Gastroenterology




/{/ (]‘ World Journal of
Gastroenterology

Contents Weekly Volume 24 Number 45 December 7, 2018

EDITORIAL
5057 Methodology to develop machine learning algorithms to improve performance in gastrointestinal endoscopy
de Lange T, Halvorsen P, Riegler M

REVIEW
5063  Alcoholic liver disease: Utility of animal models
Lamas-Paz A, Hao F, Nelson LJ, Vazquez MT, Canals S, Gomez del Moral M, Martinez-Naves E, Nevzorova YA, Cubero FJ

MINIREVIEWS

5076 Montezuma’s revenge - the sequel: The one-hundred year anniversary of the first description of “post-infectious”
irritable bowel syndrome
Riddle MS, Connor P, Porter CK

5081 Multidisciplinary approach for post-liver transplant recurrence of hepatocellular carcinoma: A proposed
management algorithm
Au KP, Chok KSH

ORIGINAL ARTICLE
Basic Study
5095 Effects of alkaline-electrolyzed and hydrogen-rich water, in a high-fat-diet nonalcoholic fatty liver disease
mouse model
Jackson K, Dressler N, Ben-Shushan RS, Meerson A, LeBaron TW, Tamir S

5109 Neonatal rhesus monkeys as an animal model for rotavirus infection
Yin N, Yang FM, Qiao HT, Zhou Y, Duan SQ, Lin XC, Wu JY, Xie YP, He ZL, Sun MS, Li HJ

5120  Glucocorticoid receptor regulates expression of microRNA-22 and downstream signaling pathway in
apoptosis of pancreatic acinar cells
Fu Q, Liu CJ, Zhang X, Zhai ZS, Wang YZ, Hu MX, Xu XL, Zhang HW, Qin T

5131 Abdominal paracentesis drainage ameliorates severe acute pancreatitis in rats by regulating the polarization
of peritoneal macrophages
Liu RH, Wen Y, Sun HY, Liu CY, Zhang YF, Yang Y, Huang QL, Tang JJ, Huang CC, Tang LJ

Retrospective Cohort Study

5144  Pelvic exenterations for primary rectal cancer: Analysis from a 10-year national prospective database
Pellino G, Biondo S, Codina Cazador A, Enriquez-Navascues JM, Espin-Basany E, Roig-Vila JV, Garcia-Granero E, on
behalf of the Rectal Cancer Project

Raishidenge ~ WJG | www.wjgnet.com 1 December 7, 2018 | Volume 24 | Issue 45 |



/{/ (]‘ World Journal of
Gastroenterology

Contents Weekly Volume 24 Number 45 December 7, 2018

Retrospective Study

5154 Clinicopathological parameters predicting recurrence of pT1NO esophageal squamous cell carcinoma
Xue LY, Qin XM, Liu Y, Liang J, Lin H, Xue XM, Zou SM, Zhang MY, Zhang BH, Hui ZG, Zhao ZT, Ren LQ, Zhang YM, Liu
XY, Yuan YL, Ying JM, Gao SG, Song YM, Wang GQ, Dawsey SM, Lu N

5167 Nomogram to predict overall survival after gallbladder cancer resection in China
Bai Y, Liu ZS, Xiong JP, Xu WY, Lin JZ, Long JY, Miao F, Huang HC, Wan XS, Zhao HT

Observational Study

5179  Narrow band imaging and white light endoscopy in the characterization of a polypectomy scar: A single-
blind observational study
Riu Pons E Andreu M, Gimeno Beltran J, Alvarez-Gonzalez MA, Seoane Urgorri A, Dedeu JM, Barranco Priego L, Bessa X

Raishidenge ~ WJG | www.wjgnet.com I December 7, 2018 | Volume 24 | Issue 45 |



Contents

World Journal of Gastroenterology
Volume 24 Number 45 December 7, 2018

ABOUT COVER

Editorial board member of World Journal of Gastroenterology, Mark D Gorrell,
BSc, PhD, Professor, Liver Enzymes in Metabolism and Inflammation Program,
Centenary Institute and University of Sydney, Sydney 2006, NSW, Australia

AIMS AND SCOPE

World Journal of Gastroenterology (World | Gastroenterol, WJ]G, print ISSN 1007-9327, online
ISSN 2219-2840, DOI: 10.3748) is a peer-reviewed open access journal. WG was estab-
lished on October 1, 1995. It is published weekly on the 7" 14th, 21, and 28" each month.
The W]G Editorial Board consists of 642 experts in gastroenterology and hepatology from
59 countries.

The primary task of ]G is to rapidly publish high-quality original articles, reviews,
and commentaries in the fields of gastroenterology, hepatology, gastrointestinal endos-
copy, gastrointestinal surgery, hepatobiliary surgery, gastrointestinal oncology, gastroin-
testinal radiation oncology, gastrointestinal imaging, gastrointestinal interventional ther-
apy, gastrointestinal infectious diseases, gastrointestinal pharmacology, gastrointestinal
pathophysiology, gastrointestinal pathology, evidence-based medicine in gastroenterol-
ogy, pancreatology, gastrointestinal laboratory medicine, gastrointestinal molecular biol-
ogy, gastrointestinal immunology, gastrointestinal microbiology, gastrointestinal genetics,
gastrointestinal translational medicine, gastrointestinal diagnostics, and gastrointestinal
therapeutics. WJG is dedicated to become an influential and prestigious journal in gas-
troenterology and hepatology, to promote the development of above disciplines, and to
improve the diagnostic and therapeutic skill and expertise of clinicians.

INDEXING/ABSTRACTING

Waorld Journal of Gastroenterolagy (WJG) is now indexed in Current Contents®/Clinical Medicine,
Science Citation Index Expanded (also known as SciSearch®), Journal Citation Reports”, Index
Medicus, MEDLINE, PubMed, PubMed Central and Directory of Open Access Journals. The
2018 edition of Journal Citation Reports® cites the 2017 impact factor for WJG as 3.300 (5-year
impact factor: 3.387), ranking ]G as 35" among 80 journals in gastroenterology and hepatol-

ogy (quartile in category Q2).

EDITORS FOR
THIS ISSUE

Responsible Assistant Editor: Xiang i
Responsible Electronic Editor: Yan Huang
Proofing Editor-in-Chief: Lian-Sheng Ma

Responsible Science Editor: Xue-Jiao Wang
Proofing Editorial Office Director: Ze-Mao Gong

NAME OF JOURNAL
World Journal of Gastroenterology

ISSN
ISSN 1007-9327 (print)
ISSN 2219-2840 (online)

LAUNCH DATE
October 1, 1995

FREQUENCY
Weekly

EDITORS-IN-CHIEF

Andrzej S Tarnawski, MD, PhD, DSc (Med),
Professor of Medicine, Chief Gastroenterology, VA
Long Beach Health Care System, University of Cali-
fornia, Irvine, CA, 5901 E. Seventh Str., Long Beach,
CA 90822, United States

EDITORIAL BOARD MEMBERS
All editorial board members resources online at http://
www.wignet.com/1007-9327/editorialboard.htm

EDITORIAL OFFICE

Ze-Mao Gong, Director

World Journal of Gastroenterology
Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501,
Pleasanton, CA 94588, USA
Telephone: +1-925-2238242

Fax: +1-925-2238243

E-mail: editorialoffice@wijgnet.com
Help Desk: http://www.f6publishing.com/helpdesk
http:/ /www.wjgnet.com

COPYRIGHT

© 2018 Baishideng Publishing Group Inc. Articles pub-
lished by this Open-Access journal are distributed under
the terms of the Creative Commons Attribution Non-
commercial License, which permits use, distribution,
and reproduction in any medium, provided the original
work is properly cited, the use is non commercial and is
otherwise in compliance with the license.

SPECIAL STATEMENT

All articles published in journals owned by the Baishideng
PUBLISHER Publishing Group (BPG) represent the views and opin-
Baishideng Publishing Group Inc

7901 Stoneridge Drive, Suite 501,

Pleasanton, CA 94588, USA

Telephone: +1-925-2238242

Fax: +1-925-2238243

E-mail: bpgoffice@wjgnet.com

Help Desk: http://www.f6publishing.com/helpdesk
http:/ /www.wjgnet.com

ions of their authors, and not the views, opinions or
policies of the BPG, except where otherwise explicitly
indicated.

INSTRUCTIONS TO AUTHORS
Full instructions are available online at http://www.
wignet.com/bpg/getinfo/204

ONLINE SUBMISSION
http:/ /www.f6publishing.com

PUBLICATION DATE
December 7, 2018

JRaishideng®

WIJG | www.wjgnet.com

1 December 7, 2018 | Volume 24 | Issue 45 |



W J

World Journal of
Gastroenterology

Submit a Manuscript: http:/ /www.f6publishing.com

DOI: 10.3748/ wjg.v24.i45.5076

World | Gastroenterol 2018 December 7; 24(45): 5076-5080

ISSN 1007-9327 (print) ISSN 2219-2840 (online)

MINIREVIEWS

Montezuma’s revenge - the sequel: The one-hundred year
anniversary of the first description of “post-infectious”

irritable bowel syndrome

Mark S Riddle, Patrick Connor, Chad K Porter

Mark S Riddle, Department of Preventive Medicine and
Biostatistics, Uniformed Services University, Bethesda, MD
20814, United States

Patrick Connor, Military Enteric Disease Group, Department
of Military Medicine, Royal Centre for Defence Medicine,
Birmingham Research Park, Birmingham B15 2SQ, United
Kingdom

Chad K Porter, Department of Enteric Diseases, Naval Medical
Research Center, Silver Spring, MD 20910, United States

ORCID number: Mark S Riddle (0000-0002-0607-7880);
Patrick Connor (0000-0001-7258-1690); Chad K Porter
(0000-0001-5411-4159).

Author contributions: Riddle MS performed the majority of the
writing; Porter CK provided input in writing the paper; Connor P
provided input in writing the paper.

Conflict-of-interest statement: There is no conflict of interest
associated with any of the author contributions in this manuscript.

Open-Access: This article is an open-access article which was
selected by an in-house editor and fully peer-reviewed by external
reviewers. It is distributed in accordance with the Creative
Commons Attribution Non Commercial (CC BY-NC 4.0) license,
which permits others to distribute, remix, adapt, build upon this
work non-commercially, and license their derivative works on
different terms, provided the original work is properly cited and
the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/4.0/

Manuscript source: Unsolicited manuscript

Correspondence author to: Mark S Riddle, MD, Full Professor,
Department of Preventive Medicine and Biostatistics, Uniformed
Services University, 4301 Jones Bridge Rd, Bethesda, MD
20814, United States. Mark.riddle@usuhs.edu

Telephone: +1-301-2950777

Fax: +1-301-2959769

Received: July 12,2018

Baishidenge ~ WJG | www.wjgnet.com

Peer-review started: July 12,2018
First decision: August 27, 2018
Revised: August 28, 2018

Accepted: October 5, 2018

Article in press: October 5, 2018
Published online: December 7, 2018

Abstract

One-hundred years have passed since the original
description of the commonly described phenomenon of
persistent abdominal symptoms being triggered by an
acute enteric infection. This first account was generated
out of astute observations by Sir Arthur Hurst in World
War I. Additional descriptions followed from military and
non-military practitioners adding the evidence which has
transitioned this recognized condition from association
to causation. While mechanistic understanding is an
area of active pursuit, this historical accounting of a
centuries progress highlights important advances and
contributions of military medicine and scientists to
advances benefiting global populations.

Key words: Post-infectious irritable bowel syndrome;
Medical history; Military medicine; Gastroenteritis;
Travelers’ diarrhea; Functional gastrointestinal disorder;
Bacterial diarrhea

© The Author(s) 2018. Published by Baishideng Publishing
Group Inc. All rights reserved.

Core tip: There are several reviews in the literature
describing the clinical phenomenon of post-infectious
irritable bowel syndrome including its history. However,
this is the first review to consider the earliest description
dating back nearly 100 years ago and describe the role
of the individuals and context of discoveries that were
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made, and the important contributions that military
medicine has lended towards further understanding.
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INTRODUCTION

"It takes good guts to be a good soldier”
-Anonymous Civil War Observer

This reflection, though lost in attribution, transcends
centuries where it was likely first remarked to describe
the necessary qualities of nerve and grit required for
military service in the 19™ century!™. However, it is
possible the original intent was due to the fact that in
the Civil War (and conflicts immemorial) the success in
battle may well have depended on one’s gastrointestinal
constitution as much as bravery. Wars were once lost by
the frequent alimentary casualties which rendered mass
numbers of troops ineffectual and, before the advent of
antibiotics and intravenous and oral rehydration, would
kill by the thousands™,

But an even more transcendent meaning emerged
decades later in 1918 where Sir Arthur Hurst first
described the condition of frequently unexplainable
chronic bowel problems well after a soldier’s acute bout
of dysentery had resolved™., Hurst, a British Physician
and co-founder of the British Gastrointestinal Society,
is recognized as a transformative and leading physician
of the 20" century with an early career specializing in
neurology where he made substantial contributions
in understanding the etiology of War Neuroses during
his appointment to the Royal Army Medical Corps in
support of the Crimean War'®\. During duty assignments
in Lemnos and Salonika, Hurst diagnosed and treated
the broad range of ailments of ill and injured service
members returning from the Gallipoli and Macedonia
World War I battle fronts and methodically catalogued
these observations in first and second editions of
Medical Diseases of War'. In a section on Colitis and
Irritability of the Colon following Dysentery of Chapter
XII in the second edition, he recounts (p. 167):

“Patients who have recovered from an acute attack
of dysentery frequently remain unfit for a considerable
period, which may even extend to years. The symptoms
are due to the chronic colitis, which may follow either
amoebic or bacillary dysentery after the specific
infection has died out...In most cases the patient suffers
from alternating attacks of constipation and diarrhoea,
the latter often being brought on by aperients taken for
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the relief of the former, or it may follow an indiscretion
in diet or exposure to cold...The diarrhoea may only
last for a few hours, or it may continue for two or three
days, the attacks being separated by intervals of several
weeks or months...Sometimes the attacks of diarrhoea
cease to occur, but intractable constipation remains and
the general symptoms persist, though in a lessened
degree.”

One can imagine that he thought these observations
of persistent abdominal symptoms after an acute bout
of dysentery were unusual and shared such accounts
with his colleagues who were treating similar patients.
Dr. Hurst goes on further to relay accounts from his
colleague, Thomas G Morehead of the Royal College of
Physicians of Ireland who was treating patients in Egypt
from the Gallipoli front and made similar observations
as follows:

“...severe abdominal distension developed from
four to eight months after the patient had appa-
rently recovered from an attack of dysentery. They
complained of a feeling of fullness in the abdomen, with
dyspnea and general dyspeptic symptoms. The bowels
were regular, and nothing abnormal was found except
enourmous tympanitic distension of the abdomen...”

These descriptions of non-ulcerative persistent
abdominal symptoms spanning complaints of diarrhea,
constipation, dyspepsia and bloating following an acute
gastrointestinal infection are most likely the earliest
written description of what we now regard to be post-
infectious functional gastrointestinal disorders (FGD).
This now expansively described phenomenon of incident
FGDs after acute enteric infection has been detailed in a
number of systematic reviews'®®. While there may have
been alternative differential diagnoses including essential
nutrient deficiencies, unmasking of organic bowel disease
or chronic intestinal infections, the historical accounts
from World War I indicate that patients with these
symptoms were relatively common, had adequate intake
of fresh fruits and vegetables (at least after returning
home), lacked features of inflammatory bowel disease,
and had cleared chronic infections (at least of amoeba).
While the lack of detailed microbiological and endoscopic
description leaves open the question of patho-etiology
and association in Sir Arthur Hurst's account, the distinct
characteristics of the “Post-dysenteric Irritable Colon
Syndrome” describes features strikingly similar to the
symptoms of PI FGD described today.

Following this earliest description of chronic gas-
trointestinal consequences of the Great War, a young
Surgeon-Lieutenant physician epidemiologist in the Royal
Navy, Gordon T. Stewart, detailed nearly 500 cases of
hospital admitted acute and chronic amoebic and bacillary
dysentery in service members serving in World War 11",
In Stewart’s 1950 paper in the British Medical Journal
acute and chronic diarrheal and dysentery cases were
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characterized with specific etiologies identified, treatment
recorded, and follow-up at three months and beyond with
repeated assessments for infectious etiologies associated
with recurrent symptoms. An important contribution of
this report was the thorough culture and microscopic
work-ups for infections in addition to sigmoidoscopy for
those with persistent infections. Twenty-nine of the 228
(12.7%) admitted to the Combined Services Hospital
and 49 of the 246 (19.9%) patients treated at the
Liverpool Tropical Diseases Centre were identified as
having persistent colitis symptoms despite appropriate
treatment and no evidence of persistent infection. Among
the 49 persistent diarrheal cases followed in Liverpool,
sigmoidoscopy was conducted with 27 showing no
signs of overt inflammation and these were classified as
“Functional Post-Dysenteric Colitis”. The remaining 22
had evidence of inflammation (some with ulceration and
bleeding) and evidence of persistent infection mucosal
scrapings and were labeled “Ulcerative Post-Dysenteric
Colitis”. Treatments, including large doses of soluble
and insoluble sulphonamides, penicillin, and chiniofon
retention enemas yielded eventual improvement in all
but 4 patients, who persisted with “idiopathic ulcerative
colitis”. Among the functional cases, the authors noted
that the patients had a tendency towards concomitant
neurotic and anxiety features and generally resolved over
time but continued to persist indefinitely in a few.

In the intervening years, while the “functional
irritable colon” patient was recognized as not-infrequent
diagnosis, little original research was conducted until
1962, when Chaudhary and Truelove reported on a
large case series of 130 patients with the “Irritable
Colon Syndrome” being cared for at the Radcliff
Infirmary at Oxford"®. They observed that the condition
was more predominant in women and first diagnosis
occurred between 20 and 59 years of age, and over
60% reported symptoms being present for over a year
(and more than 10 years in 24%). From their detailed
description of quality, quantity and location of pain
and associated bowel movement patterns they further
classified these patients into two distinct groups: (1)
A spastic colon group characterized by colonic pain
and variable bowel habits with periodic constipation or
diarrhea or both alternating, and (2) a painless diarrhea
group defined by patients without pain but who had
chronic diarrhea. While lacking adequate study design,
the authors did comment upon possible predisposing
causes based on extensive patient histories. Most
notable was the observation that in 26% of patients’
symptoms clearly started after a proven or presumptive
episode of dysentery. Among those with “post-infective”
irritable colon syndrome, a majority (63%) had resolved
compared to only 29% of those cases which were
not ascribed to follow a bout of infectious dysentery,
suggesting a more favorable prognosis. Psychological
co-morbidities were important factors in both post-
dysentery and “idiopathic” cases.

Interestingly, it would be another three decades
before the first study on post-infectious irritable bowel
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syndrome (PI-IBS) was published where an adequate
control group was utilized to explore disease incidence
and risk. In 1999, Rodriguez and Ruigémez utilized
medical encounter data from the United Kingdom
General Practice Research Database to conduct a
retrospective cohort study among a population with
a bacteriologically-confirmed gastroenteritis episode
and a comparator population subsequently followed for
incident irritable bowel syndrome'!, Medical encounter
data were augmented with practitioner case-diagnosis
validation surveys. IBS was identified in 4% of subjects
with bacterial gastroenteritis, 12-fold higher than the
rate in the comparative population with no history of
gastroenteritis in the preceding year.

In just the past 20 years, the scientific literature has
greatly expanded with more than 30 independent studies
in which exposed subjects with infectious gastroenteritis
consistently demonstrate a 4-fold increase in the risk
of IBS compared to unexposed subjects with the
highest rates observed after protozoal infection (41.9%)
compared to bacterial (13.9%) or viral etiologies (6.4%)™.
Similar risk estimates have been reported after travelers’
diarrhea”, and the first modern epidemiological study
defining PI-IBS among military travelers was reported in
2011 following acute infectious diarrhea episodes among
United States troops deployed to Egypt and Turkey!*?.,
Features which appear to increase the risk include
more severe disease, longer disease, female gender
and psychological comorbidities, though not entirely
consistently across the multiple studies’®. Additionally, the
syndrome tends to be more commonly associated with
the diarrhea-predominant IBS phenotype.

Though the historical readings behind the centenary
description of the origins of PI-IBS and studies of
recent times may be of interest, we focus on the
nature and challenges remaining in developing our
understanding of etiology in the “functional” diseases
as well as the sometimes limiting paradigm of Koch’s
postulates in ascertaining disease causality. Traditionally,
Koch’s postulates proved effective at establishing
disease-pathogen relationships for acute illness but
often falls short with more complex associations
beyond one-pathogen, one-disease models'*'*. An
alternative paradigm is considered in Hill’s criteria
which includes strength of association, consistency
of effect, specificity of effect, temporality, biological
gradient or dose response, and biological plausibility
to form the basis of an argument for causation*”\. For
PI-IBS, strength, consistency, specificity, temporality
and biological gradient are clearly evident. Where the
field is focused and uncertainty remains, is in the area
of biological plausibility. While intensive studies have
explored the patho-etiological underpinning post-
infectious IBS, unfortunately a unifying mechanism
has not emerged. Rather there appears to be multiple
mechanisms to disease progression including low-grade
inflammation!*®'”!, microbiome dysbiosis!'®, epithelial
barrier dysfunction'®, and auto-immunity®®, bringing
added complexity to potential treatment and preventive
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solutions. Thus, while much as been learned over the
100 years since Hurst made his first observations, we
are presently improved only in our ability to provide
symptomatic therapies and an ability to put a name to
the symptoms of an often frustrated patient. We remain
without a diagnostic test, preventative or cure.

Finally, the appending of another contribution to the
list of important discoveries and medical advancements
by military medicine and science is noteworthy. Whether
it be through the contributions of British Navy Captain
James Lind in treating and preventing scurvy™", advance-
ments of anesthesia during the Civil War*®”, development
and use of mobile X-ray diagnostics in World War I by
Marie Curie®, use of intramedullary nails to help heal
fractures by the German military medical services during
World War I, pioneering contributions by Robert
Phillips in the advancement of oral rehydration therapy
after World War II'*, advances in use of frozen blood
products® during the Viet Nam war which are currently
used today in saving countless lives around the world,
or the early aggressive use of trauma management
techniques in Iraq and Afghanistan®”’, many lives
have been and continue to be saved throughout the
world from these military lead medical advances. While
the incalculable wastage of life and well-being that is
attributed to armed conflict cannot be compared to the
value of innovation that is often born out of necessity
to retain dominance, the efforts to save and preserve
life and limb by the many dedicated clinicians and
researchers to their uniformed patients are laudable. Sir
Arthur Hurst’s astute inquiry and tireless dedication to
his patients is also recognized and clearly led to further
interest, investigation and advancement of understanding
by those he mentored and taught.

CONCLUSION

As legend would tell, Montezuma II, was the 9" Aztec
Emperor between 1502 to 1520 when the Spanish,
led by Hernan Cortés, began the conquest of modern
day Mexico in the early 16™ century®®®. Montezuma,
who had perhaps observed the powerful Spanish forces
with guns and cannons and crossbows and knew
that his forces would be a poor match, attempted
strategic diplomacy and appeasement to the invading
Conquistadors and invited them into the city-capitol,
Tenochtitlan, to negotiate. However, relations would
quickly sour with skirmishes between arriving Spanish
reinforcements and accusations of betrayal eventually
led to Cortés taking Montezuma prisoner. Plunder and
chaos in Tenochtitlan ensued and in an effort by to
quell the masses, Cortés had Montezuma address the
crowds from the palace roof to which he was met with
hurled stones and spears from his own people and died
three days later of his wounds (though some claim
that Cortés had him strangled). Reinforcements would
arrive, and smallpox disease spread throughout the
susceptible native population assuring the fall of the
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Aztec Empire in a few short months.

According to the tenets of Aztec religion, the soul
went to one of three places after death: the sun, the
underworld, or the lower sky"®®.. Interestingly, souls of
fallen warriors and women that died in childbirth would
transform into hummingbirds that followed the sun on
its journey through the sky. Aztec religion ascribed the
emperors (called tlatoani, translated “Great Speaker”)
unique supernatural powers such as shape shifting,
foreseeing the future, and even immortality where
they were thought to take up life in the afterworld with
abilities to have impact of the world they left. While there
is no written documentation of any edict of revenge,
a belief is held by some that Montezuma lives on and
awaits the opportunity to come back to life to banish the
invaders and rescue his loyal people®®®. Others attribute
the persistent scourge of acute travelers’ diarrhea among
those visiting the lands of the Aztec as an enduring
message sent by Montezuma to those visiting from
other countries to think twice about ideas of colonization
of foreign lands. While previously ascribed to the acute
watery diarrhea so frequently encountered, perhaps
Montezuma'’s full plan for revenge was designed to have
some such visitors develop an enduring reminder that
might live in their bowels for years after. Then again, this
could all be a myth.
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