
24 Women’s Health FA M I LY P R A C T I C E N E W S •  J a n u a r y  1 ,  2 0 0 8

Specific Symptoms Flag
Endometriosis Diagnosis

B Y  M I R I A M  E . T U C K E R

Senior Writer

WA S H I N G T O N —  The constellation of
symptoms characterizing endometriosis
may be more specific than currently
thought, Karen D. Ballard, Ph.D., said at
the annual meeting of the AAGL.

There is often a long delay in the diag-
nosis of endometriosis, in large part be-
cause the symptoms—primarily pelvic
pain and dysmenorrhea—are nonspecific
and can overlap with other conditions. But
now, a case-control study from a primary
care database in the United Kingdom sug-
gests that women with a combination of
gynecologic, urologic, and bowel symp-
toms are likely to have the condition.

“Specific, unremitting symptoms should
raise a high suspicion of endometriosis,”
said Dr. Ballard of the University of Sur-
rey, Guildford, England.

Data were collected from the General
Practice Research Database, the largest
computerized database in the world con-
taining longitudinal medical records from
primary care. It currently comprises more
than 3 million active patients from about
450 primary care practices, the setting in
which all nonemergency patients in the
United Kingdom are first seen.

During 1992-2002, 5,540 cases of en-
dometriosis were identified from a total
of 1,276,100 women aged 15-55 years.
The average age at diagnosis was 35
years. The incidence of diagnosed en-
dometriosis was 0.97 per 1,000 women-
years, and the prevalence—calculated
from the incidence rate and the average
disease duration—was 1.5%. This pro-
portion is lower than what has been re-
ported in the literature, probably because
it comes from general medical practice
rather than a gynecology-based setting,
Dr. Ballard noted.

There were 21,239 matched controls.
The women with endometriosis were sig-
nificantly thinner, with 49.3% having a
body mass index less than 25 kg/m2, com-
pared with 42.1% of the controls. They
were also 20% less likely than were the
controls to have had a previous pregnancy.

As expected, the women with en-
dometriosis had high rates of pelvic pain
(15.6%) and dysmenorrhea (24.6%). But

somewhat surprising was how low those
rates were in the controls—1.5% and 3.4%,
respectively—suggesting that “these symp-
toms are actually more specific than pre-
viously acknowledged,” Dr. Ballard said.

Other menstrual/pain symptoms re-
ported significantly more often by the en-
dometriosis patients than the controls
were dyspareunia (9% vs. 1%, respective-
ly), abdominal pain (45% vs. 13%), men-
orrhagia (23% vs. 6%) and menstrual
problems (27% vs. 13%).

Gastrointestinal symptoms were also
more common in the endometriosis group
than in the control group, including con-
stipation (9.2% vs. 4.4%) and rectal bleed-
ing (2.0% vs. 1.1%), as were the urologic
symptoms cystitis (8.8% vs. 5.3%) and dy-
suria (6.1% vs. 2.7%). Postcoital bleeding
was reported by 2.9% vs. 0.7% and back-
ache by 16.4% vs. 11.0%. All of these dif-
ferences were statistically significant.

Women with endometriosis were also
significantly more likely than were con-
trols to have been diagnosed with subfer-
tility (9.6% vs. 1.8%). But less expected
was an association with the diagnosis of ir-
ritable bowel syndrome: 10.6% vs. 3.3%.
Other diagnoses reported significantly
more often among the women with en-
dometriosis were urinary tract infection
(18.5% vs. 9.8%), pelvic inflammatory dis-
ease (10.3% vs. 1.8%), and ovarian cysts
(6.8% vs. 0.6%). 

Stepwise regression analysis showed that
the five “key symptoms” most strongly as-
sociated with endometriosis were infertili-
ty or subfertility (adjusted odds ratio 8.2),
dysmenorrhea (8.1), symptoms associated
with sexual intercourse (6.8), abdomino-
pelvic pain (5.2), and menorrhagia (4.0).

In all, 84% of those with endometriosis
had at least one of those symptoms, com-
pared with 23% of those without, Dr. Bal-
lard said.

The data also suggest there is opportu-
nity for intervention: Nearly all (98%) of
the women who were ultimately diagnosed
with endometriosis had made at least one
visit to a physician in the year before the di-
agnosis, compared with 81% of the con-
trols. In fact, 62% had visited the physician
at least six times in that year, compared
with 27% of those not diagnosed with en-
dometriosis, she reported. ■

Adjusted Odds Ratios for Five “Key Symptoms” of Endometriosis

Note: Based on a study of 5,540 women with endometriosis, compared with 21,239 controls.
Source: Dr. Ballard
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Diagnose and Treat Interstitial
Cystitis, Painful Bladder Early

B Y  N A N C Y  WA L S H

Ne w York Bureau

M I N N E A P O L I S —  Early recognition of
interstitial cystitis/painful bladder syn-
drome by the primary care physician
can prevent this common and debilitat-
ing condition from becoming refractory,
Dr. Robert Moldwin said at the annual
meeting of the Association of Repro-
ductive Health Professionals.

This is an invisible condition, and there
often is a lag time of 5-7 years between
symptom onset and diagnosis, with pa-
tients being given multiple diagnoses, im-
proper treatments such as
antibiotics, and referrals to
psychiatrists, he said.

The hallmarks of inter-
stitial cystitis/painful blad-
der syndrome (IC/PBS)
are pelvic pain, pressure,
or discomfort, typically as-
sociated with a persistent
urge to void or urinary
frequency. Frequent noc-
turnal voiding is typical,
and symptoms do not re-
late to infection or other
pathology.

Although the precise
etiology of IC/PBS remains unknown, it
is now considered to be a hypersensitiv-
ity condition of the bladder wall, and in-
creased understanding of the changes
seen in the bladder urothelium are be-
ginning to permit targeted therapies, ex-
plained Dr. Moldwin of the urology de-
partment at Albert Einstein College of
Medicine, New York, and director of the
Pelvic Pain Center at Long Island Jewish
Medical Center, New Hyde Park, N.Y.

The normal bladder surface is coated
with impermeable mucin; in patients with
IC/PBS this layer is disrupted, permitting
noxious substances such as potassium in
urine access to nerves and muscles in the
bladder. This sets off an inflammatory re-
sponse with mast cell activation and the
release of histamine, substance P, and
other mediators, which results in neuro-
genic upregulation and a pain response.

In early stages of IC/PBS the symp-
toms tend to be intermittent, but with
increasing duration the pain can become
centralized and once that happens, even
if the bladder is removed, the pain may
remain. This is similar to phantom limb
pain, Dr. Moldwin said. “The key is iden-
tifying these patients when they still have
intermittent symptoms.”

The differential diagnosis includes over-
active bladder, endometriosis, and blad-
der cancer. IC/PBS can be differentiated
from overactive bladder by the pattern of
urinary urge, with overactive bladder
characterized by sudden sporadic urges,
whereas IC/PBS is characterized by a
steadily and sometimes exponentially in-
creasing sense of discomfort that eases
with voiding, he said.

“Of course you don’t want to miss
bladder cancer, but a 30-year-old non-
smoker is unlikely to have bladder can-
cer. If there’s any hematuria or you are

especially concerned you can send off a
urine specimen for cytology,” he said.

Otherwise, the diagnosis is empiric,
and diagnostic tests such as hydrodisten-
tion under anesthesia are not routinely
done. In a patient for whom infection has
been ruled out, and particularly with
pronounced nocturia, it’s reasonable to
begin empiric therapy, Dr. Moldwin said. 

Management encompasses both non-
pharmacologic and pharmacologic strate-
gies. Dietary changes often help, and
many patients benefit from avoidance of
carbonated and caffeinated beverages, al-
cohol, and citrus fruits. Behavior modifi-

cation, with gentle exercise,
stress reduction, and muscle
relaxation, also can help, he
added. “I’m a big believer in
having patients become
empowered, taking control
of their own care.”

Oral medications used
for IC/PBS include pen-
tosan polysulfate sodium,
amitriptyline, and hydrox-
yzine. Pentosan polysulfate,
the only Food and Drug Ad-
ministration–approved oral
medication for this condi-
tion in doses of 100 mg

three times per day, coats the bladder
wall and decreases sensitivity. The drug
can take several months to work, and is
effective in up to 60% of patients.

The tricyclic antidepressant amitripty-
line is useful in helping patients troubled
with nocturia sleep at night, and it also
has pain reduction properties, probably
through inhibition of norepinephrine re-
uptake in the central and peripheral ner-
vous systems, he said. Amitriptyline can
be given in low doses of 10-50 mg per
day, preferably at 7 p.m. to avoid a morn-
ing hangover effect, he said.

The H1 histamine antagonist hydrox-
yzine inhibits the mast cell degranulation
and histamine release characteristic of
the hypersensitive inflammatory re-
sponse in the bladder wall. The drug is
usually given at night, beginning in dos-
es of 25 mg, but response can take a cou-
ple of months.

Intravesical agents that are used in-
clude dimethylsulfoxide, which is FDA-
approved, and unapproved agents such as
lidocaine and heparin.

Increased recognition of the impor-
tance of IC/PBS, which afflicts 1.2 mil-
lion women and 82,000 men in the Unit-
ed States, along with an improved
understanding of the associated patho-
logic events, is allowing the develop-
ment of many new treatments, including
antiproliferative factor, liposomes, and
intravesical botulinum toxin type A.

Patients often experience comorbid
conditions such as allergies, sensitive
skin, irritable bowel syndrome, fi-
bromyalgia, and pelvic floor dysfunc-
tion. “There are a lot of comorbidities
with IC/PBS, but there probably is a
common thread running through these
patients. When we find that, we should
have some better therapies,” he said. ■

IC/PBS is an
invisible
condition, often
with a delay of 5-
7 years from onset
of symptoms to
diagnosis. It’s key
to identify it early,
while symptoms
are intermittent.




