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Effexor Eases Hot Flashes in Breast Ca Patients

B Y  J A N E  S A L O D O F  M A C N E I L

Southwest  Bureau

O R L A N D O,  F L A .  —  Venlafaxine con-
trols hot flashes more effectively than
clonidine, but not as well as a single dose
of medroxyprogesterone acetate, accord-
ing to randomized,
controlled trials pre-
sented in posters at
the annual meeting
of the American So-
ciety of Clinical On-
cology. 

In a trial organized
by the German
Breast Group, ven-
lafaxine (Effexor) re-
duced frequency of hot flashes by 62% and
severity by 67% in breast cancer patients.
Clonidine reduced frequency by 22% and
severity by 48%, reported Sibylle Loibl,
M.D.

In a North Central Cancer Treatment
Group trial, venlafaxine reduced hot flash
frequency by 52% and median hot flash
scores by 57% in the first 185 patients eval-
uated. A single 400-mg dose of medrox-
yprogesterone (MPA, Depo-Provera)
achieved an 85% drop in frequency and re-
duced scores by 88%, reported Charles L.
Loprinzi, M.D.

MPA also had a better side effect profile
than venlafaxine, but the North American
trial did not address safety in women at
risk for breast cancer.

“The bottom line is, it [MPA] clearly
works better. I think it is a reasonable op-
tion to give,” Dr. Loprinzi, an oncologist
at the Mayo Clinic, Rochester, Minn., said
in an interview. “Whether is has a small ef-
fect on breast cancer risk of recurrence or
developing or decrease is unknown.”

Dr. Loibl, a gynecologist in Neu-Isen-
burg, Germany, told this newspaper that
the superiority of MPA was not surprising.
“But we want to treat, especially breast
cancer patients, without hormonal thera-

py,” she said, adding that she would con-
sider it only if a woman has not gained re-
lief after 4 weeks on venlafaxine.

The double-blind German trial ran-
domized 80 breast cancer patients (medi-
an age 53) from April 2002 to October
2004, and was able to evaluate 69. All had

at least two hot flashes per
day at baseline. None used
medication to treat hyper-
tension or depression.

During the 5-week
study, 34 patients took
two 0.075-mg clonidine
pills per day; 35 patients
took venlafaxine in 37.5-
mg pills, also twice a day.
The primary end point

was frequency of hot flashes at 5 weeks,
but the researchers also reported that
venlafaxine worked faster, reducing hot
flashes significantly in the first week.

Side effects were comparable with both
drugs and mostly occurred in the first
week. Mouth dryness was the most com-
mon in both groups. Tiredness occurred
in 25% of the clonidine group and 33%
of patients on venlafaxine. About 25% of
the venlafaxine patients experienced nau-
sea, but Dr. Loibl said the incidence
dropped nearly to zero after the first
week.

Four patients stopped treatment early
because of side effects, and seven disap-
peared from follow-up.

In the North American trial, almost
two-thirds (63%) of the women had a his-
tory of breast cancer. The remaining 37%
were afraid to take hormonal treatments
because of breast cancer risk, according to
Dr. Loprinzi. 

All patients enrolled had at least 14 hot
flashes a week. None were on antidepres-
sants. Median age was in the mid-50s for
all three arms of the 6-week study. The
poster report on the study included data
on a total of 195 patients.

One group of 94 patients started on a

37.5-mg daily dose of venlafaxine, which
increased after 1 week to 75 mg. A second
group of 94 patients received a single 400-
mg dose of MPA. 

A third group stopped accrual with sev-
en patients because of enrollment diffi-
culties. These patients received 500 mg of
MPA every other week for 6 weeks. Their
results were even better than the single-
dose cohort, but their numbers were too
small to compare meaningfully.

By the end of the trial, Dr. Loprinzi re-
ported that 22 patients (24%) in the one-
dose MPA arm were free of hot flashes
compared with one patient (1%) on ven-
lafaxine. In the MPA group, 90% reported
residual hot flashes scores as 49% or less
of baseline, compared with 63% of those
on venlafaxine.

For the most part, MPA also was better
tolerated, with patients reporting signifi-
cantly less constipation, hot flash distress,
abnormal sweating, and sleepiness, as well

as significantly more satisfaction with hot
flash control and trends toward less trou-
ble with sleeping and orgasm. 

“Based on efficacy, MPA wins. Based on
acute toxicity, MPA wins. Based on cost,
MPA is cheaper,” Dr. Loprinzi said, bal-
ancing the price of a single dose of MPA
against daily treatment with venlafaxine.

Safety is the big unanswered question.
The concern is whether MPA interferes
with hormonal therapies such as tamox-
ifen and aromatase inhibitors, Dr. Loprinzi
said. 

“There is not a definitive answer,” he
said. “You find circumstantial evidence on
both sides of the fence.”

His group recommended discussing
risks and benefits with patients. Dr. Lo-
prinzi said he believes that risk is minimal
because MPA has a half-life of 50 days.

“It is a short-term thing,” he said. “I
think it allows women to gradually go
through menopause.” ■

Drug is more effective than clonidine, but does not

match a single dose of medroxyprogesterone acetate.

Black cohosh, a popular herbal rem-
edy, failed to reduce hot flashes in

a randomized, double-blind, placebo-
controlled, phase III crossover trial
presented in another poster at the
meeting.

Barbara Pockaj, M.D., and her col-
leagues reported that the average de-
crease in hot flash scores was larger in
placebo users (27%) than in those who
received 20 mg of black cohosh daily
(20%).

At the end of the 9-week study, 36
(37%) of the 97 patients completing
the study preferred placebo, 31 pa-
tients (32%) favored black cohosh, and
30 patients (30%) had no preference.
The other 19 patients evaluated in the
study were listed as missing. The study
included breast cancer patients and
women with a perceived risk of breast
cancer.

Toxicity results gave a slight edge to
black cohosh, with no adverse events

reported by 87% of patients on the
herbal remedy and 77% on placebo.

None of the findings reached statis-
tical significance, Dr. Pockaj of the
Mayo Clinic in Scottsdale, Ariz., said in
an interview. 

“Based on this, I see no reason to
take black cohosh,” Dr. Pockaj said.
“It has no effect at all, not even a sug-
gestion.”

Black cohosh is the leading hot flash
treatment in Germany, said Dr. Loibl,
whose German Breast Group study
showed venlafaxine to be effective for
hot flashes. “I am very happy that this
trial has been done finally, because it
shows it [black cohosh] has no effect,”
she told this newspaper. 

Nonetheless, she predicted that
physicians would continue to recom-
mend the herbal remedy. Venlafaxine
is not approved for hot flashes, where-
as black cohosh is available over the
counter, Dr. Loibl noted. 

Black Cohosh Flunks Phase III Trial

Presumed IBS May Be Missed Pelvic Floor Dysfunction
B Y  T I M O T H Y  F. K I R N

Sacramento Bureau

C H I C A G O —  Many individuals diag-
nosed with irritable bowel syndrome
could actually have pelvic floor dysfunc-
tion, a condition that can be much more
remediable, according to a study con-
ducted at the Mayo Clinic.

Considerable overlap exists in the symp-
toms of pelvic floor dysfunction and irri-
table bowel syndrome (IBS), particularly
constipation-predominant irritable bowel
syndrome, even though the Rome diag-
nostic criteria for functional bowel disor-
ders considers the two distinctly separate
entities, Christopher N. Andrews, M.D.,
the main investigator of the study, said in
a poster presentation at the annual Diges-
tive Disease Week.

The study showed that few patients who
present with symptoms of straining, lumpy
or hard stools, or a sensation of incomplete
evacuation get a pelvic floor work-up as
they should, because those with pelvic
floor dysfunction probably could be helped
by biofeedback training of the pelvic floor
muscles, Dr. Andrews said in an interview.

The study included 450 patients being
seen at the Mayo Clinic, Rochester, Minn.;
77% of participants were women. The pa-
tients either had diagnosed IBS or were
undergoing a scintigraphic GI transit
study. The patients filled out a symptom
questionnaire to help the investigators
determine whether they had symptoms
the Rome criteria listed in conjunction
with pelvic floor dysfunction. Study in-
vestigators reviewed the patients’ medical
records to see if the subjects had been giv-

en any anorectal defecation testing.
A total of 194 of the patients had at least

two symptoms of pelvic floor dysfunction
as outlined by the Rome criteria. But only
50 patients (11%) had undergone pelvic
floor dysfunction testing, usually balloon-
expulsion manometry. Of those 50 pa-
tients, 13 (26%) had an abnormal test result.

Patients with constipation-predominant
IBS were more likely to get testing, but they
were also more likely to have overlapping
symptoms and an abnormal test result. 

Of the 78 patients with constipation-pre-
dominant IBS, 76 had at least two symp-
toms of pelvic floor dysfunction. Of those
patients, 24 (32%) underwent testing, and
among those tested, 8 (33%) had an ab-
normal test result.

Anorectal defecation testing of patients
with IBS-type symptoms is thought to

have become more common at highly
specialized centers in recent years, Dr.
Andrews said in the interview. But if the
rate of testing is so low at the Mayo Clin-
ic, then it is probably not done often
enough anywhere.

One problem that may discourage test-
ing is that there are different tests but no
real standards concerning which to use, he
added.

The Rome criteria symptoms used to de-
fine pelvic floor dysfunction include: strain-
ing when defecating more than 25% of the
time, lumpy or hard stools more than 25%
of the time, incomplete evacuation more
than 25% of the time, sensation of anorec-
tal blocking more than 25% of the time,
manual maneuvers to facilitate defecation
more than 25% of the time, or one or few-
er defecations per week. ■

Safety is the big
unanswered question. 
The concern is whether 
MPA interferes with 
hormonal therapies 
such as tamoxifen.
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