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Abstract

Introduction

Despite multiple advances in medicine, gallbladder cancer remains a disease
with poor prognosis. In advanced stages, the main options are surgical man-
agement or palliative non-surgical care. However, it is not clear which ther-
apy constitutes a better alternative.

Methods

We searched in Epistemonikos, the largest database of systematic reviews
in health, which is maintained by screening multiple information sources,
including MEDLINE, EMBASE, Cochrane, among others. We extracted
data from the systematic reviews, reanalyzed data of primary studies, con-
ducted a meta-analysis and generated a summary of findings table using the

GRADE approach.

Results and conclusions

We identified one systematic review including three primary studies, none
of them randomized. We concluded that resective surgery may increase sur-
vival rates in patients with advanced gallbladder cancer, but the certainty
of the evidence is low.
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Problem

Gallbladder cancer is an uncommon cancer, but it is the most common biliary duct cancer, representing 85-90%'. However,
diagnosis is frequently done at a late stage, since it does not present with symptoms or signs in earlier stages, and prognosis remains
ominous in comparison to other types of cancer. Five-year overall survival is 18%, while in advanced stages it might be as low as 2
to 8 percent’. Thus, it is imperative to clarify the best type of treatment, particularly in stages considered incurable.

Traditionally, two distinct forms of treatment have been proposed in advanced stages: resective surgery and palliative non-surgical
care. Unlike resective surgery which has curative intent in early stages, in advanced gallbladder cancer the aim is to reduce tumor
size, and to improve quality of life and survival.

However, its comparative effectiveness against other palliative alternatives such as chemotherapy, endoscopic therapy, interventional

radiology or other medical therapies is still a matter of controversy.

Key messages

e Resective surgery compared to palliative care may increase survival rate in patients with

advanced gallbladder cancer (low certainty of evidence).

About the body of evidence for this question

What is the evidence.
See evidence matrix in
Epistemonikos later

What types of patients

were included*

What types of interven-
tions were included*

What types of outcomes
were measured

Only one systematic review? was found, which included three
primary studies*®, none of them a randomized trial.

All primary studies included adult patients with advanced
gallbladder cancer.Average participant age ranged from 64 to
68 years. All studies included patients in stages IVA and IVB,
according to the American Joint Committee on Cancer
(AJCC) classification scale. In one of the studies 78% of pa-
tients were classified IVB and 22% IVA“. In another study’,
88% were IVB and 12% IVA. In the last study, 55% of pa-
tients were IVA and 45% IVB®.

All primary studies assessed surgical treatment in comparison
to any type of palliative non-surgical treatment. One study* as-
sessed resective surgery, palliative chemotherapy and best avail-
able supportive care (biliary duct prosthesis, external biliary
drain and radiotherapy). Another study’ evaluated resective
surgery and palliative care (chemotherapy and radiotherapy).
The last study® compared surgical treatment to chemotherapy
and other palliative treatments.

All studies and the review reported survival as main outcome.
Average follow-up was 10.6 years, with a range of seven to 16
years. Only one of them reported the number of patients with
RO borders after surgery.

* The information about primary studies is extracted from the systematic reviews identified,

unless otherwise specified.

MEM

Methods

We searched in Epistemonikos, the
largest database of systematic re-
views in health, which is main-
tained by screening multiple infor-
mation sources, including MED-
LINE, EMBASE,
among others, to identify system-

Cochrane,

atic reviews and their included pri-
mary studies. We extracted data
from the identified reviews and re-
analyzed data from primary studies
included in those reviews. With
this information, we generated a
structured summary denominated
FRISBEE (Friendly Summary of
Body of Evidence using Episte-
monikos) using a pre-established
format, which includes key mes-
sages, a summary of the body of ev-
idence (presented as an evidence
matrix in Epistemonikos), meta-
analysis of the total of studies when
it is possible, a summary of findings
table following the GRADE ap-
proach and a table of other consid-
erations for decision-making.

217




Summary of Findings

Information about the effects of resective surgery on advanced gallbladder cancer is based on three studies, that included 2990

participants overal

145,

All of the studies assessed overall survival rate. The review reported the data were not suitable for incorporation into a meta-analysis,

so the information is presented as a narrative synthesis.

The summary of findings is as follows:

ME

e Resective surgery may increase survival rate in advanced gallbladder cancer (low certainty of evidence)

e No studies were found that assessed quality of life.

e No studies were found that assessed adverse effects.

wave

Resective surgery versus palliative treatment in advanced gallbladder cancer

Patients Patients with advanced gallbladder cancer
Intervention Resective surgery
Comparison Non surgical palliative treatment

Certainty of

Outcome Effects evidence

(GRADE)

All studies®® reported better survival in patients that received pal-
liative resective surgery.
The first study” reported overall survival rate 4.5 times greater
(45% vs 10%) in the surgery group compared to those who re-
ceived palliative chemotherapy (1-year follow-up). OO0
Survival The second study’ reported five-year survival rate of 10% in stage
IVB patients who received surgery and 0% in those that received Low
palliative care (5-year follow-up).
The third study® reported a mean survival rate 2.6 times greater (8
vs 3 months) in patients who received surgery versus those who
opted for palliative care (follow-up not specified).

Quality of life The outcome quality of life was not reported by the systematic re-

view

The outcome adverse effects was not reported by the systematic re-
Adverse effects . -
view

GRADE: Evidence grades of the GRADE Working Group (see later).

! Observational studies

% The certainty of the evidence was downgraded one level for risk of selection bias in primary studies reported by the systematic
review.

? The certainty of evidence was upgraded in one level for large effect size.
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About the certainty of
the evidence GRADE)*

SPISP ISP IS
High: This research provides a very

good indication of the likely effect.
The likelihood that the effect will be
substantially differentt is low.

®000

Moderate: This research provides a
good indication of the likely effect.
The likelihood that the effect will be
substantially different? is moderate.

ee00

Low: This research provides some in-
dication of the likely effect. However,
the likelihood that it will be substan-
tally differentt is high.

©0O00

Other considerations for decision-making

To whom this evidence does and does not apply

The results presented are applicable to patients with advanced gallbladder cancer, in
which conventional therapy with curative intention has been ruled out. All three in-
cluded studies consider patient with gallbladder adenocarcinoma in stages IVA and IVB
of the American Joint Committee on Cancer (AJCC). In absence of direct evidence, it
seems reasonable to extrapolate these conclusions to other stages considered incurable
such as IIIA or IIIB. It is important to mention that the studies did not report function-
ality of patients prior to surgery, which should be considered when interpreting the re-
sults.

The results are not applicable to patients presenting with gallbladder cancer in early
stages, in which treatment with curative intent is an option, being cholecystectomy or
hepatic wedge in accordance with staging. Similarly, these results are not applicable to
with other histological types or to incidental diagnosis of gallbladder cancer after chole-
cystectomy, which are usually eligible for curative treatment.

About the outcomes included in this summary

The outcome included by the systematic review and reported as main outcome by the

Yery low.: Thl.s re.sear.ch does not pro- primary studies is overall survival. The authors of this summary agree this outcome cor-
vide a reliable indication of the likely

effect. The likelihood that the effect

will be substantially differentt is very
high. quality of life after either intervention and adverse effects associated with them. These

responds to the critical outcome for decision making . Additionally, the authors agree
that it is necessary to consider other outcomes at the time of making decisions, such as

are not reported by the systematic review. The authors agree that in cases of poor prog-
nosis histology, such as advanced gallbladder cancer, one-year survival rate usually is

* This concept is also called ‘quality of more relevant for decision-making, however, the studies report the outcomes differently,

the evidence’ or ‘confidence in effect two of them dichotomously*® and one as extra months of survival®.

estimates’.
Balance between benefits and risks, and certainty of the evidence
+ Substantially different = a large

enough difference that it might affect In relation to the comparison between resective surgery and non-surgical palliative care

a decision in patients with advanced gallbladder cancer, there is a substantial lack of information.

Furthermore, the analysis of the little data available is troublesome given the impossibil-

ity of conducting a meta-analysis. Considering the former, and the high risk of bias of
the studies presented in this review, the quality of the evidence is considered to be low in accordance with GRADE working group
criteria.

Considering that surgical treatment may have better results regarding survival rate in patients with advanced gallbladder cancer, it
is necessary to evaluate risks and complications associated with surgery, considering the patient's underlying conditions and the
accessibility to existing alternative treatments. In any case, the authors agree that any decision and evaluation must be made in
conjunction with the patient.

Resource considerations

The systematic review analysed does not report costs associated to the surgical treatment versus non-surgical palliative care in ad-
vanced stage gallbladder cancer. Given the current uncertainty about the survival benefit, and the lack of data on other relevant
outcomes, it is not possible to estimate the balance between costs and benefits.

What would patients and their doctors think about this intervention

The generalized clinical opinion about gallbladder cancer treatment is frequently biased by the ominous prognosis of this disease,
which is greater in advanced stages, where prognosis is poor regardless of the treatment strategy. Whether there are clinically signif-
icant benefits associated with resective surgery despite not achieving negative margins (R0) is a matter of unresolved controversy,
therefore, most clinicians choose to dismiss the possibility of surgical treatment when curative intention is not possible, especially
considering the risks and complications of surgery in the fragile condition of most patients. This approach might disregard the
potential benefits on survival for patients with residual disease after surgery. In relation to the opinion of patients at the moment of
choosing between treatments, there should be great variability depending on the underlying values and preferences. Notwithstand-
ing, it is common to find patients agreeing with the surgical option after a clear explanation about the aim of the surgery, in terms
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of survival and quality of life, particularly among younger patients. There is a special group of patients whom, given their baseline
condition, cannot opt for surgical treatment. In this group, palliative treatment plays a fundamental role in their care.

Differences between this summary and other sources

In general, the results presented in this summary, agree with those presented in the systematic review’. However, given the lack of
information regarding other critical outcomes, new primary studies and systematic reviews are needed.
We found three guidelines regarding treatment of advanced gallbladder cancer. The first” reached a similar conclusion, recommend-
ing that all TNM classified cancers in stage T2 or over should be treated with extended cholecystectomy including hepatic wedge
or segmentectomy of segments IVB/V, associated or not to lymph node dissection or resection of bile duct, based on a low-certainty
evidence. On the other hand, the other two guidelines®’, state that in cases where curative treatment is not an option or resectability
has not been evaluated, surgical treatment is not recommended and palliative care based on chemotherapy and/or radiotherapy is

preferred.
Could this evidence change in the future?

The results in relation to survival presented in this summary are likely to change with future, evidence, considering the limited
certainty of the existing evidence.

1912 which were not included in any systematic review. All of them eval-

We found three primary studies relevant for this question
uated survival in patients with gallbladder cancer. One'® evaluated surgery with curative intent compared to other non-surgical
palliative therapies. Other'' cytoreductive surgery associated with radiotherapy in relation to palliative chemotherapy. The last

one'? compared non-surgical palliative treatment and aborted surgery.

We did not identify ongoing trials or systematic reviews in the International Clinical Trials Registry Platform of the World Health
Organization, or the PROSPERO database respectively.
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How we conducted this summary

Using automated and collaborative means, we compiled all the relevant evi-
dence for the question of interest and we present it as a matrix of evidence.

Kayahara M

2008
Ishikawa T

Meng H
2011
2003

Sternby Eilard ..
2017

An evidence matrix is a table that compares systematic reviews that answer the same

question.
Rows represent systematic reviews, and columns show primary studies.

The baoxes in green comrespond o studies included in the respective revisions.
The system automatically detects new systematic reviews including any of the primary
studies in the matrix, which will be added if they actually answer the same guestion.

Follow the link to access the interactive version: Resective surgery versus

Notes

The upper portion of the matrix of evidence will dis-
play a warning of “new evidence” if new systematic
reviews are published after the publication of this
summary. Even though the project considers the pe-
riodical update of these summaries, users are invited
to comment in Medwave or to contact the authors
through email if they find new evidence and the sum-
mary should be updated earlier.

After creating an account in Epistemonikos, users will
be able to save the matrixes and to receive automated
notifications any time new evidence potentially rele-
vant for the question appears.

This article is part of the Epistemonikos Evidence
Synthesis project. It is elaborated with a pre-estab-
lished methodology, following rigorous methodolog-
ical standards and internal peer review process. Each
of these articles corresponds to a summary, denomi-
nated FRISBEE (Friendly Summary of Body of Evi-
dence using Epistemonikos), whose main objective is
to synthesize the body of evidence for a specific ques-
tion, with a friendly format to clinical professionals.
Its main resources are based on the evidence matrix
of Epistemonikos and analysis of results using

palliative care in advanced gallbladder cancer
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