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Abstract
Objectives

Evidence-based decision making is becoming increasingly important in healthcare. Much valuable
evidence is in the form of the results from clinical trials that compare the relative merits of
treatments. In this paper, we present a new framework for representing and synthesizing knowledge
from clinical trials involving multiple outcome indicators.

Method

The framework generates and evaluates arguments for claiming that one treatment is superior, or
equivalent, to another based on the available evidence. Evidence comes from randomized clinical
trials, systematic reviews, meta-analyses, network analyses, etc. Preference criteria over arguments
are used that are based on the outcome indicators, and the magnitude of those outcome indicators,
in the evidence. Meta-arguments attacks arguments that are based on weaker evidence.

Results

We evaluated the framework with respect to the aggregation of evidence undertaken in three
published clinical guidelines that involve 56 items of evidence and 16 treatments. For each of the
three guidelines, the treatment we identified as being superior using our method is a recommended
treatment in the corresponding guideline.

Conclusions

The framework offers a formal approach to aggregating clinical evidence, taking into account sub-
jective criteria such as preferences over outcome indicators. In the evaluation, the aggregations
obtained showed a good correspondence with published clinical guidelines. Furthermore, prelim-
inary computational studies indicate that the approach is viable for the size of evidence tables
normally encountered in practice.
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1 Introduction

The systematic use of evidence is already established in healthcare in the form of evidence-based
decision making. However, the rapidly increasing amount of evidential knowledge on a subject
means that it is difficult for a clinician or biomedical researcher to effectively and efficiently
acquire and assimilate that evidence. Therefore, getting a quick, up-to-date review of the state
of the art on treatment efficacy for a particular condition is not always feasible. This problem is
exacerbated by the fact that the evidence is often conceptually complex, heterogeneous, incomplete
and inconsistent.

To cope with these problems (of volume, complexity, inconsistency and incompleteness of
evidence), the organizations supporting decision makers, such as the UK National Institute for
Clinical Excellence, (NICE, www.nice.org.uk), compile and aggregate evidence into evidence-based
guidelines for decision makers. Such guidelines systematically appraise available evidence so as
to encode best-practice recommendations. These typically specify what tests should be done, and
what treatments should be considered, for particular classes of patient. The advice is supported
by reference to the primary literature (such as published randomized clinical trials, cohort studies,
etc), together with available systematic reviews of evidence, such as by the Cochrane Collaboration
(www.cochranecollaboration.org).

As valuable as guidelines are for drawing the best available evidence into decision making in
healthcare, there are some important limitations.

e Constructing guidelines can involve assimilating massive amounts of evidence. For
instance, medical guidelines are based on a rapidly growing body of biomedical evidence, such
as clinical trials and other scientific studies (for example, PubMed, the online repository of
biomedical abstracts run by the US National Institute of Health has over 20 million articles).
Production of evidence-based guidelines therefore requires considerable human effort and
expenditure since the evidence needs to be systematically reviewed and aggregated.

e Guidelines can become out-of-date quite quickly. For example, in medicine, even when
major trials are published on topics, it may take years before the guidelines are rewritten
to take account of the large amounts of newly available evidence (for example, PubMed
is growing at the rate of 2 articles per minute). Decision makers are thus faced with the
problem of assimilating and processing guidelines in combination with large amounts of
newly available evidence which may warrant recommendations that conflict with, and so
suggest revisions to, those recommendations provided by the guidelines.

e Often there are overlapping guidelines to consider (from different agencies or bodies,
and international, national, and local sources), and when there are multiple problems to be
resolved (e.g. a patient with both cancer and liver problems). Thus, different guidelines may
offer conflicting guidance.

e Guideline recommendations are often written keeping in mind a general population so
they need to be interpreted for individual cases with specific features. For example, given a
patient with some particular symptoms and test results, the clinician needs to decide if the
patient falls into any of the classes of patients for which the guideline offers guidance (e.g. if
the patient is from a particular ethnic group, or if they are very young, or if their symptoms
do not exactly correspond). If the clinician has doubts, then turning to the primary literature
for fuller descriptions of the relevant clinical trials may be useful. However, the clinician may
then need to assimilate and aggregate the results from a number of articles which can be
challenging. So after what may be an incomplete study of the evidence, the clinician decides
whether or not to accept the recommendation from the guideline for the specific case.

e Guidelines are not sensitive to local needs or circumstances. This may also result in
non-compliance by the decision maker in using a guideline. For example, an international
guideline may recommend a particular kind of scan for patients with a particular combination



of symptoms, but a particular hospital using the guideline might not be able to provide such
a scan, and would deviate from the recommendations by the guideline.

e Use of guidelines can decouple a decision maker from the evidence which can be
problematical since the decision maker may have valuable knowledge and experience for use
in interpreting the evidence.

In conclusion, there is a need for knowledge aggregation technologies for making evidence-
based recommendations based on large repositories of complex, rapidly expanding, incomplete
and inconsistent evidence. These technologies should aim to overcome the limitations of guidelines
listed above, and offer tools for users who need to make evidence-based decisions, as well as users
who need to draft systematic reviews and guidelines, and users who need to undertake research
in order to fill gaps or resolve conflicts in the available evidence.

2 Our proposal

As a first step to addressing the needs raised in the previous section, we have presented a general
framework for representing and synthesizing knowledge from clinical trials involving the same
outcome indicator (e.g. overall survival, or disease-free survival) [1]. The framework allows for
arguments and counterarguments to be constructed and compared, and it allows for diverse criteria
concerning the quality of the evidence to be taken into account when considering which arguments
prevail [2, 3]. The framework also allows for reasoning with the evidence according to the patient
class to which it applies. For instance, when comparing a pair of treatments, some trials may have
involved a broad class of patients, others may have involved quite restricted subclasses, and so,
it can be useful to identify the evidence that pertains to a specific patient class of interest. To
address this need, we have shown how ontological reasoning can be harnessed in the argumentation
process [4].

In this paper, to further address these needs of aggregating evidence, we present a framework for
representing and synthesizing knowledge from clinical trials involving multiple outcome indicators.
Our framework allows the construction of arguments on the basis of evidence as well as their
syntheses. The evidence available is then presented and organized according to the agreement and
conflict inherent. In addition, users can encode preferences for automatically ruling in favour of
the preferred arguments in a conflict.

The input to a system based on our framework is a table of evidence comparing pairs of
treatments. Each row in the table gives the pair of treatments, the kind of comparison (e.g. ran-
domized clinical trial, meta-analysis, or network analysis), the outcome indicator (e.g. disease-free
survival, or overall survival), the outcome, the statistical significance, etc. For any treatments 7
and 79 occurring in the evidence table, a system based on our framework would attempt to deter-
mine whether 77 is superior to 79, or 71 is equivalent to 7, or 7y is inferior to 7. This assessment
would be justified by the arguments and counterarguments used to reach this conclusion.

The output from a system based on our framework is a superiority graph which is
a directed graph where each node denotes a treatment (appearing in the input evidence table),
each unidirectional arc from 71 to 75 denotes that 7y is superior to 73, and each bidirectional arc
between 71 and 75 denotes that 71 is equivalent to 7. We illustrate three examples of superiority
graphs in Figure 1.

In order to use the evidence given as input to generate the superiority graph as output, our
system uses an argumentation process. We summarize below (and then explain fully in the paper)
the features of this process in terms of Steps 1 to 5 that takes a set of evidence as input (at Step
1) and produces a superiority graph as output at (Step 5) as follows.

1. Generation of inductive arguments From the input evidence, the inductive arguments
are generated. Each inductive argument is a pair (X, €) where X is a subset of the evidence
concerning two treatments 7 and 75. If all the evidence in X indicates that 7 is better
in some respects than 75, then the claim ¢ is that 7y is superior to 75. Whereas if all the



evidence in X indicates that 7 is on balance neither better not worse than 75, then the
claim € is that 7 is equivalent to 7.

2. Identification of preferences over inductive arguments Not all inductive arguments
are of the same weight. They vary in terms of the benefits that they offer, so for instance one
argument may have the claim that 7| is superior 75 because of a substantial improvement in
life expectancy, and another argument may have the claim that 75 is superior to 7y because
the former has no side-effects, and the latter has some minor side-effects. To capture this,
we use a preference relation over inductive arguments that takes into account the nature and
magnitude of the outcomes presented in the evidence.

3. Generation of meta-arguments Arguments may vary also in terms of the quality of the
evidence. For instance, one argument may be based on one small randomized clinical trial,
and another may be based on a number of large randomized clinical trials. To address
this, we use meta-arguments. Each meta-argument is a counterargument to an inductive
argument that is generated because there is a weakness in the evidence of the inductive
argument. For example, if an inductive argument is based entirely on evidence that is not
statistically significant, then a meta-argument could be a counterargument to it.

4. Generation of evidential argument graph An argument graph is a directed graph where
each node denotes an argument, and each arc denotes an attack by one argument on another.
So when one argument is a counterargument to another argument, this is represented by an
arc. For each pair of treatments of interest, we construct an argument graph containing the
inductive arguments concerning these treatments, together with the meta-arguments that
raise concerns with regard to the quality of the evidence in those inductive arguments. We
then evaluate the graph to determine which arguments are acceptable (i.e. which arguments
“win” in the argumentation). These criteria, which we will explain, are based on dialectical
criteria developed in the field of computational models of argument.

5. Generation of superiority graph For each pair of treatments 7 and 7 we have an
argument graph. If the winning arguments have the claim that that 7; is superior to 7o,
then this is reflected in the superiority graph by an arc from 7 to 7. The superiority graph
is a summary of the argumentation. For each arc in the superiority there is an associated
argument graph which has been used to determine the direction of the arc. This argument
graph is available to the user as an explanation for the direction of the arc.

So by determining in general whether one treatment is superior to another based on com-
parisons involving specific outcome indicators, we are using the items of evidence (concerning
comparisons involving specific outcome indicators) as proxies for the general statement that in
clinical and statistical terms one treatment is superior (or equivalent) to another. Furthermore,
the items of evidence are normally incomplete and also disagree with each other as to which
treatment is superior (for instance a treatment 73 may be superior to another 75 in suppressing
the risk of mortality due to a particular disease, but 7 may be inferior to 7o because 7 has a
substantial risk of a fatal side-effect and 75 has no risk of this side-effect). So to deal with the in-
complete and inconsistent nature of the evidence, we have developed an approach that is based on
a computational model of argumentation that takes into account the logical structure of individual
arguments, and the dialectical structure of sets of arguments.

In an earlier attempt at using an argument-based approach to aggregating evidence involving
multiple outcome indicators [5], we proposed the use of a two-dimensional preference ordering
over arguments. This involved a numerical assignment based on an evaluation of the benefits
offered by the treatments used, and a numerical assignment based on an evaluation of the quality
of the evidence. The proposal was a form of utility-theoretic framework. Following discussions
with clinicians, we decided that a simpler framework was required to consider the benefits of the
treatments and the quality of the evidence. This led us to the proposal in this paper that has
the following features: (1) A simplified and more intuitive definition for a preference relation over



Left  Right Outcome indicator Value Net Sig Type

e; ACE CCB mortality 1.04 < no MA
e ACE CCB stroke 1.15 < yes MA
es ACE CCB heart failure 0.84 > yes MA
es ACE CCB diabetes 0.85 > yes MA

Table 1:  Four results obtained from the NICE Hypertension Guideline (GC34, pages 36-37)
concerning angiotensin-converting inhibitors (ACE) and calcium channel blockers (CCB)

inductive arguments; (2) meta-arguments (which are important to identify important weaknesses
in the evidence used in inductive arguments); (3) More substantial case studies for evaluating the
proposal; and (4) A methodology for using the framework that takes into account the subjective
criteria required for aggregating evidence.

We proceed as follows: (Section 3) We discuss how we can represent evidence in a tabular
format; (Section 4) We discuss how clinical evidence is currently aggregated by healthcare profes-
sionals; (Section 5) We review an abstract model of argumentation that we will incorporate in our
general framework; (Section 6) We show how we can generate inductive arguments based on the
available evidence; (Section 7) We show how we can identify a preference relation over arguments
based on the relative benefits for the treatments being considered; (Section 8) We introduce the
notion of meta-arguments that allows for a refinement of the argumentation process; (Section 9)
We show how we can use the framework to aggregate evidence to generate a superiority graph;
(Section 10) We evaluate our proposal with three case studies (Glaucoma, Hypertension, and Pre-
eclampsia) and we compare the results with NICE Guidelines; (Section 11) We discuss how we
can deal with subjective criteria in our framework; (Section 12) We discuss implementation issues;
(Section 13) We conclude with a discussion of the proposal in this paper, and how it relates to the
literature.

3 Representing evidence

The types of evidence we consider in this paper include randomized clinical trial (RCT), meta-
analyses (MA), network analyses (NA), and cohort study (CS). Our focus will be on 2-arm supe-
riority trials, i.e., clinical trials whose purpose is to determine whether, given two treatments, one
is superior to the other (strictly speaking, such a trial tries to disprove the hypothesis that the
two treatments are identical). This is an extremely common trial design.

We represent evidence in a table. Each row is an item of evidence taken from an RCT, a CS,
an MA or an NA. The choice of columns depends on the available information and the criteria
that will be used for aggregating the evidence. We give an example in Table 1 concerning patients
who require a treatment for hypertension (data from www.nice.org.uk). The table incorporates
the columns normally required for our framework, and we explain them as follows.

e The left and right attributes signify the treatments compared in each item of evidence. In
the table, these are angiotensin-converting inhibitors (ACE) for the left arm and calcium
channel blockers (CCB) for the right arm.

e The outcome indicator is the specification of the particular outcome that is being consid-
ered when comparing the two treatments. In the table, in each row, it is relative risk (i.e.
it is the proportion of patients who have the event or condition, i.e. “mortality”, “stroke”,
“heart failure” or “diabetes”, within the period of the trial).

e The value of the outcome is the value obtained by the method applied to the outcome
indicator. So for the first row, it is the proportion of patients who died during the trial
taking ACE divided by the proportion of patients who died during the trial taking CCB.



| Prostaglandin Analogue (PG) |

|Beta—blocker (BB) |

Sympathomimetic (SY) | | No Treatment (NT) |<—| Carbonic Anhydraise Inhibitor (CA) |

(a) Superiority graph for the glaucoma case study.

| ACE inhibitor (ACE) |

Thiazide-type diuretics (THZ) |—>| Calcium channel blocker (CCB) |—>| ARB antagosist (ARB) |

|Beta—blocker (BB) |

(b) Superiority graph for the hypertension case study.

Aspirin (ASP)

| Placebo/No-treatment (NT) |

Diuretics (DI) |Pr0gester0ne (PRO) | | Nitric oxide (NO) |

(c) Superiority graph for the pre-eclampsia case study.

Heparin (HP)

Figure 1: Superiority graphs for the case studies. Each graph concerns a set of treatments
considered for a particular class of patients. Each node is a treatment, and each edge denotes that
there is evidence to suggest either the one treatment, 77, is superior to another 75, in which case
there is a unidirectional edge from 7 to 7o, or that 7 is equivalent to 7o, in which case there is a
bidirectional edge between 71 and 75. If there is no edge between a pair of treatments, then there
is a lack of evidence to compare them.



e The net outcome, abbreviated by the column name Net, is a binary relation, denoted >
(superior), ~ (equal), and < (inferior), over the two treatments that is determined from the
value of the outcome and an evaluation of whether the outcome indicator is desirable or
undesirable for the patient class. For the first row, mortality is undesirable, and so a risk
ratio value less than 1 means that the left arm is superior to the right arm, a risk ratio value
equal to 1 means that the left arm is equal to the right arm, and risk ratio value greater
than 1 means that the left arm is inferior to the right arm.

e The statistically significant attribute, abbreviated by the column name Sig, indicates
whether the value is statistically significant. In this example, we just give a yes/no entry.
In other examples, we given more detailed information such as the p value.

e The evidence type, abbreviated by the column name Type, specifies the type of study
undertaken, e.g. randomized clinical trial (RCT), cohort study (CS), meta-analysis (MA),
network analysis (NA), etc. It is an indicator of the quality of the evidence.

The set of attributes we have discussed here is only indicative. Often other attributes are useful
for assessing and aggregating evidence (e.g. the number of patients involved in each trial, the
geographical location for each trial, the drop-out rate for the trial, the methods of randomization
for ensuring patients and clinician do not know which arm a patient is in, etc). For a general
introduction to the nature of clinical trials, and a discussion of a wider range of attributes, see [6].

The patient class is an important attribute that can be captured about an item of evidence.
For instance, in Table 1, the patient class is people with “persistent raised blood pressure of
160/100 mmHg or more”. In our previous work, we showed how the patient class may involve
a conjunction and/or disjunction of terms from a medical ontology and description logics can be
used to provide inferencing (see [7]). Similarly, treatments presented in the left arm and right arm
can be composed of a conjunction and/or disjunction of terms from an ontology. Again, medical
ontologies cater for this by providing categories and relationships on treatments, substances used,
and other characteristics. See [8, 4] for proposals for using a medical ontology in argumentation
about clinical trials.

For simplicity, in the rest of this paper, we assume that the evidence concerns a particular,
sensible patient class, and that each treatment in the left arm and right arm is atomic, and so
we do not consider the ontological aspects of patient class or treatment further in the rest of this
paper.

Later in the paper, we will evaluate our argument-based approach in three case studies: (Glau-
coma case study) The evidence, which is presented in Table 3 (in the appendix), concerns treat-
ments for raised intraocular pressure (raised IOP), which is raised pressure in the eye, where the
evidence was obtained from the NICE Glaucoma Guideline [9]; (Hypertension case study) The
evidence, which is presented in Table 4 (in the appendix), concerns treatments for hypertension,
which is raised blood pressure, where the evidence was obtained from the NICE Hypertension
Guideline [10]; and (Pre-eclampsia case study) The evidence, which is presented in Table 5 (in the
appendix), concerns treatments for pre-eclampsia, which is hypertension arising during pregnancy,
where the evidence was obtained from the NICE Hypertension in Pregnancy Guideline [11].

4 Background to aggregating evidence

In the previous section, we describe the kind of input that we use for our framework. This is
also the kind of input that is currently used for aggregating evidence in guideline development
(such as undertaken by NICE) and systematic reviewing (such as undertaken by the Cochrane
Collaboration). We have broken the evidence down to relational data (each entry is a term from
an ontology or a value), whereas in say guideline development, there may be some free text in the
evidence tables (as seen in the appendices of guidelines produced by organizations such as NICE).
Nonetheless, there is a good correspondence between our input and what is currently used.



When considering evidence, particularly in the context of studies such as randomized clinical
trials, there is an emphasis on pairwise comparisons. Whilst trials may consider more than two
treatments, these are normally built on pairwise comparisons. For example, if a trial considers
three treatments 71, 7o, and 73, then the statistical information is available to derive three pairwise
comparisons, viz. 7, compared with 7o, 79 compared with 73, and 73 compared with 7;. This means
that it is valid to decompose any such trial into pairwise comparisons, and importantly, it means
that different trials can be compared by considering the results in terms of pairwise comparisons.
In other words, pairwise comparisons provide a common format to compare trials. Furthermore,
the utility of pairwise comparisons is seen in the meta-analysis techniques for aggregating evidence
for a single outcome indicator (see for example [6]).

When evidence is aggregated according to multiple outcome indicators, in guideline devel-
opment and systematic reviews, the aim is to determine whether one treatment is better than
another. For a pair of treatments, there are two dimensions to this. The first dimension concerns
the outcomes (good or bad) being considered. For instance, is one treatment more efficacious than
another, or does one treatment have more side-effects than the other? The second dimension con-
cerns the quality of the evidence. For example, if the evidence for claiming that the first treatment
is better than the second is based on small non-statistically significant studies, then this might be
a reason to not accept any argument claiming that the first treatment is better than the second.

We will investigate these dimensions in more detail in the subsequent sections. However, it
is useful to point out here that these dimensions involve different kinds of uncertainty. The first
dimension involves uncertainty about whether or not a particular outcome will be obtained. For
instance, when comparing two treatments for a particular cancer. The proportion of patients
who live for at least 5 years after treatment may be 80% with the first treatment and 70% with
the second treatment. So any given patient who has the first treatment would appear to have
a probability of 0.8 of surviving for at least 5 years. The second dimension involves uncertainty
about whether or not the information about the first dimension is actually true. For instance, if
the study concerning the proportion of patients who live for at least 5 years involves 10 patients,
then the study would appear to be too small, and there would be low confidence that if the study
were repeated, that the same results would be obtained. So the first dimension could be described
to be a form “object-level” uncertainty, and the second dimension could be described to be a form
of “meta-level” uncertainty.

In our framework, we consider these two dimensions by using preferences over inductive ar-
guments to deal with the first dimension, and using meta-arguments to deal with the second
dimension. As we are aiming for a framework that is usable by those involved in guideline devel-
opment and systematic reviewing, as well as clinicians, we are keen to have a simple breakdown of
the kinds of information, in a way that is consistent with how they currently assess the available
evidence, and a process that they can use without undue complexity.

As we said in Section 2, the output from our framework is a superiority graph. This appears
to be a useful summary of the aggregation of evidence for researchers and clinicians who need
to aggregate evidence. Each arc connecting a pair of treatments in the graph is generated by
an argumentation process that involves constructing an argument graph using the evidence con-
cerning those two treatments, and this argument graph is available to the users of the superiority
graph. They can look at the argument graph to inspect what arguments were considered and
what preference criteria and meta-arguments were used. This means that it is explicit how the
superiority graph was obtained, and thereby provides an audit trail of the aggregation process.

5 Abstract argumentation

Our framework builds on more general developments in the area of computational models of
argument. These models aim to reflect how human argumentation uses conflicting information to
construct and analyze arguments. There is a number of frameworks for computational models of
argumentation. They incorporate a formal representation of individual arguments and techniques
for comparing conflicting arguments (for reviews see [12, 13, 14]). By basing our framework on



these general models, we can harness theory and adapt implemented argumentation software as
the basis of our solution.

In this section, we review the proposal for abstract argumentation by Dung [15]. The simplest
way to formalize a collection of arguments consists of just naming arguments (so, in a sense,
treating them as atomic) and merely representing the fact that an argument is challenged by
another (and so not indicating what the nature of the challenge is). In other words, a collection
of arguments can be formalized as a directed binary graph.

Definition 1. An abstract argument graph is a pair (A, R) where A is a set and R is a
binary relation over A (in symbols, R C Ax A).

Each element A € A is called an argument and (A4;, A;) € R means that A; attacks A;

(accordingly, A; is said to be an attacker of A;). So A; is a counterargument for A; when
(Ai, AJ) € R holds.

Example 1. Consider arguments A1 = “Patient has hypertension so prescribe diuretics”, Ay =
“Patient has hypertension so prescribe beta-blockers”, and As = “Patient has emphysema which is
a contraindication for beta-blockers”. Here, we assume that Ay and As attack each other because
we should only give one treatment and so giving one precludes the other, and we assume that
As attacks As because it provides a counterarqgument to As. Hence, we get the following abstract

argument graph.

Arguments can work together as a coalition by attacking other arguments and by defending
their members from attack as follows.

Definition 2. Let S C A be a set of arguments.
e S attacks A; € A iff there is an argument A; € S such that A; attacks A;.
o S defends A; € S iff for each argument A; € A, if A; attacks A; then S attacks A;.

The following gives a requirement that should hold for a coalition of arguments to make sense.
If it holds, it means that the arguments in the set offer a consistent view on the topic of the
argument graph.

Definition 3. A4 set S C A of arguments is conflict-free iff there are no arguments A; and A;
in S such that A; attacks A;.

Now, we consider how we can find an acceptable set of arguments from an abstract argument
graph. The simplest case of arguments that can be accepted is as follows.

Definition 4. A set S C A of arguments is admissible iff S is conflict-free and defends all its
arguments.

The intuition here is that for a set of arguments to be accepted, we require that, if any
one of them is challenged by a counterargument, then they offer grounds to challenge, in turn,
the counterargument. There always exists at least one admissible set: The empty set is always
admissible.

Clearly, the notion of admissible sets of arguments is the minimum requirement for a set of
arguments to be accepted. We will focus on the following classes of acceptable arguments.

Definition 5. Let T' be a conflict-free set of arguments, and let Defended : p(A) — p(A) be a
function such that Defended(I') = {A | T’ defends A}.

1. T is a complete extension iff I' = Defended(T")



2. T is a grounded extension iff it is the minimal (w.r.t. set inclusion) complete extension.
3. T is a preferred extension iff it is a mazimal (w.r.t. set inclusion) complete extension.

The grounded extension is always unique, whereas there may be multiple preferred extensions.
We illustrate these definitions with the following examples. As can be seen from the examples,
the grounded extension provides a skeptical view on which arguments can be accepted, whereas
each preferred extension take a credulous view on which arguments can be accepted.

Example 2. Continuing Example 1, there is only one complete set, and so this is both grounded
and preferred.

Conflict free  Admissible Complete Grounded Preferred

{} X X

{A} X X

{A2} X

{43} X X
{41, Ap}
{A1, A3} X X X x X
{Az, A3}

{A1, A3, A3}

Example 3. Consider the situation where we have just two arguments Ay and As that attack
each other. There are two preferred sets, neither of which is grounded.

Conflict free  Admissible Complete Grounded Preferred

{} X X X X
{A4} X X X X
{As} X X X X
{A4, A5}

The formalization we have reviewed in this section is abstract because both the nature of
the arguments and the nature of the attack relation are ignored. In particular, the internal
(logical) structure of each of the arguments is not made explicit. Nevertheless, Dung’s proposal
for abstract argumentation is ideal for clearly representing arguments and counterarguments, and
for intuitively determining which arguments should be accepted (depending on whether we want
to take a credulous or skeptical perspective).

We harness abstract argumentation in our general framework for aggregating evidence. We
will introduce mechanisms for generating arguments from the evidence, and for generating the
attacks relation based on the preferences over the arguments. In this way, we will instantiate
abstract argumentation with logical arguments. This means that we can use Dung’s definitions
for determining which sets of arguments are acceptable, and thereby determine which aggregations
of the evidence are acceptable.

6 Representing inductive arguments

We start with a set of evidence EVIDENCE = {ey, .., e, } concerning a pair of treatments {71, 7 }.
So each item has one of these treatments as the left arm and the other as the right arm. Each
item in EVIDENCE is a result from an RCT, an MA, a CS, or an NA, represented as a row in a
table of evidence (as described in the previous section).

We partition EVIDENCE into three sets SUPERIOR, EQUITABLE, and INFERIOR. Those in SU-
PERIOR are the trials for which 7 was shown to be superior to 7o with respect to some outcome
indicator. By superior, we mean that if the outcome is desirable for the patient, then 77 is shown
to be more efficacious for positive outcome than 75, and if the outcome is undesirable for the
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patient, then 77 is shown to be less susceptible to this negative outcome than 75. Similarly, those
in EQUITABLE are the trials for which 75 was shown to be equitable with 7; with respect to an
outcome indicator, and those in INFERIOR are the trials for which 75 was shown to be superior to
71 with respect to an outcome indicator.

Given treatments 7 and 7o, there are three possible interpretations of a set of items of evidence
(i.e. a set of rows from an evidence table such as Table 1):

1. 7 > 75, meaning the evidence supports the claim that treatment 7; is superior to 7o.
2. T ~ T9, meaning the evidence supports the claim that treatment 7 is equivalent to

3. 71 < Ty, meaning the evidence supports the claim that treatment 7 is inferior to 75.

Any formula of the form 71 > 75, 71 ~ 72, and 71 < T2 is a claim, denoted by e. We regard
T1 > Ty as equivalent to 75 < 71, and 71 ~ T as equivalent to o ~ Ty.

We use inference to derive a claim from a set of evidence. We use inference rules to define
what are the allowed inferences. In this paper, we use three inference rules

Definition 6. An inference rule is one of the following forms, where X C EVIDENCE and X # ().
1. If X C SUPERIOR, then 1 > 7.
2. If X C EQUITABLE, then 71 ~ To.
3. If X C INFERIOR, then 71 < To.

For example, in the evidence given in Table 1, there is a subset {es,es} of the evidence for
which each item states that ACE is superior to CCB. From this subset, we may draw the conclusion
that ACE is superior to CCB in general.

One can informally think of an argument comprising of a set of evidence (i.e. a subset of
EVIDENCE), and a conclusion or claim that has been derived from the set of evidence using an
inferential rule.

Definition 7. An inductive argument is a tuple (X, ¢€) such that € follows from X using one
of the three inferences rules given in Definition 6. We call X the support and € the claim of the
argument.

Given a set EVIDENCE, let ARG(EVIDENCE) denote the set of inductive arguments that can
be generated from the evidence according to the above definition.

Example 4. Returning to the evidence in Table 1, concerning treatments ACE and CCB, we have
EVIDENCE = {ej,e€9,€3,€4}, SUPERIOR = {e3,e4}, and INFERIOR = {e1,ea}. From this, together
with the inference rules, we get the following inductive arguments.

({es}, ACE > CCB) ({e1}, ACE < CCB)
({es}, ACE > CCB) ({e2}, ACE < CCB)
({es,e4}, ACE > CCB) ({e1,e2}, ACE < CCB)

We refer to these arguments as inductive because from a set of evidence, we make the inductive
inference concerning the claim. The better the evidence, the more likely the claim is correct. How-
ever, in general it is possible that it is incorrect, and therefore the claim is a defeasible inference.
The way we manage this uncertainty is by considering counterarguments. For counterarguments,
we will consider rebuttals and meta-arguments. We start by introducing rebuttals next.

Looking at Example 4, we see intuitively that the arguments with differing claims conflict.
Obviously it cannot be the case that both of the arguments’ claims are true. In this sense these
arguments attack, or rebut, each other. We capture this relationship with the following definition.
Note that this definition is symmetric, i.e., if A; conflicts with A;, then A; conflicts with A;.
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Definition 8. If the claim of argument A; is €; and the claim of argument A; is €; then we say
that A; conflicts with A; each other whenever:

l.e=m>m,and (=T ~T ore; =71 < T2 ).
2. ¢=Ti~Ty,and (€ =T1>Ty ore; =T1 < Ty ).
3. =71 <Tp,and (€, =T1>Ty Or€; =T1 ~ Ty ).

So when an argument A; conflicts with an argument A;, it denotes a rebuttal by A; of A;, and
vice versa.

In order to take relative preferences over arguments into account, we can introduce a pre-order
preference relation over arguments, and use this to define the attack relation between arguments,
as proposed by Amgoud and Cayrol [16]. The next section is devoted to showing how we can
define such a preference relation for taking into account the relative benefits of the treatments
being considered.

Definition 9. For any pair of arguments A; and A;, and a preference relation R, A; attacks A;
with respect to R iff A; conflicts with A; and it is not the case that A; is strictly preferred to A;,
according to R.

Now we combine these components by defining an argument graph based on a set of trial
results, a set of inference rules, and a preference relation over arguments as follows. For this, we
assume a set containing two treatments {7y, 72}, which we call the topic, denoted TOPIC.

Definition 10. Given a TOPIC = {71, 72}, and a set EVIDENCE, an inductive argument graph
is a graph where the set of nodes is the subset of ARG(EVIDENCE) containing arguments with a
claim in {T1 > 79,71 ~ T2, 71 < Ta}, and the set of arcs is the attacks relation given by Definition
9. We refer to the arguments in this graph as ARG(EVIDENCE,TOPIC).

Clearly, an inductive argument graph is a particular kind of argument graph. Furthermore, it
is an instance of a prioritized argument frameworks (PAFs) as proposed by Amgoud and Cayrol
[16]. We leave the formalization of specific preference relations until the next section. In the
meantime, we illustrate the use of an informally defined preference relation to get the following
argument graph by applying the preference relation to a simple example of evidence.

Example 5. Consider the following fictional evidence table, we get the argument graph below
using the arguments with non-empty support.

Left Right Outcome indicator Value Net Sig Type

e T1 To mortality 0.80 > yes RCT
ers T Ty palpitations 1.15 < yves NA
ers T Ty headaches 1.00 ~ no RCT

Suppose we prefer the argument with evidence showing superiority for the outcome indicator
of “mortality” over other arquments (i.e. lower risk of mortality is preferred to lower risk of
palpitations or equivalent risk of headaches). As a result, we get the following inductive argument
graph.

<{671}7 T > T2>

({er2}, 11 < m2) ({ers}, 11 ~ m2)
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When we consider an evidence table with just two treatments, as above, it is easy to see that
the graph induced is tripartite, and its independent sets are given by those arguments with claim
T1 > Ty, those arguments with claim 7 ~ 75, and those arguments with claim 7 < 5.

We can directly use the dialectical semantics given by Dung [15] (i.e. Definition 5) to decide
extensions of argument graphs. Here, there is one grounded and preferred extension and it contains
just the argument ({{e71},m1 > ).

We regard a preferred extension as an interpretation of a set of EVIDENCE (i.e. an aggregation
of the evidence in EVIDENCE). So if F is a preferred extension of the argument graph, and A € E,
and e is the claim of A, then € is a possible aggregation of the evidence. Furthermore, we regard
a grounded extension as a higher quality interpretation than a preferred extension.

This section has provided a general framework for aggregating evidence concerning a pair of
treatments according to multiple outcomes. To use the framework, a specific preference rela-
tion needs to be specified. In the next section, we consider specific criteria for preferring some
arguments over others based on the relative benefits offered by the treatments.

7 Preferences over inductive arguments

Assuming a preference relation over arguments, as investigated by Amgoud and Cayrol [16], is a
simple and intuitive idea. However, it does raise the question of where does the preference relation
come from, what does it mean, what integrity constraints should we impose on it to ensure that
it is sensible, and how can this be done in a way that is practical? We address these questions in
this section.

7.1 Normalizing the benefits

We start by clarifying what the evidence is telling us about the treatments. Each item of evidence
(i.e. each row in the evidence table) presents either a positive or negative effect of the left treatment
vis a vis the right treatment. As we explained in Section 3, we assume that each evidence table
that is given as input has a column called “Outcome indicator” and a column called “Value”. The
outcome indicator is what is being measured, and the value is the value of that measure.

Definition 11. For an item of evidence e, the result of the evidence is the following pair,
(Outcomelndicator, Value)

where Outcomelndicator is the entry for the column “Outcome Indicator” in the evidence table
and Value is the entry for the column “Value” in the evidence table.

Example 6. Consider the following evidence table containing fictional evidence comparing use of
the contraceptive pill (CP) with no contraception (NC). For this table, a user of contraceptive pills
may be trading the benefit of a substantial reduction in risk of pregnancy against a small increased
risk of breast cancer and thrombosis. Though there is also small positive effect for contraceptive
users who get a reduced risk of ovarian cancer.

Left Right Outcome indicator Value Net Sig Type

es1 CP NC breast cancer 1.04 < yes RCT
egs CP NC ovarian cancer 0.99 > yes MA
es3 CP NC pregnancy 0.05 > yes RCT
ess CP NC thrombosis 1.02 < yes MA

For this evidence table, we have the following results
o cg1 has result (breast cancer,1.04)

e eso has result (ovarian cancer,0.99)
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e cg3 has result (pregnancy, 0.05)
e cgy has result (thrombosis, 1.02)

Because of our definition for the “Net” column, we know that the results for egy and egq are
negative results (from the point of view of the left treatment) and the results for esa and eg3 are
positive results (from the point of view of the left treatment).

If we have positive result for the left treatment (i.e. the entry for the “Net” column is >),
then it means that the result says that the left treatment is better than the right treatment with
respect to the outcome indicator (as given in the “Outcome Indicator” column), to the degree
given by the value (as given in the “Value” column), and implicitly, it also means that the result
is a negative result for the right treatment.

Similarly, if we have negative result for the left treatment (i.e. the entry for the “Net” column
is <), then implicitly it means that the result says that the right treament is better than the left
treatment with respect to the outcome indicator given in the “Outcome Indicator” column, to
the degree given by the value given in the “Value” column, and implicitly, it also means that the
result is a postive result for the right treatment.

From the result of each item of evidence in the support of an argument, we get the results of
the support of the argument as follows.

Definition 12. For an inductive argument A = (X, €), the results of A, denoted Results(A), is
defined as follows

{(Outcomelndicator,Value) | e € X and (Outcomelndicator,Value) is the result of e}

Example 7. Continuing with Example 6, there are siz arguments that we can construct from this
evidence table. Hence, ARG(EVIDENCE) contains the following arguments.

A1 = ({es2,es53},CP > NC) Ay = ({es1,es4},CP < NC)
Ay = <{682},CP > NC> A5 = <{681},CP < NC>
Az = <{683}7CP > NC> Ag = <{684},CP < NC>

So the sets of results are the following where oc is ovarian cancer, preg is pregnancy, bc is breast
cancer, and th is thrombosis.

Results(A1) = {(ovarian cancer,0.99), (pregnancy, 0.05)}
Results(As) = {(ovarian cancer,0.99)}

Results(As) = {(pregnancy,0.05)})

Results(A4) = {(breast cancer,1.04), (thrombosis, 1.02)}
Results(As) = {(breast cancer,1.04)}

Results(Ag) = {(thrombosis, 1.02)}

So each argument has a set of evidence as support, and each item of evidence has a result (i.e.
a (Outcomelndicator, Value) pair), and so each argument has an associated set of results (i.e.
the results for the evidence in its support).

In order to compare sets of results, we need to normalize the results. To motivate this, consider
the outcomes “breast cancer” and “ovarian cancer” in Example 6.

e For ovarian cancer, the relative risk is 0.99. This means that for every 100 women not taking
the contraceptive pill who develop ovarian cancer, only 99 of them would develop ovarian
cancer if they were on the contraceptive pill. So the tuple (oc,0.99) captures this as an
advantage of the left arm over the right arm in the study, because the undesirable outcome
has a reduced relative risk. This means we can regard the result (oc,0.99) as a benefit that
we may want, and according to the evidence, the benefit comes from taking the left arm as
opposed to the right arm.
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e For breast cancer, the relative risk is 1.04. This means that 104 women taking the contra-
ceptive pill got breast cancer for every 100 women not taking the contraceptive pill. So the
tuple (breast cancer, 1.04) captures this as a disadvantage of the left arm over the right arm
in the study, because the undesirable outcome has a raised relative risk. This means we
need to take the inverse of 1.04 (i.e. 0.96) for the value if we want to turn the result into
a benefit that we may want, i.e. (breast cancer,0.99), and according to the evidence, the
benefit comes from taking the right arm as opposed to the left arm.

So in general, a result (Outcomelndicator,Value) is a benefit in either of the following two
cases

o If Outcomelndicator is an outcome indicator for something good (e.g. survival rate, suc-
cessful treatment of infection, etc), and the assignment to Value means that the left arm is
better than the right arm (e.g. for an outcome indicator measured in terms of relative risk,
the assignment to value is greater than 1), then (Outcomelndicator,Value) is a benefit.

o If Outcomelndicator is an outcome indicator for something bad (e.g. death rate, incidence
of infection, etc), and the assignment to Value means that the left arm is better than the
right arm (e.g. for an outcome indicator measured in terms of relative risk, the assignment
to value is less than 1), then (Outcomelndicator,Value) is a benefit.

Therefore, for any result that is not a benefit, we need to turn it into a benefit, by normalizing
the value. How we normalize a value depends on how the outcome indicator is measured. If it is
a relative risk, then it is just the inverse. So we assume a function NoytcomeIndicator that takes a
value and returns the normalized value. For the example considered above for the breast cancer
outcome indicator, we have Ny ...cr concer(1.04) = 0.96. As another example, in the Glaucoma
case study, “change in IOP” is measured as a mean difference in the reduction of intraocular
pressure. So a negative value means the left arm is better than the right arm. So to normalize
a mean difference value, we turn a positive number into a negative number, and turn a negative
number into a positive number. For instance, Nepangernrop(2.03) = —2.03.

Next we need to know when to normalize results. For an argument that shows superiority, or
equivalence, for the left arm over the right arm, (i.e. the claim is of the form 7 > 75 or 71 ~ 73),
then we do not need to normalize, whereas when an argument that shows superiority for the right
arm over the left arm, (i.e. the claim is of the form 71 < 73), then we do need to normalize. Hence,
we define the benefits emanating from evidence in the support of arguments as follows.

Definition 13. Let A be an inductive argument where Claim(A) is 71 > T2, 71 ~ T2, or 71 < To.
The Benefits function, denoted Benefits, is defined as follows.

. | Results(A) when Claim(A) # 7 < 72
Benefits(4) = { Normalize(A) when Claim(A4) =71 < 72
where Normalize(A) is the following set.
{(Outcomelndicator, Noutcomeindicator(Value)) | (OutcomelIndicator,Value) € Results(A)}

Example 8. Continuing with Example 7, we get the following sets of benefits, where NoutcomeIndicator
is the inverse function for each outcome indicator.

Benefits(A1) = {(ovarian cancer,0.99), (pregnancy, 0.05)}
Benefits(Az) = {(ovarian cancer,0.99)}

Benefits(As) = {(pregnancy, 0.05)})

Benefits(A4) = {(breast cancer,0.96), (thrombosis, 0.98)}
Benefits(As) = {(breast cancer,0.96)}

Benefits(Ag) = {(thrombosis, 0.98)}

So for an argument with claim 7 < 75, the results give the reasons why 7 is inferior to 7. By
normalizing the results from the argument, we get the reasons why 7o is superior to 7.
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7.2 Defining the preference relation

Our approach to defining a preference relation over arguments is based on defining a preference
relation over the benefits offered by the treatments. In other words, for a pair of arguments A;
and A;, we will ascertain that A; is preferred to A; when the benefits of A; are preferred to the
benefits of A; (i.e. Benefits(A4;) are preferred to the benefits of Benefits(A4,)). To do this, we need
to clarify the intuition of having a preference relation over sets of benefits. We proceed with an
example.

Example 9. We return to Example 5. Here, we see that e71 has that 1 is superior to To because
the relative risk of mortality is 0.8, whereas e7o has that 11 is inferior to 7o because relative risk
of palpitation is 1.15. In other words, we have the results, where the first is a positive result for
the left treatment, and the second is a negative result for the left treatment.

e ¢ has result (mortality,0.8)
o ero has result (palpitations,1.15)

The first result is a substantial positive result for the left arm whereas the second is a modest
positive result for the right arm. So after normalization it is reasonable to express the follow
preference over the following two sets of benefits.

{(mortality,0.8)} is preferred to {(palpitations,0.86)}

This preference relation over benefits means that reduction in mortality (relative risk 0.8) is pre-
ferred to a reduction in palpitations (relative risk 0.86). Hence, for Ay = ({en}, 1 > 7o), and
Ay = ({er2}, 11 < 72), we have

Benefits(A;) is preferred to Benefits(As)

We assume that the preference relation over sets of benefits comes from the user. We expect the
user bases the choices of which benefits are preferred by using subjective beliefs and judgments. In
general, this subjectivity is unavoidable. Different people prioritize different things. If we return
to Example 6, then for some people, a substantial reduction in the risk of pregnancy, such as with
the benefits set {(pregnancy,0.05)}, is preferred to a small decrease in risk of breast cancer and
thrombosis, such as with the benefits set {(breastcancer,0.96), (thrombosis,0.98)}. Of course,
there are some people who would have the opposite preference.

The idea of a preference relation over sets of benefits is that it focuses the attention on the
outcomes, and allows for preferences to be assigned without consideration of the evidence that
gives rise to it. We would expect that it is used to take into account both the outcome indicator
and the magnitude of that indicator.

Example 10. Consider the arguments A; = ({ese}, 751 < 752) and As = ({esr}, 751 > T52) which
can be formed from the evidence table below.

o Benefits(A,) = {(overallsurvival,1.02)}
o Benefits(As) = {(diseasefreesurvival,12.05)}

The outcome indicators are both measured in terms of relative risk. Here, Tso is slightly better
at overall survival, but 51 over 12 times better at disease free survival. Here, it may be much
better to accept a small loss in overall survival (i.e. there is a slightly greater probability that the
patient will not survive the period) to gain a massive increase in disease free survival (i.e. there is
a substantially greater probability that the patient will not have a recurrence of the disease in the
period). This may be particularly desirable if the disease itself has painful or highly undesirable
symptoms. Hence, we may adopt the preference that Benefits({{es7}, 752 > 751)) is preferred to
Benefits({{ese }, 751 > T52)). Of course, other users may choose the opposite preference.
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Left Right Outcome indicator  Value Net Sig Type

es6  Ts1 Ts9 overall survival 0.98 < yes RCT
es7  Tsl Tso disease free survival 12.05 > yes RCT

Even though we assume that the preference relation over sets of benefits comes from the user,
we expect that most choices would be common amongst many people. This means that a default
preference relation could be generated by the system, and adapted by the user, thereby avoiding the
need to get a lot of information from the user. For instance, for any outcome indicator concerning
survival, denoted .S, and any minor side-effect, denoted M, we would expect that most people
would have that (S, z) is preferred to (M,y) when = and y are of the same order of magnitude,
both x and y are relative risk, and = < 1.

In general, we would want the preference over sets of benefits to conform to various domain-
specific constraints. For example, if we have {(pregnancy, 0.05)} preferred to {(thrombosis, 0.98)},
then we would have {(pregnancy,0.01)} preferred to {(thrombosis,0.98)}, since a risk ratio of
0.01 for pregnancy is better than a risk ratio of 0.05 for pregnancy. Similarly, we can see these
relationships holding for some outcomes as well values. Let OS1yr denote the outcome of overall
survival at 1 year, and let OS5yr denote the outcome of overall survival at 5 years. So if we have
{(OS1yr,1.05)} preferred to {(thrombosis, 0.98)}, then we would have {(0S5yr, 1.05)} preferred to
{(thrombosis, 0.98)}, since if it is better to have a relative risk of survival at 1 year of 1.05, over
an alternative, then it is better to have a relative risk of survival at 5 years of 1.05, over the same
alternative.

For capturing the preference relation over sets of benefits, we assume that INDICATORS is the
domain for the outcome indicator attribute (e.g. breast cancer, pregnancy, thrombosis, etc), and
REALS is the set of real numbers which we use as the domain for the value attribute. Then, we
let RESULTS be INDICATORS X REALS. So, for each argument A;, we assume that Benefits(A;) C
BENEFITS.

Definition 14. A benefits preference relation , denoted =, is a relation = C p(RESULTS) X
p(RESULTS) that satisfies the properties of reflexivity, transitivity, monotonicity, weakening, and
strengthening as defined in Table 2.

For arguments, A;, A;, Benefits(A;) = Benefits(A4;) means that the results of A; are preferred
to the results of A;. As we have said above, we expect the user to give the benefits preference
relation, or at least agree to a default benefits preference relation, for a specific evidence table. So
we impose the condition that any benefits preference relation satisfies the properties in Table 2.
If it does, then it means that the preference relation will be a pre-order relation since if satisfies
montonicity and transitivity. As an abbreviation, we also assume the following.

o Benefits(A;) > Results(A4;) = (Benefits(A;) > Benefits(A;) & Benefits(A;) # Benefits(4;)).
o Benefits(A;) ~ Results(A4;) = (Benefits(A;) > Benefits(A,) & Benefits(A;) = Benefits(4;)).

For presentational purposes, in the examples, we only explicitly give the preference relation
for pairs of arguments that conflict. The remainder of the relation can be obtained by applying
the properties given in Table 2.

Example 11. Continuing Fxample 8, using the arguments A1 to Ag, the following is a benefits
preference relation.

Benefits(A;) > Benefits(A,) Benefits(A4) > Benefits(A;) Benefits(As3) > Benefits(A4)
Benefits(A;) - Benefits(A5) Benefits(Az) ~ Benefits(4s) Benefits(As) - Benefits(As)
Benefits(A;) - Benefits(Ag) Benefits(Az) > Benefits(Ag) Benefits(As) > Benefits(Ag)

In order to illustrate the benefits from each argument, we form a benefits graph as follows.
Each node is the benefits for an argument and each arc denotes that the benefits for the first node
are preferred to the benefits of the second.
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Property Definition
Reflexivity Benefits(A4;) = Benefits(4;)

Transitivity Benefits(A4;) > Benefits(A;) and Benefits(A;) = Benefits(Ay)
implies Benefits(A;) = Benefits(Ay)

Monotonicity ~ Support(A;) C Support(A4,) implies Benefits(A;) > Benefits(A4;)

Weakening Support(A;) C Support(A4;) and Benefits(Ax) = Benefits(A;)
implies Benefits(Ay) = Benefits(A;)

Strengthening  Support(A;) C Support(A4,) and Benefits(A;) > Benefits(Ay)
implies Benefits(A;) = Benefits(Ay)

Table 2: Properties of the benefits preference relation (Definition 14) that hold for all arguments
A;, Aj, A, € ARG(EVIDENCE). For an argument A = (X, ¢€), Support(A) = X. We explain these
properties as follows: (Reflexivity) This ensures that the relation makes every benefits set be
equally preferred to itself; (Transitivity) This ensures that if benefits set R; is preferred to benefits
set R;, and benefits R; is preferred to benefits Ry, then R; is preferred to Ry (Monotonicity)
This ensures that a benefits set subsumes another, then it will be more preferred; (Weakening)
This ensures that when a benefits set R; is dominated by another benefits set Ry, then Ry will be
preferred to any subset of R;; (Strengthening) This ensures that when a benefits set R; is preferred
to another Ry, then adding further benefits to it, to give a larger results set R;, will not affect its
preference over Ry. Note, weakening and strengthening follow from transitivity and monotonicity.

Definition 15. For & C ARG(EVIDENCE,TOPIC), the set of nodes of the benefits graph are
{Benefits(A4;) | A; € ®}. For each pair of arguments A;, A; € ® such that A; and A; conflict,
there is an arc from Benefits(A;) to Benefits(A;) iff Benefits(A;) = Benefits(A4;).

Example 12. Continuing Example 11, using the arguments Ay to Ag, the following is a benefits
graph corresponding to the benefits preference relation.

| {(oc, 0.99), (preg, 0.05) } |

{(bc,0.96), (th,0.98)} |

{(0c,0.99)}

{(preg,0.05)}

As we explained above, we use the preference relation over sets of benefits to define the pref-
erence relation over arguments. With that, we can then form an argument graphs, as suggested
in the previous section, and this will constitutes a prioritized argument framework (as defined by
Amgoud and Cayrol [16]).

Definition 16. For arguments A;, A; € ARG(EVIDENCE, TOPIC), such that A; conflicts with A;,
and a benefits preference relation =, the argument preference relation is defined as follows.

A, is preferred to A; iff Benefits(A;) = Benefits(A;)

For the rest of this paper, we assume that given a pair of treatments in TOPIC and an evidence
table TABLE, the inductive argument graph (specified in Definition 10) uses this definition for the
preferences over arguments.
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Example 13. Continuing Example 12, the following is the inductive argument graph constructed
according to Definition 10.

|<{€82,683},0P>Nc>| |<{681,€84},CP<NC> |
[({esz}, CP > N@% —— [T} CP<NC) |
| ({ess},CP > NC) ({esa}, CP < NC) |

For small sets of arguments, it is possible to define directly the benefits preference relation.
However, it is often easier to define one or more rules to define the benefits reference relation.
For a modest set of outcome indicators, it is straightforward to identify a set of rules that would
automatically generate the preference relation over arguments. The following is for a simple rule
that just considers the cardinality of each benefits set.

Definition 17. For arguments A; and Aj, a benefits preference relation is a cardinality pref-
erence relation if it satisfies the following condition.

If |Benefits(A;)| > |Benefits(A;)|, then Benefits(A;) = Benefits(A;)

The above is useful when the outcome indicators are approximately equally important in terms
of having a positive or negative effect, and the values are similar in magnitude. We will use the
above to define the preference relation for the second and third case studies in Section 10.

In the following definition, we give a rule for specifying the preference relation that is specifically
for the glaucoma case study in Section 10.1. Again it assumes that the values are similar in
magnitude, but it divides the outcome indicators into two classes. The first class is for intended
positive effects (i.e. an improvement in the medical problem being treated), and the second class is
for modest negative effects (i.e. side-effects that are tolerable as long as there is a positive effect).
We give an example of using the glaucoma preference relation in Figure 2.

Definition 18. For arguments A; and Aj;, a benefits preference relation, =, is a glaucoma
preference relation if it satisfies the following condition.

If there is a (OutInd,Val) € Benefits(A;) such that Val > 1

and OutInd € {visual field prog, change in IOP, acceptable IOP, IOP > 35mmHg}
and for all (OutInd,Val) € Benefits(A;)

OutInd € {respiratory prob, cardio prob, allergy prob, hyperaemia, drowsiness}
then Benefits(A;) = Benefits(A4;)

We could refine this rule by specifying bounds on the values, and even reversing the preference if
say all the intended positive effects were small (for example, for relative risk, the value is between
0.95 and 1, thereby suggesting there is little difference in relative risk), and one or more side-
effects effects were large (for example, for relative risk of allergy problem, the value is 50, thereby
suggesting that there is a 50 fold increase in risk of allergy problems).

To conclude this section, we have introduced a way of defining a preference relation over
inductive arguments in terms of the evidence used in the support of each inductive argument.
This approach is based on defining a preference relation over sets of benefits. In this way, we
compare sets of outcome indicators and their magnitude. This allows for a simple and intuitive
approach to capturing subjective criteria. We have assumed that the benefits preference relation is
given by the user, or at least agreed to by the user, and so it an important part of the input to the
argument-based aggregation process. We have also assumed that any benefits preference relation
satisfies the properties of reflexivity, transitivity, monotonicity, strengthening, and weakening. In
order to render the approach practical, we can use rules to define specific benefits preference
relations such as the cardinality preference relation (Definition 17) and the glaucoma preference
relation (Definition 18).
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8 Generating meta-arguments

The general definition of an argument graph permits any kind of argument in the graph. In our
framework, we have focused so far on one type of argument which is based on inductive inference.
In this section, we consider further kinds of argument that we call meta-arguments. These are
arguments against the quality of the evidence used in the inductive arguments. We present them
as atomic (i.e. there is no internal structure to them), and they will be used as counterarguments
to inductive arguments. Examples of meta-arguments that we can consider include the following.

e The evidence contains flawed RCTs.

e The evidence contains results that are not statistically significant.
e The evidence is from trials that are for a very narrow patient class.
e The evidence has outcomes that are not consistent.

So each of these meta-arguments attacks an inductive argument on the basis of the evidence
used in its support. We will only define a few of the meta-arguments that we may use in this
framework.

Definition 19. For A € ARG(EVIDENCE), if there is an e € SUPPORT(A) such that e is not
statistically significant, and the outcome indicator of e is not a side-effect, then the following is a
meta-argument that attacks A.

(Not statistically significant)

For the above definition, we assume that we have categorized some outcome indicators as “side
effect”. Normally, randomized clinical trials (which are regarded by many clinicians as the most
reliable form of evidence) are set up to determine whether one treatment is better than another
for addressing a specific clinical condition. It is unusual for randomized clinical trials to be set up
to determine whether one treatment is better than another with respect to specific side effects.
This is partly because the occurrence of side effects can be quite low, and therefore very large,
and therefore very expensive, trials are needed to study them. So when a trial is run, side-effects
can be studied, and reported on, as a secondary goal. As a consequence, reports of side-effects are
frequently not statistically significant. Yet, for guideline recommendations, it can be important
to take the non-significant reports of side-effects into account. With this in mind, the above
meta-argument only attacks arguments where there is evidence outcome indicators that are not
side-effects and not statistically significant. We illustrate this in the next example.

Example 14. Consider Table 1. For this, ({e1,ex}, ACE < CCB) is an inductive argument.
Since, ey is not statistically significant, and the outcome indicator of e1 is not a side-effect, then
(Not statistically significant) is a meta-argument that attacks it.

For the next two forms of meta-argument, we assume that the evidence table has attributes
concerning quality of the trials, as for example in Table 5.

Definition 20. For A € ARG(EVIDENCE), if there is an e € SUPPORT(A) such that e is a
non-randomized and non-blind trial, then the following is a meta-argument that attacks A.

(Non-randomized & non-blind trials)

Definition 21. For A € ARG(EVIDENCE), if SUPPORT(A) = {e} such that e is a meta-analysis
that concerns a narrow patient group then the following is a meta-argument that attacks A.

(Meta-analysis for a narrow patient group)
We now pull together the definitions for using inductive arguments and for using meta-

arguments.
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({e1s},SY > BB)| | ({e20}, SY < BB)|

| ({e10}, SY > BB)| [({e21},5Y < BB)]

({e1s, e10}, SY > BB) |—>| ({e20, €21}, SY < BB) |

| (Not Statistically Significant) |

Figure 2: Evidential argument graph generated for evidence from Table 3 with the treat-
ments SY and BB. There is one grounded extension of this argument graph which contains just
the meta-argument and the inductive arguments ({es}, SY < BB), ({e21},5Y < BB), and
<{6207 621}, SY < BB>

Definition 22. Given a set EVIDENCE, a set TOPIC, a benefits preference relation > (such as
Definition 17 or Definition 17), and a set of definitions for meta-arguments (such as Definitions
19 — 21), let 1IGRAPH be the inductive argument graph constructed using Definition 10. The
evidential argument graph, denoted EGRAPH, is the smallest graph that satisfies the following
two conditions:

e FEach argument and each attack in IGRAPH is in EGRAPH.

e For each argument A in IGRAPH, if M is a meta-argument that attacks A, then M is an
argument in EGRAPH and M attacks A is in EGRAPH.

An evidential argument graph is an argument graph. It is a directed graph where each node is
either an inductive argument or a meta-argument, and each arc is either an attack by a preferred
inductive argument or an attack by a meta-argument. We give an example of an evidential
argument graph in Figure 2.

So for each set of evidence, and each topic, Definition 22 gives us the argument graph we
require for aggregating the evidence. In the next section, we show how we obtain the aggregation
result from this graph.

9 Aggregating evidence

Now, we consider how we harness the ideas introduced so far for systematically aggregating evi-
dence. We assume that we have a set EVIDENCE, and we want to find the best treatments amongst
those that are considered in the evidence. Let TREATMENTS be the set of treatments that occur
either as a left or right arm of an item of evidence in EVIDENCE. Then for each pair of treatments
71,72 € TREATMENTS, we let TOPIC = {71, 72}, and then we construct an evidential argument
graph EGRAPH from EVIDENCE and Topric. We use the following criteria for interpreting an
argument graph that has been generated from an evidence table, and thereby show how we obtain
an aggregation of that evidence.

e If there is a non-empty grounded extension (see Definition 5), and e is the claim of the
arguments in the extension (note, all arguments in a grounded or preferred extension will
have the same claim), the result of the aggregation is e.
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e If there is an empty grounded extension (see Definition 5), then there are multiple preferred
extensions (say Fj1, ..., E,), and so the result of the aggregation is €; or ... or €, where ¢; is
the claim of the arguments in Fy and ... and €, is the claim of the arguments in E,.

We use superiority graphs as a way to summarize the analysis and to hang the evidential
argument graph for each pairwise comparison. A superiority graph for an evidence table EVIDENCE
is a graph where each node is a treatment and there are two types of arc. The first type of arc is
strict superiority, which when from 71 to 7 denotes that 7y is superior to 75, and the second type
of arc is equivalence which when connecting 71 and 7 with a bidirectional arc denotes that 7 is
equivalent to 75. To obtain this superiority graph, we require the following subsidiary function.

Definition 23. For EVIDENCE and TopriC = {71, 72}, let EGRAPH be the evidential argument
graph given by Definition 22. The function WINNER(TOPIC,EGRAPH) returns {(11,72)}, {(72,71)},
or {(11,72), (12,7)} as follows.

o [f there a grounded extension of EGRAPH where the claim of the inductive arguments is
T1 > To then return an arc from 11 to 7o (i.e. {(11,72)})

e Flse if there a grounded extension of EGRAPH where the claim of the inductive arguments is
71 < To then return an arc from 1o to 71 (i.e. {(72,71)})

e FElse return a bidirectional arc between 71 and 1o (i.e. {(71,72), (T2,71)})

A bidirectional arc is returned when the grounded extension of EGRAPH contains arguments
with the claim 71 ~ 7, or when there is a preferred extension of EGRAPH containing no inductive
arguments, or when there are multiple preferred extension of EGRAPH one of which contains
inductive arguments with claim e and another contains inductive arguments with claim ¢ where
e and ¢ conflict (e.g. €is 71 > 7 and €' is 71 > 7).

Example 15. Consider the evidential argument graph EGRAPH given in Figure 2, where EVI-
DENCE is listed in Table 3, and ToPIC is {SY, BB}. There is one grounded extension of this argu-
ment graph which contains just the meta-argument and the inductive arguments ({es0}, SY < BB),
({e21},SY < BB), and ({e20, €21}, SY < BB). Therefore, the function WINNER(TOPIC,EGRAPH)
returns an arc from BB to SY.

A superiority graph for an evidence table EVIDENCE is a graph where each node is a treatment
in TREATMENTS, and for each pair 71,79, if the comparison is non-empty (i.e. there is evidence
in the set EVIDENCE comparing 71 and 72), then there is an arc in the superiority graph between
71 and 15 given by WINNER(TOPIC,EGRAPH), otherwise there is no arc between them.

So we have now completed the details of the process we outlined in Section 2. The input to
the process is a set EVIDENCE and the output is a superiority graph. The intermediate outputs
produced by this process are summarized in Figure 3. Note, we regard the superiority graph as
a summary of the argumentation. Therefore, the argument graph for each arc in the superiority
graph should be available to the user so that they can see the reasons for the summary.

10 Case studies

To illustrate the aggregation of evidence in our framework, we report on case studies on treatments
for glaucoma, for hypertension, and for pre-eclampsia. The outputs from our system are given in
the superiority graphs in Figure 1.

10.1 Glaucoma case study

This case study concerns treatments for raised intraocular pressure (raised IOP), which is raised
pressure in the eye. The evidence, which is presented in Table 3, was obtained from the NICE
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Evidence table

| Inductive arguments | | Benefits preference relation |

| Inductive argument graphs | | Meta-arguments |

| Evidential argument graphs |

| Superiority graph |

Figure 3: Summary of our framework for evidence aggregation. The input is the evidence table
and the output is the superiority graph. For each pair of treatments in the evidence table where
there is a least one item of evidence comparing them, an evidential argument graph is produced.
The evidential argument graph contains the inductive arguments each of which takes a subset of
the evidence to claim that one treatment is better (or equivalent) and meta-arguments that are
counterarguments to inductive arguments.. One inductive argument attacks another if their claims
conflict, and the benefits of the first argument are preferred to the second. Each meta-argument
attacks an inductive argument when there is a weakness in the quality of the evidence used in
the inductive argument. If “winners” of the evidential argument graph, are all arguments for one
treatment being superior to another, then this is reflected in the superiority graph.
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Glaucoma Guideline [9]. We used Definition 18 for the benefits preference relation, and we used
Definitions 19 — 21 for the meta-arguments.

We undertook a pairwise comparison of the five treatment options (i.e. beta-blockers versus
no-treatment, prostaglandin analogues versus beta-blockers, prostaglandin analogues versus sym-
pathomimetics, carbonic anhydrase inhibitors versus no treatment, carbonic anhydrase inhibitors
versus beta-blockers, and sympathomimetics versus beta-blockers). We only considered these six
comparisons because the guideline only has evidence that considers these pairs. For each of these
comparisons, we generated an argument graph, and determined the arguments in the preferred or
grounded extensions for each of these comparisons.

For this case study, we obtained the aggregations of the evidence concerning the treatment
options that we summarize in Figure la. As with the NICE guideline, we obtained prostaglandin
analogues as being superior. However, the NICE guideline also used an economic model to rec-
ommend beta-blocker for less serious cases (defined as being patients with a less thin central
cornea).

10.2 Hypertension case study

This case study concerns treatments for hypertension, which is raised blood pressure. The evi-
dence, which is presented in Table 4, where the evidence was obtained from the NICE Hypertension
Guideline [10]. We used Definition 17 for the benefits preference relation, and we used Definitions
19 — 21 for the meta-arguments.

For this, we obtained the aggregations of the evidence concerning the treatment options which
we summarize in Figure 1b. We compared this with the NICE guideline [10].

In the guideline, beta-blockers are regarded as inferior to the other treatments for hypertension,
and this is reflected in our superiority graph, where beta-blockers are shown to not be superior
to any of the alternatives. Beta-blockers are shown to be equivalent to thiazide-type diuretics,
but by inspection of the argumentation, there is only one clinical trial comparing them and this
was not statistically significant (i.e. the evidence concerning their direct comparison is insufficient
to differentiate them). According to our superiority graph, ACE inhibitors were shown to be
superior. In the guideline, ACE inhibitors are the recommended treatment for under 55s. In
order to make this qualification to under 55s, the authors of the guideline took further factors into
account including adverse events data that was not presented in the guideline.

10.3 Pre-eclampsia case study

This case study concerns treatments for pre-eclampsia, which is hypertension arising during preg-
nancy. The evidence, which is presented in Table 5, where the evidence was obtained from the
NICE Hypertension in Pregnancy Guideline [11]. We used Definition 17 for the benefits preference
relation, and we used Definitions 19 — 21 for the meta-arguments.

For this case study, we obtained the aggregations of the evidence concerning the treatment
options which we summarize in Figure 1c. We compared this with the NICE guideline [11].

In the guideline, the recommendation is that women at high risk of pre-eclampsia, and women
with more than one moderate risk factor, should be advised to take 75 mg of aspirin daily from
12 weeks until the birth of the baby. Women at high risk are those with any of the following:
hypertensive disease during a previous pregnancy, chronic kidney disease, autoimmune disease
such as systemic lupus erythematosis or antiphospholipid syndrome, type 1 or type 2 diabetes, or
chronic hypertension. Factors indicating moderate risk are first pregnancy, age 40 years or older,
pregnancy interval of more than 10 years, body mass index (BMI) of 35 kg/m or more at first
visit, family history of pre-eclampsia, and multiple pregnancy.

As can be seen from the superiority graph, we also identified aspirin as best treatment. Though
there is insufficient evidence in the evidence table for our approach to only make recommendations
for women in a high risk category or for women with more than one factor indicating high risk.
We believe that these restrictions on the recommendations in the NICE guideline come from
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the experience and broader medical knowledge of the guideline developers rather than from the
evidence-base.

11 Managing subjective criteria

So far in this paper we have explained how the evidence table is the input to the system, each
pair of treatments is evaluated using an argument graph, and then a summary is produced in
the form of a superiority graph. For this, we have assumed a single preference relation over the
arguments (obtained from the benefits preference relation), and a set of meta-arguments. However,
in practice it is normally not obvious that there is a single benefits preference relation or a single
set of meta-arguments. This is because, in general, the selection of a benefits preference relation,
and the selection of meta-arguments, are subjective criteria. Different clinicians, or their patients,
may have different benefits preference relations. This is an intrinsic and unavoidable feature of
dealing with preferences over benefits. Specification of the meta-arguments is also subjective
because different experts judge evidence differently. So irrespective of whether our proposal is
used, aggregating clinical evidence involves subjective information. But the following are two key
advantages of our approach for dealing with this subjective information:

Reproducibility The benefits preference relation and the set of meta-arguments are presented
explicitly with the superiority graph. This means that any aggregation of the evidence is
reproducible. The evidence, the benefits preference relation, and the meta-arguments, can
all be made available so that anyone can check exactly how the argument graphs and the
superiority graph has been produced. This means the process is transparent and auditable.

Sensitivity analysis Since there is not a benefits preference relation or a set of meta-arguments
that is always the right choice, different combinations of benefits preference relation and/or
meta-arguments can be used. In this way, a form of sensitivity analysis can be undertaken
and so a treatment can be identified as superior for a range of benefits preference relations
and/or sets of meta-arguments. Furthermore, if the superiority graph changes little over a
wide range of sensible benefits preference relation and meta-arguments, then the superiority
graph could be regarded as robust. Such sensitivity analyses may allow researchers and
clinicians to categorize their findings according to robustness, and it may allow them to focus
their discussions on evidence that is sensitive to the choice of benefits preference relation or
meta-arguments.

In another case study, on lung cancer chemo-radiotherapy, we have investigated a number of
different benefits preference relation and kinds of meta-argument. For the systematic review that
has resulted from this case study, the different ways of aggregating the evidence gave various
insights into the evidence, such as the identification of weaknesses in the evidence base, and sug-
gestions being made for future clinical trials to better determine which of the available treatments
is superior.

With further case studies, we should be able to build a library of benefits preference relations
and meta-arguments that can be used by others, thereby facilitating the use of the framework. In
addition, we can measure how sensitive a superiority graph is to the choice of benefits preference
relation and meta-arguments, for instance using measures of graph difference.

In general, we believe that a benefits preference relation and a set of meta-arguments should be
justifiable in some sense. Therefore there should be some clinical or ethical reason for adopting a
particular benefits preference relation, and there should be some methodological or clinical reason
for adopting a particular set of meta-arguments. But it may also be worthwhile to go backwards
from a particular superiority graph to identify a benefits preference relation and a set of meta-
arguments that would give that superiority graph. For instance, suppose we have some evidence
concerning treatments 7 and 7o, and we consider 71 superior to 7. Suppose we cannot find any
combination of benefits preference relation and set of meta-arguments that is justifiable, then we
have a stronger case for saying that 7, is not superior to 75.
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Another kind of subjectivity in the aggregation process, whether in the existing approaches used
by guideline developers and systematic reviewers, or in our framework, concerns the representation
of evidence in the evidence table. There are two dimensions as listed below to this issue.

Patient class When aggregating a set of trial results, we need to assume that the patient group
is the same, and that the same treatments are being used. Normally, this is not the case.
There may be small differences in the inclusion and exclusion criteria, and therefore the
specification of the patient class needs to be relaxed to allow the trials to be regarded as
concerning the same patient class. For example, if trial A considers male patients over 21
and trial B considers male patients over 23, then it would be reasonable to relax the patient
class to being male adults and so both trials concern the same patient class.

Treatments Similarly, the exact drug, the dosage, and the frequency of treatment might be
slightly different, but for aggregation, they can be regarded as the same (e.g. for a particular
drug 10% and 15% concentration may be regarded as the same treatment). Again this
involves relaxation. As another example, many drugs for cancer are given in a cocktail (i.e.
a mixture of therapies), and it is often difficult to find exactly the same cocktail used in
more than a small number of trials. So again, the specification of the cocktail needs to be
relaxed in order to aggregate the results.

Relaxation analysis offers a valuable tool for analyzing clinical evidence in order to make more
insightful and robust recommendations, but there are ontological and wider knowledge represen-
tation issues to do with what relaxations should be considered (i.e. when two conditions are
equivalent). To address this, we can couple the construction of arguments with an ontology based
on description logic in order to automate the grouping of evidence according to patient class and /or
treatment. By using the ontology to determine that two or more trials concern the same patient
class and treatment, means that we have more evidence to consider for our arguments to any
particular argument graph. We have undertaken a theoretical analysis of how this may be done
[4], and we would now like to harness this for developing our sensitivity analysis of superiority
graphs. By grouping evidence, we may be able identify more robust superiority graphs, but it
may mean that we loose discriminations between treatments (and thereby have too many pairwise
comparisons resulting in the pair of treatments being “equal”).

In conclusion, using our framework, we can investigate the sensitivity of aggregations of evi-
dence according to different subjective choices concerning the evidence table (i.e. when deciding
whether two trials concern the same treatment or the same patient class is a subjective decision),
and in the aggregation process (i.e. when deciding which benefits preference relation and which
meta-arguments to use). This leads to investigation of the sensitivity of a superiority graph to
these subjective choices, and the identification of treatments are superior for a wide range of
subjective choices (for the evidence table and the aggregation process).

12 Implementation issues

In order to investigate the viability of our framework, we have implemented a prototype system that
takes an evidence table as input, and constructs a superiority graph as output. It is implemented in
Python, and is available as a Google Code project!. Currently it has been coded for a specific case
study in lung cancer chemo-radiotherapy. It incorporates a range of benefits preference relations
and meta-arguments appropriate for the case study. These are hard-coded in the prototype, and
any combination of them can be selected.

The input, given as a spreadsheet, is used to construct an argument graph for each pair of
treatments that are compared in the evidence. The spreadsheet involves 37 pairwise clinical
trials, and each trial considers a number of different outcome indicators. For example, survival
after 1 year, survival after 2 years, survival after 3 years, death rate resulting from treatment,

1h‘ctp ://code.google.com/p/cafe-computational-analysis-framework-for-evidence/
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toxicity, etc. This means that we actually have 283 items of evidence (where each item of evidence
concerns a pairwise comparison according to a single outcome indicator, as discussed in Section 3).
We also considered a number of relaxations of the treatments, which essentially meant grouping
some treatments as being the same. Relaxation involved editing the spreadsheet directly, thereby
creating a new version of the spreadsheet, and this was done by hand.

With the evidence for the lung cancer chemo-radiotherapy case study, we were able to investi-
gate the viability of the algorithms for generating the inductive arguments, the meta-arguments,
and the attack relation (using the selected preference relation). Because we considered relax-
ations, and different combinations of benefits preference relations and sets of meta-arguments, we
constructed over 200 argument graphs. The majority of these argument graphs had between 10
and 25 arguments, though over 10% of the argument graphs had over 250 arguments, and we did
generate a few argument graphs with over 8000 arguments.

Because each of the argument graphs conforms to a simple structure (given by Definition 22),
the algorithm (to construct each argument graph and to determine its grounded extension) has
been designed to deal with exactly this structure. Using a standard desktop PC, for argument
graphs with approximately 20 arguments, the time was around 0.01 sec, with approximately 40
arguments, the time was around 0.05 sec, with approximately 400 arguments, the time was around
1.5 sec, with approximately 4000 arguments, the time was around 25 sec, and with approximately
8000 arguments, the time was around 415 sec.

Whilst the time taken by the algorithm appears to be exponential in the number of arguments,
this preliminary implementation indicates that our framework is viable for the number of argu-
ments that would arise in many cases in practice. Furthermore, the implementation is based on a
naive algorithm, and it is reasonable to believe that with some further development, substantial
improvements in the temporal performance could be achieved. In addition, the volume of evidence
in the lung cancer chemo-radiotherapy case study is representative of a large number of situations
where evidence is aggregated. Commonly for systematic reviews, and guideline developments,
where the superior treatment is sought from a class of treatments, 10s or 100s of items of evidence
are used, where each item is a pairwise comparison according to a single outcome indicator.

13 Discussion

In this section, we draw conclusions on our proposal, discuss related literature, and discuss some
future directions for further research.

13.1 Conclusions on our proposal

For evidence-based decision making in healthcare, there is a need to abstract away from the details
of individual items of evidence, and to aggregate the evidence in a way that reduces the volume,
complexity, inconsistency and incompleteness of the information. Moreover, it would be helpful to
have a method for automatically analyzing and presenting the clinical trial results and the possible
ways to aggregate them in an intuitive form, highlighting agreement and conflict present within
the literature.

In this paper, we have drawn on argumentation techniques (in particular influenced by the
approach of assumption-based argumentation [17, 18] and preference-based argumentation frame-
works [16]) to provide a general framework for taking evidence involving multiple outcome indica-
tors and aggregate it in terms of arguments. In our framework, we instantiate abstract argument
graphs with arguments generated by inference rules applied to the evidence, and attacks relation-
ships obtained via the preference relations. For any application of our framework, a specific set
of benefits preference relations and meta-arguments needs to be given. Given an evidence table,
the algorithms for generating arguments and the argument graph are simple. The output is a
superiority graph with an argument graph associated with each arc in the superiority graph. We
summarize how we use the framework for evidence aggregation in Figure 3.
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We have evaluated our framework with three case studies involving 56 items of evidence, and
16 treatment options. The items of evidence come from three NICE Guidelines, and we have
compared the results of our aggregation process with the recommendations made by NICE. The
results using our framework are consistent with the NICE recommendations, though in some cases,
it is apparent that they bring extra knowledge (beyond the evidence) into the process such as health
economics modelling, or experiential knowledge, and so in some cases their recommendations are
more refined than ours. We made simple choices for the preference relations over sets of benefits,
and we believe that they are robust in the sense that they could be changed quite considerably
and still we would get the same results from our aggregation process.

We have discussed how we can use our approach in practice by using a number of choices for
the preference relation and meta-arguments, rather than fixing on one choice. In this way, we can
manage the subjective criteria that arise in aggregating evidence for making recommendations.
We have also considered the viability of algorithms for generating and evaluating argument graphs.
For this, we have used a larger case study concerning lung cancer chemo-radiotherapy.

Direct implementation of our proposal is therefore a viable option. Another option is to
generate the argument graphs using our algorithms, and then use an existing engine for calculating
the extensions for an abstract argument graph [19, 20]. A third option is to use an implementation
of a logic-based argumentation system such as that for assumption-based argumentation [21].

An important part of our proposal is the use of inductive arguments balanced by the use
of preferences based on the benefits they identify and by the use of meta-argument that act
as counterarguments based on the quality of the evidence used in the inductive arguments. The
resulting argument graphs and superiority graphs provide a simple and yet effective way to analyze
the evidence. Furthermore, we believe that they are straightforward to understand by healthcare
professionals. We have already shown how clinicians use preferences in evaluating evidence [3],
and it is straightforward to use our framework to represent these preferences. The advantage of
allowing the user to define their own benefits preference relations and their own meta-arguments
is that they can systematically use the evidence in the context of their working environment.

13.2 Discussion of related literature

The problem of conflicting information is a general issue in handling knowledge and it arises in
virtually all real-world domains. To address this, computational models of argument which aim to
reflect how human argumentation uses conflicting information to construct and analyze arguments,
are being developed (for reviews see [12, 13]). These are potentially valuable because they help
the decision-maker see what the key perspectives are on the conflicting information, as well as
help them see what would be reasonable conclusions to draw.

Our framework is based on a specific kind of instantiation of preference-based argumentation
frameworks (PAFs) as proposed by Amgoud and Cayrol [16]. Using PAFs with our framework for
generating inductive arguments and meta-arguments, and for defining the preference relation (in
terms of the relative benefits offered by the evidence), we have a simple and effective solution to
aggregating evidence.

There are number of other developments of abstraction argumentation that are possible al-
ternatives to PAFs for aggregating evidence. Value-based argumentation frameworks (VAF's) [22]
allow for each argument to be assigned a value, and preference relation can then be assigned to
those values. Different users may have different preference relations over the values. We could
consider this mechanism for our framework, by letting the value denote the outcome indicators and
magnitude of the outcome indicators. Another possibility is extended argumentation frameworks
(EAFs) [23], and argumentation frameworks with recursive attacks (AFRAs) [24], which allow for
arguments to attack attacks. A more general approach that subsumes PAFs, VAFs, and EAFs,
is meta-level argumentation frameworks (MAFs) which allow for meta-arguments in general in
abstract argumentation [25]. Again it is possible that we could capture our approach using EAFs,
AFRAs, or MAF's. However, this would then create the question of how the arguments that attack
attacks would be defined. Also, it would involve using more complex definitions than we use with
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PAFs, and it is not clear that there would be any advantages for our approach by basing it on
EAFs, AFRAs, or MAFs.

In this paper, we have been concerned with aggregation of evidence, and we have been able
to show that we can do this for a general class of input that can be given as an evidence table.
For this, each inductive argument denotes an aggregation of evidence. However, it appears that
there are other kinds of knowledge that can be brought into the aggregation process, and that it
would be interesting to further develop our approach to aggregate arguments directly, building on
approaches such as [26, 27, 28, 29]. Health economics arguments are important in guidelines, and
it would be a valuable development to harness those in our framework via argument accrual.

Whilst we have drawn on preferences over sets of results (i.e. sets of tuples where the first
item is an outcome indicator and the second item is the normalized magnitude of that outcome
indicator) in our framework, we do not believe that utility theory can be used in a straightforward
way to address the problems of aggregating clinical evidence. A central idea in utility theory is
that of a lottery [p1,01; ..., pn, 0n] that we get if we choose a particular action, where p; is the
probability of getting outcome o;. For aggregating evidence, a lottery would be required for each
treatment option, where each outcome would be a particular combination of possible benefits
from that treatment. Unfortunately, the evidence is unlikely to be sufficiently detailed to allow
for generating this probability distribution. Furthermore, even if this distribution were guessed, it
would decouple the evidence used to justify the claims made. For this application, clinicians want
to see clearly the link between the evidence used and the recommendations made, and we believe
that our approach provides that link clearly and rationally.

Little work exists that aims to address the problem in focus in this paper. Medical informatics
and bioinformatics research has not addressed the reasoning aspects inherent in the analysis of
evidence of a primary nature, especially from clinical trials. Previous interesting work ([30, 31,
32, 33] and others) exists that uses argumentation as a tool in medical decision support, but as
such, assumes the existence of a hand-crafted knowledgebase. So as far as we know, there are no
other proposals for automated reasoning with evidence, nor for aggregating that evidence via a
computational model of argument.

We see our approach as being consistent with the GRADE approach [34]. GRADE is a paper-
based approach for making clinical recommendations based on evidence. It is an important tool
for guideline development organizations such as NICE. In the approach, assignment of strength
is made to recommendation. Strong recommendations are made when the desirable effects of
an intervention outweigh the undesirable effects, and weak recommendations are made when the
trade-offs are less certain. Outcomes are graded according to their importance using a scale from 1
to 9. For instance, in considering phosphate lowering drugs in patients with renal failure, flatulence
has grade 2, pain due to soft tissue calcification has grade 6, fractures has grade 7, myocardial
infarction has grade 8, and mortality has grade 9 [35]. Allowing desirable and undesirable outcomes
to be weighed. Furthermore, recommendations can be downgraded when the evidence is not of a
sufficiently high quality. Items of evidence that are based on randomized clinical trials are a priori
regarded as high quality evidence. But this assignment may be decreased for various reasons such
as study limitations, inconsistency of results, indirectness of evidence, imprecisions, reporting bias,
etc.

We can capture the GRADE approach in our framework using the benefits preference relations,
and the meta-arguments, in the argumentation. This gives a number of substantial advantages: (1)
The way that the evidence is being aggregated is made explicit, with the benefits preference relation
and meta-arguments being made explicit, meaning that it is easier for third parties to inspect how
the aggregation has been derived; (2) The same criteria (i.e. the same preference relations and
meta-arguments) can be used systematically with new evidence tables, and so the aggregation
process is consistent; (3) Different criteria (i.e. different combination of preference relation and
meta-arguments) can be used in order to determine the sensitivity of ranking of treatments in a
superiority graph; (4) Different strength of recommendation can be made by different choices of
preference relation and meta-argument; and (5) The process of generating superiority graphs can
be automated. Whilst, we have not considered diagnostic tests and strategies in our framework
yet, we believe we can also capture the GRADE approach for diagnostic tests and strategies on
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our approach [36].

13.3 Discussion of future work

In future work, we aim to build a library of meta-arguments based on discussions with clinicians
and epidemiologists. We will also investigate whether it would be advantageous to generalise
the use of meta-arguments so that we can have meta-arguments attacking meta-arguments. For
instance, we could have a “general” meta-argument attacking an inductive argument, and then a
more specific meta-argument attacking the general meta-argument. In addition, we aim to develop
generic benefits preference relations based on an ontology of outcome indicators and the magnitude
of the outcome, that can be used via logical reasoning (e.g. survival for 5 years is of greater benefit
than survival for 1 year, or risk of recurrence of breast cancer is reduced by 95% is better than
risk of endometrial cancer, as a side-effect, increased by 10%). We also aim to develop theoretical
tools for effectively and efficiently acquiring and representing benefits preference relations based
on lattice theory and logical constraints.

Also in future work, we want to consider how findings from health economics modelling can
be incorporated in the aggregation of evidence. It is appears that often when the evidence is
inadequate for making a clear choice between some treatment options, health economics is used to
break the tie. For instance, if two treatments appear equally good for a particular patient class,
then a simple model based on cost can mean that one treatment is the recommended treatment. For
at least these simple cases, it would appear straightforward to take the finding of health economics
and treat it as another kind of evidence in the evidence table. By then defining the preference
relation accordingly, a cheaper treatment would be superior if all other outcome indicators (and
their magnitude) are more or less equal.

The proposal in this paper would be further enhanced by automated, or semi-automated con-
struction of the evidence table. This may be possible by developing information extraction technol-
ogy, based on hybrid techniques from natural language processing, that are tailored for extracting
specific kinds of information in restricted domains, For developing information extraction of clin-
ical trials, it may be possible to build on a set of open source tools and resources for clinical
text mining that are available as part of the well-established GATE framework [37]. These re-
sources include the CLEF corpus of annotated clinical documents [38], terminological resources
such as the Unified Medical Language System (UMLS) [39], and machine learning methods (such
as SVMs) that have been tailored to statistical named entity recognition (NER) and relationship
extraction. Using GATE, Roberts and co-workers have recently developed and evaluated hybrid
methods (combining terminological resources with statistical methods) for recognizing a set of
entity types (medical condition, drug, intervention, etc.) relevant to our research [40], and statis-
tical methods for the extraction of clinical relationships between these entities [41]. Also, there is
the Trial Bank Project which is concerned with extracting detailed information about the patient
class from published clinical trials [42]. Finally, machine learning technology has been used, with
some success, to learn patterns for information extraction from abstracts of clinical trials [43].
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Left Right Outcome indicator Value Net Sig Type
epr BB NT visual field prog 0.77 > no MA
eg2 BB NT change in IOP -2.88 > yes MA
eop3 BB NT respiratory prob 3.06 < no MA
epa BB NT cardio prob 9.17 < no MA
eos PG BB change in IOP -1.32 > yes MA
eps PG BB acceptable IOP 1.54 > yves MA
eoy PG BB respiratory prob 0.59 > yes MA
e)s PG BB cardio prob 0.87 > no MA
e9 PG BB allergy prob 1.25 < no MA
ejp PG BB hyperaemia 3.99 < yes MA
e;1 PG SY change in IOP 221 > yes MA
e;2 PG SY allergic prob 0.03 > yes MA
ei3s PG SY hyperaemia 1.01 < no MA
ets CA NT convert to COAG 077 > no MA
e;rs CA NT visual field prog 0.69 > no MA
e;g6 CA NT IOP > 35mmHg 0.08 > yes MA
e;7 CA BB hyperaemia 6.42 < no MA
eis SY BB visual field prog 092 > no MA
el9g SY BB change in IOP -0.25 > no MA
eso0 SY BB allergic prob 41.00 < yes MA
ea1 SY BB drowsiness 1.21 < no MA

Table 3: The evidence table for the case study. Each row is a meta-analysis from the NICE Glau-
coma Guideline [9] (Appendix pages 213-223) for the class of patients who have raised intraocular
pressure (i.e. raised pressure in the eye) and are therefore at risk of glaucoma with resulting
irreversible damage to the optic nerve and retina. Each item is a meta-analysis (MA) generated
by the guideline authors as presented in the appendix of the guideline. The medications consid-
ered are no treatment (NT), beta-blocker (BB), prostaglandin analogue (PG), sympathomimetic
(SY), and carbonic anhydrase inhibitor (CA). The Net column gives an interpretation of the value
with respect to the type of outcome indicator: For the outcome indicator “change in IOP”, if
the value is negative, the left arm is superior, otherwise it is inferior. For the outcome indicator
“acceptable IOP”, which is a desirable outcome for the patient, if the value is greater than 1,
the left arm is superior, otherwise it is inferior. For each of the remaining outcome indicators
(i.e. for “respiratory problems”, “cardiovascular problems”, “allergy problems”, “hyperaemia”,
“convert to COAG”, “visual field progression”, “IOP > 35mmHg”, and “drowsiness”), which are
undesirable for the patient, if the value is less than 1, then the left arm is superior, otherwise
it is inferior. Note, “hyperaemia” means redness of eyes, “convert to COAG” means the patient
develops chronic open angle glaucoma, “visual field progression” means that there is damage to
the retina and/or optic nerve resulting in loss of the visual field and “IOP > 35mmHg” means
that the intraocular pressure is above 35mmHg (which is very high).
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Table 4: The evidence table for the hypertension case study. Each row is a meta-analysis from the
NICE Hypertension Guideline [10] (Appendix A pages 35-44) for the class of patients who have
persistent high blood pressure. Each item is a meta-analysis (MA) generated by the guideline
The medications considered are beta-receptor blockers
(BB), ACE inhibitors (ACE), thiazides (THZ), calcium channel blockers (CCB), and Angiotensin-

authors as presented in the guideline.

Left

BB

ACE
ACE
ACE
ACE
ARB
ARB
ARB
ARB
ARB
ARB
ARB
ARB
ARB
ACE
ACE
CCB
CcCB
CCB
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Right

THZ
CCB
CCB
CCB
CCB
BB
BB
BB
BB
BB
CCB
CCB
CcCB
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THZ
THZ
BB
BB
BB
BB
THZ
THZ
THZ
THZ
THZ

IT receptor antagonists (ARB).
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Value

1.04
1.04
1.15
0.85
0.85
0.89
1.05
0.95
1.25
0.75
1.02
1.17
1.14
0.88
1.00
1.13
0.94
0.93
0.77
0.71
0.97
1.02
0.95
1.38
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Sig

no
no
yes
yes
yes
no
no
no
no
yes
no
yes
no
no
no
yes
no
no
yes
yes
no
no
yes
yes
yes

Type

MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
MA
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Left Right Outcome indicator Value Net Sig Type Note
ep1 HEP NT pre-eclampsia 0.26 > yes MA 1,2
epo HEP NT fetal growth restriction 0.22 > yes MA 1,2
ep3 HEP NT gestational diabetes 048 > no MA 1,2
egs DI NT pre-eclampsia 0.68 > no MA
eos PRO NT pre-eclampsia 0.21 > no MA
egs NO NT pre-eclampsia 0.83 > no MA
eoy ASP NT pre-eclampsia 0.83 > yes MA
eos ASP NT preterm 0.92 > yes MA
eg9 ASP NT fetal & neonatal death 0.86 > yes MA
eip ASP NT small gestational age 0.90 > yes MA

Table 5: The evidence table for the pre-elampsia case study. Each row is a meta-analysis from
the NICE Hypertension in Pregnancy Guideline [11] (Appendix G pages 1-23) for the class of
patients who have pre-existing risk factors for the development of hypertensive disorders during
pregnancy (such as diabetes, chronic hypertension, chronic kidney disease, etc). Each item is a
meta-analysis / systematic review (MA) in the literature that the guideline authors considered.
The medications considered are heparin (HEP), diuretics (DI), progesterone (PRO), nitric oxide
(NO), aspirin (ASP), and placebo/no-treatment (NT). The final column is “Notes”. This is a
commonly used category for extra information that might raise doubts in the item of evidence.
Here, we consider two types: (1) The evidence from non-randomized and non-blind trials: and (2)
The trials are for very narrow patient classes.
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