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1. Background

In the past, pain associated with the viscera has typically been considered as a
symptom of visceral disease. It is only more recently that the medical specialties of
gynecology, gastroenterology and urology have recognized that visceral pain can be
a pain syndrome in its own right. As visceral pain has been recognized as a chronic
pain syndrome, which often occurs as a co-morbid condition together with other
chronic pain syndromes [5,23,27], several medical and scientific associations have

developed taxonomies for specific visceral pain conditions.

Taxonomies in general are defined as hierarchical arrangements of terms that
describe a particular branch of science or field of knowledge. Ideally, terms are
selected and arranged to be mutually exclusive, thus creating an ordered universe
with a place for everything and everything in its place. However, medicine does not
lend itself well to such pure rationalism [20]. The open conceptual question remains
whether taxonomies should use a 'lumping' or 'splitting' approach. Specifically the
guestion has been raised if different diagnostic manifestations of a basic pathological
process have been divided into multiple diagnostic silos by taxonomies, creating

artifactual comorbidity in certain circumstances [15].

2. Scope of the review

The scope of this Topical Review is to highlight the strengths and limitations of
different taxonomies for visceral pain and to initiate collaborations between

the different scientific associations, who have developed different classification
systems. Ultimately, a unified and evidenced-based pain classification system will
have to be widely adopted by patients and both the clinical and the research
communities, as well as regulatory agencies and pharmaceutical companies to
advance diagnosis, clinical pain management, clinical trial design and pain research

in the field of visceral pain.
3. Methods

We searched PubMed and GoogleScholar with the terms ,taxonomy*, ,chronic

visceral pain“ and ,chronic abdominal pain®“. We included overarching taxonomies for
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chronic visceral pain syndromes and excluded taxonomies for single diseases such
as chronic pancreatitis. We included taxonomies developed by international and
interdisciplinary working groups and excluded taxonomies from national and / or

monodisciplinary committees.

4. Results (alpabetical order) (for details see tables 1 and 2)

4.1 European Association of Urology (EAU)

In 2004 the multidisciplinary guideline panel of the EAU guideline on Chronic Pelvic
Pain built the concept of Chronic Pelvic Pain Syndromes (CPPS), which is now
referred to as “pain as a disease process” [11]. In 2013 they published an article
illustrating the paradigms in the new approach of chronic pelvic pain [CPP] [9]. The
terminology of the EAU guideline has always been in close relationship with the
taxonomy of the IASP SIG visceral pain Taxonomy (see below 4.4.), most recently
published in 2012 [16].

The dichotomy between pain as a symptom of a well known disease and pain as a
disease in its own rights has been the basis. In 2016, the guideline was rewritten in
such a way that it is centred around pain instead of being organ-centered [10]. CPP
may be sub-divided into conditions with well-defined classical pathology named
~Specific disease-associated pelvic pain” and those with no obvious pathology named
“chronic pelvic pain syndrome”. CPPS is seen as a subdivision of CPP.

4.2 International Continence Society (ICS)

The ICS published in 2016 a standard for terminology in CPSS. It was written by the
Chronic Pelvic Pain Working group [7]. Its aims are to: 1. describe the nine clinical
domains involved in CPPS; 2. define terminology; 3. develop an evaluation guideline
for each domain; 4. establish a process for evolving terminology in response to
scientific and clinical development and patient need.

The working group identified the following nine domains: Lower Urinary Tract
Domain; Female Genital Domain; Male Genital Domain; Gastro-Intestinal Domain;
Musculoskeletal Domain; Neurological Domain; Psychological Domain; Sexual

Domain; Comorbidities.
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In this document there is a mix of definitions and descriptions of terms, clinical
situations, signs and symptoms and evaluation aspects.

4.3 IASP - ICD 11 Taxonomy

In 2012, IASP contacted the WHO with respect to developing a new and pragmatic
classification of chronic pain for the upcoming 11th revision of the ICD. The ICD-11
development process requires the generation of content models for each diagnostic
entity, which contain definitions, diagnostic criteria, and synonyms as well as state of
the art scientific information about the respective entity. The goal of the IASP-ICD-11
task force was to create a classification system that is applicable in clinical settings
for specialised pain management and in primary care [24].

A diagnosis of chronic primary visceral pain should be given if the chronic pain
condition is considered to have a multifactorial etiology and is believed to be
associated with the internal organs for which no underlying pathology/cause can be
identified, and hence, symptoms are not better explained by any of the other chronic
visceral pain diagnoses in the secondary domain. These syndromes are summarized
under chronic primary visceral pain: Chronic primary chest pain syndrome, chronic
primary epigastric pain syndrome, irritable bowel syndrome, chronic primary
abdominal pain syndrome, chronic primary bladder pain syndrome, chronic primary
pelvic pain syndrome, chronic pelvic pain in females, chronic pelvic pain in males
[21].

Chronic secondary visceral pain is persistent or recurrent pain originating from
internal organs of the head or neck region or of the thoracic, abdominal, and pelvic
cavities. Three main mechanisms may account for chronic secondary

visceral pain, and they also structure the classification of chronic secondary visceral
pain: 1. persistent inflammation; 2. vascular mechanisms; 3. mechanical factors. At
every level of the classification, the WHO adds residual categories “other specified”
and “unspecified.”The category “other” is used for specific diagnoses that fall in the
same category but are not represented individually. On this level of the classification
of chronic visceral pain, the category “other chronic secondary visceral pain” would
be the umbrella term for chronic secondary visceral pain diagnoses that are due to
neither persistent inflammation, vascular mechanisms, nor mechanical factors.
Within each of the three the subdivisions are structured anatomically into four areas:

head or neck region; thoracic region; abdominal region; pelvic region [3].
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4.4 Pain of Urogenital Origin Special Interest Group (SIG) of IASP (PUGO)

PUGO is the achronym for the SIG of IASP that represents those involved in the
clinical management and research of abdominal and pelvic pain. PUGO was founded
in 1998 and later renamed SIG on Abdominal and Pelvic Pain. In 2004 a working
group was set up by PUGO members to look at the taxonomy, classification and
terminology for pain perceived in the pelvis. Their recommendations were
incorporated in 2012 into the IASP Classification of Chronic Pain, Second Edition
(Revised) that had been updated in 2011 by the IASP Terminology Working Group
with the main emphasis on pelvic pain being a condition in its own right in many
circumstances. We refer to this terminology here as the 2012 IASP SIG visceral pain
taxonomy [16]. The_terminology of ,pain syndrome® was a key innovation on the
pathway to accepting that many pelvic pain conditions are primary pain conditions
and are often associated with bladder, bowel and systemic changes as well as

psychological, behavioural and sexual connotations.

4.5 Rome Foundation

The Rome Foundation is an independent not-for-profit organization that provides
support for activities designed to create scientific data and educational information to
assist in the diagnosis and treatment of functional gastrointestinal disorders (FGID).
The Advisory Council consists of representatives of all Rome Foundation sponsors,
Rome Board members, the American Gastroenterological Association the
International Foundation for Functional Gastrointestinal Disorders and
representatives of interested scientific and regulatory agencies.

The Rome Foundation has its origins in the late 1980s, where an expert group,
produced the first diagnostic criteria for irritable bowel syndrome. Diagnostic criteria
for an increasing number of FGID were produced by a growing number of experts
(Rome I'in 1994, Rome Il in 1999/2000, Rome 11l in 2006, Rome 1V in 2016) [8]. The
Rome symptom-based categoric criteria are of particular value for clinical research
and pharmaceutical trials. They provide a clear strategy for selecting study subjects,
they are endorsed by regulatory agencies, and are used by clinical investigators and
industry for clinical trials around the world.

The definition of FGIDs changed with Rome 11l from the prior absence of structural

disease to disorders of gut-brain interaction. The Rome |V criteria of FGID include 33
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adult and 20 pediatric FGIDs. The classification of the disorders into anatomic
regions (ie, esophageal, gastroduodenal, bowel, biliary, and anorectal) presumes
unifying features underlying diagnosis and management that relate to these organ
locations. The classification of FGIDs is based primarily on symptoms rather than
physiological criteria. This has been favored because of its utility in clinical care,
limited evidence that physiological disturbance (ie, motility) fully explained patient
symptoms, and the fact that symptoms are what bring patients to health care
providers.

4.6 Mental health care groups

It is estimated, that about 50% of somatic symptoms including abdominal pain
presented in primary care, cannot be explained by a defined somatic disease. These
symptoms are labelled ,medically unexplained somatic symptoms* in family
medicine. In general medicine and partially in psychosomatic medicine, the terms
~functional disorders” or ,functional somatic syndromes* are used, too. These terms
have been applied to several related syndromes characterized more by defined
symptoms, suffering, and disability than by consistently demonstrable tissue
abnormality such as IBS. The term does not assume psychogenesis but only a
disturbance in bodily functioning [26]. In addition, some chronic pain syndromes were
coded by mental health care specialists in the ICD-10 as somatoform pain disorder if
the predominant complaint is of persistent, severe, and distressing pain, which
cannot be explained fully by a physiological process or a physical disorder, and
which occurs in association with emotional conflicts or psychosocial problems that
are sufficient to allow the conclusion that they are the main causative influences.
The debates on the underlying concept of somatization and the uncertainties about
excluding a physiological process or a physical disorder which fully explains the pain,
led to the decision of mental health care associations, to delete the category
,Ssomatoform pain disorder®, e.g. in the ICD-11 and in the Diagnostic and Statistical
Manual of Psychiatric 5th edition diseases of the American Psychiatric Association
[2,14]. However, there are substantial differences between the different new

taxonomies (see table 3).

5. Discussion
The IASP - ICD 11 Taxonomy entails the most comprehensive classification system

covering all visceral pain locations. IASP’s pretention to account the already widely
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established taxonomies for the chronic visceral pain syndromes such as the ROME
criteria for primary visceral pain syndromes as well as criteria for interstitial cystitis
and bladder pain syndromes can partially be confirmed. The IASP - ICD 11
classification comprises only a minority — yet the most prevalent — functional
gastrointestinal disorders with the major symptom pain.

Some issues of the IASP - ICD 11 classification need further discussion:

a) A critical limitation of the IASP - ICD 11 taxonomy for clinical practice and research
as well as for epidemiological studies is the concept to classify visceral pain based
on the 'major pathophysiological mechanisms', since in the majority of chronic
visceral pain syndromes these pathophysiological mechanisms have actually not
been identified yet. For these diseases, the code ,unspecified“ would have to be
used according to the new IASP - ICD 11 taxonomy. A classification of visceral pain
related to organ (systems) as proposed by the previous 2012 IASP SIG visceral pain
taxonomy [16] seems to be more useful for classification and coding in clinical
practice at this time.

b) Multiple pathophysiological mechanisms may play a role in the development and
persistence of a visceral pain syndrome (e.g. mechanical factors and persistent
inflammation in a duodenal stenosis by Crohn’s disease). However, there is no

possibility to code more than one mechanism_for a given pain syndrome. In addition,

some other pain mechanisms in chronic visceral pain are not covered by the new
IASP — ICD 11 proposal such as neuropathic pain mechanisms and neuroplastic
changes in the central pain pathways in chronic pancreatitis [22]. These mechanisms
have to be coded as ,other specified“ according to the IASP - ICD 11 taxonomy.
Because of the uncertainties mentioned above, 2nd level diagnoses will be a
challenge to use in a consistant manner even by specialists in chronic abdominal
pain.

¢) The challenge from a clinical perspective is, that this separation into primary and
secondary pain is not straightforward for chronic visceral pain conditions, since many
chronic visceral pain conditions share a poorly defined pathophysiology, and the
correlation between the underlying disease and the pain complaint is unclear. In
several cases ‘organic pathologies’ that were initially thought to be correlated to the
pain complaint, have been found to be a spurious finding, and are no longer required
for the taxonomy of the chronic pain condition. An example are glomerulations in

interstitial cystitis [28]. In contrast, abdominal pain due to peptic ulcers and chronic
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gastritis, which has been considered a psychosomatic disease in the past, has been
linked to Helicobacter Pylori infections and can be successfully treated with
appropriate antibiotics in a subgroup of patients. However, the brain-gut axis may
also play a role in the susceptibility to Helicobacter Pylori infections [19]. Some
visceral disease, such as endometriosis, can be associated with chronic pelvic pain,
but there is no correlation between the extent of the endometriotic lesions and the
severity of the pain complaint [17], and the chronic pain complaint might persist
although the endometriotic lesions have been successfully treated from an
organic/pathology standpoint. In the current classification it is unclear how to
proceed in case a secondary pain condition becomes primary when the underlying
cause has gone, but the pain persists.

d) The term primary visceral pain might be a challenging term for insurance
reimbursements regarding diagnostic work-up in some countries. Should a patient
with vulvodynia first be coded for billing as secondary visceral pain, until the
diagnostic work-up is completed and other diseases with similar symptoms have
been excluded? This will be an important question to be addressed by health
insurance systems to insure that adequate diagnostic work-up of patients with
presumed primary chronic visceral pain can be pursued and reimbursed. An
additional aspect is that this issue will have consequences for interpreting ICD codes

on visceral pain for epidemiological studies.

6. Conclusions

The IASP aims that its ICD 11 taxonomy will provide an umbrella classification
system for all chronic pain syndromes. A collaboration with international scientific
societies of gynecology, gastroenterology, urology, psychosomatic medicine and
psychiatry will be necessary to identify pathways to link the established visceral
taxonomies with the new ICD-11 codes proposed by IASP and to be implemented
worldwide as a uniform pain taxonomy.

The ICD diagnostic and coding manual that unifies medical and psychiatric practice
across the globe, determines how conditions in medicine and mental health are
organized andhow they are conceived. At present, there is a mess of terms and
criteria around bodily distress disorders. A collaboration of the different working
groups of the WHO (IASP, WHO Somatic Distress and Dissociative Disorders
Working Group, WHO Working Group consisting of primary care physicians with a
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special interest in mental iliness) is urgently needed to achieve a consistent

terminology by overcoming boundaries of subspecialties.
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Table 1: Comparison of key features of taxonomies of chronic visceral pain |
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Table 2: Comparison of key features of taxonomies of chronic visceral pain Il (alphabetical order)
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Table 3: Comparison of key features of classification systems of mental heath care associations (modified from[1])
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Disorder [2]
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maladaptive responses
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or general symptoms of

tiredness
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Emotional or
behavioural
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Yes (see above)
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explained or not
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degree of attention is
clearly excessive in
relation to its nature and

progression.

Hypothesized

aetiology

Hyperarousal of the
autonomic nervous
system; HPA axis

hyperactivity

No assumptions about

aetiology

No assumptions about

aetiology

Hyperarousal of the
autonomic

nervous system;

Abbreviations: DSM= Diagnostic and Statistical Manual; FM= Fibromyalgia; IBS= Irritable bowel syndrome; ICD= International

Classification of Diseases; WHO= World Health Organsisation
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