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GRADE

(Grading of Recommendations Assessment, Development and Evaluation)

Health Care Question (PICO)
Systematic review

Studies S1 S2 S3 S4
N\ T |
Outcomes ocC1 0C2 0OC3 0OC4
Important Critical
outcomes outcomes

S5

Generate an estimate of effect for each outcome

P: Population
|: Intervention
C:. Comparison
O: Outcome

RCT and/or OBS S: Setting

Guyatt G et al. J Clin Epidemiol 64:383-94, 2011
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GRADE

(Grading of Recommendations Assessment, Development and Evaluation)

Meta-analysis

Rate overall quality of evidence
(lowest quality among critical outcomes)

e

Decide on the direction (for/against) and grade strength (strong/weak®)
of the recommendation considering:
Quality of the evidence
Balance of desirable/undesirable outcomes
Values and preferences

Decide if any revision of direction or strength is necessary considering: Resource use

*Also labeled
“conditional”
or
“discretionary”

Guyatt G et al. J Clin Epidemiol 64:383-94, 2011
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AGREE (Appraisal of Guidelines for Research and Evaluation) - |l

DOMAIN 1: SCOPE AND PURPOSE
DOMAIN 2: STAKEHOLDER INVOLVEMENT
DOMAIN 3: RIGOUR OF DEVELOPMENT
DOMAIN 4: CLARITY OF PRESENTATION
DOMAIN 5: APPLICABILITY

DOMAIN 6: EDITORIAL INDEPENDENCE
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AGREE (Appraisal of Guidelines for Research and Evaluation) - |l

DOMAIN 3: RIGOUR OF DEVELOPMENT

1. Systematic methods were used to search for
evidence.

2. There is an explicit link between the

recommendations and the supporting evidence.

3. The guideline has been externally reviewed by
experts prior to its publication.

4. etc.

Secondary, pre-
appraised, or
filtered

Primary
Studies

Observational
Studies

/\

Clinical Practice
Guidelines

- > — <oy

Randomized
Controlled Tial
Prospective, tests treatment

ohort Studies

Prospective - exposed cobort is
observed for outcome

Case Control Studies
Retrospective: subjects already of interest

looking for risk factors

\

No design

Case Report or Case Series

Narrative Reviews, Expert Opinions, Editorials

No humans
involved

—

Animal and Laboratory Studies
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Cancer risk

Obesity is associated with an elevated risk of multiple cancers, Furthermore. MBS may Signiﬁcant]y reduce overall cancer

inClllding C.\Uphﬂgll.\. brL‘ll.\l. C()IUFL\'UJI. C“dUl"Clrilll. g;l”bluddcr. nlortality Conlpared \r\’ith nonsurgical Obese Controls [134- 137]

stomach, kidney. ovary, pancreas, liver, thyroid, multiple myelo-  There is some evidence to suggest that the risk-reduction attenu-
: mnoi : AR:-T X2 o 19 " Q . . 5 &

ma, and meningioma [128-133]. There is evidence to suggest  ates as time from surgery increases, although it is unclear to what

that MBS La.n lead to a significant reduction m.mudeme of extent type of operation, type of cancer, health behaviors, and
obesity-associated cancer and cancer-related mortality, compared

presence of co-morbidities confound these findings [138].
Nonetheless, a recent retrospective cohort study of >30,000 pa-
tients with a median follow-up of 6 years found that adults with
obesity who underwent MBS had a 32% lower risk of develop-
ing cancer and 48% lower risk of cancer-related death compared
with a matched cohort who did not have surgery [137].

with obese individuals who did not undergo surgery. Multiple
studies have shown that reduces the nisk of developing
cancer in the population with class II/IIl obesity, ranging from
11% to 50% for all cancer types [130, 134-137]. Benefits were
also documented for the incidence of specific cancers, such as
gastrointestinal and hepatobiliary cancers, genitourinary cancers,
and gynecological cancers.
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Article

Development of the Italian Clinical Practice Guidelines on
Bariatric and Metabolic Surgery: Design and
Methodological Aspects

Maurizio De Luca !, Marco Antonio Zappa %, Monica Zese !/, Ugo Bardi 3, Maria Grazia Carbonelli 4,
Francesco Maria Carrano °>, Giovanni Casella ®(*, Marco Chianelli 7, Sonja Chiappetta 3, Angelo Iossa ?,
Alessandro Martinino %00, Fausta Micanti !, Giuseppe Navarra 2, Giacomo Piatto '*>, Marco Raffaelli 14,
Eugenia Romano >, Simone Rugolotto !, Roberto Serra 1°, Emanuele Soricelli 17, Antonio Vitiello 1805,

Luigi Schiavo !%, Iris Caterina Maria Zani ?°, Giulia Bandini ?!, Edoardo Mannucci ?!, Benedetta Ragghianti !

and Matteo Monami 21*{ on behalf of the Panel and Evidence Review Team for the Italian Guidelines on Surgical

Treatment of Obesity

Nutrients 2023, 15, 189. https:/ /doi.org/10.3390/nu15010189
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PICO 11 - In patients with BMI 2 30 kg/m?, is metabolic-bariatric surgery preferable to other non-surgical
treatments, for preventing incident malignancies?

. Disagreement Agreement Outcome

N PICO . } = . A val

: (Score 1-2) (Score 3~5) (Median) PRI
In patients with BMI > 30 kg/m?, is

1 bnrintric./ mgtabolic surgery p_reremlﬂe to ' 0, 95,89 : o
non-bariatric /metabolic surgical treatments, for

preventing incident malignancies?

Qutcomes (efficacy

Reduction of incident malignancies

Reduction of mortality for cancer

Jutcomes (satety

11.3 Perioperative surgical (bariatric) complications 6.5 o

114 Serious adverse events (surgical and non-surgical)

n

N* Outcome Type of  Main inclusion criteria
study
111 Reduction of incident Patients aged 18+ years, with obesity; studies, with durationz 52
malignancies weeks, performed on patients with BMI=30 Kg/m?. Any form of

cancer at endpoint.

11.2 Reduction of mortality atients aged 18+ vears, with obesity; studies, with duration= 52

for cancer reeks, performed on patients with BMI=30 Kg/m?. Cancer-related
mortality at endpoint.

Nutrients 2023, 15, 189. https://doi.org/10.3390/nu15010189
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Italian Society of Surgery of Obesity and Metabolic Diseases Guidelines
The surgical treatment of obesity and associated diseases

PICO 11 - In patients with BMI > 30 kg/m?, is metabolic-bariatric surgery preferable to other non-surgical
treatments, for preventing incident malignancies?

Rational

Obesity and its complications are a growing public health problem in many countries, due to increasing
prevalence, significant impact on the health of affected individuals, and growing related economic burden.
Obesity is also associated with an increased risk of neoplastic diseases, especially estrogen-related ones (e.g.,
cancers of the gastro-intestinal tract, genital, breast, etc®®, Metabolic-bariatric surgery, which was developed

cmnsadermg all incident forms of cancer occurred during the follow-
up and reported as serious adverse events. No differences were observed between the intervention and the
control group, both in the incidence of malignancies and cancer mortality, whereas an increased risk of serious
adverse events was observed in patients allocated to MBS (Chapter 1, Figure 66, 67).
No specific pharmacoeconomics studies were found, but the costs to be covered by metabolic-bariatric surgery
are high (Chapter 1, Table 3), coupled with the lack of evidence in favor of the procedure, make it possible to

make a weak recommendation against metabolic-bariatric surgery.

Manuscript submitted
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Incident cancer

Figure 66 — Comparison of metabolic-bariatric surgery and

incident cancer in patients with BMI 230Kg/m 2.
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Eleven RCT reported at least 1 neoplastic event (both estrogen-

dependent and non-dependent cancer)

Serious Adverse Events

Figure 67 — Comparison of metabolic-bariatric surgery and nonsurgical therapies on the risk of

severe aversi events in patients with BM| 230Kg/m?.
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Recommendation:
The use of BMS in patients affected by obesity should not be advisable with the

only aim of reducing the risk of neoplatic events due to high costs and an
increased risk of adverse events.

PS: When deciding to perform a bariatric intervention, the reduction of neoplastic risk associated to the weight
lost is one of the many outcomes considered in the balance of favourable and unfavourable effects of the

surgical approach, but it can’t be the only one...

Manuscript submitted
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