJ, Omnes LE, Jost F. Cost-effectiveness
analysis of rituximab combined with chop for treatment of diffuse
large B-cell lymphoma. Value Health. 2005 Jul-Aug;8(4):462-70. doi:
10.1111/j.1524-4733.2005.00037 x. PMID: 16091023.

Hornberger JC, Best JH. Cost utility in the United States of rituximab
plus cyclophosphamide, doxorubicin, vincristine, and prednisone for
the treatment of elderly patients with diffuse large B-cell lymphoma.
Cancer. 2005 Apr 15;103(8):1644-51. doi: 10.1002/cncr.20956. PMID:
15756658.

Knight C, Hind D, Brewer N, Abbott V. Rituximab (MabThera) for
aggressive non-Hodgkin's lymphoma: Systematic review and economic
evaluation. Health Technol Assess. 2004 Sep;8(37):iii, ix-xi, 1-82. doi:
10.3310/hta8370. PMID: 15361313.

Nam J, Milenkovski R, Yunger S, Geirnaert M, Paulson K, Seftel M.
Economic evaluation of rituximab in addition to standard of care
chemotherapy for adult patients with acute lymphoblastic leukemia.

18 ACTA MEDICA PHILIPPINA



25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

J Med Econ. 2018 Jan;21(1):47-59. doi: 10.1080/13696998.2017.
1372230. PMID: 28837377.

Ray JA, Carr E, Lewis G, Marcus R. An evaluation of the cost-
effectiveness of rituximab in combination with chemotherapy for the
first-line treatment of follicular non-Hodgkin's lymphoma in the
UK. Value Health. 2010 Jun-Jul;13(4):346-57. doi: 10.1111/5.1524-
4733.2009.00676.x. PMID: 20070643.

Soini EJO, Martikainen JA, Nousiainen T. Treatment of follicular non-
Hodgkin's lymphoma with or without rituximab: Cost-effectiveness
and value of information based on a 5-year follow-up. Ann Oncol. 2011
May;22(5):1189-97. doi: 10.1093/annonc/mdq582. PMID: 21135053;
PMCID: PM(C3082160.

National Institute for Health and Care Excellence (NICE), Non-
Hodgkin’s lymphoma: Diagnosis and management [NICE Guideline
No. 52] [Internet]. NICE. 2016 [cited 2024 May 21]. Available from:
https://www.nice.org.uk/guidance/ng52.

National Comprehensive Cancer Network (NCCN). NCCN clinical
practice guidelines in oncology (NCCN Guidelines): B-cell lymphomas
[Version 4] [Internet]. 2022 [cited 2024 May 21]. Available from:
https://www.ncen.org/professionals/physician_gls/pdf/b-cell.pdf.
Putri S, Setiawan E, Saldi SRF, Khoe LC, Sari ER, Megraini A, et al.
Adding rituximab to chemotherapy for diffuse large B-cell lymphoma
patients in Indonesia: A cost utility and budget impact analysis. BMC
Health Serv Res. 2022 Apr 25;22(1):553. doi: 10.1186/s12913-022-
07956-w. PMID: 35468783; PMCID: PM(C9040215.

Painschab MS, Kohler R, Kimani S, Mhango W, Kaimila B, Zuze
T, et al. Comparison of best supportive care, CHOP, or R-CHOP
for treatment of diffuse large B-cell lymphoma in Malawi: A cost-
effectiveness analysis. Lancet Glob Health. 2021 Sep;9(9):¢1305-¢1313.
doi: 10.1016/52214-109X(21)00261-8. PMID: 34303416; PMCID:
PMC8403678.

Auweiler PW, Miiller D, Stock S, Gerber A. Cost effectiveness
of rituximab for non-Hodgkin's lymphoma: A systematic review.
Pharmacoeconomics. 2012 Jul 1;30(7):537-49. doi: 10.2165/11591160-
000000000-00000. PMID: 22612993.

Storz U. Rituximab: How approval history is reflected by a
corresponding patent filing strategy. MAbs. 2014 May 19;6(4):820-37.
doi: 10.4161/mabs.29105.

Husereau D, Drummond M, Petrou S, Carswell C,Moher D, Greenberg
D, et al. Consolidated Health Economic Evaluation Reporting
Standards (CHEERS)--explanation and elaboration: A report of
the ISPOR Health Economic Evaluation Publication Guidelines
Good Reporting Practices Task Force. Value Health. 2013 Mar-
Apr;16(2):231-50. doi: 10.1016/j.jval.2013.02.002. PMID: 23538175.
Cooper N, Coyle D, Abrams K, Mugford M, Sutton A. Use of evidence
in decision models: an appraisal of health technology assessments in the
UK since 1997. ] Health Serv Res Policy. 2005 Oct;10(4):245-50. doi:
10.1258/135581905774414187. PMID: 16259692.

Doran CM. Economic evaluation of interventions to treat opiate
dependence: a review of the evidence. Pharmacoeconomics.
2008;26(5):371-93. doi:  10.2165/00019053-200826050-00003.
PMID: 18429655.

Adarkwah CC, van Gils PF, Hiligsmann M, Evers SM. Risk of bias in
model-based economic evaluations: the ECOBIAS checklist. Expert
Rev Pharmacoecon Outcomes Res. 2016 Aug;16(4):513-23. doi:
10.1586/14737167.2015.1103185. PMID: 26588001.

Groot MT, Lugtenburg PJ, Hornberger J, Huijgens PC, Uyl-de Groot
CA. Cost-effectiveness of rituximab (MabThera) in diffuse large B-cell
lymphoma in The Netherlands. Eur ] Haematol. 2005 Mar;74(3):
194-202. doi: 10.1111/5.1600-0609.2004.00368 x. PMID: 15693788.
Johnston KM, Marra CA, Connors JM, Najafzadeh M, Sehn L,
Peacock SJ. Cost-effectiveness of the addition of rituximab to
CHOP chemotherapy in first-line treatment for diffuse large B-cell
lymphoma in a population-based observational cohort in British
Columbia, Canada. Value Health. 2010 Sep-Oct;13(6):703-11. doi:
10.1111/j.1524-4733.2010.00737.x. PMID: 20561333.

Berto P, Morsanutto A, Lopatriello S, Martelli M, Muti G, Santini G,
et al. Cost-effectiveness analysis of rituximab + CHOP versus CHOP in
subjects with aggressive non-Hodgkin lymphoma. PharmacoEconomics

Systematic Review on the Cost-utility of R-CHOP vs CHOP

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

Italian Research Articles/PharmacoEconomics-Italian Research
Articles. 2004 Nov 1;6(3):151-60. doi: 10.1007/bf03320633.

Sittimart M, Rattanavipapong W, Mirelman AJ, Hung TM, Dabak
S, Downey LE, et al. An overview of the perspectives used in health
economic evaluations. Cost Effectiveness and Resource Allocation.
2024 May 14;22(1). doi: 10.1186/512962-024-00552-1.

Doorduijn ], Buijt I, Holt B, Steijaert M, Uyl-de Groot C, Sonneveld
P. Self-reported quality of life in elderly patients with aggressive
non-Hodgkin's lymphoma treated with CHOP chemotherapy. Eur J
Haematol. 2005 Aug;75(2):116-23. doi: 10.1111/j.1600-0609.2005.
00438.x. PMID: 16000127.

Painschab MS, Kohler RE, Kasonkanji E, Zuze T, Kaimila B, Nyasosela
R, et al. Microcosting analysis of diffuse large B-cell lymphoma
treatment in Malawi. ] Glob Oncol. 2019 Jul;5:1-10. doi: 10.1200/
JG0.19.00059. PMID: 31322992; PMCID: PMC6690619.

Kimani S, Painschab MS, Kaimila B, Kasonkanji E, Zuze T, Tomoka
T, et al. Safety and efficacy of rituximab in patients with diffuse
large B-cell lymphoma in Malawi: a prospective, single-arm, non-
randomised phase 1/2 clinical trial. Lancet Glob Health. 2021
Jul;9(7):¢1008-¢1016. doi: 10.1016/52214-109X(21)00181-9. PMID:
34022150, PMCID: PM(C9338824.

Department of Health (DOH), Diffuse large B-cell lymphoma
national clinical practice guidelines. [Internet]. 2022 [cited 2024
May 21]. Available from: https://drive.google.com/file/d/1x-
ZxJf8ITQSCOj5DAZzPiB1h4p7Xt4n9e/view.

National Comprehensive Cancer Network (NCCN), NCCN
guidelines for patients: Diffuse large B-cell lymphomas. [Internet].
2022 [cited 2024 May 21]. Available from: https://www.ncen.org/
patients/guidelines/content/PDF/nhl-diffuse-patient.pdf.

Haacker M, Hallett TB, Atun R. On discount rates for economic
evaluations in global health. Health Policy Plan. 2020 Feb 1;35(1):107-
14. doi: 10.1093/heapol/czz127. PMID: 31625564.

Griffiths M, Maruszczak M, Kusel J. The WHO-CHOICE cost-
effectiveness threshold: A country-level analysis of changes over
time. Value in Health. 2015 May 1;18(3):A88. doi: 10.1016/j.
jval.2015.03.517.

Nu Vu A, Hoang MV, Lindholm L, Sahlen KG, Nguyen CTT, Sun S.
A systematic review on the direct approach to elicit the demand-side
cost-effectiveness threshold: Implications for low- and middle-income
countries. PLoS One. 2024 Feb 8;19(2):e0297450. doi: 10.1371/
journal.pone.0297450. PMID: 38329955; PMCID: PMC10852300.
Rascati KL. Essentials of Pharmacoeconomics, 2nd ed. Lippincott
Williams & Wilkins; 2013.

National Institute for Health and Care Excellence (NICE), NICE
health technology evaluations: The manual [Internet]. 2023. [cited
2024 May 21]. Available from: https://www.nice.org.uk/process/
pmg36/chapter/economic-evaluation#measuring-and-valuing-health-
effects-in-cost-utility-analyses.

Sharma D, Aggarwal AK, Downey LE, Prinja S. National healthcare
economic evaluation guidelines: A cross-country comparison.
Pharmacoecon Open. 2021 Sep;5(3):349-64. doi: 10.1007/s41669-
020-00250-7. PMID: 33423205; PMCID: PM(C8333164.

Husereau D, Drummond M, Augustovski F, de Bekker-Grob E, Briggs
AH, Carswell C, et al. Consolidated Health Economic Evaluation
Reporting Standards 2022 (CHEERS 2022) Statement: Updated
reporting guidance for health economic evaluations. Value Health. 2022
Jan;25(1):3-9. doi: 10.1016/j.jval.2021.11.1351. PMID: 35031096.
Graves ], Garbett S, Zhou Z, Schildcrout JS, Peterson J. Comparison
of decision modeling approaches for health technology and
policy evaluation. Med Decis Making. 2021 May;41(4):453-64.
doi: 10.1177/0272989X21995805. PMID: 33733932; PMCID:
PMC9181506.

Dzingirai B, Chavunduka T, Manyau P, Van Hulst M, Postma MJ,
Mafirakureva N. PCN89 Estimating the costs of the management
of non-Hodgkin's lymphoma at a tertiary health institution. Value in
Health. 2021 Jun 1;24(1):S36. doi: 10.1016/j.jval.2021.04.181.

Zakeri M, Li ], Sansgiry SS, Aparasu RR. Incremental health care
expenditures for non-Hodgkin lymphoma in comparison with other
cancers: Analysis of national survey data. ] Manag Care Spec Pharm.

ACTA MEDICA PHILIPPINA 19



Systematic Review on the Cost-utility of R-CHOP vs CHOP

56.

57.

58.

59.

60.

61.

62.

63.

2023 May;29(5):480-9. doi: 10.18553/jmcp.2023.29.5.480. PMID:
37121258; PMCID: PMC10387904.

Mittmann N, Cheung M, Isogai PK, Saskin R, Liu N, Hoch JS, et al.
Population-based health care cost estimates related to non-Hodgkin
lymphoma (NHL). Blood. 2011 Nov 18;118(21):2068. doi: 10.1182/
blood.v118.21.2068.2068

Mounié M, Costa N, Conte C, Petiot D, Fabre D, Despas F, et al. Real-
world costs of illness of Hodgkin and the main B-Cell non-Hodgkin
lymphomas in France. ] Med Econ. 2020 Mar;23(3):235-42. doi:
10.1080/13696998.2019.1702990. PMID: 31876205.

Feng X, Kim DD, Cohen ]JT, Neumann PJ, Ollendorf DA. Using
QALYs versus DALYs to measure cost-effectiveness: How much
does it matter? Int ] Technol Assess Health Care. 2020 Apr;36(2):
96-103. doi: 10.1017/50266462320000124. PMID: 32340631.
Wiedermann W, Frick U. Using surveys to calculate disability-adjusted
life-years. Alcohol Res. 2013;35(2):128-33. PMID: 24881321,
PMCID: PMC3908704.

Augustovski F, Colantonio LD, Galante ], Bardach A, Caporale JE,
Zarate V, et al. Measuring the benefits of healthcare: DALY's and QALY's
- Does the choice of measure matter? A case study of two preventive
interventions. Int ] Health Policy Manag. 2018 Feb 1;7(2):120-136. doi:
10.15171/ijhpm.2017.47. PMID: 29524936; PMCID: PMC5819372.
Coiffier B, Thieblemont C, Van Den Neste E, Lepeu G, Plantier I,
Castaigne S, et al. Long-term outcome of patients in the LNH-
98.5 trial, the first randomized study comparing rituximab-CHOP
to standard CHOP chemotherapy in DLBCL patients: A study by
the Groupe d'Etudes des Lymphomes de 1'Adulte. Blood. 2010 Sep
23;116(12):2040-5. doi: 10.1182/blood-2010-03-276246. PMID:
20548096; PMCID: PM(C2951853.

van Oers MH, Klasa R, Marcus RE, Wolf M, Kimby E, Gascoyne
RD, et al. Rituximab maintenance improves clinical outcome of
relapsed/resistant follicular non-Hodgkin lymphoma in patients both
with and without rituximab during induction: Results of a prospective
randomized phase 3 intergroup trial. Blood. 2006 Nov 15;108(10):3295-
301. doi: 10.1182/blood-2006-05-021113. PMID: 16873669.

Weeks JC, Yeap BY, Canellos GP, Shipp MA. Value of follow-

up procedures in patients with large-cell lymphoma who achieve

APPENDICES

Appendix A. Identified Keywords for the Search Strategy

Component Keyword

Population

Non-Hodgkin's Lymphoma
Non-Hodgkin Lymphoma
NHL

Adult

64.

65.

66.

67.

68.

69.

70.

Intervention/Comparator

Rituximab

Cyclophosphamide
Hydroxydaunorubicin (Doxorubicin)
Oncovin (Vincristine)

Prednisone

CHOP

R-CHOP

Outcome

Quality of Life (Qol)

Health-related Quality of Life (hrQolL)
Disability-Adjusted Life Years (DALY)
Quality-Adjusted Life Years (QALY)
Incremental Cost-Utility Ratio (ICUR)

Incremental Cost-Effectiveness Ratio (ICER)

Incremental Net Benefit (INB)

Study Characteristics

Cost-utility analysis
CUA

a complete remission. ] Clin Oncol. 1991 Jul;9(7):1196-203. doi:
10.1200/JC0O.1991.9.7.1196. PMID: 1710656.

van Agthoven M, Vellenga E, Fibbe WE, Kingma T, Uyl-de Groot
CA. Cost analysis and quality of life assessment comparing patients
undergoing autologous peripheral blood stem cell transplantation or
autologous bone marrow transplantation for refractory or relapsed non-
Hodgkin's lymphoma or Hodgkin's disease. a prospective randomised
trial. Eur J Cancer. 2001 Sep;37(14):1781-9. doi: 10.1016/s0959-
8049(01)00198-8. PMID: 11549432.

Proctor SJ, Mackie M, Dawson A, White J, Prescott R], Lucraft HL,
et al. A population-based study of intensive multi-agent chemotherapy
with or without autotransplant for the highest risk Hodgkin's disease
patients identified by the Scotland and Newcastle Lymphoma Group
(SNLG) prognostic index. A Scotland and Newcastle Lymphoma
Group study (SNLG HD III). Eur ] Cancer. 2002 Apr;38(6):795-806.
doi: 10.1016/50959-8049(02)00006-0. PMID: 11937314.

Pitt C, Goodman C, Hanson K. Economic evaluation in global
perspective: A Bibliometric analysis of the recent literature. Health
Econ. 2016 Feb;25(1):9-28. doi: 10.1002/hec.3305. PMID: 26804359;
PMCID: PMC5042080.

Yoder JL, Kamal KM. A systematic review of economic analyses
studying rituximab in R-CHOP therapy in patients with non-Hodgkin
lymphoma. The Open Cancer Immunology Journal. 2009 September
18;2:1-9. doi: 10.2174/1876401000902010001.

Hox JJ, Boeijie HR. Data collection, primary vs. secondary [Internet].
2005 [cited 2024 May]. Available from: https://www.joophox.net/
publist/ ESM_DCOLOS5.pdf.

Hendriks MR, Al MJ, Bleijlevens MH, van Haastregt JC, Crebolder
HE, van Eijk JT; et al. Continuous versus intermittent data collection
of health care utilization. Med Decis Making. 2013 Nov;33(8):
998-1008. doi: 10.1177/0272989X13482045. PMID: 23535608.
Tang W, Cui Y, Babenko O. Internal consistency: Do we really know
what it is and how to assess it? [Internet]. 2014 [cited 2024 May 21].
Available from: https://www.researchgate.net/publication/280839401_
Internal_consistency_Do_we_really_know_what_it_is_and_how_to_
assess_it.

20

ACTA MEDICA PHILIPPINA



Systematic Review on the Cost-utility of R-CHOP vs CHOP

Appendix B. Screening Eligibility Form

Screening Eligibility Form

Title of the Article:

Database:
Link to Article:

Selection Criteria Yes No Unclear Comments
Inclusion Criteria

Population of of Interest: O O O
Does the study include adult patients diagnosed with Non-Hodgkin’s
Lymphoma?

Intervention of Interest: O O H
Does the study population include patients treated with R-CHOP regimen?

Comparator of Interest:
Does the study population include patients treated with CHOP regimen?

O
O
O

Reported Outcomes:

Does the study measure the cost-effectiveness of CHOP and R-CHOP
treatments in terms of health-related quality of life, quality-adjusted life years,
disability-adjusted life years, Incremental Cost-Utility ratios and/or Incremental

O
O
O

Net Benefits?

Study Design: O O O
Does the study employ a cost-utility design?

Type of Publication: O O O
Is the study an original article?

Date of Publication: O O O
Is this article published from November 1997 to September 2023?

Date of Publication: O O O

Was the study published from November 1997 to September 2023?

Exclusion Criteria

Duplicates: O O O
Is the study a duplicate of another study already screened for eligibility?
DECISION (v) [ JINCLUDE

[ JEXCLUDE

Reason for Exclusion |[ ] Not relevant to Population
[ ]Not relevant to Intervention
[ ] Not relevant to Comparator
[ ] Not relevant to Outcomes

[ ] Not a cost-utility study

[ ] Study is a duplicate

Screened by:

Date:

ACTA MEDICA PHILIPPINA 21



Systematic Review on the Cost-utility of R-CHOP vs CHOP

Appendix C. Data Extraction Form

Data Extraction Form

b e A i

General Information
Article ID

Title of Article

Name of Authors

Email of Corresponding Author

Affiliation of First Author

Journal Published

Year of Publication

Funding Source

Conflict of Interest

Study-Specific Characteristics

Country Studied

oo0ooooooo)no
O0ooooooo|)no

Type of Country Income

Study Design (e.g., CUA with model-based, primary CUA alongside
RCT/cohort)

Study Perspective

Discount Rate for Cost

Discount Rate for Utility

Currency, Currency-year

Willingness to Pay (WTP) or Cost-effectiveness Threshold

Time Horizon

Type of Economic Model

Health States/Nodes

Participant Characteristics

Type of Cancer

Oooooooio;oo|).

Specific Type of NHL

Stage (I, II, III, IV)

Treatment Status (Naive, Recurrent, Refractory)

Age (mean, SD)

Sex (M, F) or Sex Ratio

;Source of Participants

Costs and Resource Use

Utilities

Other Outcomes

Sample Size

Costs and Resource Use

OFDOoOoOFOoDooo0omoooooooo oo|o

OO 0o0sOo0ooooo

Cost-Utility Analysis of R-CHOP vs CHOP in Patients with Non-Hodgkin's Lymphoma: A Systematic Review
Cadag, Lorenzo, & Mercado | February 2024 | Data Extraction Form | Version 2

22 ACTA MEDICA PHILIPPINA



Appendix C. Data Extraction Form (continued)

Systematic Review on the Cost-utility of R-CHOP vs CHOP

Utilities

Other Outcomes

Interventions and Comparators

Dose

o|a

0a

Route

Frequency

Number of Cycles

Dose

Route

Frequency

Number of Cycles

Components

Dose

Route

Frequency

Number of Cycles

Outcome Measures

Type of Cost (e.g., direct cost, indirect cost)

O
o
o
O
O
O
]
O
0
0
O
O
O

Qoooogoooomoo;o

Direct Cost Incurred

Variance of Direct Cost Incurred

Indirect Cost Incurred

Variance of Indirect Cost Incurred

Total Cost Incurred

Variance of Total Cost Incurred

Tool Used to Measure Utility Outcomes

Type of Utility Measures (e.g., hrQOL, QALY, DALY)

hrQoL

Variance of hrQOL

QALY

Variance of QALY

DALY

Variance of DALY

O oo0oo0ooOoooo@moooobooon.

Omoo0o0ooooogooooono:o

Cost-Utility Analysis of R-CHOP vs CHOP in Patients with Non-Hodgkin's Lymphoma: A Systematic Review
Cadag, Lorenzo, & Mercado | February 2024 | Data Extraction Form | Version 2

ACTA MEDICA PHILIPPINA 23



Systematic Review on the Cost-utility of R-CHOP vs CHOP

Appendix C. Data Extraction Form (continued)

Variance of ICUR D D
INB D D
Variance of INB D D
Conclusion(s) D D
Type of Outcomes (Clinical, Economic, Humanistic) D D
Reported Outcomes D D
Sensitivity Analysis
Type of Sensitivity Analysis O O
Variables D D
Results D D
Data Required Data Availability Data
1 Willingness to Pay (K) D
2 Incremental Cost (AC) D
3 Incremental Effectiveness (AE) D
4 Incremental Cost-Effectiveness (ICER) l:l
5 Variance of AC (azc) D
A
6 Variance of AE (aiE) D
7 Covariance of AC and AE(o,,, ) D
g . 2
Variance of ICER (a”,, ) O
9 Confidence Interval (95%) D
10 Upper limit of ICER (UL, ... ) D
11 Standardized normal ( Z, /2) D
12 Mean ICER (0, ) a
13 Standard Error (SE) D
14 Cost-effectiveness plane D
15 Deterministic analysis means of cost, outcomes, D
and ICER

Cost-Utility Analysis of R-CHOP vs CHOP in Patients with Non-Hodgkin's Lymphoma: A Systematic Review
Cadag, Lorenzo, & Mercado | February 2024 | Data Extraction Form | Version 2

24 ACTA MEDICA PHILIPPINA



Systematic Review on the Cost-utility of R-CHOP vs CHOP

Appendix D. Search Strategy Used for each Database.

Database Search Strategy

PubMED

(Non-Hodgkin Lymphoma) AND ((Rituximab AND Cyclophosphamide AND Doxorubicin AND Vincristine AND Prednisone)
OR R-CHOP OR CHOP) AND ((cost-utility analysis OR cost-effectiveness analysis incremental cost-utility ratio OR
incremental cost-effectiveness ratio OR incremental net benefit OR quality-adjusted life year OR disability-adjusted life
year OR quality of life OR health-related quality of life")

Publication Date: 1997-11-01 to 2023-09-30

SCOPUS

TITLE-ABS-KEY ((non-hodgkin* AND lymphoma OR nhl) AND ((rituximab AND cyclophosphamide AND
(hydroxydaunorubicin OR doxorubicin) AND (oncovin OR vincristine) AND prednisone) OR r-chop OR chop) AND (("Cost-
utility analysis" OR cua) OR ( "Cost-effectiveness analysis" OR cea) OR ("incremental cost-utility ratio" OR icur) OR
("incremental cost-effectiveness ratio" OR icer ) OR ("incremental net benefit" OR inb) OR ("quality-adjusted life year" OR
galy) OR ("disability-adjusted life year" OR daly) OR ("quality of life" OR qol) OR ("health-related quality of life" OR hrqol)))

Publication Date: 1997-11-01 to 2023-09-30

Web of Science

ALL=(non-Hodgkin* lymphoma OR NHL) AND ((Rituximab AND Cyclophosphamide AND (Hydroxydaunorubicin OR
Doxorubicin) AND (Oncovin OR Vincristine) AND Prednisone) OR R-CHOP OR CHOP) AND ((“Cost-utility analysis”

OR CUA) OR (“Cost-effectiveness analysis” OR CEA) OR (“incremental cost-utility ratio” OR ICUR) OR (“incremental
cost-effectiveness ratio” OR ICER) OR (“incremental net benefit” OR INB) OR (“quality-adjusted life year” OR QALY) OR
(“disability-adjusted life year” OR DALY) OR (“quality of life” OR QoL) OR (“health-related quality of life” OR hrQoL))

Publication Date: 1997-11-01 to 2023-09-30

EBSCOHost

(non-Hodgkin* lymphoma OR NHL) AND ((Rituximab AND Cyclophosphamide AND (Hydroxydaunorubicin OR
Doxorubicin) AND (Oncovin OR Vincristine) AND Prednisone) OR R-CHOP OR CHOP) AND ((“Cost-utility analysis”

OR CUA) OR (“Cost-effectiveness analysis” OR CEA) OR (“incremental cost-utility ratio” OR ICUR) OR (“incremental
cost-effectiveness ratio” OR ICER) OR (“incremental net benefit” OR INB) OR (“quality-adjusted life year” OR QALY) OR
(“disability-adjusted life year” OR DALY) OR (“quality of life” OR QoL) OR (“health-related quality of life” OR hrQoL))

Publication Date: 1997-11-01 to 2023-09-30

Cochrane Library

(non-Hodgkin* lymphoma OR NHL) AND ((Rituximab AND Cyclophosphamide AND (Hydroxydaunorubicin OR
Doxorubicin) AND (Oncovin OR Vincristine) AND Prednisone) OR R-CHOP OR CHOP) AND ((“Cost-utility analysis”

OR CUA) OR (“Cost-effectiveness analysis” OR CEA) OR (“incremental cost-utility ratio” OR ICUR) OR (“incremental
cost-effectiveness ratio” OR ICER) OR (“incremental net benefit” OR INB) OR (“quality-adjusted life year” OR QALY) OR
(“disability-adjusted life year” OR DALY) OR (“quality of life” OR QoL) OR (“health-related quality of life” OR hrQoL))

Publication Date: 1997-11-01 to 2023-09-30

York Research
Database

(non-Hodgkin* lymphoma OR NHL) AND ((Rituximab AND Cyclophosphamide AND (Hydroxydaunorubicin OR
Doxorubicin) AND (Oncovin OR Vincristine) AND Prednisone) OR R-CHOP OR CHOP)

Publication Date: 1997-11-01 to 2023-09-30

The University
of York Centre
for Reviews and
Dissemination
Database

(Non-Hodgkin Lymphoma) AND ((Rituximab AND Cyclophosphamide AND Doxorubicin AND Vincristine AND Prednisone)
OR (RCHOP OR R-CHOP) OR CHOP) AND ((Cost-Benefit Analysis OR (incremental cost-utility ratio OR ICUR) OR
(incremental cost-effectiveness ratio OR ICER) OR (incremental net benefit OR INB) OR (quality-adjusted life year OR
(disability-adjusted life year OR DALY) OR quality of life)

Publication Date: 1997-11-01 to 2023-09-30

HERDIN

(non-Hodgkin* lymphoma OR NHL) AND ((Rituximab AND Cyclophosphamide AND (Hydroxydaunorubicin OR
Doxorubicin) AND (Oncovin OR Vincristine) AND Prednisone) OR R-CHOP OR CHOP) AND ((“Cost-utility analysis”

OR CUA) OR (“Cost-effectiveness analysis” OR CEA) OR (“incremental cost-utility ratio” OR ICUR) OR (“incremental
cost-effectiveness ratio” OR ICER) OR (“incremental net benefit” OR INB) OR (“quality-adjusted life year” OR QALY) OR
(“disability-adjusted life year” OR DALY) OR (“quality of life” OR QoL) OR (“health-related quality of life” OR hrQoL))

Publication Date: 1997-11-01 to 2023-09-30
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