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Dear Colleague,

I am writing to share a treatment protocol for enuresis and encopresis that works far better

for my patients than Miralax, medication, alarms, or other treatments I was taught in medical
school. It is an enema-based regimen called M.O.P., short for the Modified O’Regan Protocol.
M.O.P.is based on the research of pediatric nephrologist Dr. Sean O’Regan, who practiced at the
University of Montreal Hopital Sainte-Justine in the 1980s and is now retired.

Dr. O’Regan’s original and highly successful protocol lasted 9o days:
e 30 consecutive days of enemas
e 30 days of enemas every other day

e 30 days of enemas twice a week

I have “modified” Dr. O’Regan’s protocol based on my own research and clinical experience,
as well as discussions with Dr. O’Regan himself. Most significantly, I recommend:

e addinga daily osmotic laxative to the enema regimen (except for the first 2, in the case of
encopresis, as laxatives often make matters worse).

o cxtending the daily enema phase if needed, tapering only after the child has achieved
7 dry days/nights and has completed 30 enemas.

e shifting to large-volume enemas if no progress after 30 days.

e adding daily Ex-Lax during the tapering phase or earlier if the child is not spontaneously
pooping daily.

Physicians unfamiliar with this protocol may consider it overly aggressive, perhaps even
traumatic for children. Some worry daily enemas will cause dependency and/or electrolyte
imbalance. But published studies and my experience show these concerns are unwarranted.

I have treated thousands of children with M.O.P., without incident and with excellent success.

Enuresis patients are often told, “Don’t worry, yowll outgrow it,” but my patient load includes
countless tweens and teens whose accidents were dismissed for years. In fact, I have so many
teenage patients that I recently published a book just for them: M.O.P. for Teens and Tweens.
Though we, as physicians, often consider enuresis and encopresis to be relatively minor issues,
these conditions are deeply distressing and embarrassing for children and their parents. I have
made enuresis and encopresis the focus of my research and clinical practice and am eager to
share with colleagues the treatments, however unconventional, that have worked so well with
my patients.

This packet briefly explains the rationale and scientific support for M.O.P. The regimen is not so
much a protocol as a process, with many permutations, described more thoroughly in The M.O.P.
Book: Anthology Edition, a guide for parents. I urge physicians to become familiar with all the
variations. I am happy to email you a PDF of The M.O.P. Book and M.O.P. for Teens and Tweens. —
justask!

I’m always available to discuss enema safety and effectiveness with colleagues. Email me and
we’ll set up a time to talk!

Steve Hodges, M.D.
shodges@wakehealth.edu
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Modified O'Regan Protocol
The premise behind M.O.

The Modified O'Regan Protocol is based on a simple, proven premise: The cause of all encopresis
and virtually all enuresis — primary and secondary, nocturnal and daytime — is chronic
constipation. The distinctions among these forms of enuresis are meaningless.

Despite what the AAP and other organizations suggest, it is not “deep sleep,” an underdeveloped
bladder, excess urine production, behavioral issues, stress, or heredity that is the root cause of
these conditions. (While it is true that bedwetting can run in families, it is the tendency toward
constipation and the sensitivity of the bladder to a stretched rectum — not enuresis itself — that
may be passed on.) Below, | cite the research demonstrating constipation is almost always the
culprit. Research does not support any other hypothesis, and to suggest the causes are unknown,
as some organizations do, ignores definitive research to the contrary. (In rare cases, enuresis is
caused by polyuria from diabetes or neurological/anatomical abnormalities such as spina bifida,
tethered cord, or imperforate anus, but those cases should be obvious.)

Though nocturnal enuresis is common, it is absolutely not “normal” and must be treated early
and aggressively. | recommend treating nocturnal enuresis beginning at age 4. Any child who
struggles with toilet training or has daytime accidents after toilet training must also be treated
aggressively, even at age 2 or 3. The holding habit is deeply ingrained, and left untreated,

many children will experience worsening symptoms over time. Children with both daytime and
nighttime symptoms are the least likely to outgrow bedwetting.! However, you cannot assume
that any given child, even one with only nocturnal enuresis, will outgrow the condition. My clinic
and Facebook support groups are filled with families who were assured their child would stop
wetting eventually. But that day never came.

How constipation causes enuresis:
An abnormally dilated rectum

in susceptible children causes
uninhibited bladder contractions.

| order KUB X-rays for all my
enuresis patients to prove this
point to parents and to establish

a baseline rectal diameter
measurement. A diameter above 3
cm signals constipation. Most of
my patients measure at least 6 cm.

Though numerous articles
distinguish between primary and
secondary enuresis, this distinction
is needless, as the cause is the
same, which X-rays plainly show.

1 Yeung. C. Sreedhar, B, Sihoe, J., Sit, F., & Lam, J. (2006, April 6). Differences in characteristics of nocturnal enuresis between
children and adolescents: a critical appraisal from a large epidemiological study. BJU International, 97(5). 1069-1073. doi:
https://doi.org/ 10.1111/j.1464-410X.2006.06 074 x
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How constipation causes encopresis: The stool-stuffed rectum becomes chronically stretched, to
the point of losing tone and sensation. These kids never fully empty, nor do they feel the urge to
poop. Referrals to behavioral therapists are unwarranted and only serve to frustrate families.

The way to resolve both enuresis and encopresis is to clean out the rectum on a daily basis
for several weeks, even months, allowing the rectum to remain clear, shrink back to size, stop
aggravating the bladder, and regain tone and sensation.

The “first-line” therapies for enuresis — alarms and medication — do not achieve these goals.
And treating chronic constipation with osmotic laxatives alone is typically insufficient for children
with enuresis and encopresis. Even when it does work, the results tend to be fleeting. In my
experience, physicians typically underestimate the severity of the constipation in enuresis and
encopresis patients and therefore undertreat these patients, as | did for many years.

In well over a decade of treating these conditions, | have found that the Modified O'Regan
Protocol is by far the most effective remedy for enuresis and encopresis, as well as recurrent urinary
tract infections. Many of my patients have taken high doses of Miralax for years and years, only to
have their enuresis resolve within a couple of months on M.O. . Encopresis, often made worse by
Miralax, typically resolves within a month on M.O. ", though the tapering phase is important.

M.O.P. guidelines and safety considerations
Following are the key guidelines for the Modified O’'Regan Protocol.

1.) Do daily enemas for at least 30 days.
Taper only when the child has completed 30 days of enemas AND remains accident-free
for at least 7 consecutive days. If the child makes no progress in the first month, switch
to liquid glycerin suppositories or large-volume enemas with glycerin and/or Castile soap
(M.O.P +). Optional but helpful: periodic overnight oil-retention enemas with olive oil or
mineral oil, followed by a morning stimulant enema.

2.) After at least 30 days of enemas AND 7 consecutive days and nights of dryness,
taper to one enema every other day for another 30 days.
If accidents recur, resume daily enemas until achieving 7 consecutive accident-free days.

3.) After a second 30 days of dryness, taper to enemas twice a week for 30 days
before stopping.
If accidents recur, resume daily enemas until achieving 7 consecutive accident-free days, and
then taper to every other day for 30 days.

4.) Take an osmotic laxative daily to keep stool soft.
Use PEG 3350, lactulose, magnesium citrate, magnesium hydroxide, or other laxative of
choice. Take a full dose daily or half a dose twice a day. Continue daily for 6 months after
M.O.". For encopresis patients, hold off on an osmotic laxative for the first 2 weeks.

Important safety considerations:
1) Enemas should not be performed on a child with kidney disease.

2.) Children with other chronic diseases must consult with a physician before doing enemas.

3.) Children should not be given more than one enema per day. The exception: Overnight oil
enemas. These do not “count” as a second enema, as they only soften stool rather than
stimulate a bowel movement.
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Origins of M.O.

M.O. P is named for Dr. Sean O'Regan, an Irish pediatric nephrologist who practiced in Montreal
in the 1980s. It was Dr. O'Regan who first proved constipation is the cause of enuresis, encopresis,
and recurrent UTls and who pioneered the use of daily enemas to resolve these conditions.

Dr. O'Regan did not set out to show constipation causes enuresis. He was simply trying to figure
out why his 5-year-old was wetting the bed nightly and how to resolve the problem. At this time,
children who wet the bed were thought to have psychological and/or anatomical problems, such
as an excessively narrow bladder neck. Dr. O'Regan did not accept either explanation and began
searching for answers at the McGill University Medical Library. He was surprised to find several
references, dating back to the 1890s, to a connection between constipation and urinary problems.

Dr. O'Regan felt he was onto something. So he had a colleague, Dr. Salam Yazbeck, test his
son's rectum using anorectal manometry, the most reliable indicator of constipation. Dr. Yazbeck
reported to Dr. O'Regan, "The kid's got no rectal tone.” Dr. O'Regan began giving his son nightly
enemas. Within a week, the boy was having his first dry nights. Within 2 months, he'd stopped
wetting completely.

Based on this success, Drs. O'Regan and Yazbeck began a series of studies at the University of
Montreal using the protocol he tried with his son: daily enemas for a month, followed by a month
of enemas every other day, followed by a third month of twice-weekly enemas. They got the
word out to local pediatricians and attracted virtually the entire French Canadian population of
children with urinary problems. Advancing the 1960s research, their studies showed constipation
was the cause of urinary problems in children and that treating the constipation with enemas
resolved these problems in dramatic fashion.

| urge you to read the full text of Dr. O'Regan’s studies, posted at BedwettingAndAccidents.com.

In one investigation, published in 1985, Dr. O'Regan tracked 47 girls, average age 8, with recurrent
UTIs who were shown by anorectal manometry to be severely constipated.? In addition, most of
these girls had encopresis and/or enuresis. Dr. O'Regan prescribed the enema regimen he had
used with his son. Within 3 months, 44 of the 47 girls no longer were having UTls. Encopresis
resolved in 20 of the 21 patients with this condition, and 22 of the 32 girls with enuresis stopped
wetting. Among the girls who didn't improve, most of their parents admitted to not following the
enema regimen fully.

Dr. O'Regan got no pushback from physicians regarding the use of enemas. None suggested enemas
would damage a child’s physical or emotional health or that oral laxatives would be safer or more
effective. (Though Miralax wasn't available back then, senna, magnesium, and castor oil were among
common oral remedies.) “"We knew the root cause of bedwetting was incomplete rectal emptying,”
Dr. O'Regan told me in an interview, “and enemas were the only way to solve the problem.”

Over the years, | have come to agree. I've been so fascinated by the modern-day medical community’s
alarm about enemas that | recently called Dr. O'Regan, now retired in Arizona, and asked him if any
of his patients ever suffered complications on the regimen. He told me, "Our only complication was
a 7-year-old girl who clogged the toilet at our hospital after an enema. She was legendary.”

The damage was to the plumbing, not the patient!

2 ORegan. S. Yazbeck, S., & Schick, E. (1985). Constipation, bladder instability, urinary tract infection syndrome.
Clinical nephrology, 23(3), 152-154. https:// pubmed.ncbi.nim.nih.gov/3987104.
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What is “modified” about M.O.

Dr. O'Regan had remarkable success with his 90-day, step-down regimen. For years | had success,
too, but less than what Dr. O'Regan reported. In examining my patient load, | suspected this was
because childhood constipation is more severe and more prevalent today than it was in

Dr. O'Regan’s time.

Childhood obesity rates have tripled since the 1980s, due to our kids" highly processed diet and
low activity levels — two factors also driving the constipation epidemic. In addition, more children
today attend preschool, and most facilities require toilet training by age 3, prompting parents to
train before the child is ready. My own research shows children trained before age 2 have triple
the risk of developing chronic constipation and enuresis.?

Finally, public school bathrooms today are scarier and filthier than they were in the 1980s, and
school restroom policies are more restrictive, so fewer school-age kids are using the toilet at
school. In a UCSF survey of more than 4,000 elementary teachers, 88% said they encourage
students to hold urine, and 36% encourage holding by offering rewards to students who don't
use bathroom passes or punishing those who do.* | frequently write letters on behalf of students
whose bathroom access is restricted. During the coronavirus lockdowns, many of my patients’
symptoms improved, largely because they could use the toilet without restriction.

Given all that, | have modified Dr. O'Regan’'s protocol in ways that have boosted my own success
rates with his protocol. Some key modifications:

1.) | recommend daily enemas for at least 30 days, tapering only after the child remains dry for
at least 7 consecutive days. A significant number of children need daily enemas far longer
than 30 days before tapering, especially those with both daytime and nighttime symptoms.
| also recommend extending the second and third phases of M.O.". to minimize the odds
of relapse.

2.) |recommend a daily osmotic laxative in addition to enemas. Whereas enemas do a powerful
clean-out job, osmotic laxatives keep stool soft, helping children overcome their association
of pooping with pain. Enemas work far better than laxatives alone, but the combination works
best. However, for children with encopresis, osmotic laxatives often make matters worse to
begin with, so | recommend adding these laxatives only after 2 weeks of daily enemas.

3.) After any 30-day period without progress, the protocol should be adjusted. This can mean
switching from phosphate enemas to liquid glycerin suppositories, shifting to large-volume
enemas with glycerin and/or Castile soap, or adding overnight mineral-oil or olive-oil enemas
and then moving the daily stimulant enema to the morning. The Anthology discusses these
and other options.

3 Hodges S, Richards K, Gorbachinsky |, Krane LS. The association of age of toilet training and dysfunctional voiding.
Res Rep Urol. 2014;6:127-130 https://doi.org/10.2147/RRU.S66839

4 Ko, L. N, Chuang. K., Champeau, A., Allen, I., & Copp, H. L. (2016, April). Lower Urinary Tract Dysfunction in Elementary School
Children: Results of a Cross-Sectional Teacher Survey. Journal of Urology, 195(4), 1232-1238. doi:https://doi.org/10.1016/].
juro.2015.09.091
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Five Lessons from
Prescribing M.O.

As | state in The M.O.”. Book, M.O.". involves a lot of
experimentation. | am always learning from the families |
work with — and particularly from the thousands of parents
who've cycled through the three private support groups |
run on Facebook. These groups, which tend to attract the
most challenging cases, serve as something of a laboratory,
providing immediate feedback on various approaches. These
families are the most desperate and the most willing to push
the envelope, and | am grateful for all | learn from them.

Based on my experience with M.O. ", here are five lessons

| would like to pass on to colleagues.

1.) Rectal diameter is critical

Dr. O'Regan noted that many parents had no idea their
children were constipated, let alone severely so. This
remains true. What's more, most of my patients have been referred by pediatricians who did
not notice the patients were constipated or underestimated the severity of the constipation.
I've had numerous patients with grapefruit-sized rectal masses, plainly visible via X-ray, that
went unnoticed by the referring physician.

This is because today's most common diagnostic methods — including the Bristol

Stool scale, Rome criteria, patient history and exam — are of little value. Many severely
constipated children poop daily, but they don't fully evacuate. Palpating a child's abdomen is
useless, too. Tiny, wiry kids can harbor massive amounts of stool that cannot be felt.

Constipation is often defined as “having fewer than 3 bowel movements a week,” but

this definition puts the emphasis on what is not happening (pooping) rather than what is

happening: rectal stretching. Dr. O'Regan recognized this definition problem and made note
of it in his studies.

The problem with relying on the frequency of bowel
movements became obvious to me years ago, when |

“When | started X-raying

my patients and could
see how much their
rectums were distended,
| realized enemas were
the only thing that would

make a difference.”

- James Sander, M.D.
Director of Pediatric
Urology, Doctors Hospital
at Renaissance,
Edinburg, Texas

would refer enuresis cases to Gl docs for evaluation.
These physicians would refer the patients back to me,
insisting these children were not constipated because
they had normal marker studies. Yet when | scrutinized
their X-rays, | saw rectums full of stool. | realized why:
While some stool was passing through on a daily basis,

it was oozing around the hard and growing mass that was
aggravating bladder nerves.

Dr. O'Regan insisted on using anorectal manometry to
detect constipation, knowing this method, though
invasive, was the gold standard. Urology textbooks
from 40 years ago echo his recommendations. But the
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message got lost, and today’s guidelines recommend a patient exam and pooping history.
No wonder constipation routinely flies under the radar.

It is also important to note that a severely constipated child may have a belly that looks
and feels normal. The rectum just stretches to accommodate the extra stool, and you just
can't feel it.

X-raying for constipation is not common medical practice, but for enuresis patients,

it should be. (There's no reason to X-ray for encopresis, since constipation is the only
explanation.) We don't think twice about X-raying a child to diagnose a broken arm, an injury
that will heal in 6 weeks. Yet many physicians won't X-ray to diagnose chronic constipation,
a condition that can cause families years of suffering.

Is it safe to X-ray for constipation? Yes. The radiation dose of an abdominal X-ray is the same
dose you get from simply living for 3 to 6 months. I'm not interested in putting my patients at
risk for no good reason, and | am absolutely opposed to the overuse of X-rays in children. But
the amount of good you can do for a child with bladder problems by accurately diagnosing
constipation far outweighs the risks of a plain X-ray.

X-rays not only demonstrate to families why the child is wetting but also provide a baseline
measurement for later comparison. Sometimes, when a child has been on M.O. . for 30
days and shows no signs of progress, parents will say to me, "See, it wasn't constipation after
all.” An X-ray proves otherwise.

If you see an accumulation of stool in the rectum, no matter when the child last pooped, that
is a problem. The rectum is designed to sense the arrival of stool and immediately empty, not
to store it. It's not true that "there’s always some poop in the rectum.” The most useful and
precise way to assess constipation is to measure rectal diameter. A measurement of greater
than 3 cm at the rectum’s widest point indicates constipation. Most of my enuresis patients
have measurements 2 or 3 times normal.

2.) Enemas are far more effective than laxatives

Many of my patients have been prescribed Miralax — in many cases,
huge amounts — but nonetheless ended up in my clinic because
their enuresis did not resolve. | used to prescribe a lot of Miralax
myself, until | recognized how inadequate it is. Often, it just makes
matters worse, causing children to soil their pants.

For several years | relied on Dr. ORegan's studies, as well as my own
experience, to persuade families to give enemas a try. Eventually,
colleagues and | conducted our own study, comparing the
effectiveness of Miralax to enemas to treat enuresis.”

Our study tracked 60 patients, ages 4 to 11, with daytime enuresis. Forty patients followed
standard therapies, including Miralax, timed voiding, and, in some cases, anticholinergics, and
biofeedback physical therapy. Another 20 patients agreed to follow M.O.

After 3 months, 30% of the patients treated with standard therapies had stopped wetting,
compared to 85% in the M.O.P. group.

5 Hodges, S. J.. & Colaco, M. (2016). Daily Enema Regimen Is Superior to Traditional Therapies for Nonneurogenic Pediatric
Overactive Bladder. Global pediatric health, 3, 2333794X16632941. https://doi.org/10.1177/2333794X16632941
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A closer look at the data explains why enemas were so much more effective. At the start of
the study, the average rectal diameter in both groups was greater than 6 cm. Three months
later, the rectums of the 40 patients treated with standard therapy remained abnormally
stretched — to 5 cm, on average. But rectal diameter in the enema group had been reduced
to 2.15 cm, on average. Among the three M.O. " . subjects whose daytime enuresis
persisted, rectal diameter remained abnormal. These patients were so stubbornly constipated
that daily pediatric enemas were not sufficient to clean them out. (These are the kids who
need the M.O. P + regimen.)

In the generation since Dr. O'Regan’s research was published, enemas have fallen out of
favor, and | understand why. It's easy to hand a child a glass of water mixed with a tasteless,
odorless powder. It's less easy for a parent to insert a tube up a child’'s bottom. But if you
give families the options and the facts, most will choose “effective” over “easy.”

Osmotic laxatives do play a role in resolving enuresis, but only as a supplement to — not a
substitute for — daily enemas. Stimulant laxatives can play an important adjunct role, too,
as | explain in the Anthology.

As for high-dose Miralax clean-outs, the results tend to be short-lived. | have had countless
families go this route before ultimately conceding it wasn't working. They wish they'd tried
enemas to begin with.

3.) Daily enemas do not cause dependence or electrolyte imbalance

Many of my patients have been told by pediatricians to avoid daily enemas “because they
cause dependence and electrolyte imbalance.” These warnings are not supported by research
or by my experience, Dr. O'Regan’s experience, or the experience of any other physician who
uses M.O. P or similar protocols. Let's explore these concerns.

Dependence. The notion that enemas cause dependence is commonplace but supported by
no evidence | have come across. | don't even know of a theoretical basis for the claim that
enemas cause the bowel to stop working normally and that stool softeners are “safer.”

In a severely constipated child, the rectum is already not working normally. It has become
so stretched that it has lost the ability to fully expel poop. M.O. " allows the rectum to
remain clear long enough to regain the sensation and tone necessary for full and complete
emptying. Once the rectum has recovered, the child will no longer need enemas. One goal
for a child on M.O. " is to poop spontaneously once a day, in addition to pooping after
each enema. If the child is only pooping after enemas, this is NOT a sign of dependence;
it just means the child hasn't fully regained rectal tone and/or sensation.

Electrolyte imbalance. The concern about electrolytes pertains to over-the-counter pediatric
enemas that contain phosphate. However, if you follow M.O.”. and FDA guidelines to

limit enemas to one per day, this concern is unwarranted. Phosphate enemas are, of course,
contraindicated for children with kidney disease, as | state in the M.O. " safety guidelines.

Complications from enemas are so uncommon that a review of 39 studies conducted over

50 years found a total of only 15 cases of electrolyte imbalance in children ages 3 through 18.°
Over 50 years. The vast majority of these cases involved children who had a chronic disease
or were given more than one enema in a day.

6 MENDOZA, J., LEGIDO, J., RUBIO, S. and GISBERT, J.P. (2007), Systematic review: the adverse effects of sodium phosphate
enema. Alimentary Pharmacology & Therapeutics, 26: 9-20. https://onlinelibrarywiley.com/doi/full/10.1111/j.1365-

2036.2007.03354 x S .
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In a decade of prescribing daily enemas, | have never had a patient develop an electrolyte
imbalance. If this were a legitimate concern, | would have found out by now.

Nonetheless, anyone concerned about electrolyte imbalance can easily implement M.O.
with alternative enemas — such as liquid glycerin suppositories or large-volume enemas with
glycerin — that pose no risk whatsoever of electrolyte imbalance. | discuss various options

in The M.O.P. Book: Anthology Edition.

4 ) Enemas are not “abusive” or “traumatic”

Unlike physicians in Dr. O'Regan’s day, the medical community today has deemed enemas
overly aggressive, if not “abusive,” a term many of my patients have heard from other
physicians. But this notion runs contrary to the experience of the families | work with.
No studies have considered whether a regimen such as M.O. " . will "emotionally scar” a
child, as one doctor put it, but | cannot find any basis for this concern.

Certainly many parents and children are apprehensive, if not downright fearful, when they
start enemas. Mostly they fear enemas will hurt, and sometimes they do hurt. This is usually
because the child isn't relaxed or positioned correctly
or because there’s not enough lubrication on the tip.

| address these issues in a blog post titled "13 Ways to
Ease Your Child’s Fear of Enemas.”

“My daughter likes
how she feels after her
enemas. Does she want

them to end one day?
Yes! But she is perfectly
content because she has
seen how getting them

For most families, enemas quickly become routine, even
something to look forward to. Yes, that's true! As one
mom in our support group posted: "My 4.5-year-old loves
his enemas! He was constipated and had stomach aches
for over 2 years with nothing else helping. Now he's going

helps. And it helped
on his own, dry and clean all day and no tummy aches.”

her to be comfortable
pooping at school
because she can feel

Another mom posted that it was oral laxatives, including
Miralax, that caused her daughter distress: “Cleanouts

gave her messy accidents, humiliation, and painful rashes.
My daughter loves her enemas!”

| hear this all the time. Yet many physicians find it

the urge now.”

— Mother of
P. patient

impossible to believe children are fine with enemas. One
mom told me: "When my child told the doctor she liked
enemas because she felt better, her statement was immediately dismissed with a ‘No, you
don't. No one likes them."”

Another mom wrote: "Our daughter's urologist still makes a stinky face and says it's a really
aggressive treatment choice”

Yes, M.O. 7. is aggressive — in the best possible way. Chronic constipation in children is a
notoriously stubborn problem, and in my experience, aggressive treatment is the only kind
of treatment worth doing.

The Physician's Guide to M.O.7”. | 9
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5.) Alternatives to Miralax can work just as well

In my experience, Miralax is the easiest and most effective osmotic laxative to give children
as part of M.O. . However, a growing number of parents are expressing concern about
Miralax safety, and some members of our support group have reported behavioral or
psychiatric disturbances in their children after starting PEG 3350. | do not push Miralax

on these or any other parents. Lactulose works equally well for many children, and some
parents report their children like it better. Many parents use magnesium citrate or magnesium
hydroxide (milk of magnesia) with good results. With so many effective alternative laxatives
on the market, there is no reason to steer parents toward Miralax if they have concerns.

The Physician's Guide to M.O.”. | 10



The Modified O'Regan Protocol is a trial-and-error process.
If your child goes 30 days without progress, make a change!

— Store-bought enema + osmotic laxative

Enema options:

» phosphate enema
(pediatric or adult size)

« liquid glycerin suppository
(pediatric or adult size)

Laxative options:

« PEG 3350 (Miralax)

* magnesium citrate

* lactulose

* magnesium hydroxide

— Large-volume enema + osmotic laxative

Enema solution progression:
...add

First, try ...add phosphate
saline + glycerin. Castile soap. enema
Then... Then... contents.

OPTIONAL: Daily or periodic stimulant laxative for kids who haven't achieved daily spontaneous poop.

3 3 large-volume or
— QOil-retention L

s G+t

Oil-retention enemas can be done daily, weekly, or periodically.

osmotic
laxative

Oil options: mineral oil

Enema options:

» reduce homemade saline
solution while maintaining
stimulant dose

* return to store-bought
enema or LGS

NOTE: Use M.O.P.x when daytime accidents have stopped on M.O.P.+ but bedwetting persists

Excerpted from The M.O.P. Book: Anthology Edition,

written by Steve Hodges, M.D. and Suzanne Schlosberg and illustrated by Cristina Acosta.
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Resources for Parents

Our website, BedwettingAndAccidents.com, offers numerous books, guides, videos, and
infographics you can use to educate patients. | am happy to share, at no cost, the PDF version of
any of our books. Here's an overview of what we offer.

Here's an overview of what we offer. | have attached some of our infographics.

Books for Parents

Anthology Edition "
NEW!<

Books for Kids

105, was teraly e saving for my 16-year-old son.”

Mﬁ? wleensm
=~ Tweens

The Science-Based Way to
STOP Bedwetting for Ages 10 to 18

By Steve Hodges, M.0, with Suzanne Schlosberg  4"/1°/°% £91°"
Wastrations by Crstina Acosta

Infographics

edweﬁing"f

ceidente

fiet iR oUEA VLA

Illustrated by

By Suzanne Schlosberg
and Steve Hodges, M.,

llustrations by
Cristina Acosta

L Truths

Every Parent
Must Know

TRUTH Enemas work far better
than alarms or medication.

Activity Book
& Poop Calendar -

Some chidren don't
o

be

MiraLAX Facts
You Didn't Know

)

Kid-Tested

LWAYS TO MAKE ENEMAS
LESS SCARYY
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12 Signs

XXL poops. We're talki

— larger than %/4" x 6.”

ng “Holy cow!” poops

Firm poops. Logs or pellets = bad;
thin snakes or mushy blobs = good.

\

Poop accidents. When the rectum
is overstuffed, poop just falls out.

Bedwetting and pee accidents.
A big ‘ol poop mass aggravates the bladder. |

Recurrent UTIs. ///, Extremely frequent and/or
Bacteria from overflowing | urgent peeing. You think, “AGAIN?
poop crawl up to the bladder. But you JUST peed!”

e Infrequent pooping. But daily pooping doesn't rule out constipation.

Pooping more than 2x/day. A stretched-out
rectum lacks the tone to evacuate fully.

Q Belly pain. Constipation is the #1 source of tummy ache in kids.

Skid marks or itchy anus. Clogged kids can't fully empty
@ —> bottom is hard to wipe |

—> poop stains.

—

Super-loose poop.
Some poop can ooze around
the large, hard rectal clog.

Continued trouble toilet training.
Your child may fear pooping or hide
to poop in diapers.

=" R
BedwettingAn,

dAccidents.com

[ o O'’rRegan press
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L Truths

Every Parent
Must Know

Some children don’t
outgrow bedwetting.

70%: 0dds a bedwetting 9-year-old, left
untreated, will wet the bed at 19 "

840,000: Number of U.S. tweens/teens
who wet the bed ?!

32: Percent of bedwetting teens/tweens
who also have daytime accidents !

Bedwetting is less likely to resolve
spontaneously if a child:

- wets the bed nightly
- also has daytime pee or poop accidents

Bedwetting is
NOT caused by:

e TRUTH Bedwetting is caused by
Siree s aciness #2 chronic constipation.

Underdeuslssed viadder

. - Poop piles up and stretches the rectum, which presses
Urine cuzriioduction PP P ! P

against and aggravates the bladder. X-rays prove it. When
constipation resolves and the rectum shrinks back to size,
research shows, bedwetting stops.

TRUTH Bedwetting should be
#3 treated around age 4-.

Waiting until age 7 does not serve the child. The longer the
rectum remains clogged and stretched, the more difficult the fix.

TRUTH Enemas work far better
#Y4  than alarms or medication.

Medication has a dismal success rate and, like an alarm, does
nothing to resolve the root cause: constipation. A regimen of
enemas + laxatives will resolve bedwetting for good.




MiraLAX Facts oo

on giving

You Didn't Know  rc%

Doctors rely too heavily on MiralLAX.

The problem with PEG 3350: Soft poop often oozes around the clog, solving nothing.
Chronically constipated kids also need enemas or glycerin suppositories (solid or liquid).

Draws water into the colon, softening
stool so pooping doesn't hurt.

WHAT MIRALAX

_ Dislodge the hard, rectum-clogging stool
WHAT MIRALAX Do mass that causes bedwetting and accidents.

H2

Enemas resolve

wetting far better MiraLAX is not a
than MiraLAX. lifetime solution

. . I
In a study of 60 children” who wet to COnStlpatIOI’l .
their pants daily, after 3 months:

Popethyene Gl 3350 P ot G Once constipation resolves, children
. . 7 oy , o should stay on osmotic laxatives for
of children treated with h EARSA 7 uce DALY O0SES -Reheyesqttﬁr'fe"g“umny y
PEG 3350 stopped wettin Y el oz() constupﬂs't"’gl 3 to 6 months and must:
. 0 “ ” .
@ PP g S « Eat “real” rather than highly

processed food
« Drink plenty of water
« Stay active
« Poop with feet on a tall stool

' of children treated with

85% ARCUENEN stopped wetting

Why? Because enemas let the rectal
diameter shrink back to normal size: < 3 cm.

After 3 months, rectal diameter of: I you worry about PEG 3350
+ PEG 3350 group: 5 cm safety, you have options.

 Enema group: 215 cm
Effective osmotic laxatives with unquestioned safety include:
+ Magnesium citrate (powder or capsules)
« Lactulose (prescription liquid)
+ Magnesium hydroxide (chewable tablets)

FDA-funded researchers are investigating whether PEG 3350
. triggers psychiatric symptoms, as some parents have reported.
A hilarious book So far, 100+ studies have found PEG 3350 safe for children.
about healthy pooping.

BedvellingAnd Aceidanis.cam

© Steve Hodges and Suzanne Schlosberg 2017 Design by DyanRothDesign.com * Glob Pediatr Health. 2016; 3: 2333794X16632941




Kid-Tested

L WAYS TO MAKE ENEMAS
5§ SCARY

enema tip to Let your child

typical poop. take control.
l Young ones can open Encourage deep
- S ‘ the package and tgke breathing, like
the cap off; older kids blowing out
Constipated kids’ jumbo can give themselves birthday candles.

stools are far wider than the enema.

an enema tip!

| Do a demo.
ﬂ:er d Squirt a sugar cube with

a syringe of water until
sm"d it starts getting mushy.
rfewdara. Kids love the visual. Gﬂve yourself

an enemad.

Yes, you! What better way
to show empathy and offer
a scouting report?

Screen time, a Starburst,
a dollar — whatever works!

Read “Bedwetting : -
& Accidents ren’t Try different
Your Favlt.” brands or
Your child will know - ingredients.
just what to expect. Add Iubncatlan, T gome kids, the

K-Y Jelly or Vaseline on shape of the tip matters.
the tip and/or your To others, liquid glycerin
child’s bottom will suppositories are gentler.

ease the way.

H (13 H 3 3 H H
’nil‘-s o For details read “11 Ways to Ease Your Child’s Fear of Enemas,” at BedwettingAndAccidents.com.
© Steve Hodges and Suzanne Schlosberg 2019 Illustration Copyright © 2019 Cristina Acosta Design by DyanRothDesign.com




Full Text of Key Studies

Link between constipation and enuresis, encopresis, UTls
(the O’'Regan studies):

- Relevance of constipation to enuresis, urinary tract infection and reflux. A review.
Yazbeck S, Schick E, O'Regan S., Eur Urol, 1987

- Constipation, bladder instability, urinary tract infection syndrome.
O'Regan S, Yazbeck S, Schick E., Clin Nephrol, 1985

- Constipation a commonly unrecognized cause of enuresis.
O'Regan S, Yazbeck S, Hamberger B, Schick E., Am J Dis Child, 1986

- Constipation and the Urinary System
Sean O'Regan, Salem Yazbeck and Eric Schick, "Pediatric Urology,” 1997; Chapter 16,
pp. 197-199
Effectiveness of enemas v. Miralax for treating enuresis
(comparison of rectal diameter):
- Daily Enema Regimen Is Superior to Traditional Therapies for Nonneurogenic Pediatric
Overactive Bladder
Hodges SJ, Colaco M. Global Pediatric Health, 2016, 3: 1-4
Safety of enemas in children:
- Systematic review: the adverse effects of sodium phosphate enema.
Alimentary Pharmacology and Therapeutics. Mendoza, J., Legido, J. 22 April 2007
Evidence that bedwetting will not spontaneously resolve in

some children:

- Differences in characteristics of nocturnal enuresis between children and adolescents:
a critical appraisal from a large epidemiological study.
Yeung, C, Sreedhar, B, et al. BJUI International. 6 April 2006
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© 1987 S. Karger AG, Basel
0302-2838/87/0135-031832.75/0

Relevance of Constipation to Enuresis,
Urinary Tract Infection and Reflux

A Review

Salam Yazbeck, Erik Schick, Sean O’Regan'!

Department of Pediatric Nephrology and Surgery, Centre de Recherche Pédiatrique, Hopital Ste-Justine,

University of Montreal, Que., Canada

Key Words. Constipation - Urinary tract infection - Enuresis

Abstract. Little attention has been afforded the relevance of constipation to urinary symptoms. Problems of

definition and measurement have contributed to this problem. A review of the literature suggests that rectal dilats-
tion may influence the function of the urinary tract leading to urinary tract infection and enuresis. Our studics

indicate that constipation may, by causing uninhibited bladder contractions, cause urinary tract infection, enuresis

and vesicoureteral reflux.

The world of medicine has undergone revolutionary
changes, with quantum leaps in information on various
organ systems being realized in the last 3 decades. As a
result, not only has specialization evolved concentrating
on single organ systems, but the explosion of knowledge
has been such that subspecialization based on elements
within organ systems is commonplace. Attention by spe-
cialists is usually focused on adjacent organ systems only
when infiltrative lesions are involved, distant derange-
ments occur due to hormonal effects or toxin accumula-
tion or when multi system organ dysfunctions occur due
to systemic disease. Consequently in the field of nephro-
urology relatively scant attention has been afforded to
observations relating derangements in bowel function
which might influence the function of the urinary tract
system.

During the past 5 years we have focused our attention
in our nephro-urology clinics to determining the rele-
vance of constipation to pediatric problems associated
with enuresis, urinary tract infection and vesicoureteral
reflux. We review evidence substantiating a role for con-
stipation in causing urinary symptoms.

Prior to puberty the pediatric abdominal and pelvic
cavities are one. As a result the close proximity of the
rectum to the posterior wall of the bladder is such that
any gross distention of the rectum could therefore result

in compression of the bladder, bladder neck obstruction
or distension of the urethra leading to abnormalities of

urinary tract function [1]. Shofpner [2] in 1968 demon-

strated that the presence of constipation has the poten-
tial for inducing gross distorsion of the bladder and ure-
thra in children. Though this report concentrated on
radiologic evidence of distorsion resulting from consti-
pation, of note was the fact that of the 39 children stud-
ied, 8 had reflux, 21 also had enuresis and 2 had recur-
rent urinary tract infection. The relevance of these ab-
normalities to the constipation was not discussed. Neu
mann et al. [3] in 1973 noted the association of consti-
pation and recurrent urinary tract infection in children.
On occasion they also noted the presence of reflux in
these constipated children and they indicated that the
aggressive treatment of constipation resulted with ifs
resolution of associated urinary tract infection. In addi-
tion these workers made the point that constipation was
not sought commonly as a complaint because: (a) the
doctors did not inquire; (b) bowel preparation prior to
radiologic studies resulted in evacuation, eliminating
radiologic signs of constipation, and (c) mothers did not
volunteer the information because of either lack of

! Supported by a grant from the Hospital for Sick Children Four,
dation (Toronto) and NATO. :
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tnowledge of the presence of constipation or because it
#as not a dominant presenting complaint.

Progress in this field has been hampered by the lack of
istandard definition of constipation. Also a method of
neasurement of rectal abnormality which would corro-
ate with the presence of constipation and which was rec-
rdable and therefore free of observer bias was not gen-
rally available.

Progress in the past decade has enabled the develop-
nent of methods and definitions which go someway to
rhieving these ends. We [4] therefore define functional
onstipation as being present if any of the following are
yesent: (1) more than a 72-hour interval between bowel
novements; (2) the presence of an overflow fecal incon-
inence (soiling or encopresis); (3) the passage of smail
urd scibalous stools with intermittent passage of large
tools; (4) poor emptying and dilatation of rectal ampulla
fler defecation as determined by rectal examination,
nd (5) grossly decreased level of perception and in-
reased tolerance of balloon insufflation in the presence
fnormal anorectal relaxation during rectal manometry,
ombined with any element of the above.

We performed rectal manometric studies using an air-
iled balloon system. We noted the smallest inflation
olume perceived by the patients, the volume at which
gaxation of the internal sphincter occurred and the
iximum inflation volume that was tolerated by the
atients without pain or discomfort [5]. The diagnosis of
onstipation is a diagnosis to be made by a physician
ith appropriate questioning (quantity and quality of
tools, frequency of defecation, etc.) and physical exam-
ntion. A convenient way of avoiding being misled is to
btain a written record of stool frequency and quality at
llow-up visits.

Similarly apart from radiologic studies, acceptable
rasurements and recording of bladder and urethral
iction under normal and abnormal conditions were
enerally not available. However, the advent of tech-
iques to assess urodynamics has led to the identifica-
in of uninhibited bladder contractions as a common
inding in children with urinary tract infection. The pres-
ice of uninhibited bladder contractions were deter-
tined by urodynamic studies using a DISA 1200 system
i} Bladder instability was considered present if at least
ne of these elements were identified: (1) the presence of
minhibited contractions of the detrusor during the fill-
i phase of the bladder with an amplitude equal or
rater than 15 cm of water and (2) the occurrence of
ktrusor contraction at the end of or after urinary
low.

Constipation and Urinary Tract Infection

Using these criteria for constipation and uninhibited
bladder contractions we studied 47 children with recur-
rent urinary tract infections [6]. In all these patients fol-
low-up urodynamic studies indicated uninhibited blad-
der contractions.They were also constipated. Enuresis
was present in 32 and encopresis in 21. Aggressive treat-
ment of the constipation resulted in cessation of infection
in 44 of the 47 children, enuresis in 22 of 32 patients and
encopresis in 20 of 21 patients and an improvement of
bladder function as indicated by cessation of uninhibited
contractions in 12 who underwent repeat studies. These
results were achieved by appropriate dietary advice (in-
crease fiber comntent) and by aggressive treatment of con-
stipation utilizing a phosphate soda enema daily for 1
month, every other day for a further month and twice
weekly or more often if required for a third subsequent
month. This was in order to allow for return of normal
rectal tone by a dilated hypotonic rectum. Of interest was
that many of the patients studied had no prior history, or
a history of constipation was denied. Normal bowel hab-
its were perceived by patients and parents even in the
presence of proven rectal reservoirs of feces by rectal
examination and rectal manometry and on occasion even
with encopresis. White and Taylor [7] have also noted the
frequent presence of constipation with urinary tract in-
fection as have Smellie et al. [8]. A retrospective analysis
of the incidence of urinary tract infection in patients with
Hirschprung’s disease, a constipating entity, disclosed a
much increased frequency of infection prior to and after
surgery [9]. An increased incidence of bacteruria occurs
in rats with fecal retention [10].

Constipation and Enuresis

Therapy for enuresis presents a major problem for
pediatric nephrologists and urologists. Psychologic stress
inflicted on the patients by discomfort of bed wetting and
by parental reaction is considerable. As a result numerous
therapeutic modalities have been used including alarm
devices and systemically acting drugs, none of which is
completely satisfactory [11]. The exact etiology of enure-
sis is unknown. However, we did note a very high inci-
dence of enuresis in girls with urinary tract infection and
constipation [6]. The enuresis resolved upon treatment of
constipation. We therefore studied 22 patients with enur-
esis [4]. We noted that in over 40% of these cases enco-
presis or soiling was also present but was considered a
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minor symptom. By history, physical examination inciud-
ing rectal examination and rectal manometric studies,
constipation was an extremely common though often
unrecognized accompaniment of enuresis. These patients
had uninhibited bladder contractions similar to that pre-
viously observed by Berger et al. [12] who also noted a
decreased bladder capacity in relation to age in many of
these patients, a phenomenon similarly noted by us.
Aggressive treatment of constipation resulted in rapid
resolution of enuresis without any form of pharmocologic
drug therapy. Our studies strongly implicate unrecog-
nized rectal distension as an etiologic factor in enuresis.
As previously stated, Shopfner [2] in discussing uri-
nary tract pathology associated with constipation also
noted that 54% of these patients were enuretic. Similarly
Baumann and Hinman [13] described the treatment of
incontinent boys with nonobstructive disease of the uri-
nary tract. These children had encopresis and enuresis.
Hypnotherapy was emphasized for the therapy of the
enuresis. However, they did note that aggressive treat-
ment of constipation including, if necessary, digital eva-
cuation of the rectum was required prior to cessation of
enuresis. This fact suggests to us that the constipation was
the primary element in causing enuresis. We have also
noted uninhibited bladder contractions in children who
were constipated but did not have urinary symptoms [4].
Uninhibited bladder contractions in the absence of uri-
nary incontinence can occur in situations in which ure-
thral constriction can overcome the increased intravesi-
cal pressures induced by uninhibited contractions [14].
The presence of uninhibited contractions in otherwise
asymptomatic but constipated children [4] suggests a
cause and effect relationship. Drug therapy directed to-
wards the suppression of uninhibited bladder contrac-
tions in enuretic [15] or refluxing patients [16] may be
successful. However, aggressive treatment of constipa-
tion, a therapy directed against a common etiologic factor
causing bladder abnormalities, may be more beneficial.

Constipation with Vesicoureteral Reflux

Though little attention has been paid to the observa-
tion, constipation was noted to cause dilatation of the
urinary system [16]. Dilatation of the urinary tract, espe-
cially the bladder, but also the ureters was noted by
numerous authors to occur in association with Hirsch-
sprung’s disease [17-19]. In addition successful treat-
ment of Hirschsprung’s disease may result in resolution
of the vesicoureteral reflux [20]. Kottmeier and Clatt-

worthy [21] noted a similar incidence of vesicoureteral
reflux in children with severe functional constipation:

and those with Hirschsprung’s disease. We noted cons

pation to be present in patients with primary vesicoure:
teral reflux [22]. Though numbers did not allow fora
controlled study, we did note rapid resolution of reflux
with aggressive treatment of constipation in the absence?
of antibiotic therapy, or anticolinergic therapy for treat-
ment of associated inhibited bladder contractions. Simi-
larly White [23] noted that resolution of infection with
reflux is more easily attained when accompanying con-
stipation is aggressively treated. These reports sugges:
that constipation is a nonfortuitous phenomenon occur-
ring in patients with vesicoureteral reflux and may be of
major etiologic importance. Consequently this phenomé
enon may be a major factor of contention in the interpre:

tation of the medical-surgical prospective study of the

International Study on Vesicoureteral Reflux since, in
the medical protocol, avoidance of constipation is em-
phasized whereas this factor is not considered in the sur-

gical approach to therapy [24].

Hinman [25] made note of the fact that the consti
pated child may have an evolution of encopresis leading

to enuresis, to urinary tract infection and eventually to
vesicoureteral reflux. Though the symptom complex was
attributed by him to behavioral characteristics, perhaps
constipation may be the initiating factor as resolution of
reflux and enuresis followed therapy including treatmen
of encopresis [26]. The precipitating cause of constipa
tion may be due to short episodes of psychologic stress
(e.g., to early aggressive toilet training, to anal fissure
etc.), causes that may be long resolved but which, how
ever, may result in persisting constipation.

Studies by Bailey et al. [27] noted a 55% incidence of
abnormal anal sphincter electromyograms in children
with enuresis and urinary tract infection. These observe-
tions substantiate the possibility that abnormaiities of th¢
rectum may cause enuresis, urinary tract infection and
reflux in children. The observation that children with
functional constipation may have uninhibited contrac
tions of the bladder in the absence of urinary symptoms
strongly supports this possibility. Because the rectal
sphincter and the urethral sphincter, together with the
perineal musculature is considered as a single physiologic
unit, with voluntary rectal sphinter contraction, const
quent concomittant urethral sphincter contraction o
curs. This urethral sphincter contraction, in turn, may be
responsible for a dyssynergistic voiding pattern with set-
ondary bladder instability, enuresis, urinary tract infec
tion, and/or vesicoureteral reflux possibly ensuing. Thuss
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Epectrum of disease may exist of constipation with unin-
liited bladder contractions in the absence of urinary
?mptoms or with enuresis, urinary tract infection and
esicoureteral reflux. Because of the high spontaneous
esolution rate of vesicoureteral reflux, a long-term con-
!folled trial of constipation treatment would be required to
ibstantiate the thesis of a cause and effect relationship.
Since the intestinal transit time in children with func-
lional constipation is normal, oral therapy alone directed
bmaintenance of an empty rectum is inappropriate [28].
i‘hough we have achieved satisfactory success using phos-
EJhate soda enema therapy, factors of cost as well as patient
fiscomfort and inadequate volume to achieve consistent
ﬁnd complete rectal evacuation have arisen. A more
ippropriate and satisfactory approach is the use of saline
memas (5 ml of salt in 1 liter of warm water). Using a bag
ield 2 feet above the patient an adequate volume will be
infused under gravity. The incidence of cramps is less with
lis method [Murray, R., personal commun.].

© The morbidity associated with enuresis, urinary tract
infection and reflux is so high and constipation a condi-
fion easily amenable to resolution with aggressive ther-
ipy that extreme care should be exercised in determining
shether constipation is present in children presenting
yith these complaints, so that therapy for constipation
may be instituted and thus aid in the resolution of the
irinary symptoms.

. References

1 O’'Regan, S.; Yazbeck, S.: Constipation: a cause of enuresis, uri-
nary tract infection and vesico-ureteral reflux in children. Med.

- Hypotheses 17: 409-413 (1985).

1 Shopfner, C.E.: Urinary tract pathology associated with consti-

~ pation. Radiology 90: 865-877 (1968).

3 Neumann, P.Z.; de Domenico, 1.J.; Nogrady, M.B.: Constipa-

: tion and urinary tract infection. Pediatrics, Springfield 52: 241~

. 145 (1973).

4 O'Regan, S.; Yazbeck, S.; Hamberger, B.; Schick, E.: Constipa-

. tion a commonly unrecognized cause of enuresis. Am. J. Dis.

i Child. 140: 260-261 (1986).

‘5 Meunier, P.; Mollard, P.; Marechal, J.M.: Physiopathology of

i mega rectum: the association of megarectum with encopresis.

i Gut 17:224-227 (1976).

i O'Regan, S.; Yazbec, S.; Schick, E.: Constipation, bladder insta-

© bility, urinary tract infection syndrome. Clin. Nephrol. 23: 152—

[ 154 (1985).

.1 White, R.H.R.; Taylor, C.M.: The non-operative management of

. primary vesicoureteric reflux; in Johnson, Management of vesi-

© coureteric reflux, pp. 117-136 (Williams & Wilkins, Baltimore

©1984).

'$ Smellie, J.M.; Katz, G.; Griineberg, R.N.: Controlled trial of

¢ prophylactic treatment in childhood urinary tract infection.

. Lancet ii: 175-178 (1978).

9

10

1

—

12

14

15

16

17

18

19

20

2

—

22

23

24

25

26

27

28

Yazbeck, S.; O’Regan, S.: Hirschsprung’s disease and urinary
tract infection: unrecognized association. Nephron 43: 211-213
(1986).

Breda, G.; Bianchi, G.P.; Bonimi, U.; Piacentini, I,; Farello, G.:
Faecal stasis and bacteriuria: experimental research in rats.
Urol. Res. 2: 155-157 (1975).

Kass, E.J.; Diokno, A.C.; Montealergre, A.: Enuresis: principles
of management and result of treatment. J. Urol. 121: 794-796
(1979).

Berger, R.M.; Maizels, M.; Moran, G.C.; Conway, J.J.; Firlit,
C.F.: Bladder capacity (ounces) equals age (vears) plus 2 predicts
normal bladder capacity and aids in diagnosis of abnormal void-
ing patterns. J. Urol. 129: 347-349 (1983).

Baumann, F.W.; Hinman, F.: Treatment of incontinent boys
with nonobstructive disease. J. Urol. 111: 114-116 (1974).
Koff, S.A.: Disordered vesico-urethral function in the pathogen-
esis of urinary infection and vesico-ureteric reflux; in Johnson,
Management of vesicoureteric reflux, pp. 67-81 (Williams &
Wilkins, Baltimore 1984).

Smey, P.; Firlit, C.F.; King, L.R.: Voiding pattern abnormalities
in normal children. Results of pharmacologic manipulation. J.
Urol. 120: 574-577 (1978).

Koff, S.A.; Murtagh, D.S.: The uninhibited bladder in children:
effect of treatment of recurrence of urinary tract infection and
on vesico-ureteral reflux resolution. J. Urol. 130: 1138-1141
(1983).

Savage, J.P.: The deleterious effect of constipation upon the
reimplanted ureter. J. Urol. 109: 501-503 (1973).

Swenson, O.; Fisher, J.M.: The relationship of megacolon and
megaloureter. New Engl. J. Med. 253: 1147-1150 (1955).
Ehrenpreis, T.: Hirschsprung’s disease, pp. 60-61 (Year Book
Medical, Chicago 1970).

Sieber, W.K.; Soave, F.: Hirschsprung’s disease. Curr. Probl.
Surg. 15: 14-15 (1978).

Kottmeier, P.K.; Clattworthy, D.W.: Aganglionic and functional
megacolon in children - a diagnostic dilemma. Pediatrics,
Springfield 36: 572-582 (1965).

O’Regan, S.; Schick, E.; Hamberger, B.; Yazbeck, S.: Constipa-
tion associated with vesico-ureteral reflux. Urology 28: 394-396
(1986).

White, R.: Reflux nephropathy. Update: 1983. Discussion.
Contr. Nephrol., p. 249 (Karger, Basel 1984).

Medical versus surgical treatment of primary vesicoureteral
reflux: A prospective international reflux study in children. J.
Urol. 125: 277-283 (1981).

Hinman, F.: Urinary tract damage in children who wet. Pediat-
rics, Springfield 54: 143-150 (1974).

Hinman, F.; Bauman, F.W.: Vesical and ureteral damage from
voiding dysfunction in boys with neurologic or obstructive dis-
ease. J. Urol. 109: 727-732 (1973).

Bailey, J.A.; Powers, J.J.; Wayeonis, G.W.: A clinical evaluation
of electromyography of the anal sphincter. Archs phys. Med.
Rehabil. 51: 403-408 (1970).

Corazziari, E.; Cucchiara, S.; Staiano, A.; Romaniello, G.; Tam-
burrin, O.; Torsoli, A.; Auricchio, S.: Gastrointestinal transit time,
frequency of defecation, and anorectal manometry in healthy and
constipated children. J. Pediat. 106: 379-882 (1985).

Sean O’Regan, MD, Department of Pediatric Nephrology
Centre de Recherche pédiatrique, Hopital Ste-Justine
3175 Cote Ste-Catherine, Montreal, Que. H3T 1CS (Canada)

22



Clinical Nephrology, Vol. 23, No.3 — 1985 (pp. 152-154)

Constipation, bladder instability, urinary tract

infection syndrome

S. O’REeGAN, S. Yazeeck and E. ScHick

Department of Pediatrics, Université de Montréal, Centre de Recherche Pédiatrique, 3175,
Chemin Céte Sainte-Catherine, Montréal, Québec, Canada H3T 1C5

Abstract. Forty-seven children with recurrent urinary tract infection were noted to have large
fecal reservoirs by rectal examination and rectal manometry. Constipation was accompanied
in the majority by enuresis and/or encopresis. Urodynamic studies indicated uninhibited
bladder contractions. Aggressive treatment of the constipation resulted in cessation of
infection in 44 patients, enuresis in 22 of 32 patients and encopresis in 20 of 21 patients and an
improvement in bladder function with cessation of all other forms of treatment.

Key words: urinary tract infection — constipation — bladder contractions

Introduction

Recent studies have indicated that some children
may have urodynamic abnormalities associated with
recurrent urinary tract infections in the absence of
radiologic abnormalities of the urinary tract [Allen
and Bright 1978, Firlit et al. 1978, Smey et al. 1978]. It
has been indicated in one study that abnormal bowel
habits as determined by parental response to question-
ing may be observed in some patients with urinary
tract infection [Neumann et al. 1973]. Distortion of
the urinary tract system associated with constipation,
though in the absence of urinary tract infection has
also been reported [Shopfner 1968]._Also anal clec-
tromyography has been reported as abnormal in 57%
of children with urinary tract infection [Bailey et al.
1970]. We describe the association of constipation,
commonly unrecognized, with uninhibited bladder
contractions as determined by urodynamic studies in
children with symptomatic urinary tract infection
without radiologic evidence of anatomic abnormality.

Patients and methods

The identification of several children investigated
for recurrent urinary tract infection who had uninhi-
bited bladder contractions and functional constipa-
tion, all of whom had large fecal reservoirs as deter-
mined by rectal examination and rectal manometry,
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led to the investigation of 47 patients who had no
evidence of radiologic abnormality but had a similar
pattern of abnormal bladder contractility and recur-
rent urinary tract infection. All were girls, with a
mean age of 8.2 +£ 2.53 years (1 SD) and a mean
duration of symptoms of 3.7 £ 2.28 years (1 SD).
Mean age of onset of first urinary tract infection was
4.6 + 2.26 years. Close questioning of the parents of
several children did disclose elements suggesting the
presence of chronic constipation. However, in 21
cases, constipation was denied as a symptom. All
patients had been referred for assessment because of
culture proven recurrent urinary tract infection with
(32 patients) or without (15 patients) enuresis. Twenty
one patients had mild encopresis. Radiologic investi-
gation in all had been negative. Three patients had an
anterior anus as determined by a decreased distance
between the anal orifice and the vestibule. Because of
the identification of the typical urodynamic tracings of
an unstable bladder, later patients underwent directly
rectal manometry in the absence of a history of
constipation or encopresis. All patients had normal
renal function as determined by normal plasma
creatinine levels.

Urodynamic studies were performed using a DISA
2100 Urosystem

The patient was placed in a lithotomy position.
After desinfection and draping, a 7-F single microtip
transducer catheter was passed into the bladder per
urethram and the bladder was filled. A balloon filled
with water was placed in the rectum to register intra-
abdominal pressure variations. Circular surface elec-
trodes were placed on each side of the anus, and were
used for perineal electromyography.
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The child was seated on a flowmeter chair and
data were recorded on a six channel recorder. The
recorder noted simultaneously the total bladder
pressure, the intra-abdominal (rectal) pressure and the
intrinsic bladder pressure, obtained by the substrac-
tion of the rectal pressure from the total bladder
pressure. The bladder was filled with NaCl 0.9% at
room temperature and 2 to 3 complete voiding cycles
were registered on each child.

Bladder instability was considered present if at
least one of these elements was identified:

1. The presence of uninhibited contractions of the
detrusor during the filling phase of the bladder
with an amplitude equal or greater than 15 cm
HzO.

2. The occurence of detrusor contraction at the end
of or after urinary flow.

Rectal manometry performed as follows

Rectal manometric studies were done using a
Beckman 710 recorder with a Shuster air filled balloon
system [Menuier et al. 1967]. We noted the smallest
inflation volume perceived by the patient, the volume
at which relaxation of the internal sphincter occurred
and the maximal inflation volume that was tolerated
by the patient without pain or discomfort.

Functional constipation was deemed present
when the following elements were noted:

1. Decreased perception and increased tolerance in
response to large volume stimulation by the
rectal balloon.

2. The presence of a normal rectal-anal reflux.
Twelve patients had been treated with oxybuty-

rin chloride (Ditropan) to inhibit abnormal bladder
contractions without satisfactory response. All these
patients  with  functional  constipation  were
treated with a phosphate-soda enema (Fleets) once a
day for onc month and once every other day for the
2nd month to maintain the dilated rectum empty and
prevent re-accumulation while awaiting the return to a
normal rectal tone. All other forms of treatment were
stopped [oxybutyrin chloride (Ditropan, antibiotics)]
when the enema treatment was initiated.

Results

A consistent pattern of uninhibited bladder con-
tractions was observed in all patients studied, consist-
ing of detrusor contraction during the filling phase of
the bladder with an amplitude equal or greater than
15 cm H,O or the presence of detrusor contraction at
the end of or after urinary flow [Allen and Bright
1978, Firlit et al. 1978].

Though sensation under normal circumstances
can be determined when the balloon of the rectal
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Fig. I Bladder capacity in 36 children with urinary tract infection

and constipation. Upper and lower lines indicate 95% confidence
limits [Berger et al. 1983].

manometer is inflated with 5ml to 10 ml of air the
majority of these children had poor perception of
rectal distension until at least 40 ml had been instilled
into the balloon. All patients could tolerate balloon
distension of 80 to 110 ml (maximal balloon insuffla-
tion volume; 110 ml, 6.7 cm diameter) without
experiencing any discomfort. A majority of patients
had a decrease in urinary bladder capacity. Three
patients were noted to have an anterior anus.

Dramatic improvement was evident in all patients
who followed the enema regimen. At follow-up clinic
visits during which cultures were done only 3 patients
had further episodes of urinary tract infection after
initiation of treatment. At follow-up, constipation
persisted in 2 patients. Enuresis ceased in 22 patients
and improved (1 night/wk to month) in 7. Encopresis
resolved in 20 patients. Two of 3 patients who did not
respond completely were noted to have refused to
follow the enema regimen appropriately. At follow-
up of 17 to 9 months (mean 12 £ 2), elimination of
constipation resulted in dramatic symptomatic and
psychologic improvement in 44 patients. In 12
patients in whom follow-up urodynamic studies were
done, normal bladder function as determined by
urodynamic studies has been attained. Control rectal
manometry was performed in some patients and
showed perception to lower volumes of balloon
insufflation.

Discussion

Functional constipation has been associated with
radiologic distortion of the urinary system in the
presence and absence of urinary tract infection
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[Neumann et al. 1973, Shopfner 1968]. We describe
the association of rectal reservoirs of feces and uninhi-
bited bladder contractions with enuresis, encopresis
and recurrent urinary tract infection. In many of the
patients studied there was no prior history or a history
of constipation was denied. Normal bowel habits
were perceived by patients and parents even in the
presence of proven rectal reservoirs of feces by rectal
examination and rectal manometry and on occassion
even with encopresis. Close questioning however,
indicated that patients had been toilet-trained very
early in childhood and either had large infrequent
stools or incomplete evacuation as determined by
rectal examination after defecation. Elimination of
constipation resulted in dramatic symptomatic
improvement with cessation of urinary tract infection
and enuresis even in the presence of some continuing
abnormal bladder contractility.

Uninhibited bladder contraction is typical of that
seen in infancy before full maturation of cortico-spinal
control of bladder activity is achieved [Smey et al.
1978]. It is possible that the presence of abnormal
contractions is indicative of arrest in the development
of normal detrusor peroneal synergism, possibly due
to chronic constipation.

Another possibility is that day wetting might
induce voluntary peroneal contraction resulting in
functional constipation. However, the elimination of
enuresis and urinary tract infection after the treatment
for constipation, as well as the fact that constipation
and secondary encopresis preceeded urinary symp-
tomatology in several patients, militates against this
possibility. —

It is possible that the compression of the bladder
due to pressure from a rectal fecal reservoir might
serve to trigger such unhibited bladder contractions.
However, such contractions are not observed in
pregnancy when the bladder is compressed by the
gravid uterus. Since the innervation of the rectum and
bladder are both from S2-4, it is possible that the
development of constipation might precipitate, due to
stimulation of the detrusor and consequent incoordi-
nation between detrusor contraction and external
bladder sphincter relaxation.

One can surmize that in chronically severe con-
stipated patients the rectum is never empty. In this
case, the external sphincter of the anus remains the
main if not the only means of rectal continence. It
then is contracted continuously by the normal reflex
mecanism and by voluntary action. Anal electro-
myography has been reported to be abnormal in
children with urinary tract infection [Bailey et al.
1970]. Since concomittant contraction of the external
sphincter of the bladder and the anus normally occurs,
the presence of a continuous contraction of the anal

sphincter would induce the continuous contraction of
the bladder sphincter resulting in urinary symptoms.
This may explain the observation of Bailey et al.
[1970] who noted a 57% incidence of abnormal anal
electromyography in children with recurrent urinary
tract infection. Elimination of constipation would
result in cessation of voluntary anal and consequent
urethral sphincter contraction, thus allowing for
attainment of a more normal voiding pattern. This
theory best explains the dramatic success of elimina-
tion of constipation in our patient series and is
subtantiated by the observation of an extremely high
incidence of urinary tract infection in children with
Hirschsprung’s disease [O’Regan and Yazbeck 1984].

Pharmacologic manipulation has been utilized in
the management of children with dysfunctional void-
ing problems with some success [Firlit et al. 1978,
Smey et al. 1978]. However, pharmacologic manipu-
lation based on urodynamic studies may result in
variable symptomatic improvement without elimina-
tion of a possible primary cause i.e., functional
constipation. Our experience indicates that the associ-
ation of constipation and recurrent urinary tract
infection is a frequent uncommonly recognized symp-
tom complex. Rectal examination should be per-
formed on all patients with recurrent urinary tract
infection.
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CONSTIPATION: A CAUSE OF ENURESIS, URINARY TRACT INFECTION AND VESICO-
URETERAL REFLUX IN CHILDREN

S. O'Regan and S. Yazbeck. Pediatrics and Surgery Department, Nephrology
Division, Université de Montr&al, Centre de Recherche Pédiatrique,
H3pital Sainte-Justine, 3175 Chemin Sainte-Catherine, Montreal, Quebec,
Canada H3T 1C5. (reprint requests to SOR)

ABSTRACT

The observation that constipation alone may induce uninhibited bladder
contractions in children and is associated with recurrent urinary tract
infection in childhood suggests an etiologic association (1). Rectal
distension due to faecal retention in chronic functionmal constipation
causes bladder distortion (2) and may cause stimulation of detrusor
stretch receptors resulting in detrusor peroneal dyssynergism. Distor-
tion of the trigonal area may result 1in failure of ureteral valve
competence and allow for vesico-ureteric reflux.

INTRODUCTION

The causes of recurrent urinary tract infection, enuresis and vesico-
ureteric reflux 1in the absence of anatomic abnormality are unknown.
Studies investigating recurrent urinary tract infection in children in
the absence of radio-urologic abnormalities have concentrated on the
identification of particular characteristics of infecting bacteria
resulting in urinary tract infection such as pili formation and host
bladder wall receptors (3). The latter postulate infers that urinary
tract infection 1s caused by infecting'organism characteristics suggest-—
ing that it may be an infectious disease. This is not so. Enuresis has
been attributed to abnormalities of neural control of bladder function
(4) and has been treated with alarm systems (5) or with systemically
acting drugs such as Imipramine and Vasopressin to decrease urinary
output (7), none with a satisfactory result. Vesico-ureteric reflux in
children has been attributed to abnormalities of ureteric insertion of
the ureter into the bladder wall (8). However, the observations that
reflux spontaneously resolves suggests that previous congenital anatomic
abnormalities spontaneously resolve, an unlikely proposition (9).

Recurrent urinary tract infection in children

Recurrent urinary tract infection in children as shown by epidemiologic
studies has an incidence of up to 3% in North American children (10).

409
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Treatment usually consists of antibiotic therapy of infectious episodes
or chronic prophylactic therapy. Urinary tract infection usually
resolves at the end of the first decade or beginning of the second
decade of 1life. 1In 1967, Shofpner et al. studying bladder and ureteral
distortion due to constipation in 36 children noted that 3 of them had
recurrent urinary tract infection (2). Neumann et al. noted the fre-
quency of abnormal bowel habits, specifically constipation, in associa-
tion with urinary tract infection in children and noted a high incidence

of resolution of recurrent urinary tract infection with treatment of the
constipation (1l1).

In a study of 47 children (1) 1t was noted, utilizing urodynamic and
rectal manometric studies, that constipation was a constant associated
condition. Constipation was measured not subjectively but objectively
by measuring rectal ampulla capacity and rectal sphincter response to
air balloon insufflation thus providing a measurement of constipation
not subject to observer bias. Fifty percent of the mothers denied
constipation as a symptom though questioning the individual children
indicated defacation episodes of 2 to 3 times per week in the majority
of cases. Aggressive treatment of the constipation resulted in resolu-
tion of all the recurrent urinary tract infections and also of asso-
ciated enuresis in 67% of those who had it. These studies indicated the
association of constipation with urinary tract infection.

A retrospective study of the 1incidence of urinary tract infection in
Hirschsprung's disease (12), a constipating congenital abnormality of
the large bowel, indicated an incidence greater than that normally
observed in infancy. The study suggests that constipation may contribu-
te to the development of recurrent urinary tract infection in children.
The fact that the rectum may be abnormal 1in these children, substan-
tiates the studies of Balley et al. (13) who demonstrated abnormal anal
electromyography in 57% of children with urinary tract infection.

Three possibilities exist as to how constipation may be associated with
urinary tract infection:

a) the presence of recurrent urinary tract infection may allow for the
development of constipation;

b) the presence of uninhibitable bladder contractions against a closed
ureteral sphincter would lead to intermittent urinary wetting.
Efferts to maintain continence would lead to ureteral and simulta-
neous anal sphincter contractions resulting in constipation;

c) the presence of constipation with a faecal reservoir would compress
the bladder causing stimulation of stretch receptors resulting in
uninhibited bladder contractions. Detrusor contraction would force
urine down into the urethra against the closed external sphincter
resulting in reflux of urine contaminated with bacteria back up from
the urethra resulting in bladder infection;

d) chronic constipation 1s associated with external anal sphincter
contractions (voluntary or reflex). This 1leads to simultaneous
bladder external sphincter contraction leading to failure of normal
development of detrusor contraction/peroneal relaxation synergism.

410
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Constipation and enuresis

Urodynamic studies in children with constipation in the absence of other
symptomatology demonstrated uninhibited bladder contractions (1).
Further studies in children with enuresis also demonstrated uninhibited
bladder contractions with decreased bladder capacity as seen in children
with recurrent urinary tract infection (l1). Aggressive treatment of
constipation in boys and girls with enuresis resulted in resolution of
their enuresis. A decrease in bladder capacity 1s noted in enuretics
(14) and may be due to bladder compression by the rectum. Shopfner (2)
noted that 54% of 36 patients with constipation were enuretic. It was
also noted by Bailey et al. (13) that 55% of the children with enuresis
had abnormal anal electromyography substantiating the postulate indica-
ting that constipation is an etiologic factor.

Vesico-ureteric reflux and constipation

Several series of children with Hirschsprung's disease have shown mega-
ureter with dilatation of the genito-urinary tract (15,16,17). Kottmeir
et al. noted a similar incidence of this phenomenon in children with
functional constipation (17). Also constipation has been observed to
cause hydronephrosis (18,19). Surgical resolution of Hirschsprung's
disease may result in return to normal of the uretero-calyclal dilata-
tion (20). Since innervation of the bladder in Hirschsprung's disease
is normal (21), a similar neuro-etiology for bladder and ureteric
dilatation 1is not tenable. Children with vesico-ureteric reflux in the
absence of anatomic abnormalities have uninhibited bladder contractions
with dysfunctional voiding patterns (22). Treatment with cholinergic
drugs such as Oxybutyrin may result 1in a decrease in the degree or
resolution of the reflux by depressing uninhibited bladder contractions
(22). Our observation that children with vesico—-ureteric reflux are
commonly constipated suggested to us that a spectrum of abnormalities of
recurrent urinary tract 1infection, enuresis and vesico-ureteric reflux
all of which are assocliated with uninhibited bladder contractions in
childhood may be secondary to bladder distortion by chronic functional
constipation. Since aggressive treatment of constipation results in
resolution of enuresis, and recurrent urinary tract infection, with
resolution of non 1inhibited bladder contractions, we propose that
vesico—~ureteric reflux on which volumes have been written (20) may be
caused by chronic constipation.

The constipation may be undetected because:

a) physician does not inquire;

b) the mother is unaware since she will not document bowel motions in
children when it 1is not a primary complaint;

c) because 1its presence may be over shadowed by symptomatology from
recurrent urinary tract infection or psychologic trauma produced by
enuresis;

d) because of bowel preparation prior to radiologic investigationm.

The cumulative evidence may be summarized as follows:

1) Uninhibited bladder contractions are common to enuresis, recurrent
urinary tract infection and vesico-ureteral reflux.

411
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2)

3)

4)

5)
6)

10.

11.

12.

13.

Constipation is associated with recurrent urinary tract infection in
children. Treatment of constipation results in resolution of
infection.

Constipation 1is associated with obstructive uropathy and reflux in
children with Hirschsprung's disease and functional megacolon.
Urinary tract infection is increased in Hirschsprung's disease with
or without obstructive uropathy. Treatment of the constipation
results in resolution of urinary tract dilatation.

Enuresis and decreased bladder capacity 1is associated with
constipation.

Pogterior bladder wall distortion may be caused by constipation.
Constipation may be the common etiologic factor causing bladder
distortion and unhibited detrusor contraction resulting in enuresis,
recurrent urinary tract infection and vesico-ureteral reflux.
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Constipation and the Urinary System

—

—_—

A major drawback in studying relationships between constipa-
tion and abnormalities of the urinary system has been the lack
of a standard definition of constipation. In addition, a method
of measurement of rectal abnormalities which could be cor-
related with the presence of constipation and which was
recordable has only recently been available. The availabilivy
of rectal manometry has allowed for the assessment of rectal
function in evaluation of constipation. We consider consti-
pation to be present if one or more of the following criteria
are present:

o More than 72 h interval between bowel movements,

e The presence of overflow fecal incontinence (encopresis or
soiling).

e The passage of small hard scybalous stools with intermittent
large stools.

o Incomplete rectal emptying as determined by rectal examina-
tion after defecation.

» Grossly decreased level of perception and increased tolerance
to balloon insufflation in the presence of a normal rectoanal
relaxation on rectal manometry, combined with any of the
above elements.!™

Rectal manometry allows the operator to determine the
smallest rectal distention perceived by the patient, the volume
at which relaxation of the internal sphincter occurs and the
maximal volume that can be tolerated by the patient without
discomfort or pain.'

This facilitates the diagnosis of constipation, especially as
norms for manometty have already been established for chil-
dren. The diagnosis of constipation is to be made by a physician
with appropriate questioning on quantity and quality of stools
and frequency of defecation, and physical examination. A
simple question to the mother as to whether the child is
constipated or not allows for a misdiagnosis to be made on the
basis of arbitrary definitions. A convenient way of avoiding
being misled is to obtain a written record of stool frequency
and quality at follow up visits.

Similarly, the advent of techniques to assess urodynamics
has led to the identification of non-inhibited contractions? of
the bladder in patients with urinary tract infection, and on
Occasion enuresis and vesicoureteral reflux.

Constipation and Urinary Obstruction

Prior 1o puberty the child’s abdominal and pelvic cavities are
one. As a result the close proximity of the rectum to the

posterior wall of the bladder is such thar any gross distension
of the rectum by stools has been reported 1o result in compres-
sion of the bladder, with bladder neck obstruction or distension
of the urethra leading to urinary obstruction.?

Constipation and Urinary Tract Infection

Leishman, in 1939, suggested that constipation did not play a
role in urinary tract infection in adults.® In a serics of 39
patients, Shopfner demonstrated, in 1968, that the presence of
constipation has the potential for distorting the bladder wall
and urcthra.® Of the 39 patients, eight had reflux, 21 had
enutesis and two had urinary trace infection. Campbell®® de-
scribed the lazy bladder syndrome as consisting of recurrent
cystitis, urinary dribbling and constipation. Neumann et al.!! in
1973, noted the presence of constipation in children who
presented with anomalies ranging from recurrent urinary tract
infection to mild or severe vesicoureteral reflux. Constipation
was diagnosed on the basis of a history of infrequent bowel
motions and the radiologic evidence of accumulated feces.
Aggressive treatment of constipation resulted in resolution
soiling, with proven rectal reservoirs of feces as determined by
rectal examination and rectal manometry. It is essential there-
fore that a written record of stool frequency and quality be
kept so that parents recognize the presence of constipation.
This then facilitates compliance with appropriate therapy.

An increased incidence of bacteriuria occurs in rats in whom
fecal retention is surgically induced."?

Constipation and Enuresis

The ctiology of enuresis is not completely understood. In 17
constipated enuretics who had uninhibited detrusor contrac-
tions, treatment of coexisting constipation resulted in the cessa-
tion or improvement of enuresis in 15 and two cases
respectively.'s

As previously stated, Shopfner, in discussing urinary tract
pathology associated with constipation, also noted that 54% of
these patients were enuretic.” Baumann and Hinman'® discussed
the treatment of incontinence with non-obtructive disease of
the urinary tract. Their 73 male patients had enuresis with
encopresis. Though the emphasis was on hypnotheraphy as
specific treatment of enuresis, they did note that aggressive
treatment of constipation, commonly including digital evacu-
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ation of the rectum, wus reqguired before cessation of enuresis,
sugpesting that constipation may have been a relevant element
causing enuresis. Urodynamics in patients who were severely
constipated but did not have urinary symproms showed unin-
hibited bladder contractions.'® This supgests that constipation
may induce uninhibited bladder contractions, with consequent
enuresis,

Constipation and Vesicoureteral Reflux

Ditatation of the urinary tract, incloding the bladder, has been
noted by numerous suthors to occur in associntion with Hir-
schsprung’s discase. ™" Successful recatment of this Jisease
may result in resolution of the vesicourcteral reflux.®® Kote-
meier and Clatworthy noted a higher incidence of vesicoureteral
reflux in children with severe functional constipation than in
those with Hirschsprung's discase’’ Also, constipation may
cause ureteral dilutation with hydronephrosis and, when re-
lieved, may allow for resolution of urinary trace dilatation.™
Ochoa and Gorlin have described a syndrome of distartion of
facial wxpression associated with urinary rract dilutation.” In
rwo-thirds of affhictad patients moderate to severe constipation
wias present. Whether the constipation is o primary modtilits
problem contnbuting to urinary tract dilatation or is secondary
ro chronic dehydration due to renal failure assoctated polyuria
was not determined. Abnormal farge bowel motility has been
noted in patients with vesicoureteral reflux,

We have noted the presence of constipation in chaldren with
primary vesicoureteral reflux®® Although a control study was
not done, rapid resolution of reflux occurred with aggressive
treatment of constipation in the absence of antibiotic or anti-
cholinergic therupy for treatment of associated uninhibited
bladder contractions. White also noted that resolution of infec-
tion with reflux was more easily attained when associared
constipation was aggressively treated.® Hinman™ observed that
the constipated child may have an evolution of encopresis w
epuresis to urinary tract infection to vesicoureteral reflux.
Studies by Bailey er al.** noted o 55% mcidence of abnurmal
anul sphincter electromyograms in children with enuresis and
urinary tract infection, suggesting the possibiliey that abnormali-
ties of the rectum may cause enuresis and urinary tract infection
and reflux in children. Indeed the observation that children
with functional constipation may have uminhibited coneractions
of the bludder in the absence of urimry symptoms strongly
supports this possibility,

Because the external anal sphincter and the urethral spincter
together with the perineal musculature may be considered 1o
be a single physiologic unit, with voluntary anal contraction
conseyuent concomitant arethral sphincter contruction oceurs.
It is possible that the urethral sphincter contraction may be
responsible for a dyssynerpic voiding patrern with secondury
bladder instabilivy, enuresis, urinary trace infection or vesi-
coureteral reflux.

Since the rectum may be dilated for months to years in
association with chronic constipation, oneime emptying of
the rectal ampulla will result in @ momenarily empry but still

dilated  rectum,  without resolution of constipation,  Qpy)
therapy alone directed to the maintenance of an empty recuyyy,
is not consistently successful; the maintenance of an empty
rectum s only achieved by repeated use of enemas. A sutisfue.
tory approach is the use of Jaily saline encmas (3 ml of sale ip
lier of warm water). Using an enema bag held approximately
0.5 m above the patient maintained in o proper position, ap
adequate volume will be infused under gravity with minimg|
induction of ¢cramps.

Although the frequency of enemas will be decreased progres.
sively, wreatment of constipation should be continued ungi)
recial tone returns 1o normal. This usually takes at least 3
miaiiths.

Summary

The morbidity associated with enuresis, urinary tract infection
and vesicoureteral reflux is exceedingly high. Constipation is a
condition easily amenable to resolution with appropriate
therapy. Consequently, in the management of children with
any of these conditions, appropriate investigation should be
performed to Jdetermine the presence of constipation. Should
constipation be present, therapy should be instituted so thar it
may md in the resolution of the urinary symptoms.
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Abstract

Our objective was to evaluate the efficacy of daily enemas for the treatment of overactive bladder (OAB) in
children. This study was a prospective, controlled trial of 60 children with nonneurogenic OAB. The control patients
(40) were treated with standard therapies, including timed voiding, constipation treatment with osmotic laxatives,
anticholinergics, and biofeedback physical therapy, whereas the treatment patients (20) received only daily enemas
and osmotic laxatives. On assessment of improvement of OAB symptoms, only 30% of the traditionally treated
patients’ parents reported resolution of symptoms at 3 months, whereas 85% of enema patients did. At the onset
of the study, the average pediatric voiding dysfunction score of all patients was |4, whereas on follow-up, the
average scores for traditionally treated patients and enema-treated patients were |12 and 4, respectively. This study
demonstrated that daily enema therapy is superior to traditional methods for the treatment of OAB.
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voiding dysfunction, dysfunctional elimination, constipation, enema, incontinence
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Introduction defined as uncontrolled daytime urge incontinence, and
bladder function was measured using the pediatric void-
ing dysfunction symptom score (DVSS).

The 40 control patients were treated with traditional
therapies, including timed voiding, osmotic laxative
PEG3350 (regardless of bowel history to maintain daily,
soft bowel movements), and in select cases, anticholin-
ergic medications and/or biofeedback therapy. The 20
remaining patients were prescribed only a daily enema
(liquid glycerin suppository for ages 2 to 5, pediatric
fleet enema for ages 6 to 11) and enough osmotic laxa-
tive to maintain soft spontaneous bowel movements,
with no other therapy or voiding schedule. If the voiding
symptoms resolved while on the daily enemas, patients
Material and Methods were instructed to taper off the daily enemas over a
2-month time period (an enema every other day for a
month, and then an enema twice weekly for a month).
All patients were evaluated on each visit with complete

Overactive bladder (OAB) is a common and vexing prob-
lem in children, and despite great advancement in thera-
pies, a certain percentage of patients remains resistant to
treatment. We believe that children whose symptoms do
not resolve with timed voiding, laxatives, anticholinergic
medications, and biofeedback physical therapy do so
because of an undiagnosed and inadequately treated
megarectum and that therapy directed specifically at the
dilated rectum will resolve OAB symptoms most effica-
ciously. In this study, we evaluated the efficacy of daily
enemas for the treatment of OAB in children.

The study was approved by the institutional review
board. This was a prospective, controlled trial of 60 chil-
dren with nonneurogenic OAB. The inclusion criterion
was a_ dlangS}S _Of pediatric nonpeurogemc OAB. 'Wake Forest University School of Medicine, Winston Salem, NC,
Exclusion criteria included neurogenic cause of bladder  jga

dysfunction, urinary tract infection, prior lower-urinary- .

tract surgery, and any diagnosed anatomical abnormali- Corresponding Author:

. gery, . Y g . o Steve J. Hodges, Wake Forest University School of Medicine,

ties of the urinary tract that could influence VOldmg Medical Center Boulevard, Winston Salem, NC 27157, USA.
function, such as posterior urethral valves. OAB was Email: shodges@wakehealth.edu

@ (1)&) | Creative Commons CC-BY-NC: This article is distributed under the terms of the Creative Commons Attribution-

NonCommercial 3.0 License (http://www.creativecommons.org/licenses/by-nc/3.0/) which permits non-commercial use,
reproduction and distribution of the work without further permission provided the original work is attributed as specified on the SAGE and
Open Access page (https://us.sagepub.com/en-us/nam/open-access-at-sage).
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Table |. Pretreatment Measurements.”

Treatment  Control Difference
Group Group (P)
DVSS 14 14 0 (.68)
BSS 3.55 3.95 0.4 (.12)
Rome 1l 0.55 0.85 0.3(.3)
Rectal diameter (cm) 6.35 6.2 0.15 (.66)

Abbreviations: DVSS, pediatric voiding dysfunction symptom score;
BSS, Bristol Stool Scale.

*There were no variables that were significantly different between
the control and treatment groups prior to enema.

Table 2. Measurements Done After the Treatment Phase.?

Treatment Control Difference

Group  Group P
DVSS 4 12
Change from pretreatment -10 -2 8 (<.0l)
BSS 3.85 4.05
Change from pretreatment 0.3 0.1 0.2 (.08)
Rome Il 0.1 0.2
Change from pretreatment 0.45 0.65 0.2 (45)
Rectal diameter (cm) 2.15 5
Change from pretreatment 42 1.2 3 (<.0l)

Abbreviations: DVSS, pediatric voiding dysfunction symptom score;
BSS, Bristol Stool Scale.

*Participants who underwent enemas had a significantly greater
improvement in DVSSs and maximum rectal diameters.

history and physical, urinalysis, Bristol Stool Scale
(BSS), Rome III criteria, KUB X-ray, and Pediatric
Voiding Dysfunction Questionnaire. All children were
followed up at 3 months.

Data analysis was performed using SPSS Statistics
Version 23 (IBM Corp, Armonk, NY). For the nonpara-
metric variables—DVSSs, BSS scores, and Rome III
scores—comparisons were made using Mann-Whitney
U tests. For the continuous variable—maximum rectal
diameter on KUB—a student ¢ test was used. Comparisons
were made both within groups for the pretreatment and
posttreatment phases as well as between groups.

Results

A total of 60 children (20 experimental and 40 controls)
were included in this study. Table 1 demonstrates the
mean DVSS, BSS, Rome III, and rectal diameters prior
to treatment. There was no significant difference on any
of these measurements between the control and treat-
ment groups. Table 2 demonstrates the mean posttreat-
ment measures and the mean change in each metric
after the treatment period. Patients who underwent
enema had significantly more improvement in DVSSs

Control Group

— / .Treatmem: Group
Pre Treatment DVSS . §
Post Treament DVSS

Figure |. Pretreatment and posttreatment pediatric voiding
dysfunction symptom score (DVSSs): the treatment group
showed a significantly greater improvement in DVSS when
compared with the control group.

and significantly greater change in maximum rectal
diameters than control patients (Figures 1 and 2). There
was no difference in the amount of change between
groups. Of note, both control and treatment groups
demonstrated significant improvement in all measured
variables after the treatment period.

Discussion

The historical teaching regarding OAB of childhood
was that a congenital obstruction interrupted urine flow
and led to the development of detrusor hypertrophy and
hyperactivity, and the accepted therapy was serial and
repeated dilation of this obstruction.! As time pro-
gressed, this anatomical obstruction was found to be the
result of a willful dyssynergic contraction of the pelvic
floor during voiding, and the treatment was changed to
biofeedback physical therapy.” This nonphsyiological
contraction of the urethral sphincter was no medical
curiosity but a disease process so severe that it could
influence the natural history of many childhood disor-
ders, such as vesicoureteral reflux and nocturnal enure-
sis, and in extreme cases induce renal failure.**

There is some debate among scientists as to whether
this dyssynergic sphincter contraction is a learned or
inborn condition.” It is the author’s opinion that in chil-
dren with an intact nervous system, uninhibited void-
ing dominates the infantile period of voiding prior to
toilet training. This is most clearly represented by the
progressive bladder growth in pre—toilet-trained
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/' Control Group

/ Treatment Group

Pre Treatment Rectal

: ——
2ol Post Treamert Rectal

Diameter

Figure 2. Pretreatment and posttreatment maximum rectal
diameters: the treatment group also showed a significantly
greater improvement in maximum rectal diameter on KUB
when compared with the control group.

children, with increasing compliance.® This is mirrored
in children with cerebral palsy, who demonstrate pro-
gressive bladder growth when they maintain an unin-
hibited, infantile voiding pattern.”

The teaching of bladder overactivity as the natural
progression of an obstructed voiding pattern evolved
from pathological models of voiding dysfunction
such as posterior urethral valves and the neurogenic
bladder, which develops in myelodysplastic patients
with discoordinated sphincters.*'® This led to the
development of the modern model of dysfunctional
elimination, an acquired condition where children
paradoxically fail to relax their pelvic floor during
elimination, resulting in bowel and bladder pathol-
ogy.'"!? This study sought to investigate an alterna-
tive theory regarding the origins of dysfunctional
elimination, with a therapy directed toward that cause
to examine its benefits.

We have long known of the association between
bowel and bladder dysfunction. This was first noticed in
the 1960s, largely because of the presence of urinary
symptoms in children with Hirschsprung’s disease. In
his seminal work, Shopfner' noted that the distention of
the colon, especially the rectum, could have profound
effects on bladder function.

O’Regan furthered this work with several ground-
breaking studies linking rectal distention to bladder
overactivity, with excellent success in treating noctur-
nal enuresis, urinary tract infections, and vesicoureteral
reflux simply by alleviating this rectal distention. What
has unfortunately hampered the development of this

work has been the lack of a uniform definition of
constipation.'*!”

O’Regan defined constipation not as functional con-
stipation, but mainly as the presence of fecal soiling,
incomplete rectal emptying, and/or grossly decreased
level of perception to balloon insufflation on anorectal
manometry. The interesting discovery that O’Regan
made was that often children with OAB symptoms pre-
sented with no functional signs of constipation, yet had
markedly abnormal anorectal manometry studies. In
other words, they often volitionally delayed defecation
until the rectum distended to fill the anatomical pelvis
and then would reach a new, abnormal homeostasis
where stools would evacuate at regular intervals and
with surprisingly normal appearance; yet the rectal tone
would be so diminished as to have abnormal manometry
studies. Put another way, these children were changing
the rectum from a sensing organ (which in normal cir-
cumstances provides cues on the need to defecate), to a
storage organ, with decreased sensation, and often resul-
tant fecal soiling, but more often than not—normal
stooling patterns.'®

O’Regan early on discovered what we have also
demonstrated in this study that parental reporting of
their children’s bowel habits by BSS or Rome III crite-
ria is often inaccurate, and even when accurate, often
not helpful in diagnosing rectal distention in children
with OABs."” Not only that, but in children with com-
pletely normal bowel habits, rectal distention can be the
main or sole cause of urinary symptoms, leading to
compression of the bladder, uninhibited contractions,
and often urethral obstruction, all of which has been
proved years ago."”

The ability of rectal stool to induce uninhibited blad-
der contractions is well understood and was described as
early as the 1980s; this work has been supported by
numerous studies, although the exact mechanisms have
yet to be defined. The uncanny ability of children to be
cured of nocturnal enuresis by simply restoring normal
rectal tone is a great testament to this relationship.'®

What O’Regan proposed was that “in chronically
constipated children; the rectum is never empty, neces-
sitating the repetition or maintenance of rectal sphincter
complex contraction to maintain fecal continence.
Consequent concomitant urethral sphincter contraction
occurs”'®p. 261. In other words, the pelvic floor contrac-
tions during voiding are not a willful process that can be
unlearned, but a physiological response to stool with-
holding. And this could be reversed by directing therapy
specifically at rectal dilation, in other words daily ene-
mas, with excellent results.

So what if the modern theory of dysfunctional elimi-
nation and the resultant OAB is wrong? Our research
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points to a different cause altogether. We have proved
that simply emptying the rectum repeatedly with the
goal of restoring normal rectal tone resolves OAB in
children more efficaciously than the standard of care. In
fact, if the current model of voiding dysfunction were
accurate, it should be impossible for our treatment to
have been beneficial at all because we made no effort to
influence pelvic floor function. Some would argue that
our therapy would make pelvic floor contractions worse.
Yet, in almost all children, the bladder symptoms
resolved. And in children whose symptoms did not
resolve, the enemas were often not successful in restor-
ing rectal tone.

Conclusion

A daily enema regimen specifically targeted at restoring
normal rectal tone is more effective than the standard of
care for the treatment of OAB in children.
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SUMMARY

Background
Sodium-phosphate enemas are widely used to treat constipation, and
are rarely associated with side effects.

Aim

A systematic review of the literature was conducted to identify the most
common adverse effects of sodium-phosphate enemas and associated
risk factors.

Methods
A systematic search was conducted in Internet (MEDLINE), and the
Cochrane Library, from January 1957 to March 2007.

Results

A total of 761 references were identified initially, and 39 relevant papers
were finally selected. The most common therapeutic indications included
constipation (63%). Sixty-eight per cent of the patients having adverse
effects had associated conditions, the most common being gastro-
intestinal motility disorders, cardiological diseases and renal failure.
Virtually, all side effects were due to water and electrolyte disturbances.
Most patients were under 18 years of age (66%) or older than 65 years
(259%). A total of 12 deaths were found.

Conclusion

The main side effects caused by sodium phosphate enemas are water
and electrolyte disturbances. The main risk factors are extreme age and
associated comorbidity.

Aliment Pharmacol Ther 26, 9-20
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INTRODUCTION

Monosodium or disodium phosphate enemas are used
for the treatment of acute and chronic constipation,
and also for colon cleaning as preparation for endo-
scopic and surgical procedures, in both children and
adults." Phosphate enemas contain sodium acid
phosphate and sodium phosphate, which have an
osmotic activity. This activity could increase the water
content and the volume of the stool, which will follow
to a rectal distension. It is thought that this induces
defecation with stimulation of rectal motility. Gener-
ally, the effect is limited to 5-10 min, which lowers
the effect of phosphate toxicity as it is evacuated with
the stool. These products have been widely used for
many years, and have been associated with minimal
adverse effects in the general population. However,
there are reports in the literature of some clinical cases
with severe side effects, even leading to death. If
defecation does not take place, pooling of the fluid in
the bowel can result in large amounts of water in the
gut, causing dehydration. On the other hand, if phos-
phate is retained in the gut lumen can potentially be
absorbed, and sudden and severe hypernatraemia and
hyperphosphataemia may result.*

Manufacturers propose a careful use of the product
in young children (<2 years) and in the elderly popu-
lation, specially if associated comorbidity as renal dis-
ease or impaired intestinal = motility
Nevertheless, there is a lack of information of the real
risk of phosphate enemas. We therefore considered it
necessary to conduct a systematic review to know
what are exactly the most common side effects, their
frequency, their severity and the profile of patients
with a high risk of experiencing such complications.

exists.

METHODS

We performed a literature search in Internet in the
MEDLINE database (from January 1957 to March
2007). The clinical trials register (Cochrane Controlled
Trials Register) of the Cochrane Library (number 1,
2007) was also reviewed. The following descriptors or
key words were used (in all search fields): ‘phosphate
enema or sodium phosphate enema’ or ‘phosphate-
based enema’ or (phosphate AND enema) or (fleet AND
enema) or ‘sodium phosphate laxatives’ or ‘sodium
phosphate catharsis’ or ‘sodium phosphate cathartic’.
No restriction by language or by type of publication

was introduced. Literature references included in the
papers meeting the selection criteria were also
reviewed.

We selected the articles referring to secondary
effects because of the administration of phosphate-
based enemas. Data from the articles about anorectal
or traumatic injuries were not examined because of
the different ethiopathological approach.

To analyse the results, we performed a subanalysis
according to the age criteria of the manufacturer’s rec-
ommendations (children under 2 years, children under
18 years, adults and elderly (above 65 years), to per-
form a more comprehensive analysis.

In articles evaluating the side effects of sodium
phosphate enemas, data were collected on the number
of patients, sex, age, comorbidity, indication for use,
number of units administered, deaths and their cause
when they were due to use of enemas. Data extraction
was conducted by two independent reviewers and dis-
crepancies in the interpretation were resolved by con-
sensus.

RESULTS

The search conducted initially identified a total of 773
literature references. After a first selection by reading
their abstracts, 707 references were discarded; most of
these (553) did not refer to the question in hand. A
further large group (146 references) was discarded
because they addressed about sodium phosphate clean-
ing solutions administered by the oral route. Finally,
20 articles on sodium phosphate enemas were
not included because their side effects were not
reported.” >

The remaining 54 articles were comprehensively
analysed. Eleven of these were clinical trials, and seven
of such trials compared several cleaning methods
for performing endoscopy (sodium phosphate ene-
mas, oral laxative sachets) and secondarily analysed
adverse effects.” > **?” The remaining four clinical
trials evaluated water and electrolyte disturbances
after enema administration.”®*>' Of the remaining 43
references, we found conclusive data in 39 references,
all of them case reports and letters to the editor.>*”"°
We also found four references to enema-induced ano-
rectal injuries.”'””* All the cases revealed a damage in
the anorectal tissue, mainly because of a harmful
application. Because of the differential cause of dam-
age, these cases were not considered as adverse effects

© 2007 The Authors, Aliment Pharmacol Ther 26, 9-20
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but as a consequence of a harmful application and
they were not considered in the review.

Out of these 39 references,*?”’° the occurrence of
side effects after administration of sodium phosphate
enemas was reported in 44 patients. Twenty-two of
these patients (50%) were women and 22 men (50%).
Mean age of patients was 26 years (range, 6 weeks to
96 years).

Therapeutic indications

Therapeutic indications included constipation in 28
patients (640/0)33, 37-39, 41, 42, 44-50, 52, 54-70 and prepar_
ation for diagnostic test (barium enema or colonosco-
py) or surgery in six patients (149%).°% 3% 3% >7 0% 69
No mention was made of the indication in all other
cases (10 patients, 230p).>* 3> 38 40, 43,51, 53

Units administered

Units administered were difficult to assess, as dosage
was not given for all patients. Dosage was stated in a
total of 40 cases’? 33 35744 46756, 58-70 (g 10p) but many
of these data were incomplete or inadequate (not exact
dosage, type of enema or frequency of administration).
The exact dosage and frequency when it was given are
in Tables 1-5. The maximum number of enemas
received by a patient was 8,°> but the time interval
over which they were administered was not stated. The
maximum frequency found in all analysed studies was
six enemas over 6 h.*’

Comorbidity

Regarding past medical history, 38 patients (86%) had
prior  diseases,>> 367** 46474970 55 summarized
below. The most common associated diseases were
gastrointestinal conditions, found in a total of 18
patients (41%), the most frequent was Hirschprung dis-
ease was reported in six cases.*” ** > Neurological
diseases were reported in eight cases (18%) and cardio-
logical diseases occurred in five patients (11%). Chro-
nic renal failure was reported in six patients
(140p).7% 58 °8- 67. 68 ther conditions found are inclu-
ded in the Tables 1-5.

Side effects

The side effects mainly included metabolic disturban-
ces, particularly hyperphosphataemia, hypocalcaemia,

© 2007 The Authors, Aliment Pharmacol Ther 26, 9-20
Journal compilation © 2007 Blackwell Publishing Ltd
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hypernatraemia, hypokalaemia and metabolic acidosis.
Tetany resulting from the hypocalcaemia-induced was
reported in 17 cases (34%%),>7 3% 40 43,47, 48, 52
26,58, 62,65 69 heing the most frequent complication
(the remaining complications can be consulted in
Tables 1-5).

Age

The results in all patients were stratified by age, form-
ing groups of patients under 18 years of age and
adults (over 18 years of age). In turn, separate analyses
were made in each group of patients <2 years old (in
those under 18 years) and patients older than 65 years
(in the adult group).

Paediatric age (0-18 years)

A total of 29 case reports, representing 66% of all
reported cases, were identified. Patients aged 2 years
or less (15 cases, 34% of all cases analysed)**™** and
patients older than 2 years (14 cases, 3200)°% % %56
were separately analysed. Within the latter group, it
should be noted that almost all patients had ages ran-
ging from 1 to 5 years, we only found one case of a
child older than 5 years.

Children under 2 years of age

Nine boys (60%) and six girls (40%) were found
under the age of 2. As regards associated comorbidi-
ty, an underlying disease was found in 11 cases
(73%). Indications for prescription included constipa-
tion in six cases (40%)** 37 *° and colon preparation
for surgery in another three patients (209%).>% 3% 3°
All cases seen in infants under 2 years of age
showed metabolic disturbances. Finally, a case was
identified in a newborn that had bone mineralization
disturbances probable because of repeated enema
used by his anorexic mother during pregnancy’*
(Table 1).

Children aged 2-18 years

Seven males (50%) and seven females (50%) were
found between the ages of 2-18. Twelve of these
patients (86%) had associated comorbidity (Table 2).
The most common group of conditions were gastro-

intestinal motility disorders, found in six patients
(430/0) 38, 40, 47, 49, 50, 54
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Table 3. Adverse effects reported in patients aged 18-65 years

Death

Disturbances induced

No. of units
administered

Indication

Associated condition

Age
(years)

Sex

Author/year

Yes

Extensive calcifications, liver

3

Constipation

Kidney transplantation,

64

Female

Eckstein et al. (2006)°°

enzymes elevation, multiorgan

failure and shock

(in several days)

hyperpathiroidism,

gastrectomy
Rectal neoplasm

Yes

Water-electrolyte disturbances,
shock, multiorgan failure

Preparation for

64

Male

Pitcher et al. (1997)°7

colonoscopy
Constipation

No

Water-electrolyte disturbances,

tetany

2

Polycystic renal disease,

58

Male

Haskell et al. (1985)°°

chronic renal failure

Hirschprung

No

Water-electrolyte disturbances

4in 48 h

Constipation

21

Male

Young et al. (1968)°°

The indication for enema was constipation in 10 cases
(710p),%°750 52 5456 whijle no data on indication was
found in the remaining four patients (350).%% *% > %3
All patients experienced the previously reported water
and electrolyte disturbances. Other conditions included
tetany in seven cases (509%)*% *”> **°¢ and QT interval
prolongation in five cases (36%).*% °% >3 °> ¢ (Qpe
death (7%) was identified in this group, in a male with a
significant comorbidity (gastrointestinal lymphoma and

liver transplantation).*®

Adults aged 18-65 years.

In the adult group, a total of 15 cases with adverse
effects were found. Four of these occurred in patients
under 65 years of age,”’ °® and 11 in patients over
65 years of age.®’”’° The mean age in patients aged
18-65 years who experienced adverse effects was
52 years. They all had comorbidity of a different
severity. Water and electrolyte disturbances occurred
in all cases. We found two deaths in this group®”
(Table 3).

Adults over 65 years of age

Finally, 11 clinical cases, eight females and three
males with a mean age of 81 years (range: 70-96
years), were found among patients older than
65 years. They all had comorbid conditions. The most
common associated conditions were heart diseases,
reported in six patients (55%).6'"%* ¢ %8 Indications
included constipation in nine cases (7300)%' %% ©>768 70
and preparation for colonoscopy or barium enema in
two patients (27%).°* ®® As regards the dosage given,
seven patients (64%) received three or more
units,®' 763 6% 666970 and a maximum of eight doses
were received by a single patient.®” All patients
experienced water and electrolyte disturbances
(Table 4). Six patients over 65 years of age died
(559%).°'7%% ©7- 79 Five of these patients (45%) had been
given three or more doses,®’®>7° and the remaining
patient had significant associated comorbidity (acute
pulmonary oedema, heart failure and chronic renal
failure).®”

Mortality

Among all aforementioned studies, a total of 12 deaths
(27%) were found, six in males and six in
females.>? 36 1. 46, 57, 60-63, 67, 70 playen of such deaths
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(929%) were due to water and electrolyte disturbances
secondary to administration of sodium phosphate ene-
mas. Age of dead patients ranged from 11 months®® to
91 years.”” Virtually, all dead patients were at the
extreme ages of life. Four deaths (3000)** 3% *! 46
occurred among patients under 18 years of age. In the
group of patients over 18 years of age, a total of
six deaths (5500)°7 0736779 gccurred in patients
aged 64-91 years. Among adult patients aged 18-
65 years, death was only reported in two clinical cases
(Table 5).

The subgroup of adults who died included six
women (759%)%° %> % and two men.”” 7% All patients
under 18 years of age who died were males.?? % #! %¢

All dead patients except 1 (929%)°' had associated
comorbidity in all age groups studied. (Table 5).

DISCUSSION

Sodium phosphate enemas are products widely used in
both in-patient and out-patient settings. The most
common indication is for symptomatic treatment of
constipation, and to a lesser extent in preparation for
colonoscopy or surgery. There are no accurate data
about worldwide prescription of these products.
According to the manufacturer (Casen/Fleet), more
than 5 00 000 000 U have been sold up to now, which
can give us an approximate idea of the widespread use
of these products.

No randomized clinical trials, meta-analysis or sys-
tematic reviews exist in the literature to answer the
question of safeness or adverse effects of these prod-
ucts. The side effects are minimal, and literature
reports only refer to the most severe cases, such as
water and electrolyte disturbances that may even be
fatal in some cases. There are various randomized clin-
ical trials comparing the tolerability and efficacy for
colon cleaning of several preparation methods for
endoscopic procedures. Such trials assessed the side
effects of phosphate enemas that were considered to
be mild and with no clinical impact. In a US study’
conducted on 157 patients, nausea (6-18%), vomiting
(0-7%) and abdominal pain (8-9%) were reported,
while abdominal distention occurred in 90% of sub-
jects receiving one enema and in 98% of patients
when two enemas were administered. Atkin et al.’
found similar results in an analysis of 721 patients
receiving a sodium phosphate enema.

It should not be forgotten that sodium phosphate
enemas are widely used, and our review only found a

© 2007 The Authors, Aliment Pharmacol Ther 26, 9-20
Journal compilation © 2007 Blackwell Publishing Ltd

minimum number of patients with side effects. Specif-
ically, the review conducted found 46 reports of side
effects of different severity, which would represent a
minimal proportion of side effects if we take into
account the widespread use of enemas. Nevertheless,
these data should be analysed with caution because of
the possible publication bias incurred, as only a
minority of side effects may be reported, and they are
probably the most severe.

As regards age distribution of patients reported as
experiencing side effects, it should be noted that most
of them were in the extreme age groups (older than
65 years and younger than 5 years, 25% and 64%,
respectively). Only five cases were reported in patients
aged from 5 to 65 years. It should therefore be
inferred that extreme ages are associated with a
greater frequency of side effects.

Comorbid conditions were noted in 86% of cases,
particularly including neurological, gastrointestinal
and renal disorders. Such associated conditions could
be related to the increased phosphate absorption
shown in some clinical trials. Thus, in the Schumann
et al. study”®, high serum phosphorus levels were
shown in patients with a longer enema retention time.
There have been reports of several experimental stud-
ies in animals showing phosphorus absorption in the
colonic mucosa,”” 3° that is dependent on luminal
phosphorus levels. By contrast, other studies analysing
water and electrolyte disturbances in patients who
were prepared for colonoscopy using sodium phos-
phate enemas only showed a mild increase in serum
phosphate levels that did not reach pathological ran-
ges.”® 8 It could be hypothesized that the existence of
increased blood phosphate levels in patients with gas-
trointestinal disorders could be due to an increased
contact between enema contents and the intestinal
wall, which would promote phosphorus and sodium
absorption.

The actual dosage administered to cases reported
in the literature is difficult to assess, as neither the
dose nor the composition of enemas are adequately
reported in most publications. It should also be
noted that formulations differ depending on the
country.”” Moreover, some publications report out-
patient administration of adult enemas to paediatric
patients. Overdosage was reported in eight clinical
cases, and up to eight enemas were administered to
a 86-year-old patient.°” In this respect, it should be
noted that most dead patients had been administered
An dose

two or more enemas. influence of the
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received on adverse effects and their severity is
therefore likely.

The side effects reported are related to water and
electrolyte disturbances resulting from hyperphosphat-
aemia, hypocalcaemia, hypernatraemia, and metabolic
acidosis, because of the absorptive effect of enema
components and to their inadequate elimination in
some cases, such as patients with chronic renal failure.
Therefore, an increased caution is required when ene-
mas are administered to patients with this condition.

It should be noted that virtually all deaths reported
in the literature occurred in people with extreme ages
and a significant comorbidity. Deaths were caused by
water and electrolyte disturbances, by an episode of
pneumonia and by an extensive calcification with sub-
sequent multiorgan failure in a patient with renal
transplantation and hyperparathyroidism. To sum up,
age older than 65 years and under 5 years could be
suggested as a potential risk factor for mortality,
which could be related to an increase in associated

To summarize, it may be concluded that water and
electrolyte disturbances are the reason for the main
side effects occurring in patients administered sodium
phosphate enemas. The main risk factors include chro-
nic renal failure, diseases altering intestinal motility
(neurological, morphological, etc.), and extreme ages
of life. Adequate prescription is required in patients
with such conditions, as use of sodium phosphate ene-
mas are not risk-free, although the incidence of side
effects is nevertheless very low. By contrast, adminis-
tration of sodium phosphate enemas does not involve
a serious risk for health in patients without such risk
factors, who represent the majority of cases.
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OBJECTIVE

To evaluate any differences in the
characteristics of primary nocturnal enuresis
(PNE) between younger enuretic children and
adolescents.

SUBJECTS AND METHODS

In all, 21 000 questionnaires designed to
determine the presence or absence of bed-
wetting, diurnal incontinence, frequency of
wetting, systemic illness, and family history,
were sent to children aged 5-19 years from
67 kindergartens, primary schools and
secondary schools randomly selected by a
computer from different areas in Hong Kong.
In addition, questions were asked to evaluate
when and how the parents became aware
that bed-wetting is a significant medical
problem deserving attention in children after
the age of 5 years.

RESULTS

Of the 21 000 questionnaires distributed,
16 512 (78.6%) were completed. Among the

respondents, 512 children (302 boys, 210 girls)
had PNE; of these, 106 (20.7%) also had
daytime incontinence. There was a marked
reduction in the overall prevalence of PNE
with advancing age. At 5 years old, 16.1% of
children had PNE (20.7% boys, 10.8% girls; at
age 9 and 19 years, 3.14% and 2.2% of
children had PNE, respectively. However, this
reduction was significantly more apparent
among those with mild enuretic symptoms
(wet <3 nights/week) than in those with more
frequent bed-wetting. Furthermore, younger
enuretic children behaved very differently
from adolescents and older patients. As age
increased there was a significant tendency
towards more severe enuretic symptoms. At
age 5 years, 14.3% of enuretic children wet
7 nights/week, compared with 48.3% at age
19 years (P< 0.001). In addition, significantly
more adolescent boys aged >10 years had
daytime urinary incontinence than had
enuretic children aged <10 years (32% vs
14.6%, respectively, P< 0.001). Most (89%)
parents only became aware that bed-wetting
was a significant medical problem deserving
attention through material in the mass media
over the past 3-4 years.

CONCLUSIONS

The present finding suggesting that PNE
spontaneously resolves with increasing age
probably applies only to those with mild
enuretic symptoms. There are significant
differences in characteristics between
younger enuretic children and older subjects.
As age increases there is an increasing
proportion of enuretic patients with more
severe bed-wetting. Enuretic children aged
>10 years and adolescents have significantly
more daytime urinary symptoms and
incontinence. The previously reported low
prevalence of PNE in Hong Kong was probably
due to parental indifference to the problem.

KEYWORDS

primary nocturnal enuresis, adolescents,
daytime symptoms

INTRODUCTION

Primary nocturnal enuresis (PNE), or bed-
wetting, is a very common clinical and a
significant social problem in childhood and
adolescence. From published epidemiological
studies it is apparent that although the values
vary somewhat among different countries,
the overall prevalence of PNE remains
relatively constant, irrespective of
geographical locations. It was estimated
that 20-25% of children by the age of

4 years and 109% of children at 7 years are
frequent bed-wetters [1-5]. In general, the
prevalence decreases with increasing age.

However, the condition often has a profound
psychological and social impact on the
affected children and their families, and
generates significant anxiety and even
conflicts among them.

A previous epidemiological survey for PNE in
Hong Kong in 1995 indicated that the
prevalence of PNE in local Chinese school
children was surprisingly lower than all
reported series from elsewhere [6]. Since
then, public educational programmes both
in Hong Kong and in surrounding Asian
countries have been introduced. In addition,
mass screening for PNE in Hong Kong

© 2006 BJU INTERNATIONAL | 97, 1069-1073 | doi:10.1111/j.1464-410X.2006.06074.x

through the local Student Health Service has
been implemented. Concurrently, in a tertiary
referral centre for PNE, we have seen a
rapid increase in severely enuretic children,
many of whom have never been regarded
by their parents as having a medical
problem until very recently. Similarly,

results of the subsequent epidemiological
studies in other Asian countries indicate a
much higher prevalence of PNE than that
reported previously in Hong Kong, and

were similar to values reported in other
western countries. To re-evaluate the

actual prevalence of PNE among local
children, a repeat epidemiological study
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involving a much larger sample was therefore
conducted.

SUBJECTS AND METHODS

Children aged 5-19 years from 67
kindergartens, primary schools and secondary
schools, with a greater emphasis on
adolescents and teenage groups, were
randomly selected among different areas of
Hong Kong. A self-administered questionnaire
comprising two sections, identical to that
used in our previous study, was designed [6].
The first part of the questionnaire determined
the demographic details, e.g. age, sex, and
family history of enuresis; the second part
included questions about the details of bed-
wetting problems, if any. Questions included
were the presence of daytime wetting, night-
time wetting and frequency of wetting. In
addition, questions were set to ask the
parents when and how they became aware
that bed-wetting was a significant medical
problem that deserves attention in children
after the age of 5 years.

Based on findings from our previous
epidemiological study, and given an
expectation that up to 2.5-3% of children and
adolescents in Hong Kong are likely to have
PNE, 21 000 questionnaires were sent to
different schools, to ensure an adequate
number of enuretic subjects for further
statistical analysis. Sealed envelopes were
provided to return the questionnaires and to
ensure confidentiality. An information leaflet
was attached to the questionnaire informing
the parent of the voluntary nature of the
study. All unreturned and incomplete
responses were considered as nonresponders.
Enuresis was defined as having at least one
wet night every 3 months, as described
previously [6]. To evaluate the factors
associated with the severity of enuresis,
subjects with enuresis were stratified by age.
The frequency of bed-wetting was divided
into three severity subgroups as <3, 3-6 or 7
wet nights/week, respectively.

The chi-square exact probability test was used
to compare the prevalence in PNE between
boys and girls in corresponding age groups,
and to compare the severity of PNE and
associated day symptoms in children and
adolescents. To identify significant differences
in the prevalence of PNE in boys and girls
between different age groups, the chi-square
test for trend was used, with P< 0.05
considered to indicate statistical significance.
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FIG. 1. Prevalence of PNE in Hong Kong schoolchildren.
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TABLE 1 The prevalence of PNE in Hong Kong school children

Male Female Total

Age, years enuretics/normal enuretics/normal enuretics/normal Mean % (95% Cl)
5] 48/232 22/203 70/435 16.11 (12.6-19.50)
6 38/212 20/236 58/448 12.95 (9.8-16.10)
7 36/335 23/249 59/584 10.1 (7.7-12.5)
8 19/244 17/342 36/586 6.14 (4.2-8.1)
8 19/445 11/523 30/968 3.14 (2.0-4.2)

10 11/365 15/621 26/986 2.63 (1.6-3.6)

1 16/485 7/573 23/1058 2.17 (13-3.1)

12 15/433 5/554 20/987 2.02 (1.1-2.9)

13 10/506 6/520 16/1026 1.55 (0.8-2.3)

14 8/523 7481 15/1004 1.49 (0.7-2.2)

15 7(621 8/546 15/1167 1.28 (0.6-1.9)

16 22/1014 16/1277 38/2291 1.65 (1.1-2.2)

17 20/803 17/1040 37/1843 2.0 (1.4-2.6)

18 19/768 21/1060 40/1828 2.19 (1.5-2.9)

19 14/469 15/832 29/1301 2.23 (1.4-3.0)

Total 302/7455 210/9057 512/16512 3.10 (2.8-3.4)

RESULTS 7 years, 10.1% (10.7% and 9.2%, respectively)

Of the 21 000 questionnaires distributed,

16 512 (78.6%) were completed, from 7455
(45.1%) boys and 9057 (54.9%) girls (mean
age 13.68 years). Among these, 512 children
had PNE, giving an overall prevalence of 3.1%
(4.0% boys and 2.31% girls); of these 512, 106
(20.7%) also had daytime urinary
incontinence. There was a marked reduction
in the overall prevalence of PNE with
increasing age (Fig. 1). At age 5 years, 16.1%
(20.7% boys, 10.8% girls) children had PNE, at

and at 9 and 19 years, 3.14% and 2.2% had
PNE, respectively (Table 1). Table 1 also shows
that there was a significant and decreasing
trend in the prevalence of PNE in both
genders with age (both P< 0.001).

Although there was a marked reduction in the
overall prevalence of PNE with increasing age,
it was significantly more apparent among
those with mild enuretic symptoms (<3 wet
nights/week) than in those with more
frequent bed-wetting (Fig. 2). Overall, 82% of

© 2006 BJU INTERNATIONAL
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FIG. 2. Severity of PNE in children.
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FIG. 3. Severity of PNE vs age.
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TABLE 2 The severity of NE in younger children and adolescents, and the incidence of daytime urinary
incontinence in enuretic younger children and adolescents, as n (%)

Condition Children (5-10 years) Adolescents (>10 years) Total P
Severity of PNE

<3 wet nights/week 161/279 (57.7) 42/233 (18.0) 203/512 <0.001
>3 wet nights/week 118/279 (42.3) 191/233 (82.0) 309/512 <0.001
Daytime continence

Male 25171 (14.6) 42/131 (32.1) 67/302 <0.001
Female 13/108 (12.0) 26/102 (25.5) 39/210 <0.001
Total 38/279(13.6) 68/233 (29.2) 106/512 <0.001

© 2006 BJU INTERNATIONAL

the adolescent subjects had >3 wet nights/
week vs enuretic children aged 5-10 years
(42.3%, P< 0.001, Table 2). As age increased
there was a greater proportion of enuretic
subjects with more severe bed-wetting.
Daytime urinary incontinence was
significantly more prevalent in adolescents
than enuretic children (Table 2). Moreover, the
prevalence of daytime urinary incontinence
was significantly greater in adolescent boys
than in boys aged 5-10 years (32% vs 14.6%,
respectively, P< 0.001). In general, enuretic
symptoms in the adolescent subjects were
more severe than those in children. At age
5 years, only 14.3% of enuretic children wet
7 nights/week, compared with 48.3% at age
19 years (P< 0.001; Fig. 3).

Of the children with PNE, 39% considered
that PNE was not a serious problem, while
619% of the children considered it as a serious
problem with a significant impact on their
daily life. Among these children, 28% became
aware of this problem in the last 6 months,
21% had been aware for 1-2 years, 4% for
3-4 years and only 7% for >5 years.

DISCUSSION

Nocturnal enuresis is an old but still prevalent
clinical problem in childhood and
adolescence. The traditional view is that in
most cases bed-wetting is due to a
developmental immaturity of voiding control,
and most enuretic children will ultimately
acquire normal control with age. However,
previous studies showed that, although
spontaneous resolution can continue
throughout childhood and adolescence,
enuretic problems may persist in 1.5-3% of
the adult population [7-10]. Previous studies
also show that the frequency and severity of
wetting episodes progressively increases with
age; those with severe symptoms are much
more likely to have persistent problems into
adult life [11,12].

A previous epidemiological study for PNE in
Hong Kong revealed a low prevalence in local
Chinese schoolchildren; at 5 years old, only
10.4% of boys and 6.6% of girls had PNE. The
prevalence decreased rapidly with increasing
age and by 7 and 10 years old, only 4.9% and
1.2% of boys and 0.5% and no girls had
enuresis, respectively [6]. These values were
significantly lower than all previously
published series from other countries
[1-5,13-18].
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Interestingly, most Chinese traditionally
regarded faecal and/or urinary incontinence
as normal for young infants and small
children until the age of 4-5 years. Until
recently, most people, and even medical
practitioners, regarded bed-wetting as a
normal phenomenon that does not warrant
any intervention or treatment. Most parents
would be reluctant to take a child with bed-
wetting to seek medical advice until a very
late age, and even if they do, the advice they
receive from the medical practitioner most
often would be simple observation, with a
reassurance that the condition will disappear
with time. This relative indifference or apathy
within the Chinese community for PNE
probably resulted in the low prevalence values
reported in our previous epidemiological
survey [6]. However, since the previous
epidemiological study in the mid 1990s, an
intensive public educational programme on
NE has been introduced in Hong Kong,
through a series of health talks, seminars,
public lectures, featured articles, but most
importantly via various mass media channels,
including television and radio interviews,
newspapers and magazines. In parallel with
these there was a rapid increase in public
awareness of PNE and the number of enuretic
patients encountered in our clinic increased
rapidly. Results from the present survey also
show that more realistic epidemiological
values can be obtained when the target study
population has sufficient knowledge and
interest in the problem, once misconceptions
arising from traditional belief have been
corrected.

The most important finding of the present
study is that there were significant
differences in characteristics between
younger enuretic and older children. Although
the overall prevalence of PNE decreased with
increasing age, the proportion of patients
with severe enuretic symptoms (wetting

>3 nights/week) progressively increased. A
significant proportion of adolescents (82%)
had either moderate or severe enuresis,
whereas most enuretic children (57.7%) have
much milder bed-wetting with less than one
enuretic episode/week. At age 5 years, only
14.3% of enuretic children wet 7 nights/week,
compared with 48.3% at 19 years old
(P<0.001). Notably, the results of a previous
epidemiological study of PNE in adolescents
and adults up to the age of 40 years indicated
that the prevalence of PNE remained rather
static, with no further significant decrease
after the age of 10 years, and >2% of both
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men and women remained enuretic. Of these
affected adults, over half wet >3 nights/week,
and a quarter had enuretic symptoms every
night [10]. These findings therefore strongly
suggest that the enuretic children with
more severe symptoms probably have a
significantly greater chance of persistent PNE
in adult life. It is arguable therefore that for
these groups of enuretic children with very
severe symptoms, investigations and active
treatments should be started at a much earlier
age.

PNE is a heterogeneous disorder with various
underlying pathophysiological mechanisms,
causing in common a mismatch between the
nocturnal bladder capacity and the amount of
urine produced during sleep at night, in
association with a simultaneous failure of
conscious arousal, or waking, in response to
the sensation of bladder fullness. Recent
studies showed the important role of bladder
dysfunction, e.g. small functional bladder
capacity, instability during sleep, and detrusor
hypercontractility caused by BOO, in the
pathogenesis of PNE in children, especially
those who are refractory to treatment
[19-23]. Our previous epidemiological study
of PNE in adolescents and adults showed a
significantly higher incidence of urinary
symptoms (frequency, urgency and
incontinence), which were suggestive of
underlying bladder dysfunction in adults with
PNE, compared to normal controls [10].
Moreover, previous studies on bladder
function in adult patients with PNE showed
that the great majority (>90%) of adult
enuretics had underlying detrusor
overactivity, and 70% of the patients had
urodynamic evidence of functional BOO [24].
This present study also showed that the
incidence of daytime urinary symptoms was
significantly higher in adolescents than
younger enuretic children aged <10 years.
The present finding suggesting that PNE will
spontaneously resolve with age probably
applies only to those with mild enuretic
symptoms. Those with severe enuretic
symptoms probably represent a more
pronounced and refractory form of the
condition, often associated with underlying
bladder dysfunction, and would be more likely
to have persistent enuretic symptoms into
adult life [25-29]. This important finding may
offer new clues to the poor treatment
response in some enuretic patients with very
severe symptoms. Further study of this group
of adults with PNE, who in general have more
pronounced and persistent symptoms than

younger enuretic children, may provide
further insights into the complex
pathophysiology of these various subtypes,
and ways to refine the management of this
heterogeneous disorder.

In conclusion, PNE is as prevalent in Hong
Kong Chinese schoolchildren as in western
populations. The present finding suggesting
that PNE will spontaneously resolve with age
probably applies only to those with mild
enuretic symptoms; with increasing age there
is a greater proportion of enuretic children
with more severe bed-wetting. Enuretic
children aged >10 years, and adolescents,
have significantly more daytime urinary
symptoms and incontinence. The previously
reported low prevalence of PNE in Hong Kong
was probably due to parental indifference to
the problem.
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