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From the early 1990s until recently, several studies have confirmed
that after triggering women with gonadotropin releasing-hormone
(GnRH) agonist the incidence of moderate/severe early-onset ovar-
ian hyperstimulation (OHSS) is significantly reduced, making this
strategy potentially valuable for use in high-risk in vitro fertiliza-
tion (IVF) patients or oocyte donors. Two randomized controlled
trials with high-risk IVF patients (1, 2) confirmed the absence of
moderate/severe OHSS and implantation rates seemed not to be
affected by the use of vigorous luteal support. In the context of
oocyte donation, the reduction in OHSS incidence was
demonstrated both by retrospective series (3-5) as well as
randomized clinical trials (6, 7). Our group has published the
largest experience (4, 7) to date with GnRH-agonist triggered
oocyte donor cycles. This strategy contributed in large part to the
overall safety of our egg donation program, which is
predominantly based on the use of the GnRH antagonist
stimulation protocol (8).

Daniel Bodri, M.D., M.S.*"

Juan José Guillén, M.D.?

Marta Trullenque, M.D.*

Katja Schwenn, M.D.*

Carolina Esteve, M.D.*

Oriol Coll, M.D., Ph.D.?

“ Clinica EUGIN, Barcelona, Spain

b Universitat Autonoma de Barcelona, Departament de
Pediatria, Obstetricia i Ginecologia i Medicina Preventiva,
Barcelona, Spain

Received May 19, 2009; revised July 4, 2009; accepted August 11, 2009;
published online October 2, 2009.

D.B. has nothing to disclose. J.J.G. has nothing to disclose. M.T. has
nothing to disclose. K.S. has nothing to disclose. C.E. has nothing
to disclose. O.C. has nothing to disclose.

Presented at the Annual ESHRE Meeting, Amsterdam, June 28-July 1,
20009.

Reprint requests: Daniel Bodri, M.D. M.S., Clinica EUGIN, calle Entenca
293-295, 08029 Barcelona, Spain (FAX: +34-93-227-56-05; E-mail:
dbodri@eugin.es).

Early ovarian hyperstimulation syndrome is
completely prevented by gonadotropin releasing-
hormone agonist triggering in high-risk oocyte donor
cycles: a prospective, luteal-phase follow-up study

In this prospective, follow-up study of 102 high-risk oocyte donors in their luteal phase, we found a complete
absence of ovarian hyperstimulation syndrome (no signs of hemoconcentration or ascites) after the donors were
triggered with a gonadotropin releasing-hormone (GnRH) agonist. Due to its powerful preventive effect, the
GnRH antagonist protocol combined with a GnRH agonist trigger should preferentially be used in egg donors;
in conjunction with an effective luteal support or embryo cryopreservation, the protocol could also be applied
to high-risk in vitro fertilization patients. (Fertil Steril® 2010;93:2418-20. ©2010 by American Society for
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On the other hand, a small number of reports have described
OHSS cases despite the fact that final oocyte maturation was in-
duced by the GnRH agonist (9, 10). These cases occurred almost
exclusively during conception cycles, which means that late-onset
cases could be completely avoided only by combining GnRH-
agonist triggering with an effective embryo cryopreservation
program. In a proof-of-concept study of 20 high-risk IVF patients,
Griesinger et al. (11) described an approach that focused on
cumulative pregnancy rates and OHSS incidence. This study also
presented data on luteal-phase follow-up evaluations of GnRH-ag-
onist triggered IVF patients and found no signs of moderate/severe
OHSS.

The exact degree of OHSS prevention and incidence of milder
symptoms yet to be evaluated on a larger sample of high-risk pa-
tients. Therefore, to gather more information on the safety and
side effects of GnRH-agonist triggering, we conducted a prospec-
tive study that evaluated clinical symptoms, and biochemical and
ultrasound signs of OHSS in high-response oocyte donor cycles.

MATERIALS AND METHODS

The observational study period was between April and September
2008. Institutional review board approval was obtained and in-
cluded donors consented to follow-up evaluations. Gonadotropin
stimulation started from day 2 of the menstrual cycle with re-
combinant follicle-stimulating hormone (FSH) or purified human
menopausal gonadotropin (hMG). The GnRH antagonist (Cetro-
tide, 0.25 mg/day) was introduced according to a multiple-dose,
flexible protocol. In all high-risk cases, triggering was exclusively
performed with 0.2 mg of subcutaneous triptorelin, and hCG was
carefully avoided for inducing final oocyte maturation. Preventive
cointerventions (i.e., coasting, or intravenous albumin administra-
tion) were not applied after GnRH-agonist triggering.

For the purpose of our study, donors who were at increased
OHSS risk were scheduled 3 to 6 days after their oocyte retrieval
for a single follow-up examination. Every patient was included
only once in the study. Increased OHSS risk was defined as
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> 20 follicles > 10 mm on the last ultrasound scan and/or a final
E, level of >4000 pg/mL, and/or > 20 retrieved cumulus—oocyte
complexes (COCs). At consultation, a physical examination and
a vaginal and abdominal ultrasound scan were performed by a phy-
sician together with a blood analysis (blood count including leuko-
cytes and hematocrit, liver, and renal function). We classified
OHSS according to the criteria described by Navot et al. (12)
and Aboulghar and Mansour (13) where ultrasound signs of mod-
erate OHSS were defined as ovarian enlargement (5-12 cm) and
evidence of ascites. It was considered to be “severe” when moder-
ate OHSS was accompanied by severe hemoconcentration (Hct
>45%), hyperleucocytosis, and kidney or liver dysfunction. We
defined ascites as free liquid in the abdominal cavity detected by
abdominal ultrasound, or by the presence of notable periovarian
and periuterine liquid detected by vaginal ultrasound. The quantity
of free liquid in the Douglas pouch was measured as described by
Alvarez etal. (14). According to their observations, an average 3.5
+ 2.8 cm? fluid pocket was a routine finding in donors without
OHSS risk, and only >9 cm? fluid pockets were considered as
a significant amount of free pelvic fluid.

RESULTS

A total of 102 donors were prospectively enrolled in the study ac-
cording to the inclusion criteria. Data regarding ovarian stimula-
tion and luteal-phase follow-up evaluations are summarized in
Table 1. No cases of moderate/severe OHSS were observed in
the study group. Seven patients (6.8%) reported pain and moderate
abdominal distension at the follow-up examination (without any
concomitant biochemical or ultrasound sign of OHSS), but these
symptoms completely disappeared a few days later at the onset
of menses. No cases of ascites were detected with abdominal ultra-
sound. The mean area of fluid pocket in the Douglas pouch was 3.1
+ 3.8 cm®. In eight patients, a fluid pocket >9 cm? was detected
but without any clinical symptoms or hemoconcentration. The
mean ovarian diameter was 49.7 + 10.7 mm and 46.9 £ 9 mm
for the right and the left ovary, respectively.

Luteal phase hematocrit values (37.7 £ 2.8) were statistically
significantly lower than the basal values (39.7 & 2.5) recorded in
the same patient before ovarian stimulation (P<.0001). A tran-
sient, mild elevation (range: 28—104 IU/mL for ALAT and 39-60
IU/mL for ASAT) of hepatic enzymes was found in six patients
(5.8%). Luteal leukocyte count and creatinine values were in
normal ranges. The length of the unsupported luteal phase was
5.6 days.

DISCUSSION

Our observational study demonstrated that GnRH-agonist trigger-
ing completely prevented the development of early-onset OHSS
(absence of hemoconcentration or accumulation of ascites) in
high-risk oocyte donors.

In addition to clinical assessment, we also evaluated the objec-
tive ultrasound and biochemical signs of OHSS. Hemoconcentra-
tion is a particularly sensitive marker of the degree of OHSS
severity (15). It is remarkable that mean luteal hematocrit values
were significantly different (2 points lower) from basal values re-
corded in the same patient before ovarian stimulation, thus exclud-
ing any OHSS-related hemoconcentration. On the other hand, in
our series in a small proportion of donors we detected a transient
mild elevation of hepatic enzymes without accompanying hemo-
concentration, ascites, or any other clinical sign of OHSS. It could
be hypothesized that these alterations were related more to the
ovarian stimulation itself (possibly mediated by elevated estradiol
levels) than to OHSS (16).

In our series, the ultrasound OHSS markers found after a high
ovarian response (Douglas fluid pocket or ovarian size) were almost
identical to those found in patients without any OHSS risk (average
ovarian diameter <5 cm and Douglas fluid pocket <3.5 cm?).
Although in a few patients (7.8%) the size of Douglas pouch fluid
pocket was above the level (9 cm?) that determined significant
pelvic fluid, these patients did not present clinical symptoms or
hemoconcentration. In our opinion, these cases cannot be classified

TABLE 1

Donor cycles and luteal phase follow-up evaluation.

Mean + standard deviation Range
Mean donor age (y) 259+ 44 18-35
Starting FSH dose (IU) 203.0 + 35.0 112.5-300
Days of stimulation 10.1 £1.3 7-15
Total FSH (IU) used 1983.0 £ 476.0 1012.5-3375
Final estradiol level (pg/mL) 3337.0 + 1825.0 143-8474
Number of follicles >10 mm 25.1+6.2 13-42
Retrieved oocytes (COC) 19.8 +7.2 5-40
Basal hematocrit 39.7 £ 2.5° 34.1-45.7
Luteal phase hematocrit 37.7 +2.8° 26.5-46.4
Luteal leukocytes 7880.0 £+ 1980.0 4240-13580
Serum ALAT (IU/mL) 20.0 £ 7.0 7-104
Serum ASAT (IU/mL) 16.0 + 8.0 9-60
Serum creatinine 0.8 £ 0.1 0.6-1.1
Diameter, right ovary (mm) 49.7 +10.9 29.5-79
Diameter, left ovary (mm) 48.9 £ 9.0 28-71
Douglas pouch fluid pocket (cm?) 3.1+38 0-19.6

2 Independent t-test (P=.0001).
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as moderate OHSS and are probably related to some degree of
intraperitoneal bleeding that occurred after oocyte retrieval.

Recently, several pilot studies investigated the luteal-phase ad-
ministration of different drugs (cabergoline, letrozole, or GnRH
agonist/antagonists) as possible methods of OHSS prevention
(14, 17, 18). Similarly to our study, they examined high-risk
oocyte donors but with a smaller number of patients.
Cabergoline, which is one the most investigated new drugs,
reduced the occurrence of early OHSS but was not sufficient to
completely eliminate it. Alvarez et al. (14) observed the occur-
rence of moderate/severe OHSS in 31.4% of his experimental
group (compared with 62.5% in the high-risk control group).
Moreover, Douglas fluid pocket measurements in the cabergo-
line-treated group of Alvarez et al. (14) were significantly higher
than in our series. Therefore, our findings suggest that compared
with other pharmaceutic interventions GnRH-agonist triggering
is currently the most effective way of OHSS prevention.

This argument strongly supports the preferential use of a GnRH
antagonist protocol coupled with GnRH-agonist triggering in the
stimulation of oocyte donors. In addition to increased donor safety,
the clinical management of oocyte donor cycles is also profoundly
influenced. Cycle monitoring becomes much easier (reducing or
even eliminating the need for hormonal assays), and interventions
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for OHSS prevention (coasting or cycle cancellation) are no longer
necessary (5). It must be pointed out, however, that in a few pa-
tients (6% to 7%) some milder symptoms are still present and
this is probably related to oocyte retrieval and/or a high ovarian re-
sponse. Therefore, to minimize donor discomfort and to also avoid
possible alterations in egg quality related to a high response, exces-
sive stimulation of oocyte donors is still not recommended. It
could be argued that one of the main limitations of our observa-
tional study is the absence of a control group triggered with human
chorionic gonadotropin (hCG). Nonetheless, as pointed out by Kol
and Solt (19), currently with the available body of evidence sup-
porting the powerful preventive effect of GnRH-agonist triggering,
any prospective study that exposes the control group to a hCG-
mediated high OHSS risk could be considered unethical.

Our findings suggest that GnRH agonist triggering is highly ef-
ficient in preventing clinically significant early OHSS in oocyte
donation cycles. Due to this fact, this stimulation protocol should
become the treatment of first choice for egg donors; in conjunction
with an effective luteal support or embryo cryopreservation, it
could also be applied to high-risk IVF patients.
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