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Abstract

Background: The sensitivity of endoscopic ultrasound (EUS) in staging gastro-oesophageal cancers (GOCs) has
been widely studied. However, the economic evidence of EUS staging in the management of patients with GOCs is
scarce. This review aimed to examine all economic evidence (not limited to randomised controlled trials) of the use
of EUS staging in the management of GOCs patients, and to offer a review of economic evidence on the costs,
benefits (in terms of GOCs patients’ health-related quality of life), and economic implications of the use of EUS in
staging GOCs patients.

Methods: The protocol was registered prospectively with PROSPERO (CRD42016043700; http://www.crd.york.ac.uk/
PROSPERO/display_record.php?ID=CRD42016043700). MEDLINE (ovid), EMBASE (ovid), The Cochrane Collaboration
Register and Library (including the British National Health Service Economic Evaluation Database), CINAHL
(EBSCOhost) and Web of Science (Core Collection) as well as reference lists were systematically searched for studies
conducted between 1996 and 2018 (search update 28/04/2018). Two authors independently screened the
identified articles, assessed study quality, and extracted data. Study characteristics of the included articles, including
incremental cost-effectiveness ratios, when available, were summarised narratively.

Results: Of the 197 articles retrieved, six studies met the inclusion criteria: three economic studies and three economic
modelling studies. Of the three economic studies, one was a cost-effectiveness analysis and two were cost analyses. Of
the three economic modelling studies, one was a cost-effectiveness analysis and two were cost-minimisation analyses.
Both of the cost-effectiveness analyses reported that use of EUS as an additional staging technique provided, on
average, more QALYs (0.0019-0.1969 more QALYs) and saved costs (by £1969-£3364 per patient, 2017 price year)
compared to staging strategy without EUS. Of the six studies, only one included GOCs participants and the other five
included oesophageal cancer participants.

Conclusions: The data available suggest use of EUS as a complementary staging technique to other staging
techniques for GOCs appears to be cost saving and offers greater QALYs. Nevertheless, future studies are necessary
because the economic evidence around this EUS staging intervention for GOCs is far from robust. More health
economic research and good quality data are needed to judge the economic benefits of EUS staging for GOCs.

PROSPERO Registration Number: CRD42016043700.
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Background

Gastro-oesophageal (oesophageal or gastric, or both) cancers
(GOCs) are one of the most common cancers in the UK
with approximately 16,000 people diagnosed in 2015 [1, 2].
Oesophageal and gastric cancers were the seventh and four-
teenth most common cause of cancer death respectively in
the UK in 2016, as shown from the latest available statistics
reported by the Cancer Research United Kingdom (CRUK)
[1, 2]. It is estimated that a total of around 12,500 people
died from these cancers in 2016 — that is 34 deaths per day
[1, 2]. Accurate staging of GOCs is vital for determining
prognosis and planning appropriate treatment. Accurate sta-
ging in the management of GOCs will not only help avoid
unnecessary surgical interventions but also will ultimately
help reduce the financial pressure on the NHS, which is par-
ticularly important given the limited resources available to
cancer services and the growing incidence of GOCs [3].

Accurate staging of GOCs can be achieved by a
combination of investigative techniques. The tech-
niques used for staging GOC include computer tom-
ography (CT), endoscopic ultrasound (EUS), positron
emission tomography (PET) and adjuncts to staging
include magnetic resonance imaging (MRI), bronchos-
copy, laparoscopy and trans-abdominal ultrasound [4].
CT has been recommended for use at initial staging
assessment to determine whether the cancer cells
have spread from the primary site of its origin into
new areas of the body (i.e. metastasis); but in the ab-
sence of metastatic disease, EUS has been advocated
as the preferred technique for the assessment and
prediction of operability [4]. This is due to the fact
that EUS is superior to CT for local regional staging
of oesophageal and gastric tumours [4].

Studies and guidelines for the management of oesophageal
and gastric cancer have reported that EUS has superior
tumour invasion (T) and loco-regional nodal (N) staging
ability over CT and PET given its sensitivity, particularly for
detection of regional lymph node metastases, although the
complementary nature of these investigative techniques
must be recognised [5-10]. The sensitivity of EUS for sta-
ging of GOC has been widely evaluated; however, the eco-
nomic evidence of EUS staging in the management of GOC
patients is scarce. Furthermore, the effectiveness and cost-ef-
fectiveness of EUS staging of GOC had not been assessed,
particularly in the form of randomised controlled trials
(RCT), until the establishment of “COGNATE” trial - a
HTA-funded RCT UK study [11].

Given that the economic evidence of EUS for staging of
GOC is scant, conducting a systematic review of the eco-
nomic evidence on EUS staging in patients with GOC is
therefore important. It not only gives a meaningful evidence-
based insight, from an economic perspective, for researchers
and clinical experts in this field but also healthcare commis-
sioners. In view of that, this systematic review aimed to
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examine all economic evidence (not just from RCTs) of the
use of EUS staging in the management of patients with
GOC. Systematic reviews of economic evaluations review
studies that evaluated both the effectiveness in terms of
health effects (usually measured as life-years gained (LYGs)
or quality-adjusted-life-years (QALYs), accounting for the
quality-of-life outcomes) and cost of the alternative interven-
tions assessed. Economic evaluation is performed by under-
taking either a cost-effectiveness analysis (CEA), cost-utility
analysis (CUA), cost-consequences analysis (CCA), cost-
benefit analysis (CBA) or cost-minimisation analysis (CMA).
When clinical outcome expressed in natural units (e.g. LYGs,
lives saved, improvement in pain score etc) are used as health
effects in an economic analysis, this is often referred to as
CEA with its parameter of interest being called incremental
cost-effectiveness ratio (ICER). Whereas, when QALY, a
common unit, is used as health effect in an economic ana-
lysis, then this is often referred to as CUA though CEA is
preferred by some authors and the resulting parameter of
interest is called incremental cost-utility ratio (ICUR). The
ICER/ICUR is then compared with the official or approxi-
mate willingness to pay (WTP) ceiling ratio for a unit of ef-
fect, that is, threshold used for decision making. CCA reports
costs and outcomes in disaggregated form for each alterna-
tive [12]. CBA converts clinical outcomes into monetary
units so that a net benefit (or cost) can be estimated [12].
CMA measures which alternative has the least cost, this
method is only applied when the outcomes of alternative in-
terventions have been proven to be equivalent. The protocol
of this systematic review was registered prospectively with
PROSPERO, an international prospective register of system-
atic reviews (Registration number 2016:CRD42016043700;
http://www.crd.york.ac.uk/PROSPERO/display._record.
php?ID=CRD42016043700) [13]. This paper offers a review
of economic evidence on the costs, benefits (in terms of
GOC patients’ health-related quality of life), and economic
implications of the use of EUS for staging GOC patients.

Methods

This review was carried out and reported in accordance
with the published updated Preferred Reporting Items
for Systematic Reviews and Meta-Analyses (PRISMA)
guidelines [14, 15].

Searches and study selection

Searches for this systematic review were conducted using a
range of electronic databases: MEDLINE (ovid), EMBASE
(ovid), The Cochrane Collaboration Register and Library (in-
cluding Cochrane Central Register of Controlled Trials
(CCRCT), Cochrane Reviews, Database of Abstracts of
Reviews of Effects (DARE), Health Technology Assessment
(HTA), British National Health Service Economic Evaluation
Database (NHS EED), Cochrane Methodology Register
(CMR)), CINAHL (EBSCOhost), Web of Science (Core
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Collection). Searches were restricted to publications from the
last 20 years (1996—2016) as per the registered protocol on
PROSPERO (Registration number 2016:CRD42016043700)
[13]. To ensure that the review was as up-to-date as possible,
the searches were re-run on all databases to cover 2016—
2018 (search update on 28/04/2018).

In order to ensure a comprehensive search was
achieved and any relevant research had not been missed,
online searches were also conducted through the follow-
ing internet search engines and appropriate websites to
identify grey literature, reports, ongoing and unpublished
studies from conference papers and abstracts: Google,
Google Scholar, Department of Health (DoH), National
Institute for Health and Clinical Excellence (NICE),
National Institute for Health Research (NIHR) Journals
Library, NIHR UK Clinical Trials Gateway, The National
Cancer Research Institute (NCRI), Cancer Research
Wales (CRW), Wales Cancer Research Centre (WCRC),
Welsh Government (WG), Health and Care Research
Wales (HCRW), CRUK and other relevant charitable or-
ganisation websites.

The reference lists of papers that were included in the
review were searched for further publications that had
not been identified in the electronic searches. Contacts
with study authors were made to locate further relevant
literature and publications.

Guided by the review objectives, the search terms as
shown in Table 1 were developed using the PICO frame-
work [16, 17]. The PICO framework was utilised to help
shape, design and construct the search process to iden-
tify all relevant published and unpublished materials
from various sources. Titles, abstracts and full-text pa-
pers were searched for using these search terms.

The search strategy for each of the five electronic da-
tabases was developed, checked and tested by an infor-
mation specialist before finalising the search terms; this
process was informed by the search strategy of a wider
evidence synthesis that includes a systematic review of
non-economic studies of treatments for resectable
adenocarcinoma of the stomach, gastro-oesophageal
junction and lower oesophagus [18]. An example of
search strategy used in the Medline Ovid database is as
shown in the additional file (see Additional file 1).

Inclusion and exclusion criteria

Table 2 presents the inclusion and exclusion criteria,
using the economic evidence review design framework
outlined in the University of York Centre for Reviews
and Dissemination (2009) [12]: Population, Interven-
tions, Comparators, Outcomes, and Type of Evidence.
Due to resources constraints, only studies written in
English were included. This includes international stud-
ies that have been translated or written in English.
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Data extraction
Titles and abstracts of all studies identified were screened
and assessed for relevance against the inclusion criteria by
two independent reviewers (STY and NB). The inclusion
or exclusion of each study was checked and confirmed.
All potentially relevant full-text papers were then obtained
and screened against the inclusion criteria, with disagree-
ments resolved through discussion until agreements were
achieved collectively. Disagreements occurred when for
example the reviewers had different views on whether a
retrieved paper should be included in the review.
Following screening, relevant information from all full-
text papers included in the review were extracted by the
primary reviewer (STY) using an adapted standardised
form [12], and checked by the second reviewer (NB).
Two adapted standardised forms were developed and
used for data extraction — one for economic studies and
another for economic modelling studies.

Quality assessment

The quality of all full-text papers included in the review
were assessed and rated independently by the two re-
viewers using the Critical Appraisal Skills Programme
(CASP) economic evaluation checklist [19] tool for eco-
nomic studies and the Philips et al’s economic modelling
checklist [20] tool for economic modelling studies. The
papers were critically appraised to assess to what extent
the content of these papers complied with the criteria of
good practice in economic evaluation and if there was
any obvious bias. Disagreements between the reviewers
were resolved through discussion until agreements were
achieved collectively. Disagreements occurred when for
example the reviewers had different score on an in-
cluded paper.

Data synthesis

All studies included in the review were summarised and
compared across studies in a narrative form to answer the
review objectives. The aims, methods, and results of the
studies reviewed were synthesised narratively. This demon-
strates the heterogeneity of the studies in terms of charac-
teristics [12]. Due to the heterogeneity of the studies in
terms of the study type and outcomes across the studies,
meta-analysis was not appropriate [12]. Costs were con-
verted into British pounds sterling, £, using the appropriate
exchange rate published in the International Monetary
Fund [21] and inflated to 2017 price year using the hospital
and community health services (HCHS) index [22-25] for
the studies included in the review.

Results

Literature search: identification of studies

Opverall, the search from 1996 to 2016 identified 197
potentially relevant studies, six of which fulfilled the
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No.

Search Term Category

Search Terms

1.

Disease

Type of disease

Intervention

neoplas* OR
cancer*OR
carcin* OR
tumo* OR

adenocarcinoma* OR

squamous cell carcinoma* OR

malig* OR

metasta®

AND

gastro* OR
oesophag* OR
esophag* OR
gastro-oesophag* OR
gastro-esophag* OR

gastroesophag* junction* OR

gastro-esophag* junction* OR

gastrooesophag* junction* OR

gastro-oesophag* junction* OR

esophagogastric junction* OR

esophago-gastric junction* OR

oesophagogastric junction* OR

oesophago-gastric junction* OR

oesophageal squamous cell carcinoma* OR

esophageal squamous cell carcinoma* OR

gut* OR

gullet* OR

food pipe OR

stomach OR

upper Gl OR

upper-Gl OR

upper gastrointestin® OR
upper-gastrointestin® OR
upper digestive tract* OR
upper-digestive tract* OR
intraepithelial OR
intramucosal OR

node* OR

nodal

AND

endosono* OR

EUS OR

endoscopic ultraso* OR
endoscopic-ultraso* OR
EUS-FNA OR
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Table 1 Search terms by category, guided by PICO framework, for the systematic review (Continued)
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No.

Search Term Category

Search Terms

Outcome

EUS-fine needle aspiration OR
EUS fine-needle aspiration OR

Endosonography-guided FNA OR

Endoscopic ultrasound-fine needle

aspiration OR

Endoscopic ultrasound-guided fine needle

aspiration OR

Endoscopic ultrasound-guided fine-needle

aspiration OR

Endoscopic-ultrasound-guided fine-needle

aspiration OR

Endoscopic ultrasound guided fine needle

aspiration OR
Echoendoscop* OR
Echo-endoscop*

AND

Staging OR
Preoperative staging OR
Pre-operative staging
AND

econom* OR

health economics OR
economic evaluation OR
cost-effective* OR
cost effect* OR

cost utility OR
cost-utility OR
cost-conseg® OR
cost conseg* OR
cost-benefit OR

cost benefit OR
cost-minimisation OR
cost minimisation OR
cost-minimization OR
cost minimization OR
cost* OR

cost* analys* OR

unit cost OR
unit-cost OR
unit-costs OR

unit costs OR

drug cost OR

drug costs OR
hospital costs OR
health-care costs OR

health care cost OR
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Table 1 Search terms by category, guided by PICO framework, for the systematic review (Continued)

No. Search Term Category

Search Terms

medical cost OR

medical costs OR

cost* efficacy* OR

cost* analys* OR

cost* allocation®* OR

cost* control* OR

cost* illness* OR

cost* affordable* OR

cost* fee* OR

cost* charge*

economic model* OR
markov* OR

budget* OR

healthcare economics OR
health care economics OR
cost analys* OR

health-care cost* OR

health care cost* OR

hrgol OR

Health related quality of life OR
health-related quality of life OR
quality-adjusted life year* OR
quality adjusted life year* OR
galy OR

Quality of life OR
quality-of-life OR

QoL

inclusion criteria and were included in the review
(Fig. 1). Of the six studies included, three were eco-
nomic analysis studies and three were economic model-
ling studies.

To ensure that the review was as up-to-date as pos-
sible, the searches were re-run on all databases to cover
2016-2018 (search update on 28/04/2018); 30 poten-
tially relevant papers were identified but none met the
inclusion criteria. In such case, the final number of stud-
ies included in the review remained at six.

Study descriptions

Tables 3 and 4 summarises the characteristics of the six
studies included in the review. There were three economic
analysis studies (Table 3) and three economic modelling
studies (Table 4). Five of the studies included in the review
were US studies, and one was a UK study. Of the three eco-
nomic analysis studies, two were cost analyses [26, 27] and
one was a cost-effectiveness analysis [11]. Of the three

economic modelling studies, two were cost-minimisation
analyses [29, 30] and one was a cost-effectiveness analysis
[31]. All of the three economic modelling studies used deci-
sion tree modelling techniques to explore staging strategies.

The six studies included in the review differed quite
markedly in terms of their design. Only one study used
primary cost and outcome data collected in prospective
evaluation [11], one study used data collected in pro-
spective case series [27], one study used retrospective
data [26], and the remaining three studies synthesised
data from secondary sources in a decision tree model
[29-31]. Of the six studies, only one [11] was a rando-
mised controlled trial and included participants diag-
nosed with gastro-oesophageal cancer (i.e. oesophageal,
gastro-oesophageal junction or gastric cancer); the
other five were non-trial studies and included partici-
pants diagnosed with oesophageal cancer. Amongst the
six studies, Russell et al. (2013) [11] was again the only
study which evaluated costs of health care resource use
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Table 2 Inclusion and exclusion criteria for the systematic review
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Inclusion Criteria

Exclusion Criteria

Population All adults (aged 19 and above) who had cancer
(i.e. localised tumour) of the oesophagus,
stomach or gastro-oesophageal junction; free

of metastatic disease.

Use of endoscopic ultrasound (EUS) (also known
as endosonography, echoendoscopy) staging

in patient with oesophagus, gastro-oesophageal
and gastric cancer.

Interventions

Standard staging algorithm e.g. trans-abdominal
ultrasound scan, computed tomography (CT) scan.
Partial economic evaluations, when no formal
comparator was used, were included.

Comparators

All relevant full economic evaluation studies

outcomes including (but not be restricted to)

cost per QALY and cost per life-year gained;

All other relevant economic outcomes including

(but not be restricted to) resource use, direct and
indirect costs, incremental benefits e.g. quality-adjusted
survival or quality-adjusted life years (QALYs),
health-related quality of life, cancer-specific quality of life
and utility gained - this includes partial economic

Outcomes

evaluation studies outcomes, which costs or consequences

alone of a single intervention (e.g. EUS staging of GOC)
were described, were included.

Type of Full economic evaluation evidence (i.e. cost-effectiveness,
Evidence
of oesophageal, gastro-oesophageal junction and gastric
cancer were considered.
Other economic studies that contain partial economic
evaluation or no evaluation context (e.g. cost analyses,
cost-description studies, cost-outcome descriptions,
budgetary studies, outcome-description studies in terms
of utility gained, health-related quality of life and
cancer-specific quality of life measures such as QALYs
and FACT-G score) were also considered.
Economic evaluation studies conducted alongside RCTs,

cost-utility and cost-benefit analyses) related to EUS staging

Population aged below 19 years and had metastatic
oesophageal, gastro-oesophageal or gastric cancer.

Use of endoscopy only or ultrasound only, and use
of EUS for non-cancer staging purposes e.g. treatment
of cancer

All outcomes unrelated to economic evidence of EUS
staging of the oesophagus, gastro-oesophageal junction
or gastric cancer.

Non-research studies such as editorials, case reports or other
descriptive studies.

non-RCTs, quasi-experimental trials, epidemiological research,

cohort studies, and modelling studies were considered.

Language - English.
Years — 1996-2016 and 2016-2018

General

Language - Not written or translated into English.
Years — Before 1996.

covering secondary care contacts and hospital pre-
scribed drugs in addition to cost of EUS, collected pro-
spectively in the trial.

In terms of health outcome measures, two studies
[11, 31] included quality-adjusted life year (QALY)
as the measure of effect and conducted a cost-effect-
iveness analysis to assess the gain in QALYs relative
to the costs of different staging strategies. The
remaining four studies [26, 27, 29, 30] did not ex-
plore QALY or other quality of life measures but
only cost.

Quality assessment

Each of the six studies included in the review were critic-
ally appraised against the appropriate source of quality ap-
praisal checklist: the CASP economic evaluation checklist
[19] was used for the three economic studies, and Philips
et al's economic modelling checklist [20] was used for the

remaining three economic modelling studies. Table 5 and
Table 6 summarised the quality assessment of the three
economic studies and three economic modelling studies,
respectively.

Table 5 shows the study quality of the three economic
studies was generally good, scoring on average greater
than 75%, although only one study [11] met all quality cri-
teria on the CASP economic evaluation checklist. The
study by Shumaker et al. (2002) [26] scored the second
highest, followed by Chang et al. (2003) [27]. Of these
three economic studies, two had missing key information:
Chang et al. (2003) [27] reported neither cost perspective,
cost inflation, discounting nor price year, and sensitivity
analysis was not undertaken; likewise, Shumaker et al.
(2002) [26] did not state whether their reported costs were
discounted or inflated as appropriate.

Table 6 shows the study quality of the three eco-
nomic modelling studies included in the review was
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197 records
identified through
database searching

0 additional records
identified through
other sources

| |
v

197 Total retrieved references

47 Duplicates

150 Titles and Abstracts reviewed

19 excluded (not relevant

cancer)

66 excluded (not EUS

staging)

50 excluded (not research)

15 Full papers retrieved and reviewed

8 excluded (not research)

1 excluded (not related to

economic costs/outcomes)

6 Studies included in the review

Fig. 1 Flowchart of the study selection process

satisfactory, scoring moderately well on the Philips et
al’s economic modelling checklist. In descending order
of quality, the study by Wallace et al. (2002) [31]
scored the highest followed by Harewood et al. (2002)
[30] and Hadzijahic et al. (2000) [29]. One study [29]
did not state the perspective of the model and all three
[29-31] did not specify the time horizon of the deci-
sion tree model. There was insufficient detail of how
parameters in the model were identified [31] and how
data were modelled [30]. There was also a lack of clar-
ity with regards to the source of probabilities and cost
data used in the decision tree model [29].

Data synthesis results

All of the six studies included in the review exhibit EUS
as a complementary imaging technique to other imaging
modalities such as CT and PET scanning for staging gas-
tro-oesophageal cancer. This is in agreement with a pre-
viously published meta-analysis study of diagnostic test

characteristics for EUS, CT, and PET scanning [8], conclud-
ing that the three approaches were complementary.

Results from three of the economic studies [11, 26, 27]
show staging of oesophageal or gastro-oesophageal cancer
with EUS could potentially save costs. Similarly, results from
two of the modelling studies [29, 30] show that EUS or
EUS-fine-needle aspiration biopsy (FNA) is the least costly
staging technique for oesophageal cancer. The study by
Wallace et al. (2002) [31] shows that EUS-FNA in addition
to CT scan is the least costly strategy than all other strat-
egies i.e. CT alone, CT+ thoracoscopy and laparoscopy (TL),
CT + EUS-ENA + TL, CT + PET+EUS-FNA and PET+EUS-
ENA.

Results from the two studies [11, 31] in which quality-
adjusted life year (QALY) and cost data were available
demonstrate the use of EUS [11] or EUS-FNA [31] as an
additional staging technique for gastro-oesophageal can-
cer offered more QALYs and costed less, on average,
compared to staging techniques without EUS. Russell et



Page 9 of 19

(2019) 19:900

Yeo et al. BMC Cancer

Aq papiroid SN Aouaund |7 ‘'UsW 6€ ‘09
UOBULIOUI ‘(1eak 2oud (L1661 =U) /66| 1SNbny
ay1 1eyl Jadued /10z waned “|e 19 SSAID) /661 pue €661 1SNbNY
bunsabbns  |eabeydosso 1ad 875€3F) ul paysiignd usamiaq buibess
‘Buibeis  yum syusied (usnedino)  (syuow |s AWo10oeI0Y} SN3 aAnessdoaud
Jnowiny ||eJano Buibeuew 1usned uad G/61$ -1 obuel) pue Asdoiq 10 191u9) [eDIPBN
11941 Yum JO 1500 a1 1e pPaJews syuow uopesdse pspinb QUIAI| S,PIUIOY|ED)
Ajpueoyiubls  sasealdap sN3 sem (/661 “[e /| ‘obeiane -Aydeibouosopua 4O AusIaniun 2Jed
P21e|2410D  JO 3SN Y1 10U 19 ssaID) Asdoig  uo ‘sem dn 4O $350D 122.Ip 9yl 01 paal  JO 150D 3y} uo
1uauiiean 10 J9yleym uonesidse papinb  -moj|04 JO paysiignd ay1 UM OYym pue Adesayy
[e21bIns aso|dxa 01 -Aydesbouosopus  yibua| ay3 ‘S9I9S 95D UO paseq dIom (ewJOUDIEDOUDPE 4O 10D
10 [eDIpaul  pa1ejndled sem JO S150D ‘sasAjeue annadsoud SasAleue 150D "ySN ‘elulojied 10 ||@d-snowenbs) S1usned
obispun  syuaned asayr  12211p paysignd 1500 apisbuoje JI9Y1 pagudssp Ul usyeuspun 'S9IDS 95D JERIVI= IRV RVINERNIY
01 Jay1aym 1o} 3Jed Jo 9yl UO paseq 3yl ul pasn Apnis sioyine sem Apnis aAdadso.d |eabeydosao  pauiquiod sN3 vSN ‘[£7)
UO SUOISIDAP 350D 3y} :Apnis Asdolq vN4 e1ep ayl sisAjeue o1 ‘Ajjeoiidads  aya ‘Ajjesiypads apisbuoje yum pasoubelp  Jo 1oeduwll syl (€007) e
Sludlled  SISAjeue 150D -3 4O 150D dy | uo paseg VN 150D YN pa31€3s 10N pa1els JON  SIsAjeue 150D sjuaned  aulwIBp 0 13 bueyd
‘syuaned
195Ued
|esbeydosao
ursnd
aAnesadoald
Buiwopad
JO sbulnes 3502
lenuaiod ay1
21ewnsa 03 (g)
pue ‘Adesayy
Ayjepow
pauIqUIod
Yyim
(S9L9S SIYY Ul pa31eal) aq Jou
%97 — Syualed ‘pasAjeue pjnom jeyy
4o uoodoud pue pamainal sinowny { pue
wedyubis ‘pa1dRIIXD | abeis sn3
e) J9dued 2IaM 000T Yum syuaiied
|esbeydosso 130100 pue 4o uomuodoid
v pue | abess 8661 Alenige4 a4y (2) 'sn3
ul Sjuswilealy ussamiaq yum buibess
|euonippe ‘syusned ele( ‘9seqeiep aAleladoaid
10} paau 19oued  (1eak adud /107 cidodsopua 10} pauisjRl
ay1 bupnpal |esbeydosao  ‘qusned sad /697) pasianduwod ‘(s1e9K 5'99 obe sjualed
Aq sbuines ursn3  usned uad €9 '9seqelep |euolieu ueawl pue usw  Jo dnoib e ul
1500 a1ey|dey  2Aneladoald 16 pPalews? oidodsopua anudNW %c8 ‘08l =U)  abeis Jdued
ued §N3 Bujwiopad Sem Jaoued |euoneu e1ep aIedIPay abie|  SN3 yum buibels  |eabeydosso
UM J2DUED Jo sbuiaes |eabeydosao obue SN paquosep e JO M3IA3I aAnesadoaid yoes  'ysn 'lo7]
|psbeydosso 350D |epusiod Jo Buibels e JO M3IAJI (sasn) siejiop sioyine  aApdadsonal  Bulaiddal Jedued  Jo suopiodoid (2002)
Jo buibeis oYy Apnis  aAnesadoaid oy 9AI303ds0.31 SN :Aduaund sy ‘Ajjesiipads e buisn |eabeydosao  aaneRl 2yl (1) ‘e 19
anesadoald  SISAleue 350D GNF JO 150D Y| VN VN WN 0007 Heak adud pa1e1s 10N SISA[euR 150D YUM SIUSIIBd  SUIUISIBP O]  Jayewnys
pP3a1>NPUOD anbjuysay anbjuysay
L,SUOISNPUOD siskjeue puibeis buibeis / Anunod
/ s)nsal IWOU0d3 /uonuaniul  dn-mojjoy AISAIIRP  UORUSAIIUI (1un) Aduaund aAndadsiad  ABojopoyiaw (u) syuedipued Apns 1eak
/ SOWOdINQ 4o 2dA| J0150)  jo yibua 4O poYyIaN Jo 2dAL "Jeak 0ld Apnis  ‘Apnis Jo odA| Jo 2dAL QU1 Jo swly  ‘sioyiny

MB3IASJ AU Ul papnjpul siaded sOILIOU0D3 9314l 243 JO 21NIDNIIS DY JO 3|gel Alelwng € ajqeL



Page 10 of 19

(2019) 19:900

Yeo et al. BMC Cancer

a1 buirsiyde  spjoysalyy Aed 01 paJsedwod OHM
JO 9SURS  -01-Ssaubul||Im SAIDRYS 1By} pue Buipelb
31 Ul 9AI1D9YD SVEIENTo} 150D 2I0W  (S351D0j0ISYISAUY
150D Sl 16 9AIDRYD ‘swiyobye 30 p|jnom Jo
SN3 1eY) %996 -1502 Buleq buibels suyiuoble  A19100S eduawY)
4o Aujigegoid uonuaAISUI ‘syiuow pJiepueis puibeis VSY 119yl
SplalA sbuiaes SN3 2Y1 Jo 8 pasn [SEINEREY] plepueis 410g “1Uswieasn
pue syausq sanljigegold (SIsAjeue dnoib "aJed 01 uopippe pales Jou
pa1ewnse 2yl {pareindjed JILIOU0dd |0J1U0d 01 |eonnacewleyd Ul ueds  pey pue aseasip
sem sdnolb yiesy  pasiuopuel pue SN3 bulAib  Dieiselsw JO 9314
|0J1uod pue Buipnpdul) syualed Klepuodas Jo IETHENIN ‘Adesayiowayd
uonRUIAIUI ‘(eak 2doud  Apnis ayd ‘swiyobye SIUSWIPR JaY10 paJojdxa pue (pauueld
pajewnss NEEVNETe} /10T '/¥¥¥F) 4o sasAjeue buibels pue ‘uonerjed  Apnis ay] el 10U JI UaAS)
ur 69610 ATVO  (uanedu)) 18/¢7 urew piepuels pue Juswiean JLYNDOD, Aisbins y1oq
JO aseanu| ue pue 150D pue (Jeak dud  Is1Y Swed 01 uonippe ‘uonebnsaAul - Ajpweu (1Y) 104 314 Ajjed1paw
pey pue (Jeak Ul DUIRYIP /10T '/€/1F)  JaAdydIym Ul ueds Buipnppul  eu} pajjouod ‘uonoun( AELDSENE]
9oud /102 QY] — 1099 (uairedino) ‘yieap  SN3J paALdal syuedpiyed Ag pasiuopuel |eabeydosao  -1502 $32IN0S3l
'YOE€F) 0987F JO 2Inseawl //v)F |un Jo dnoib pasn $32IN0Sal 2J1UD-NW -oseb  sasn buibels
AQ $924N0S3l BSe AIVO  ‘(Jeakodud /107 SYIUOW G UOHUSAIRUL  SNJ INOYUM 2Jed-y3jeay e 9pisbuole 10 Yoewols  [ensn 01 SN3
aied-yyeay  buisn sishleue  ‘gp93) (sed Aep)  sem pouad 0} ‘SA SNT (3) buiass uo BuIsNd0y siskleue  ‘snbeydosao ayy JO uonippe SN CTLL
JO3SN 19U SSOUDAINDIYD |GGF sem ueds  dn-mojjoj  pasiwopues  yim Buibeis  spunod :Aouaind ‘9npadsiad  SsaudAldRye  JO J9dued uanoid QU1 JayYM  (£107) |e
pasnpal sn3 150D SN3 Jo 1500 By Apnis syualed 192URD 8007 Jeak adld SHN -150D) YIM siuaiied SUIWEXd 0] 13 ||9ssny
‘(21042
1ual1ed)
usyeuapun
S9IUWOI0DRIOY}
4O Jaguinu
pasnpai 0}
anp (Jeak adud
£10¢ Wuaned
12d 015013)
wuaned Jad
or€Z15asn ‘soselselsw
AQ J90ued 1uelsIp
|esbeydosao JO dUAPINS
Yam siualied OU PIMOYS UDIym
puibeuew 1D Buipnpul
40 150D uopeneas
3y s9onpal piepuels
Ajjenusiod suobispun
Adesayy pey pue U0I1D3s3)
papinb |e21b4ns 1oy
-5N3 “bupew paJapIsuod bulaq
-uoispap || 219Mm syuaited
siuaned ul 959y “(sleak
9|04 JuedIubIS 0l F89 abe ueaw
e pakeid sn3 (sasn) siejiop pue uaWom
pP3a1>NPUOD anbjuydal anbjuysay
L,SUOISNPUOD siskjeue puibeis buibes / Anunod
/ SyNsal JIWIOU0dd /uonuaniul  dn-mojjoy AKISAIPP  UORUSAIRIUI (a1un) ASuaund 9AlDadsiad  ABojopoyiaw (U) syuedidpued Apnis "Jeak
/ SOWO2INQ Jo odA| J0 150D jo yibua 4O poYyIaN Jo 2dAL "Jeak 0ld Apnis  ‘Apnis Jo adA| Jo 2dAL QU1 Jo swly  ‘sioyiny

(panuIU0D) MIIAI 3Yd Ul papnpaul siaded $2JUIOU0D3 33141 3Y1 JO 24N1DNIIS Y3 JO 3|gel Alewwing € ajqel



Page 11 of 19

(2019) 19:900

Yeo et al. BMC Cancer

saoud £10z 1€ (3) bulisis punod 01 pausAuo),
9DUB||9DX] D4 pue Y)jesH Joj d1N1NSU| [euoiieN

IDIN “1eak ay1 paisnipe-Anjenb £7vD ‘@JIAI9S Yijeay [euUOlIRU SHN ‘Uoieiidse S|pasu aul-punosesin d1dodsopud YN4-§13 ‘pPunosesin 21dodsopud §F ‘Olles SSBUBAIDYS-1SOD [eluaWaIdul ¥3Df ‘a|qedijdde 10N yN

87l
ATVO e uteb 01
000'0¢F ueys

(901 =u)
dnoib sn3 oN
(£01 = u) dnoib

SN3 's1edk vv9
obe ueaw ‘ojewl

‘swyoble  g91 ‘clg=u) ¢ 1o

ss9| BuIsod Jo ‘PR1eWIISD Buibeis | aq 01 pey sniels
uoLLd IDIN QUM pJepuels Souewiopad
pa1>NPUOD anbjuydal anbjuysay
L,SUOISNPUOD sisAjeue puibeis buibes / Anunod
/ s)nsal IWOU0d3 /uonuaniiul  dn-mojjoy AISAI]PP  UOIUSAIRIUI (uun)y ASusund andadsiad  ABojopoyiaul (u) sauedidued Apnis "1eak
/ SOWO2INQ Jo odA| J0 150D jo yibua 4O poYyIaN Jo 2dAL "Jeak 0lid Apnis  ‘Apnis Jo adA| Jo 2dAL QU1 Jo swly  ‘sioyiny

(panuIU0D) MIIAI 3Yd Ul papnpaul siaded $2JUIOU0D3 33141 3Y1 JO 2IN1DNIIS Y3 JO 3|gel Alewwing € ajqel



Page 12 of 19

(2019) 19:900

Yeo et al. BMC Cancer

VYN4-5N3 40 AAisuss
94l 18yl PapInoId YN
SN3J O AUAIISUDS BU1

Ul UOIIBLIBA 0} SAIISUDS
0S[e SeMm [9poW Ay}

JO SWOdINO [eul BY |
‘AB3a1e11s A|3s0D 15es| ay3
swedaq Aisbins ‘anjea
SIYI Mojag %91 ue
1918316 SeM JUSUISA|OAUL
(N1D) opou yduih|
€192 JO 2dua|erald
ay3 1ey) papiroud
‘uondo Apsod 1sed)

94} paulewal YN4 SN3

suondo

‘(Jeak (K12bing L1sbins 01 1yblens
ud /107 '/#1'SLF)  SAYN4-SNT paad0id, pue ¥N4-5N3
0SEPLS 12 YN4-1D PUe  "SA YN4-1D) WN4-1D SaAneusle ‘siInowiny [esbeydosso
(1eafk 9oud /107 ‘897 sa1ba1e.1S ‘lopow ($asn) 1UI24IP Y1 buowe “(190ued [eabeydosao JO Juswabeuew
‘v13) 766'€1LS 18 A1abins ELI 2.1 siejlop sn Ajsod 1sea) s Abajesns DIeISEIBW-UOU  [eDIBINS 4O YN PapInb
Aq pamojjoy ‘(leak  ayi buowe uolspap A1buns  :Aousiund UoIym aulwIsIsp yam siusned 1) 1D -1 ‘N4 SN3 Apsod VSN
2oud /107 '8/5'71F) 118 KbBarens puisn 01 Ajd2uIp 100 "oAldadsiad 0} [9pOWl 93J3 U0 Jadued [esabeydosso  1sea| ayy sem anbiuydal  ‘[0€] (007)
‘c1$ 1e Abajens Ajisod Buibels Ajeoypads  sisAleue  pee9d0id, “SA YN4 :1eak 19Aed uolspap buisn Apnis ,9|qe1d9sal, 1uswiabeuewl/Huibels ‘e 19
15e9] 9Y1 SeM YN4 SNT  ApSOD 1sea]  paieis JON  uoispag  -SN3 SA YN4-1D dld  Aued payl UOBSIWIUIW-ISOD)  Apualedde yym siuaned UDIym aujwexs 0]  pooMmaieH
((teak @oud /10t '£983)
8% 1500 pa1dadxa
Abaiens | [eniul
‘SA (Jeak 9oud /107
783) ¥085SN Sem 1503
pa1oadxa Abaielis 53
[eniu)) ABarens Asod
1se9] Y} sem SN3 [enlul
pue (10000 > d 9%g 1 'SA
%) 1D ueyr Apuanbaly
210W 35e3SIP PadURAPe
punoj sN3 “1D 4o "J9dued |eabeydosao
150D 93 SaWIN §°€ Ueyl yum Ajjesidodsopus
191ea4b s1 SNF Jo 1500 salbarens pasoubelp ‘95easIp
3Y} JI 10 '960€ UBY1 SS3|  3SJly 1D pue syuaned Ul 9seas|p pasueApe bulAjnuapl
SI SN3 |eniul Ag aseas|p 11 SN3 paduRApE 10319p “(PUYM (%89) 4O 150D |[eIdn0
pasueApe bulpuy  :ss1ba1ens “9ARdadsIad 01 553] 150D p|NoMm 7/ PUB 'UBW (%6/) 86 Y} 193j4e 150U S3|qRlLeA
Jo Ajigego.d sy JI ‘%07 oM} 9y} ‘lspowd ($asn) 211U3D  (AB21ens ISty [ D U0 1SMly  ‘Sueak /79 = obe uesw UDIYM dUIUIISP
uey Ja1ealb si | [eul  Jo aseasip 2911 SIe||op SN [euRjal  SN3) salbarens buibels vzl =U) 6661 |Udy 01 4odued |eabeydosao
AQ 2seasIp padueApe pacueApe uolsIDap AOUa1IND)  |BDO| Y00} [BINUI OM] D43 JO UDIYM  pUB GepL AN Usamiaq pasueApe Ajnuapl VSN
Buipuy jo Aupigeqoid  Buikynusp Buisn ‘ABo1ens 6661  Apms syl asedwod o) [ppow 3311 SN3 pue 1D yioq 013s1y SNF 40 1D ‘167 (0000)
2y JI AB3a1ens Aj3sod Jo “Ajleoypads  siskjeue 1511} SN "SA ueak 'Ajjeoyads uolisap buisn Apnis  1usmispun oym suuaned  1sanbal 03 A1S0d Ss3| Si ‘e 13
15e9] 3Y1 SI |D [BRIUl 150D ||BISAQ  Pa1eIS JON  UOIsag ABa1eas 1Sy 1D 4 Pa1eIs 10N UO[IBSIWIUIW-150D) J90Ued [eabeydossQ 1 JaYIYM USSP O DlyelizpeH
(un)
anbiuysay buibers  Aduaund |opouwl Aiunod
LSUOISNDUOD  (S)ainseaw uozuoy / UOIIUAIRIU| "Jeak ay1 Jo Abojopoyiaw "1k
/ SYNS3aJ / SWOdINO Eliilenilgle} dwil  SIsAjeuy 40 2dA| 90ld  9ADadsIad ‘Apnis Jo adA | syuedpiued Jo adA | ApN1s syl Jo swiy ‘sioyiny

MBIAJ 3Y1 Ul papnpul siaded Buljjapowl DILIOUODD 93143 93U} JO 9IN1dNJIS By} JO 9|ge} Aleuwns ¢ ajqel



Page 13 of 19

(2019) 19:900

Yeo et al. BMC Cancer

saoud /10 e (F) bulsis punod 01 pausAuo),
Jeak oy paisnipe-Aijenb 47yD ‘Adodsosede)

pue Adodsodeioyy 74 ‘Aydesbowoy uoissiws uonsod 34 ‘Aydesbowoy pandwod 1) ‘uonelidse 3|Pasu dul-punoselyjn d1dodsopud YN4-51F ‘Punosesyn d1dodsopud §/F ‘Ol3el SSSUDAIIIBYS-1S0D |eIUSWIDUI Y7

‘sasAjeue

AUAIISUSS SU3 JO [[e Ul
31| A1aA pabueyd pue
1SNQOJ am sbulpuly
959y “(Jeak aoud

/10T ‘A0 Jad 885'993)
ATVO 12d #1509 sem
VYN4-SN3 + 1D YIM VNS
-SN3+13d Bupedwod
Ol18J SSUDAIIIYD

-1502 |eulbiew ay |
*A3S0d aJow os|e Ing

SAD3YS alow Apybrs 'saseqelep
SEM I91E| 94 VNS ‘SN3+13d (SN3+13d 'SA SNIF+13d 2IEJIPIN-YIIS
-SN3+13d Jo uondeaoxa ‘SASNI+13d + 1D +1DSATL+SNI+ 1D 2yl wol A|pAnoadsontal
3Y1 yum salbarens SATL+SNI+ 1D SATL+ 1D SASNI+ 1D pauleIqo koM
13410 ||e uey) ‘ObeIaAR l9pOW SA L+ 1D SA SN3 ($asn) ‘SA QUOJe | D) SaIba1ens e1eq 966 J2quisdsQ "J90ued |eabeydosso
uo ‘SATVO 2Jow saibarens 991  + D SARUOR |D SIE|lop SN XIS JO SSOUDAIDYD pue |66 Alenuer yum siualied
paJ1ajo pue Abajens NNET uolsiap  — patedwlod aiam  Aduaind pue $1500 3y} usamiaq pasoubelp 10} suondo buibes
A[ISOD 15B3| 2Y) SeM YN4  JO ATVD Jod Buisn  saibarens xis ayx 000C 2Andadsiad  aledwlod 01 [2pow 9313 Sem Jadued [eabeydosao  ajdiNw JO SsaUaARYe SN ‘[LE]
-5N3 + 1D ‘suopnduinsse 150D pue  Ajjeoypads  sisAjeue JO SSOUSAIDSYS BIEEYS 19Aed uolIsap Buisn Apnis  AISBAUL 9SOYM Siuaned pue s1s0d aied  (Z007) ‘e
QUI[9SeQ JBPUN  SATVD ‘150D Pa1els 10N UoIsidag pue $3500 3y | DdUd  Aued-payy SSOURADRY-150D) 3|qIblje-21edIpaN IV Y3eay 2yi 2/edwiod 0] 19 22e|[ep
“ABareins Aj1sod 1ses| syl
paulewal N4 Sn3 1eyy
PaMOUYS [[13S }NSaI Y3
'sasKjeue ALAINISUSS Aem
-394} puUe -OM1 3y} Ul
A|snoaueynwiis sa|gele
9311 JO OM] JO SaN|eA
oy buibueyd audsaqg
‘sinowiny [eabeydosao
JO 1UsWabeUrPW
ay3 ul uondo
Buibels Ajsod 1ses)
°Y3 paulews ¥YN4-SN3
‘9699 UBY J21ea1b Sem
(un)
anbiuydal buibers  Aduaund |opouwl Aiunod
LSUOISNDUOD  (S)ainseaw uozpoy / uonuanaUl ‘1eak ay1 jo Kbojopoiaw ‘1eak
/ SYNS3aJ / SWOdINO Eliilenilgle} dwil  SIsAjeuy 40 2dA| 90ld  9ADadsIad ‘Apnis Jo adA | syuedpiued Jo adA | ApN1s syl Jo swiy ‘sioyiny

(panupu0y) MaIAI 3Yd Ul papn|aul siaded Bujj|apouU JILIOUOIS 33443 3Y1 JO INIDNIIS 3l JO 3|ge) Alewwing ¢ ajqelr



Yeo et al. BMC Cancer (2019) 19:900

Page 14 of 19

Table 5 Quality assessment results of economic studies included in the systematic review

Question CASP economic evaluation checklist questions®® Response
no. (V, x, NC or NA)
Studies (author and year)
Shumaker et al. Chang et al. Russell et al.
(2002) [26] (2003) [27] (2013) [11]
1 Was a well-defined question posed? V vV v
2 Was a comprehensive description of the competing NA NA N
alternatives given?
3 Does the paper provide evidence that the programme N \J N
would be effective (i.e. would the programme do more
good than harm)?
4 Were the effects of the intervention identified, measured NA NA N,
and valued appropriately?
5a Were all important and relevant resources required and NC NC N
health outcome costs for each alternative identified?
5b Were all important and relevant resources required and N \J N
health outcome costs for each alternative measured in
appropriate units?
5¢ Were all important and relevant resources required and V NC N
health outcome costs for each alternative valued credibly?
6 Were costs and consequences adjusted for different X X N
times at which they occurred (discounting)?
7 What were the results of the evaluation? \V V N
8 Was an incremental analysis of the consequences and NA NA N
cost of alternatives performed?
9 Was an adequate sensitivity analysis performed? \V X N
10 Is the programme likely to be equally effective in your \V V N
context or setting?
11 Are the costs translatable to your setting? X X N
12 Is it worth doing in your setting? v vV v
Score, ratio™ (%) 8/11 (73%) 6/11 (55%) 14/14 (100%)

NA Not Applicable, NC Not Clear
2[19] Available from: http://www.casp-uk.net/casp-tools-checklists

PAdapted from: Drummond MF, Stoddart GL, Torrance GW. Methods for the economic evaluation of health care programmes. Oxford: Oxford University

Press, 1987
™Ratio = b/a, where b = sum of tick; a=sum of items (excluding ‘NA’ items)

al. (2013) [11] reported that EUS resulted in a QALY
gain of 0.1969 QALYs and saved costs by £2860, on
average, per patient (£3364 per patient, 2017 price year);
combining these benefits and savings demonstrates that
EUS is likely to be cost-effective with a probability of
96% at the UK NICE’s threshold of £20,000—£30,000 per
QALY [28].

Similarly, Wallace et al. (2002)'s [31] modelling study
showed that using EUS-FNA as an additional staging tech-
nique offered greater QALYs and saved more costs, on aver-
age, than staging strategy without EUS. For example, the
combination of CT and EUS-FNA (CT + EUS-FNA) pro-
vided 0.0019 more QALYs and saved US$1790, on average,
per patient (£1969 per patient, 2017 price year) compared to
CT alone strategy. The authors argued that, among all the
six staging strategies evaluated (ie. CT alone, CT + EUS-
ENA, CT + TL, CT + EUS-ENA + TL, CT + PET+EUS-ENA
and PET+EUS-FNA), CT + EUS-ENA was the least costly

strategy (US$40,363) (£44,392, 2017 price year) and offered
higher QALYs on average (0.9649) than all other strategies
with the exception of PET+EUS-FNA (US$44,521 for
1.0336 QALYs) (£48,965, 2017 price year). The latter was
slightly more effective (by 0.0687 QALYs on average) but
more costly (by US$4158 on average [£4573, 2017 price
year]) compared with CT + EUS-ENA, yielding a marginal
cost-effectiveness ratio of US$60,544 per QALY (£66,588
per QALY, 2017 price year), a ratio that is less than that of
other medical treatments but above accepted thresholds in
the USA and UK.

Discussion

Main findings

This systematic review of economic evidence of EUS staging
in patients with GOC revealed a considerably small number
of relevant studies. Studies varied in quality, study design
and method. Study quality was generally satisfactory across
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Quality  Philips et al' economic modelling checklist questions® Response

Criterion (/, x, NC or NA)
Studies (author and year)
Hadzijahic et al. Harewood et al. Wallace et al.
(2000) [29] (2002) [30] (2002) [31]

N Is there a clear statement of the decision problem? V v v
Is the objective of the evaluation and model specified N V V
and consistent with the stated decision problem?

Is the primary decision-maker specified? NC N N

S2 Is the perspective of the model stated clearly? X vV
Are the model inputs consistent with the NC J
stated perspective?

Has the scope of the model been stated N v V
and justified?

Are the outcomes of the model consistent with the \J V V
perspective, scope and overall objective of the model?

S3 Is the structure of the model consistent with a coherent N v v
theory of the health condition under evaluation?

Are the sources of data used to develop the structure N V V
of the model specified?

Are the causal relationships described by the model NA NA NA
structure justified appropriately?

S4 Are the structural assumptions transparent and justified? V V vV
Are the structural assumptions reasonable given the overall N V
objective, perspective and scope of the model?

S5 Is there a clear definition of the options under evaluation? N V
Have all feasible and practical options been evaluated? V v v
Is there justification for the exclusion of feasible options? NA NA NA

S6 Is the chosen model type appropriate given the decision N v v
problem and specified causal relationships within the model?

S7 Is the time horizon of the model sufficient to reflect all X X X
important differences between options?

Are the time horizon of the model, the duration of treatment X X X
and the duration of treatment effect described and justified?

S8 Do the disease states (state transition model) or the N N N
pathways (decision tree model) reflect the underlying
biological process of the disease in question and the
impact of interventions?

S9 Is the cycle length defined and justified in terms of the NA NA NA
natural history of disease?

D1 Are the data identification methods transparent and N NC N
appropriate given the objectives of the model?

Where choices have been made between data sources, NA v v
are these justified appropriately?

Has particular attention been paid to identifying data N v X
for the important parameters in the model?

Has the quality of the data been assessed appropriately? X X X
Where expert opinion has been used, are the methods NA NA X
described and justified?

D2 Is the data modelling methodology based on justifiable N NC N
statistical and epidemiological techniques?

D2a Is the choice of baseline data described and justified? N v N
Are transition probabilities calculated appropriately? NA NA NA
Has a half-cycle correction been applied to both NA NA NA
cost and outcome?

If not, has this omission been justified? NA NA NA

D2b If relative treatment effects have been derived NA NA NA

from trial data, have they been synthesised using
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Table 6 Quality assessment results of economic modelling studies included in the systematic review (Continued)

Quality  Philips et al' economic modelling checklist questions® Response
Criterion (/, x, NC or NA)
Studies (author and year)
Hadzijahic et al. Harewood et al. Wallace et al.
(2000) [29] (2002) [30] (2002) [31]
appropriate techniques?
Have the methods and assumptions used to extrapolate NA NA NA
short-term results to final outcomes been documented
and justified?
Have alternative assumptions been explored through V vV v
sensitivity analysis?
Have assumptions regarding the continuing effect of NA NA NA
treatment once treatment is complete been documented
and justified?
Have alternative assumptions regarding the continuing NA NA NA
effect of treatment been explored through sensitivity analysis?

D2c Are the costs incorporated into the model justified? V vV v
Has the source for all costs been described? v v V
Have discount rates been described and justified NC NA V
given the target decision-maker?

D2d Are the utilities incorporated into the model appropriate? NA NA V
Is the source for the utility weights referenced? NA NA X
Are the methods of derivation for the utility weights justified? NA NA X

D3 Have all data incorporated into the model been described NC V v
and referenced in sufficient detail?

Has the use of mutually inconsistent data been justified NC NC V
(i.e. are assumptions and choices appropriate)?

Is the process of data incorporation transparent? N X X
If data have been incorporated as distributions, NA NA NA
has the choice of distribution for each parameter

been described and justified?

If data have been incorporated as distributions, NA NA NA
is it clear that second order uncertainty is reflected?

D4 Have the four principal types of uncertainty been addressed? X X X
If not, has the omission of particular forms of X X X
uncertainty been justified?

D4a Have methodological uncertainties been addressed by X X X
running alternative versions of the model with different
methodological assumptions?

D4b Is there evidence that structural uncertainties have been X X X
addressed via sensitivity analysis?

D4c Has heterogeneity been dealt with by running the X X X
model separately for different subgroups?

D4d Are the methods of assessment of parameter N V N
uncertainty appropriate?

If data are incorporated as point estimates, are the ranges NC N v
used for sensitivity analysis stated clearly and justified?

@ Is there evidence that the mathematical logic of the X X X
model has been tested thoroughly before use?

(@] Are any counterintuitive results from the model explained and justified? NA NA NA
If the model has been calibrated against independent data, have any differences been NA NA NA
explained and justified?

Have the results of the model been compared with those of previous models and any X X X
differences in results explained?

Score, ratio™ (%) 21/38 (55%) 24/38 (63%) 28/43 (65%)

NA Not Applicable, NC Not Clear

@Available from [20]: Philips Z, Ginnelly L, Sculpher M, Claxton K, Golder S, Riemsma R, Woolacott N and Glanville J. Review of guidelines for good practice in
decision-analytic modelling in health technology assessment. Health Technol Assess 2004;8(36)

™Ratio = b/a, where b = sum of tick; a=sum of items (excluding ‘NA’ items)
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all the studies included in the review, but only one of these
studies [11] met all reporting and quality criteria. Differences
in study design make it difficult to draw definitive conclu-
sions as to whether the use of EUS as an additional staging
technique could be considered cost-effective i.e. value for
money which can be assessed by comparing the costs (mon-
etary term) and health effects (non-monetary term) of an
intervention with the alternative. Health effect of an inter-
vention is usually measured in terms of QALYs (Quality-
Adjusted Life Years), a summary measure of health outcome
and also a common unit used for economic evaluation of an
intervention, as recommended by the UK’s NICE (The Na-
tional Institute for Health and Care Excellence) [28]. Given
the differences in study design, a head-to-head comparison
of the results couldn’t be made from the Russell et al. (2013)
[11] and Wallace et al. (2002) [31] studies to draw definitive
conclusions. Although both of these studies had evaluated
both costs and QALYs, their respective study designs were
too different to allow direct comparison; one was an eco-
nomic evaluation study using primary data [11] and the
other an economic modelling study using secondary data
[31]. Nevertheless, the economic evidence identified in this
review, especially the better quality studies, provided useful
findings on the value of EUS staging in the management of
GOC patients, which could be of importance to policy-
makers and healthcare commissioners.

Among the six studies included in the review, two
studies [11, 31] are the most robust in terms of includ-
ing and comparing the relative costs and QALYs of dif-
ferent staging strategies, for example GOC staging with
and without EUS. Findings from both of these two
studies demonstrated that use of EUS as an additional
imaging technique could save costs and offer greater
QALY gains. This could be due to the fact that EUS
has been known to be beneficial in terms of its sensitiv-
ity for locoregional staging of GOC [4, 6, 8, 32—34]. For
that reason, using EUS as a complementary imaging
technique to other imaging techniques such as CT and
PET scanning for staging GOC could undoubtedly help
minimise unnecessary treatments [4, 35, 36]; and thus
potentially could save costs and offer greater health
benefits to patients in terms of QALY gains. The EUS
cost saving evidence was also supported by the
remaining four studies [26, 27, 29, 30] evaluating only
the cost of EUS e.g. whether EUS is a cost saving strat-
egy or the least costly staging strategy. Russell et al.
(2013) [11] further argued that EUS has a considerably
high probability of being cost-effective under current
recommended UK NICE’s threshold of £20,000 to £30,
000 per QALY [28]. Thus, despite the scarcity of eco-
nomic evidence in this field, from these studies identi-
fied in the review, there is some positive economic
evidence relating to the cost-effectiveness of EUS in the
management of patients with GOC.

Page 17 of 19

Strength and limitations of review methods

This review adds to the literature by providing critical
evaluation of the health economics evidence of EUS sta-
ging in gastro-oesophageal cancers (GOCs), for which
there is a lack of well-conducted economic studies.
Though a systematic review in this field was published
20 years ago [37], this systematic review is the most up-
to-date collection of economic literature in this area.
Twenty years on since the review by Harris et al. (1998)
[37], still only six papers were found in the area of health
economics of EUS staging in GOC. This shows that
there is a lack of prioritisation of research in this area.

Broad search terms were used to develop a compre-
hensive search strategy for each of the databases used in
this systematic review. The resultant retrieved studies
were quality appraised, using both the published stand-
ard checklists recommended for use in assessing the
quality of economics articles in systematic review — the
Critical Appraisal Skills Programme (CASP) economic
evaluation checklist [19] and the Philips et al’s economic
modelling checklist [20] for the retrieved economic stud-
ies and economic modelling studies, respectively. The
narrative summary of the review not only described the
economic evidence of EUS staging in GOC but also
served as a platform for providing a holistic insight into
the health economics research available to date in this
area. The latter is particularly helpful for commissioners,
clinicians and researchers to elicit information and po-
tentially to facilitate the development of further research
in this area.

This review has several limitations. Heterogeneity of
the included studies in the review in terms of study de-
signs and methods meant that a meta-analysis of studies
was not possible and a narrative summary was used. We
also acknowledge that different countries have different
thresholds for both the investigation of, and surgical
management of gastro-oesophageal malignancies. This
can result in variation between practices and hence diffi-
culty in translating financial recommendations across re-
gions. In terms of impact that EUS has on patients’
quality of life and its costs, the lack of the availability of
health economics research in this area means that it is
considerably difficult, particularly for commissioners and
clinicians, to guide evidence-based practice from an eco-
nomic perspective.

Further research

This systematic review shows that the economic evi-
dence available to date in this area is still scarce.
There was a lack of health economic research collect-
ing data, especially primary data, on both costs and ef-
fects (such as utility values to construct QALYs) of
EUS staging in GOC. To improve this, there is a need
for more primary health economic research in this
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area, particularly integrated clinical and economic tri-
als of EUS staging in GOC that can offer robust evi-
dence of costs and effects.

Conclusions

Despite the lack of economic evidence on costs and ben-
efits of EUS staging for GOC, the data available from
this review suggest use of EUS as a complementary sta-
ging technique to other staging techniques for GOC ap-
pears to be cost saving and offers greater QALYs. Based
on the only randomised controlled trial conducted in
the UK identified in this review, EUS seems to have high
probability of being cost-effective at the UK NICE’s
threshold of £20,000-£30,000 per QALY. Nevertheless,
future studies are necessary because the economic evi-
dence around EUS staging interventions for GOC is far
from robust. More health economic research and good
quality data are needed to judge the economic benefits
of EUS staging for GOC, particularly primary health eco-
nomic research that collects primary data on the costs
and effects (such as QALYs) of EUS staging in GOC.
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