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Editorial

With respect to biliary infection, there are no world-common criteria for the diagnosis
and severity assessment of acute cholangitis and cholecystitis. In 2003, based on the
research on the Preparation and Diffusion of Guidelines for the Management of Acute
Biliary Infection by the Research Group of the Japanese Ministry of Health, Labor and
Welfare (H-15, Medicine-30; Japan, chief researcher: Tadahiro Takada) and with
support of the Japanese Society for Abdominal Emergency Medicine, the Japan Biliary
Association and the Japanese Society of Hepato-Biliary-Pancreatic Surgery, A working
group was consisted of experts of gastroenterology, surgery, internal medicine,
emergency medicine, intensive care, and clinical epidemiology. The group, consisting of
46 members, mainly gastroenterologists, surgeons, physicians engaged in emergency
medicine, intensive care and clinical epidemiology, had a total of 20 meetings for
preparing a draft of the Guidelines. As a result of our literature search, we found that the
most critical problem in this field was deficient in diagnostic criteria and severity
assessment, and also insufficient high-level evidence. Then, we had consensus
discussion very frequently within Japan and prepared draft guidelines. In the process of
drafting, 12 meetings were held at the publication committee to study textbooks of
surgery and internal medicine used mainly in abroad and to examine the consistency of
the draft Guidelines (version 1) with them.

It was then followed by the discussion of the draft Guidelines via e-mail with the
selected worldwide panelists and the draft Guidelines (version 2) which was revised by
the e-mail discussions was again discussed at the International Consensus Meeting
(April 1-2, 2006). After the consensus gained by the discussions at the meeting on the
basis of draft guidelines (version 2) this Tokyo Guidelines for the Management of Acute
Cholangitis and Cholecystitis was completed.

Since there are actually differences in health services and healthcare facilities between
each country: this guidelines promulgated in this work do not represent a national or
local standard of practice in individual country, it might be difficult today for the
Guidelines to be the one of the world common. However, it would be most honored for
me if this Tokyo Guidelines will the first practical guidelines of Acute Cholangitis and
Cholecystitis and be help for the daily practice in the world.

Tadahiro Takada, MD, FACS

Chairman, publishing committee of Tokyo Guidelines for the management of
acute cholangitis and cholecysitits
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Abstract

There are no evidence-based-criteria for the diagnosis, severity assessment, or treatment
for acute cholecysitis or acute cholangitis. For example, the full compliment of
symptoms and signs described in Charcot’s tiad and Reynolds’ pentad are infrequent
and as such do not really assist the clinician with planning management strategies. In
view of these, we launched a project to prepare evidence-based guidelines for the
management of acute cholangitis and cholecystitis, that will be useful in the clinical
setting. This research has been granted by the Japanese Ministry of Health, Labor and
Welfare, and in cooperation with the Japanese Society for Abdominal Emergency
Medicine, the Japan Biliary Association and the Japanese Society of
Hepato-Biliary-Pancreatic Surgery. A working group consisting of 46 experts of
gastroenterology, surgery, internal medicine, emergency medicine, intensive care, and
clinical epidemiology, analyzed and examined the literature on the patients of
cholangitis and cholecystitis (limited to those in human) for producing an
evidence-based guidelines. During investigation we found that lack of the evidence, the
working group formulated the guidelines with consensus based on evidence.

This work required more than 20 meetings to obtain a consensus in each item among the
working group. Then, forums were held in 4 times to have external assessment

committee and participants check the details of the Guidelines in Japan.

As we knew that the diagnosis and management of acute biliary infection may differ
from country to country, we set the publication committee and held 12 meetings to
concrete the draft Guidelines in English (version 3). Then, we have had several
discussions on this draft Guidelines with leading experts of this field throughout the
world via E-mail (version 4). Finally, an International Consensus Meeting took place on
1-2 April, 2006 to obtain international agreement to the diagnostic criteria and severity

assessment, etc,..

Key Words: Cholangitis, Cholecystitis, Charcot’s triad, Reynold’s pentad,

Biliary drainage



Introduction

No guidelines focusing on the management of biliary infection (cholangitis and
cholecystitis) have preciously been published, and is no worldwide criteria exist for
diagnostic and severity assessment. “Charcot’s triad”' is still used for the diagnosis of
acute cholangitis. However, these criteria were first proposed in 1877 (level IV) or more
than 100 years ago. However only 50 - 70% of cholangitis patients clinically present
with Charcot’s triad *®. In addition, Murphy’s sign’® (level V) is useful, with a
sensitivity of 50 - 70% and is specificity of 79 — 96%, in diagnosing cholecystitis, but
this sign is widely used in every country. Moreover, as many of the symptoms and the
concept of these diseases referred in textbooks and reference books vary from those in
the original articles, the issue of world-wide criteria is problematic. In view of these
unfavorable situations, we considered it necessary to clarify the definitions, concepts of
disease and treatment methods in respect of acute cholangitis and establish universal
criteria that can be widely recognized and used.

Refer to this background, we have organized the working group to establish the
practical Guidelines for Management of Cholangitis and Cholecystitis since 2003 (Chief
researcher: Tadahiro Takada). This project has been granted by the Japanese Ministry of
Health, Labor and Welfare, and supported from the Japanese Society for Abdominal
Emergency Medicine, the Japan Biliary Association and the Japanese Society of
Hepato-Biliary-Pancreatic Surgery. The working group was consited with physicians
engaged in internal medicine, surgery, emergency medicine, intensive care and clinical
epidemiology as the main members and started the work to prepare the Guidelines.

As the research progressed, the group was faced with the serious problem that
high-level evidence on the treatment in the field of acute biliary infection is poor. Here,
we hold an exective committee meeting and set up the following principle: The
Guidelines would be evidence-based in general, but the parts without evidence or with
poor evidence (diagnosis, severity assessment and etc.) should be completed by the high
level consesus among experts in the world.

We set the publication committee and held 12 meetings to concrete the draft
Guidelines in English (version 3). Then, we have had several discussions on this draft
Guidelines with leading experts of this field throughout the world via E-mail (version 4).
Finally, an International Consensus Meeting took place on 1-2 April, 2006 to obtain
international agreement to the diagnostic criteria and severity assessment, etc,..

We now publised the Tokyo Guidelines for the Management of Cholangitis and
Cholesystitis. This Guidelines consist of 14 manuscripts including “Discussion”
discribing exchanged comments/ideas and results of anlyzer system at the meeting

We hope that these Guidelines may help their users give optimal treatment according to



their own specialty and capability, and thus provide their patients with the best medical

treatment.

1. Backgrounds of Tokyo Guidelines

Biliary infections (acute cholangitis and cholecystitis) require appropriate management
in the acute phase. Serious acute cholangitis, may be lethal, unless it is appropriately
managed in the acute phase. On the other hand, although various diagnostic and
treatment methodologies have been developed in recent years, they have not been
assessed objectively and not established as a standard method for the management of
these diseases In fact, we have reviewed enormous amount of English literatures and
found that there is few high-level evidence in this field and no systematically described
practical manual in this field. Most importantly, there is no standardized diagnostic
criteria and severity assessment for acute cholangitis and cholesystitis. Therefore, we
would like to forward to establish above mentioned items. Tokyo Guidelines includes
evidence-based medicine and result of the international consensus through the earnest
discussion among the professionals on 1-2 April , 2006, at Keio Plaza Hotel, Tokyo,
Japan. Concerning the definition of the practice guidelines

We have applied to Committee to Advise the Public Health Service on Clinical Practice
Guidelines, Institute of Medicine: a systematically developed statement to assist
practioner and patient decisions about appropriate health care for specific clinical

circumstances.

2. Notes on the Use of the Guidelines

The Guidelines are evidence-based, with the grade of recommendation also based on the
evidence. This guidelines also present the diagnostic criteria and severity assessment of
acute biliary infection. As the Guidelines address so many different subjects, indices are
included at the end for the convenience of readers.

The practice guidelines promulgated in this work do not represent a standard of practice.
They are suggested plan of care based on best available evidence and a consensus of
experts, but they do not exclude other approaches as being within the standard of
practice”. For example, they should not be used to compel adherence to a given method
of medical management, which should be finally determined after taking account of the
conditions in the relevant medical institution (manpower, experience, equipment, etc.)
and the characteristics of the individual patient. However, responsibility for the results
of treatment rests with those who are directly engaged therein, and not with the
consensus group. The dosages of medicine described in the text of the Guideline are for

adult patients.



3. Methods of Formulating the Guidelines

With evidence-based medicine (EBM) as a core concept, the Guidelines were prepared
by the research group on the Preparation and Diffusion of Guidelines for the
Management of Acute Cholangitis and Acute Cholecystitis (Chief Researcher:
Tadahiro Takada) by the Japanese Ministry of Health, Labor and Welfare, and the
Working Group for Guidelines preparation, whose members were selected from experts
of abdominal emergency medicine and epidemiology by the Japanese Society for
Abdominal Emergency Medicine, the Japan Biliary Association and the Japanese

Society of Hepato-Biliary-Pancreatic Surgery.

In principle, the preparation of the Guidelines progressed with a systematic search,
collection and assessment of references for objective extraction of evidences. Next, the
external assessment committee examined the Guidelines. Then, we posted the draft
guidelines on our website and had four open symposia bginning in September, 2004 to
have feedback for further review. Thereafter, a publication committee was set up,

wich had 12 meetings to prepare the draft Guidelines.

Then, re-examination of the draft guidelines was performed via e-mail with experts on
cholangitis and cholecystitis throughout the world.  After reaching final agreement at
the International Consensus Meeting held in April 2006, Tokyo Guidelines for the

Management of Acute Cholangitis and Cholecystitis were completed.

a. The Process of Extending the Literature Search

The literature was selected as follows: Using “cholangitis” and “cholecystitis™ as the
MeSH (explode) or the key search word, approximately 17,200 items were selected
from the MEDLINE (Ovid) (1966 — June 2003). These manuscripts were subjected to a
further screening with “Human” as a limiting word. This provided 9,618 items in
English and in Japanese. A further 7,093 publications of literature were obtained from
the Japana Centra Revuo Medicina (internet version) using cholangitis, cholecystitis and
biliary infection as the key words, with furthera screening with “human” as “limiting
word”. This process provided 6,141 items. After examining the titles and abstracts of
a total of 15,759 works by two committee members, 2,494 were selected for a careful
examination of their full text.

Other literature quoted in these selected works, together with works suggested by the
specialist members, were included in the examination.

To evaluate each article, a STARD checklist (Table 1)'? is currently placed importance.

The purpose of this checklist is the one to evaluate the composition of the format and



