Supplementary Materials

Table S1. Data extraction form for therapeutic recommendations

Recommendation
Location in the document (where?) Text |:|

Summary table |:|

Algorithm |:|
Type of recommendation Therapeutic |:|

Incidence and epidemiology |:|
Diagnostic and Staging |:|
Follow-up

Disease stage Potentially curable disease |:|
Advanced disease |:|
All stages |:|

Type of treatment Surgery |:|
Chemotherapy

Chemoradiotherapy

Chemotherapy or chemoradiotherapy |:|

Combination of chemotherapy and chemoradiotherapy |:|
Palliative care (endoscopy, pain medication etc...)

Other (clinical trials, experimental treatments, etc...)

Classification of evidence

A/Definitions for Quality of Evidence grades [1-8]

Table S2. Classification of evidence used by the American Society of Clinical Oncology (ASCO
guidelines) based on the GRADE methodology (extracted from the ASCO guidelines methodology

manual).
GRADE DEFINITION
HIGH We are very confident that the true effect lies close to that of the estimate of the effect.
MODERATE We are moderately confident in the effect estimate: The true effect is likely to be close to the
estimate of the effect, but there is a possibility that it is substantially different
LOW Our confidence in the effect estimate is limited: The true effect may be substantially different
from the estimate of the effect.
VERY LOW We have very little confidence in the effect estimate: The true effect is likely to be substantially

different from the estimate of effect

GRADE's approach to rating the quality of evidence begins with the study design
(randomized trials versus observational studies) and then addresses five reasons to pos-
sibly rate down the quality of evidence and three to possibly rate it up [1]. The five reasons
to possibly rate down the evidence is based on the evaluation of risk of bias [2], incon-
sistency of results [3], indirectness of evidence [4], imprecision [5] and publication bias [6].
Factors that can increase the level of evidence include the magnitude of the effect, the dose
response gradient and the effect of plausible residual confounding [7]. Review the quality
of evidence for each pre-specified critical outcome. If the quality rating is the same for
each outcome, the same is true for the overall quality of evidence [8]. If the quality rating
differs, the lowest quality of evidence for any critical outcome determines the overall qual-

ity.




B/Strengths of recommendation [9]
The Expert Panel provides a rating of the strength of each recommendation. This

assessment reflects the extent to which a guideline panel is confident that desirable effects
of an intervention outweigh undesirable effects, or vice versa, across the range of patients
for whom the recommendation is intended. Recommendations may fall into two catego-
ries; strong and weak. Factors determining the strength of a recommendation include bal-
ance between benefits and harms, certainty of evidence, confidence in values & prefer-
ences, and resource use [10]. Recommendations may be made for or against the use of an
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intervention (“strong for”, “strong against”, “weak for”, “weak against”).

Table S3: Classification of evidence used by the National Comprehensive Cancer Network guide-
lines (Wwww.nccn.org).

Category 1 Based upon high-level evidence, there is uniform
NCCN consensus that the intervention is appropriate.

Category 2A  Based upon lower-level evidence, there is
uniform NCCN consensus that the intervention is appropriate.

Category 2B Based upon lower-level evidence, there is NCCN
consensus that the intervention is appropriate.

Category 3  Based upon any level of evidence, there is major
NCCN disagreement that the intervention is appropriate.

As mentioned on www.nccn.org (development and update of guidelines), the level
of evidence depends upon the following factors: quality of data (e.g. trial design and how
the results/observations were derived [RCTs, non-RCTs, meta-analyses or systematic re-
views, clinical case reports, case series]), quantity of data (e.g. number of trials, size of
trials, clinical observations only) and consistency of data (e.g. similar or conflicting results
across available studies or observations).

The degree of consensus is based on the percentage of Panel vote. For the “uniform
consensus” defined in Category 1 and 2A, a majority Panel vote of at least 85% is required.
For the “NCCN consensus” defined in Category 2B, a Panel vote of at least 50% (and less
than 85%) is required. Lastly, for recommendations where there is string Panel disagree-
ment regardless of the quality of the evidence, NCCN requires a Panel vote of at least 25%
to include and designate a recommendation as Category 3. When categories are not spec-
ified within the guidelines, the default designation for the recommendation is Category
2A.

Table S4: Attribution of a class of recommendation based on the classification from the American
College of Cardiology/American Heart Association Task force [11].

ASCO

NCCN

Class 1

Strong for

Category 1: Based upon high-level evidence, there is uniform
NCCN consensus that the intervention is appropriate
Category 2A: Based upon lower-level evidence, there is
uniform NCCN consensus that the intervention is appropriate.

Class 11

Moderate/Weak for Category 2B: Based upon lower-level evidence, there is NCCN

consensus that the intervention is appropriate.
Category 3: Based upon any level of evidence, there is major
NCCN disagreement that the intervention is appropriate.

Class III

Weak against, Strong -

against

aIn the ASCO guidelines for pancreatic adenocarcinoma, “moderate” was used as a category of strength of recom-
mendation. ASCO: American Society of Clinical Oncology, NCCN: National Comprehensive Cancer Network

guidelines.
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