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ALL THE CHR-NEWS FIT TO PRINT

A FLOOD OF NEW
PUBLICATIONS

A record number of our
scientific papers have
been accepted for publi-
cation in leading medical
journals and will be
appearing in print over the
next six months approxi-
mately. One of the papers
(Gleicher N, Barad D.
The relative myth of
elective single embryo
transfer; Human

Reproduction) has
already been posted elec-
tronically on the journal's
website and can be seen
there. Because of prepub-
lication confidentiality
rules, we are not permit-
ted to disclose further
details beyond the fact

that the topics covered in
these manuscripts include
unexplained infertility,
ovarian aging, in vitro fer-
tilization (IVF) outcomes in
the United States and
Europe, polycystic ovarian
disease (PCO), IVF in
general, preimplantation
genetic diagnosis (PGD)
and, of course, deh-
droepiandrosterone
(DHEA). Quite a number
of additional manuscripts
are either already submit-
ted for publication or

in preparation for submis-
sion.We, therefore, expect
a record number of CHR
manuscripts in print during
2006.

OUR TEACHING PROGRAM

One of the reasons for this
increase in our scientific pro-
ductivity was our teaching
program. CHR serves as a
training base for residents
and fellows from a number
of teaching hospitals. Most
of them rotate through CHR
for brief elective, clinical
periods of 4-6 weeks. Some
choose a longer, intermittent
rotation,which usually entails
a year-long research affilia-
tion and allows them to com-
plete research projects and
publications. Over the last
year, we had two excellent
physicians working with us.

Andrea Weghofer, M.D.,
Ph.D., from Vienna, Austria,
spent considerable time at
CHR during the last aca-
demic year as part of her
research fellowship at the
Department of Ob/Gyn at
Yale University. Hayama
Brill, M.D., a senior Ob/Gyn
resident at Lennox Hill
Hospital in New York City,
did the same as a step in
preparing for a clinical fel-
lowship in reproductive
endocrinology and infertility.
Both are now co-authors of
a number of CHR publica-
tions.

CHR’s 2006
GRANDROUNDS

Our monthly Grandrounds for the Ob/Gyn Community, start
ed the New Year with a bang, when our first event of the
year, in February at Blaue Ganz, Kurt Gutenbrunner’s out
standing new restaurant in TriBeCa, was so oversubscribed
that many members of the audience had to consume the
restaurant’s culinary delights standing up at the bar. The fol-
lowing Grandrounds was our Annual Residents and Fellows

Day, staring Hayama Brill, M.D. and Andrea Weghofer,
M.D., PhD. In April, Salim Daya, M.D. from Canada (pic-

tured below), spoke to an over-booked audience at Tuscan

Square Restaurant and Marketplace. In May our speaker,
Mark D. Hornstein, M.D., of Harvard Medical School, pre-

sented on the topic “Trends in
IVF Outcomes in the United
States.” The last CHR
Grandrounds of the
year will be held on
June 6, 2006 at

Le Charlot Restaurant
with Professor Roy
Homburg fom Tel Aviv
University, Israel, and
VU University,
Amsterdam, The
Netherlands, as the
speaker.

Dr. Salim Daya (on the
left) and Dr. David Barad,
Medical and Research
Director of MRI.

Guests, including
Mrs. Dr. David Barad
(second from left) at

April Grandrounds

held at Tuscan
Square Restaurant
and Marketplace.




Premature Ovarian Aging

women with POA have
greatly decreased pregnan-
cy chances and, therefore,
can be found disproportion-
ally in infertility programs.

The previously
described study contained a
considerable number of
POA patients. We, there-
fore, are by now quite con-
vinced that DHEA is highly
effective in women with
POA.
In a prior UPDATE
we briefly mentioned a
recent study in which we,
somewhat (though not
completely) to our surprise,
found out that women
with POA do NOT

show an increase in
chromosomal abnormalities
in their embryos, as one
might have suspected in
women with "older" ovaries.
Indeed, their aneuploidy
rate was absolutely identical
to that of age matched
controls and potentially
explained a number of con-
tradictory findings which
have been confusing the rel-
evant literature:

® On the one hand,
everybody agrees that
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® Yet, on the other
hand, it has been widely
reported that baseline ovari-
an function tests, and espe-
cially FSH levels, if abnor-
mally high, had less nega-
tive predictive value in
younger women than in
older ones.

continued next page

FROM THE
CHR MAIBOX

“Dear Br. Gleleher and Dr.
®Bavad:

Tanner entered the
world o Little early (2
months) with much  fan-
fare! He was born May 5,
2005, It was a very rochg
pregnancy and at the end
of a three week stay in the
hospital, he was delivered
via emergency c-section. A
4 pounds, 16 lnches he was
thny but perfect. There were
no complications other tha

5-year-old Tristan §1-
5@W—0L0{ Tanner

can see he overcamee that,
He s now € and a half
months old and still t'w%
(1e pownds) but healthy
and very happy. His olde
brother adoves hine and tha

makes Life easter for us all.
we call the bogs “Glelche
babies,” and we are very
proud of it. Enclosed is also
the plcture of owr first sue-
cess-Tristan. He s now .

years old. we wish you
contlnued  success  with
each patient that knocks o

your doov. TM% ave Little
mlvacles and we are very
Luc&g people.

-Deneen Zirotsky”
Pawling, New Yor




Premature Ovarian Agi.lng...

continued from page 2

® Somewhat expect-
ed, therefore, younger
women, if stimulated based
on their "ovarian age", rather
than based on their birth
day, will have surprisingly
excellent pregnancy rates.
In two studies conducted at
CHR, we achieved clinical
pregnancy rates of 32% and
43%, respectively, once we
stimulated POA patients
with a microdose agonist
protocol, rather than with
long agonist or an antago-
nist protocol. Such rates
are, of course outstand-
ing,and approach those of
women with normal ovari-
an reserve.

Therefore, nobody
should be talked into egg
donation, just because
FSH is mildly elevated!

This does not, how-
ever, appear to be the end of
the story: When, in the
above noted PGD study, we
followed pregnancy out-
comes, we noted a rather
unexpected finding. Even
though the data did not
reach full statistical signifi-
cance, women with POA,
who conceive, may demon-
strate an increased risk to
miscarry. Maybe even more
unusual, the risk for miscar-
riages appears especially
high after a fetal heart has
been detected; i.e. rather
late in pregnancy.

These are potential-
ly very important findings
because they may hint at an
underlying cause for the
occurrence of POA. And
here is why:

® Most pregnancy
loss (approximately 85%) is
genetic in nature. We, how-
ever, know from above
described PGD study that
POA patients do not show
an increase in genetic/chro-

mosomal abnormalities.
Therefore, it appears unlike-
ly that the observed likely
increase in pregnancy loss
in POA patients is genetic in
nature.

(] The earlier pregnan-
cy loss occurs, the more
likely it is genetic in nature.
The later pregnancy loss is
seen, the more likely it
is medical in nature
(i.,e. immunological, dia-
betes-caused, etc.). The
increase in pregnancy loss,
observed here, was primari-
ly after fetal heart tones
had been detected; i.e., late.
This observation strongly
suggests that POA may be
associated with a medical
cause for pregnancy loss.

(] The most frequent
medical cause for pregnan-
cy loss is abnormal (auto)
immune function. We have
previously associated POA
with adrenal enzyme defects
and are currently in the
midst of a study investigat-
ing the association of POA
with such adrenal defects.
Most acquired adrenal
enzyme defects (in contrast
to those from birth)
are  believed to be
(auto) immune in nature.
Premature Ovarian Failure
(POF), the end stage of
POA, has been for decades
associated with abnormal
(auto) immune function
towards ovary and thyroid
gland. In summary, there
appears to be increasing
evidence that POA may be
an (auto) immune dis-
ease. (Much of this research
at CHR was conducted
by Andrea Weghofer, M.D.,
Ph.D).

Our findings are still
very preliminary and larger
case numbers may fail to
confirm these preliminary

results. However, if we will
be able to confirm an (auto)
immune etiology for POA,
we may be able to develop

diagnosis of POA and
treatments to stop, or, at
least slow down the process

leading to premature ovari-

better methods for early .
an exhaustion.

THE

MENOPAUSL
RESEARCH

INSTITUTEL
(MRI)

On April 3, 2006, CHR formally expanded its

MENOPAUSE practice. Because menopause therapy
used to be rather standardized, it traditionally occupied
the realm of the general gynecologist. In recent years,
especially as a consequence of the many studies con-
ducted by the Women's Health Initiative, the treatment of
menopause has, however, become much more complex
and controversial. Consequently, with increasing frequen-
cy, patients and our colleagues in general gynecology,
have been turning towards reproductive endocrinologists
for subspecialty advice.

In order to create a moreformal framework for our
menopause practice, we, therefore, decided to
establish the Menopause Research Institute (MRI) as
a fully independent division of CHR. Dr. David Barad will
be serving as MRI's Medical and Research Director. As
one of theWomen Health Initiative's principal investiga-
tors (you can find his name on quite a number of their
published studies), he has demonstrated a long-standing
interest in menopause research and is eminently qualified
to head up our new effort clinically as well as in its inves-
tigational aspects.

For more detailed information on the rather
unprecedented set up MRI will be offering, please visit
MRI's new website www.menopausereserchinstitute.com,
or email us at MRI@menopausemd.com or call us at 212-
434 7055. The Institute will be housed at our CHR facility
at 21 East 69th Street, in Manhattan.

"Everything 1s simpler
than you think
and more complex
than you imagine."

Goethe
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stories please contact us by phone, fax, or email at:
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vbrady@thechr.com




