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Women’s Health Stizdies Leave

Questions in Place of Cértainty

By DENISE GRADY.. ="

So what do women do now? The re-

sults of two major studies over the

past two weeks have questioned the

value of two widely recommended

measures:  calcium

News  pills and vitamin D to

Analysis  Prevent broken bones,

3 and low-fat “diets to

. ward off heart disease
and breast and colon cancer,

Should women abandon hope, since

other ways to prevent heart disease,
cancer. and bone loss, the scientists
who conducted the studies insisted
that hints of benefit in parts of the
data could not be ignored, :

“We just didn’t come out with as
strong a finding as everyone expect-
ed,” said Dr, Marcia I, Stefanick,
head of the study’s steering commit-
tee. “The results weren't clear
enough, weren't black and white.”

it looks as if nothing works? Abandon
guilt and assume diet makes no dif-
ference? Or muddle on with salad
and. supplements anyway, just in
case?

The studies — part of the same
government research project that in
2002 found hormone treatment for
menopause did more harm than good
— have confused women and
prompted renewed examination of
the regimens that many have been
carefully following. Researchers find

+ themselves parsing the results, and
debating about how far the scientific
rules can be stretched when it comes
to measuring results and searching
for evidence in smaller groups of pa-

* tients within a large study.

The researchers admit that the

+ findings were an unexpected and
puzzling challenge to firmly held, al-
most religious beliefs about nutrition
andhealth. .

And though some experts said the
results meant women should look for

“We're still debating amongst our-
—— e
Continued on Page 20
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selves,” Dr. Stefanick said.

The studies, which involved thou-
sands of women and cost hundreds of
‘millions of dollars, were the largest
and most rigorous look ever at the ef-
fects of diets and supplements, and
are unlikely to be repeated.

- News of the findings spread rap-
“idly, and women interviewed in sev-
“eral cities were aware of them.

Pouran Zamani-Hariri, 68, of Chi-
“cago, said she had been taking calci-
um and vitamin D every day for five
years and planned to ask her doctor
_about the calcium study. But the re-
sults did not surprise her, she said,
because despite taking the supple-
ments, she has broken her shoulder
and her leg within the last two years.

“Maybe it proves that it doesn’t
work,” she said.

Kim Curtis, 39, a portfolio account-
ant from Winthrop, Mass., said she
chose full-fat foods over reduced-fat
products because she worried about
sugars and preservatives being used

» replace fat in processed food.

“The way things are, you're going

0 get cancer anyway,” Ms. Curtis
said.

But the researchers who conduct-
ed the study said their findings were
not a signal to binge on bacon cheese-
burgers.

“] was a little uncomfortable with
‘some of the reactions,” said Dr.
Jacques Rossouw, the project officer
for the Women's Health Initiative,
the program that has created the
stir. It worries him, he said, that
some people think the studies mean
dietary fat and calcium do not mat-
ter.

“It’s not what we say, and I don’t
think it’s what the papers say,” Dr.
Rossouw said.

“For folks who are on a low-fat
diet, by all means continue,” he said.
“If you’re on a high-fat diet, certainly
get it down. That's the message we
would like to send.”

As for calcium and vitamin D, he
‘said, the recent study had “enough
hints” of benefit that women whose
diets do. not provide adequate
amounts should take supplements.

The studies were part of the health
initiative, which started in the 1990’s.
The one on the low-fat diet, which in-
cluded nearly 49,000 women ages 50
to 79, found that overall, after 8
years, the diet had no effect on the

tes of breast cancer, strokes, heart

«cacks or colon cancer.

Similarly, the calcium study,
which included more than, 36,000
women, found that taking supple-
ments for 7 years did not prevent
[broken bones or colorectal cancer,
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Connie Elsaesser, 76, of Cincinnati, said she had no intention of resum-

ing her old eating habits. “I've been brainwashed,” she said.

but it did produce a 1 percent in-
crease in bone density in the hip.

Given the findings, then, how can
researchers like Dr. Rossouw still
recommend low-fat diets and supple-
ments?

The answer depends on how one in-
terprets data. These studies included
women who were treated and a con-
trol group that took placebos or, in
the diet study, simply ate whatever
they wanted. The researchers
tracked the women's health, compar-
ing the groups.

Trying to decide how

to treat the findings of

a major initiative.

According to standard rules based
on probability, the difference in re-
sults between the groups has to be of
a certain size to qualify as a genuine,
or statistically significant, differ-
ence, and not something that could
happen by chance.

In the diet study, the difference in
breast cancer rates was not statis-
tically different. But Dr. Rossouw
said it was so close — a 9 percent re-
duction in risk, whereas 10 percent
would have been significant — that if
the study had gone on longer, it
might well have become significant.
That was one of his main reasons for
continuing to defend a low-fat diet. In
addition, he said, the women who
started out eating the most fat and
then reduced their intake seemed to

have the biggest reduction in risk.

Dr. Larry Norton, a breast cancer
expert at Memorial Sloan Kettering
Cancer Center in New York, also
said the reduction in breast cancer
risk came too close to significance to
ignore. “Any minute now that study
could turn positive,” Dr. Norton said.

He added, “It’s a trend, a strong
hint that something is happening and
we need to follow these patients long-
er.” The patients are still being mon-
itored.

Dr. Norton is an author of a study
in which a 50 percent reduction in di-
etary fat reduced the risk of cancer
recurrence in women who had al-
ready had breast cancer.

A participant in the government
study, Connie Elsaesser, 76, of Cin-
cinnati, said she had mostly given up
butter and cut way back on cheese
and desserts. At times she had crav-
ings, but, she said, she had no in-
tention of resuming old eating habits.

“I've been brainwashed,” Ms.
Elsaesser said.

The debate about the studies
stems from findings in subgroups of
patients, a kind of result considered
questionable by many scientists.

A basic rule in setting up experi-
ments is that a study must be de-
signed specifically from the very be-
ginning to look for certain effects in a
certain type of patient. It is generally
not considered legitimate for re-
searchers to go back over the data
afterward and slice it up into smaller
and smaller groups — sometimes
called data snooping — until they
find a result they like. That result
could be false because it arose from
chance.

In addition, if there is no statis-

tically significant finding in the larg-
er group, it is considered even worse
to dig around in subgroups. )

“Subgroup analyses can get you in
trouble,” Dr. Norton said. “They
don’t prove anything.” But, he added,
effects found in subgroups can lead
to further studies.

In the calcium study, the research-
ers noticed intriguing differences in
certain subgroups. The ones who
took most of their calcium, 80 per-
cent of the pills, had a 29 percent re-
duction in hip fractures. Women over
60 also had a reduction, 21 percent.

Those findings persuaded Dr. Ros-
souw and Dr. Elizabeth G. Nabel, the
director of the health initiative and of
the National Heart Lung and Blood
Institute, to recommend supple-
ments for women whose diets did not
include enough calcium.

“I think those are fair health mes-
sages,” Dr. Nabel said. “I don’t think
it's overstating the data or cheat-
ing.”

But statisticians say that subgroup
analyses are seductive and perilous,
and that the danger is in believing
too much.

The health initiative investigators
are cautious and conservative in
their analyses, Dr. Rossouw said.
They decide ahead of time on sub-
groups they plan to examine — wom-
en of different ages, women who did
and did not follow their assigned
treatment, women of different races,
for example — and give greater
weight to those analyses than to ones
they decide to do after the study is
completed.

But what does it mean when, as
happened in this study, the subgroup
analysis found that women in their
50’s had more hip fractures if they
took calcium and vitamin D? What
does it mean if the women who were
deficient in calcium were not helped
by the supplements?

The temptation, statisticians say,
is to pick the subgroup analyses that
support a favored hypothesis and
disregard the ones that do not.

“The probability that you will see a
spuriously positive effect gets very
big very quickly,” said Dr. Susan
Ellenberg, a former Food and Drug
Administration official who is now a
statistician at the University of
Pennsylvania.

The health initiative investigators
say they are aware of the pitfalls.

One way to decide whether touse a
subset, Dr. Rossouw said, is “the re-
ality check.” He explained: “For a
person knowledgeable in this field
and knowing what is likely to be plau-
sible, what do you believe?”

That, for example, is why the
health initiative investigators em-
phasized their analysis of women




Clinical Trials
On Women’s Health

The largest osteoporosis clinical
trial before the W.H.I.

Total participants 3,000
Rl
CALCIUM AND VITAMIN D

Total participants 36,282
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Took placebo
18,106

Took calcium

and vitamin D

supplement
18,176

RESULTS Feb. 16, 2006

Women who took calcium and
vitamin D supplements ...

Had about
the same
amount of
kidney
stones.

Had the same

amount of hip 1.0% 1.1%

fractures. mEETen
11.6%  11.9%

Had the about

the same

amount of bone

fractures.

Had the

same amount

of colorectal 0.9% 0.9%

cancer. N e

The Women's Health Initiative, X
begun in 1991, followed more than
100,000 postmenopausal womento . |
test the effects of low-fat diets and
calcium and vitamin D supplements

on heart disease, fractures and

cancer. By comparison, most clinica!
trials today follow 1,000 to 5, OOO
people.

DIET MODIFICATION ol

Total participants 48,835 3

1
Y Y al
HE -
Put on Left on usual dief,
low-fat diet 29,294
19,541

RESULTS Feb. 8 2006

Women who followed a low-fat
diet ..

Had about
the same
amount of
cardiovascu-
lar disease.

71%

6.9% -

2.2%

Had the
same number
of strokes.

Had about the
same amount
of breast
cancer.

3.4%

Had the
same amount
of colorectal
cancer.

1.0%

1.0%

Sources: Dr. Jacques Rossouw, Women's Health Initi iative; Dr. Clifford J. Rosen, Maine Center for =

Osteoporosis Research and Education

who complied with their assigned
treatment, be it placebos or calcium
and vitamin D supplements.

Donald Berry, a statistician at
M.D. Anderson Cancer Center in
Houston, said he would not be so crit-
ical of the analysis of women who
took most of their pills, although he
was not overwhelmed by the effect.
The annual rate of hip fractures in
women who adhered to the regimen
was 10 per 10,000 as compared with
14 per 10,000 in adherent women tak-
ing placebos.

“One thing that is absolutely
clear,” Dr. Berry said. “If there is a
benefit, it’s not great, no matter
which  subgroup - we're  talking
about.” :

David Constantine/ The New York Times
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Dr. Ellenberg quoted another ¢ stat-
istician, Richard Peto of Oxford Uni-
versity, who said of subgroups, “You
should always do them but. you
should never believe them.” e
Dr. Nabel acknowledged that stat-
isticians often frowned on using. sub-
groups, but, she said: “Medicine is
an art. You take the data you have in
hand and do your best to interpretit -
for the individual sitting across the
table from you.” :
These studies are not the last wprd
from the health initiative. There will
be more reports and analyses, mgy
based on subgroups, Dr. Nabel s
Dr. Rossouw said, “Probablyﬁg}o

- 20 papers a year for the next 5 years
: would be a conservatwe estlma
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