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DHEA IVF Protocol Literature Synopsis as of 11/20/07
M. Bush, MD

P-377
Gleicher/Barad ASRM 2007
DHEA improves number of euploid embryos available for transfer in DOR pat1ents

“8 patients received at least one month of supplementation with DHEA (micronized,
pharmaceutical grade; 25 mg, TID) prior to oocyte retrieval”

P-567

Gleicher/Barad ASRM 2007

Longitudinal review of 281 cycles from 2003-2006 in women above age 40 with DOR.
By 2006, 45% of women above 40 were given DHEA. DHEA significantly improves
CPR/ET. They have since adopted a policy of DHEA in all women above 40 undergoing
IVF.

“Patients received micronized, pharmaceutical grade DHEA 25 mg TID for a minimum
of two months prior to egg retrieval”

0-289
Brill/Gleicher ASRM 2006
DHEA leads to increased, and more rapid, conception rates.

“88 patients received DHEA supplementation at a dosage of 25mg TID for an average
period of 3.7 +/- 0.3 months followed by IVE”

0-101

Barad/Gleicher ASRM 2005

DHEA pre-treatment for IVF in 45 DOR patients increases oocyte yield and percentage
of high quality embryos.

“DHEA, at 25mg TID. for an average of 28 weeks +/- 15 wks (range 4 to 48 weeks)”

F&S, Vol. 84, No. 3, September 2005

Barad/Gleicher

Initial case report detailing a 43 year old with DOR who dramatically improved her
oocyte production over the course of continuous treatment with 75 mg/d DHEA




Table I. Comparison of results of IVF before and after treatment with dehydroepiandrosterone (DHEA)

Pre-DHEA Post-DHEA P-value
n 25 25
Age (years) J99+08 404+0.8 —
Weeks of DHEA - | -
Cancellation 8/25 (32%) 1/25 (4.3%) 0.02
Peak estradiol (pmol/l) 3493 £512 4065 + 589 Not significant
Oocytes 34£05 4405 <0.05
Fertilized oocytes 14103 3.010.5 <0.001
Percentage of fertilized oocytes 39 67 <0.001
Day 3 embryo blastomeres 34+£04 47+0.5 0.01
Day 3 embryo grade 29%81 3.4+£0.09 0.02
Cumulative embryo score per oocyte retrieved 84+1.5 1612186 0.001
Transferred embryos 14102 24103 0.005
Normal day 3 embryos 12502 27204 0.001
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Aromatase Inhibitors in Gynecologic

Practice

In premenopausal women, aromatase inhibitors
reduce hypothalam vitary estrogen feedback that
Jeads to increased gonadotropin-releasing hormone
(GnRH) secretion, concomitant elevations in luteini-
zing hormone and follicle-stimulating hormone, and
mcrcascd ovarian follicular development. The gonado-

g action of | le has been used off-
Iahel in the treatment of patients with ovulatory
dysfunction, such as polycystic ovary syndrome, and for
increasing the number of ovarian follicles recruited for
ovulation in women who are already ovulatory (12, 13).
In a meta-analysis of four published trials, including 662
women with polycystic ovary syndrome, pregnancy rates
were ‘imiiar between women treated with clomiphene

and women treated with letrozole (relative risk, 1.02; 95%
confidence interval, 0.83-1.26) (14). Some have raised
concerns about this ofi-label use because letrozole may
disrupt the narmal aromatase activity in tissues during
early fetal development and can be potentially teratogenic
if administered inadvertently during early pregnancy.
However, a large study of 211 newborns conceived using
letrozale for avulanon mdumon showed no difference in
rates of (15). In addi the

half-life of letrozole (approximately 30-60 hours) is
shorter than that of clomiphene citrate (5-7 days) and,
thus, should be effectively cleared from the body by the
time of embryo implantation, likely preventing a terato-
genic zf(zd when used in ovulation mdunmn (14).

Passible ad ges of 1 le over citrate
include reduced multiple pregnancies, lower estradiol lev-
els, and an absence of antiestrogenic adverse effects on the
endometrium. However, there is no evidence that letro-
zole is more effective than clomiphene for ovulation
induction. Letrozole may have a role in the treatment of
clomiphene-resistant patients (16).

The recent d ation that is
expressed at higher levels in endometriosis implants than
in normal mdom:mum has led to pdm studies using

i wit gestins in parients
with endometriosis resistant to conventional medical and
surgical lh:raplu (17). These small studies suggesl xh-t
aromatase i could reduce ends
ated pelvic pain, whereas the progestin cuu!d cl'fecwe:l,
suppress gonadotropins and reduce ovarian activity.
Results of subsequent trials have shown similar efficacy
for relief of pelvic pain when aromatase inhibitors were

d with combination oral (18), or
when aromatase inhibitors were given concomitantly
with a GnRH agonist (19). There are no randomized con-
trolled trials comparing aromatase inhibitors with tradi-
tional medical treatment for endometri Side effect
profiles of aromatase inhibitor regimens (including a
proge: or oral contraceptive as add-back therapy) are
favorable comp d with regi ining GnRH
agonists or danazol. These aromatase inhibitor regimens
with add-back progestin or oral contraceptives do not
appear to be associated with significant bone loss after 6
months of treatment and may be suitable for long-term
use (20). T
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