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IVF/ICSI cycles with GnRH antagonist protocol: is it possible to
avoid weekend oocyte retrievals?

Ciclos FIV/ICSI com estimulacao ovarica com protocolo com
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Abstract

Overview and Aims: Ovarian stimulation with gonadotrophins and LH surge suppression with GnRH antagonist has be-
come the most widely protocol used in IVF/ICSI cycles. The main disadvantage lies in the lack of flexibility on the starting
day of gonadotrophin stimulation when a fresh transfer is planned, which may lead to a higher frequency of weekend re-
trievals. The aim of this study was to determine the best weekday to start gonadotrophin stimulation to reduce the frequency
of weekend oocyte retrievals in IVF/ICSI cycles using GnRH antagonist protocol, as well as to evaluate the impact of the
day of oocyte retrieval in laboratory parameters.

Methods: A retrospective cohort study was performed in the Reproductive Medicine Unit of a Portuguese University Hos-
pital. The study included all consecutive women undergoing oocyte retrieval between January-2016 and December-2021
after gonadotrophin stimulation with GnRH antagonist protocol with an intent of fresh embryo transfer. The main outco-
me was to determine which weekday for initiating ovarian stimulation led to the lowest number of weekend retrievals. Se-
condary outcomes included assessing whether the laboratory results were affected by the day of retrieval.

Results: A total of 376 IVF/ICSI cycles were analyzed. Most oocyte retrievals were performed during the 5-day workweek,
with 45 (12%) occurring during the weekend. Saturday and Sunday oocyte retrievals were less likely when gonadotrophin
stimulation started on Friday (p=0.01) and more likely when started on Monday (p=0.002) or Tuesday (p=0.008). The num-
ber of oocytes retrieved per cycle and viable day 2 embryos were not influenced by the day of retrieval and, even though
fertilization (66% vs. 71.6%) was lower in the weekend group, the difference was not statistically significant.
Conclusions: The onset of ovarian stimulation on Monday or Tuesday resulted in significantly more oocyte retrievals du-
ring the weekend. Regarding laboratory outcomes, no difference was found between the cycles with or without weekend
retrievals.

Keywords: Assisted reproductive medicine; Cycle scheduling; Cycle start day; GnRH antagonist; Weekend oocyte
retrieval.

Resumo

Introducao e Objetivos: O protocolo de estimulacido ovarica com supressiao do pico de LH com antagonista da GnRH
tornou-se o mais utilizado nos tratamentos de Procriacio Medicamente Assistida. A sua principal desvantagem prende-se
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com a duracéo mais imprevisivel da estimulacdo em comparacdo com o protocolo agonista e auséncia de flexibilidade no
dia de inicio da estimulacdo quando se antecipa uma transferéncia embriondria a fresco, podendo associar-se a maior fre-
queéncia de puncoes ovaricas ao fim-de-semana. O objetivo deste estudo foi determinar qual o melhor dia para iniciar a es-
timulacdo ovarica de forma a reduzir o ntimero de puncoes oocitarias ao fim-de-semana, bem como avaliar o seu impacto
nos desfechos laboratoriais.

Métodos: Foi realizado um estudo retrospetivo de coorte na Unidade de Medicina da Reproducido de um Hospital Uni-
versitario portugués, que incluiu todas as mulheres submetidas a puncao ovarica apés estimulacéo com protocolo com an-
tagonista entre janeiro de 2016 e dezembro de 2021. Foi avaliada a frequéncia de puncoes ovaricas realizadas ao fim-de-
-semana em funcao do dia da semana de inicio da estimulacdo, bem como o impacto do dia da puncdo oocitaria nos re-
sultados reprodutivos.

Resultados: Foram incluidas 376 puncoes ovaricas, 45 (12%) realizadas em dias de fim-de-semana, sendo a sua frequén-
cia inferior nos casos de inicio da estimulacao a 6.% feira (p=0,01) e superior quando iniciada a 2.* (p=0,002) ou 3.* feira
(p=0,008). O numero de oocitos por ciclo e embrides de dia 2 viaveis nao foram influenciados pelo dia da puncéo e, ape-
sar das taxas de fertilizacao (66% vs. 71,6%) serem inferiores nas mulheres em que foi realizada puncao ao fim-de-sema-
na, esta diferenca nao atingiu significado estatistico.

Conclusées: O inicio da estimulacao ovarica a 2.% e 3.7 feiras resultou numa maior frequéncia de puncées ovaricas ao fim-
-de-semana. Em relacdo aos desfechos laboratoriais do tratamento FIV/ICSI, ndo se verificou diferenca entre os grupos.

Palavras-chave: Medicina da Reproducio; Programacio do ciclo; Protocolo com antagonista da GnRH; Puncéo oocitdria

ao fim-de-semana.

INTRODUCTION

nfertility affects more than 48 million couples world-

wide, with important medical, psychological and so-
cioeconomical consequences'. Assisted reproduction
technologies, such as in vitro fertilization (IVF) and in-
tracytoplasmic sperm injection (ICSI), are amongst the
possible treatments used in these situations. In most
centers, these techniques require controlled ovarian sti-
mulation to achieve a multifollicular development?.
The fast-rising estradiol levels associated with the si-
multaneous development of multiple oocytes may cau-
se a premature luteinizing hormone (LH) surge, com-
pelling the administration of gonadotropin-releasing
hormone (GnRH) analogues’.

Over the past decade, ovarian stimulation with go-
nadotrophins and LH surge suppression with GnRH an-
tagonist has become the most widely protocol used in
IVF/ICSI cycles, due to its shorter duration, lower num-
ber of injections and greater clinical safety compared to
GnRH agonist protocols, improving patient complian-
ce*> without compromising treatment outcomes*®®. The
main disadvantage lies in the lack of flexibility on the
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starting day of gonadotrophin stimulation as it is de-
pendent on spontaneously occurring menses if a fresh
embryo transfer is anticipated**'°. This inability to ade-
quately program the cycle dates may lead to a higher
frequency of weekend oocyte retrievals, which is less
than ideal for both the patients and the staff.

The increased duration of the workweek can lead to
physical and psychological stress, burnout and work
demotivation, which may have an adverse impact on
the quality of the work performed. Nonetheless, seve-
ral studies failed to show a correlation between working
during the weekend and suboptimal results''*?. Even
though treatment outcomes do not appear to be com-
promised, it jeopardizes the distribution of the work-
load throughout the week and the management of hu-
man resources, reducing the centers’ efficiency and in-
creasing its costs.

Previous experience with IVF/ICSI cycles using
GnRH agonist protocols has demonstrated that sche-
duling the starting day of ovarian stimulation is a use-
ful strategy to avoid weekend oocyte retrievals'*1°.
There are several types of pre-treatment therapies in
IVF protocols that allow changing the first stimulation
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day: estrogen or progesterone supplementation, com-
bined hormonal contraceptive (CHC) methods (oral,
transdermal or vaginal), GnRH antagonist administra-
tion with or without estrogen priming, and GnRH ago-
nists. In some assisted reproduction centers, hormone
pre-treatment before GnRH antagonist regimens is
being used as a strategy to program the beginning of the
cycle®*!17* However, its impact on pregnancy and live
birth rates remains controversial. The safety of pre-
treatment modalities was recently issued in the Euro-
pean Society of Human Reproduction and Embryolo-
gy (ESHRE) guidelines on ovarian stimulation for IVF/
/ICSI (The ESHRE Guideline Group on Ovarian Sti-
mulation, 2020)*. While a Cochrane meta-analysis*®
reported a negative effect on these rates, other studies?’
found no significant differences. Additionally, some re-
searchers® suggest that extending the washout interval
may help mitigate any potential negative effect on en-
dometrial receptivity or oocyte quality. Despite these
controversies, hormone pretreatment continues to be
widely adopted in clinical practice due to its practical
benefits in cycle scheduling. A 3-day pretreatment
course with a GnRH antagonist in the early follicular
phase in a GnRH antagonist stimulation protocol is also
used in several centres and the number of oocytes re-
trieved and reproductive outcomes did not vary signi-
ficantly**#. Moreover, although most of these studies
start gonadotrophin stimulation on a Friday®!'*'%2!,
scientific evidence supporting this practice is lacking
and the best day to start the cycle to avoid weekend re-
trievals has not been conclusively determined.

Therefore, the aim of this study was to determine
the best weekday to start gonadotrophin ovarian sti-
mulation to reduce the frequency of weekend oocyte
retrievals in IVF/ICSI cycles using GnRH antagonist
protocol when a fresh embryo transfer is anticipated,
as well as to evaluate the impact of the day of oocyte re-
trieval in laboratory outcomes.

METHODS

This study followed the reporting guidelines from the
STROBE (Strengthening the Reporting of Observatio-
nal Studies in Epidemiology) statement for cohort stu-
dies™.
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Study design, Setting and Participants

A retrospective cohort study of IVF/ICSI cycles with
GnRH antagonist protocol was performed in the Re-
productive Medicine Unit of a Portuguese University
Hospital.

All consecutive women submitted to oocyte retrie-
val between January 2016 and December 2021 after
ovarian stimulation with gonadotrophins and LH sur-
ge suppression with GnRH antagonist protocol and a
fresh embryo transfer intent in the beginning of the sti-
mulation were included. All women with cancelled cy-
cles due to inadequate response to gonadotrophin sti-
mulation or errors in medication administration, as
well as IVF/ICSI cycles with GnRH agonist protocol
and those receiving hormone pre-treatment with es-
trogen, progestogens or oral contraceptives for cycle
scheduling were excluded. In the public healthcare sys-
tem in Portugal, according to current regulations,
IVF/ICSI cycles are limited to women under 40 years
of age and to a maximum of 3 cycles per couple. The-
refore, all women included in the study fulfilled these
conditions.

Ethical approval for this study was granted by the lo-
cal ethics committee board (registration number
25/23). All patients gave prospective consent for their
records to be accessed for investigational purposes such
as this study. The data was collected retrospectively by
reviewing the electronic and physical medical records
and de-identified data was recorded and stored in a
standardized computer spreadsheet.

IVF/ICSI clinical protocol

Gonadotrophin stimulation was initiated in the early
follicular phase (2" or 3" day of the menstrual cycle)
and the initial dose was individualized according to the
patient’s anti-mullerian hormone (AMH) level, antral
follicle count (AFC) and previous response to stimula-
tion. Per protocol, a GnRH antagonist was administe-
red from the 6™ day of stimulation onwards to prevent
premature LH surges. Follicular development was mo-
nitored by serial ultrasound examinations and, when at
least 3 follicles reached 17 mm, final oocyte maturation
was triggered with urinary human chorionic gonado-
tropin (hCG) (Pregnyl®), choriogonadotropin alfa
(Ovitrelle®) or triptorelin (Decapeptyl®) depending
on the risk of ovarian hyperstimulation syndrome.
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Transvaginal ultrasound-guided oocyte retrieval was
performed 34-36 hours later.

The oocytes collected were inseminated or injected
with highly purified sperm and, sixteen hours later,
light microscopy examination was used to verify ferti-
lization. A measurement of endometrial thickness was
performed on the day of oocyte retrieval and 1-2 em-
bryos were transferred transcervically between the 2™
and 5™ day of embryonic development. Any surplus
embryos were frozen if the blastocyst stage was achie-
ved. A freeze-all strategy with deferred embryo trans-
fer was used in patients with high risk of ovarian hy-
perstimulation syndrome or unfavorable endometrial
features.

Variables and Data sources/Measurements

For each patient, data regarding demographics, clinical
and cycle characteristics and laboratory outcomes were
collected. Demographic and clinical variables included
the patients’ age, race, body mass index, smoking habits,
type, cause and duration of infertility, AMH level, AFC,
weekday in which ovarian stimulation was initiated, du-
ration and total dose of gonadotrophin administration,
endometrial thickness, weekday of oocyte retrieval and
assisted reproduction techniques used. The number of
oocytes retrieved per cycle, fertilization rate (defined as
the number of two pronuclei obtained per insemina-
ted/injected mature oocyte on day 1) and number of
viable day 2 embryos obtained were also evaluated.

Study outcomes

The main outcome was to determine which weekday
for initiating ovarian stimulation resulted in the lowest
number of weekend oocyte retrievals. Secondary out-
comes included evaluating whether the number of oo-
cytes collected, fertilization rate and number of viable
day 2 embryos obtained were affected by the day of
oocyte retrieval. For this sub-analysis, the cycles were
divided into two groups: those in which oocyte retrie-
val occurred on a weekday and those in which oocyte
retrieval was performed during the weekend.

Statistical analysis

Statistical analysis was carried out using STATA® version
16 (Statistics/Data analysis, StataCorp LLC, Texas, USA).
All variables were addressed for normal distribution
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using Shapiro-Wilk test. Continuous variables were pre-
sented as median and interquartile range (IQR) when
non-normally distributed and mean and standard de-
viation when normally distributed, and categorical va-
riables in absolute numbers (n) and percentages. Com-
parisons between two groups were made using Chi-
-square or Fisher’s exact test for categorical variables and
Mann-Whitney or t-test for continuous variables. Krus-
kall-Wallis test was used when more than two groups
were compared. Results were considered statistically sig-
nificant if a two-tailed p-value <0.05 was observed.

RESULTS

Participants and descriptive analysis

In the study period, 2230 IVEF/ICSI cycles were initia-
ted, 699 of which using GnRH antagonist protocol.
Forty cycles were cancelled before oocyte retrieval and,
out of the 659 follicular punctures performed, 376 met
the inclusion criteria and were included in the analy-
sis. (Figure 1)

Most oocyte retrievals were performed during the
5-day workweek (n=331; 88%), with the highest fre-
quencies registered on Friday (n=97; 25.8%), Wed-
nesday (n=75; 19.9%) and Monday (n=72;19.1%), and
only 45 (12%) occurred during the weekend.
(Figure 2) Patients’ demographics and cycle characte-
ristics are detailed in Tables T and II and were similar
between women with or without weekend retrievals,
except for the primary cause of infertility (p=0.035).
(Tables I and II)

The first day of gonadotrophin stimulation occur-
red randomly across the days of the week, with a sligh-
tly higher percentage observed on Friday (n=90;
23.9%). (Figure 3) The median total dose of gonado-
trophins administered per cycle was 2100 TU (IQR
1500;2800) and the median duration of stimulation
required to achieve final oocyte maturation criteria was
10 days (IQR 9;12), with no significant difference after
accounting for the day of the week of oocyte retrieval
(p=0.23). (Table 1I)

Primary Outcome

The frequency distribution of the days of the week
of oocyte retrieval relative to the first day of ovarian
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Cycles assessed for eligibility
(n=2230)

Excluded (n=1531)
— Cycles with GnRH agonist protocol (n=1514)

Y

Initiated IVF/ICSI cycles with
GnRH antagonist protocol
(n=659)

— Natural or natural modified cycles (n=16)
— Unknown protocol (n=1)

Cancelled before oocyte retrieval (n=40)

Y

Oocyte retrievals performed
(n=659)

> —|nadequate response to stimulation (n=38)
— Errors in administration of medication (n=2)

Excluded cycles with hormone pretreatment

Eligible cycles (n=376)

(n=283)

Weekday oocyte retrieval (n=331)

Weekend oocyte retrieval (n=45)

Y

Y

Y

> 1 00cyte retrieved (n=318)
> 1 day-2 embryo obtained (n=286)

> 1 oocyte retrieved (n=45)
> 1 day-2 embryo obtained (n=39)

FIGURE 1. Flowchart showing the number of participants at each stage of the study.

stimulation was analyzed to determine the best day to
start the cycle to avoid weekend oocyte retrievals. Sa-
turday and Sunday oocyte retrievals were less likely to
occur if gonadotrophin stimulation started on Friday
compared to the other days of the week (4.4% vs
14.3%; p=0.01) and more likely if started on Monday
(p=0.002) or Tuesday (p=0.008). (Figure 4) No diffe-
rence was found when stimulation was initiated on the
other days of the week.

Secondary Outcomes
Treatment outcomes are presented in Table 1T and were
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analyzed separately according to the day of oocyte re-
trieval (weekday vs. weekend). Of the 376 ovarian re-
trievals studied, a median of 6 oocytes (IQR 3;10) were
collected per procedure, with an overall fertilization
rate of 70.9%.

The number of oocytes retrieved (p=0.194), fertili-
zation rate (p=0.181) and the number of viable day
2 embryos obtained (p=0.780) were not influenced by
the day in which oocyte retrieval was performed.
Although the fertilization rate (66% vs. 71.6%) was lo-
wer in the weekend group, the difference was not sta-
tistically significant (p>0.05).
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FIGURE 2. Frequency distribution of oocyte retrieval by day of the week. Y axis represents the absolute number of oocyte retrievals.

X axis represents each day of the week. Relative percentages of the overall total number of oocyte retrievals are represented on the

top of each column.

DISCUSSION

The results of this study suggest that initiating ovarian
stimulation on Monday and Tuesday should be avoided
to reduce weekend retrievals and show that laborato-
ry outcomes are not influenced by the day of oocyte re-
trieval.

In this center, as in many others, GnRH antagonist
protocols gradually replaced the long down-regulation
GnRH agonist cycles as the first-line therapy”®, creating
an increased pressure on the staff due to the inability to
adequately program the cycle dates’. Several ideas emer-
ged to improve cycle scheduling, such as programming
the starting day of ovarian stimulation'>'"-**1%2. Howe-
ver, for this to be effective, knowledge of the average cy-
cle length and the estimate of the best day to start go-
nadotrophin administration are crucial.
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In our cohort, the median duration of gonadotro-
phin stimulation was ten days, similarly to what is re-
ported in other studies'®*****>. We also found a signi-
ficant variability in the duration of ovarian stimulation
among the included cycles (5-22 days; IQR 9;12),
which may pose challenges to scheduling the cycle’s
onset as a strategy to minimize working on the wee-
kend.

To calculate the best day to start the cycle, we ex-
plored interaction effects between the first day of go-
nadotrophin stimulation and the day of oocyte retrie-
val. In our study, the onset of ovarian stimulation on
Monday and Tuesday resulted in significantly more oo-
cyte retrievals on the weekend compared to the cycles
in which stimulation was initiated on Friday. These
results were not explained by differences in the cycle
length as they were similar after accounting for the
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TABLE I. PATIENTS’ DEMOGRAPHICS AND FERTILITY CHARACTERISTICS.
All patients Weekday retrieval | Weekend retrieval
p-value
n=376 n=331 n=45
Demographics
Age, yr 37 (33;39) 37 (33;39) 37 (34;39) 0.517
Race
Caucasian 357 (94.9%) 313 (94.6%) 44 (97.8%) 0.355
Non caucasian 19 (5.1%) 18 (5.4%) 1(2.2%)
Body Mass Index, kg/m? 24 (21;27) 24 (21;27) 24 (22;28) 0.145
Active smoking 78 (20.7%) 72 (21.8%) 6 (13.3%) 0.191
Fertility Characteristics
Primary infertility 251 (66.8%) 217 (65.6%) 34 (75.6%) 0.181
Duration of infertility, yr*) 6 (4:8) 6 (4:8) 6 4:7) 0.702
Primary cause of infertility
Male factor 141 (37.5%) 123 (37.2%) 18 (40.0%)
Tubal factor 60 (16.0%) 54 (16.3%) 6 (13.3%)
Endometriosis 29 (7.7%) 21 (6.3%) 8 (17.8%) 0.035
Other/multiple causes” 39 (10.3%) 38 (11.5%) 12.2%)
Unexplained 107 (28.5%) 95 (28.7%) 12 (26.7%)
Serum AMH level, ng/mL? 1.57 (0.76;3.13) 1.54 (0.76;3.04) 2.11 (0.79;3.56) 0.345
Basal AFC? 7 (4;11) 7.5 4;11) 7 (4;,12) 0.868
Data are presented as n (%) or median (IQR)
AFC, antral follicle count; AMH, anti-miillerian hormone; IQR, interquartile range; yr; years.
@ Total n=375; weekday retrieval n=330; weekend retrieval n=45
Y Other causes included uterine factor and anovulation.
9 Total n=374; weekday retrieval n=330; weekend retrieval n=44
9 Total n=373; weekday retrieval n=328; weekend retrieval n=45
TABLE Il. IVF/ICSI CYCLE CHARACTERISTICS.
All patients | Weekday retrieval | Weekend retrieval
p-value
n=376 n=331 n=45
Stimulation characteristics
Total duration of stimulation, 10 (9:12) 10 (9:12) 10 (9:11) 0376
days
Total dose of 2100 2100 2025
) 0.702
gonadotrophins, TU (1500;2800) (1500;2850) (1500;2700)
Other parameters
Endometrial thlckAness on the 11 9:12) 11 (9:12) 11 (10:12) 0.777
day of oocyte retrieval, mm”
Oocyte insemination/injection method
IVF cycle 181 (48.1%) 159 (48.0%) 22 (48.9%)
ICSI cycle 192 (51.1%) 170 (51.4%) 22 (48.9%) 0.508
IVF+ICSI cycle 3 (0.8%) 2 (0.6%) 1(2.2%)
Sperm collection method
Masturbation 367 (97.6%) 322 (97.3%) 45 (100.0%)
Testicular biopsy 8 (2.1%) 8 (2.4%) 0 (0) 0.534
Urine 1 (0.3%) 1(0.3%) 0 (0)

Data are presented as n (%) or median (IQR)
ICSI, intracytoplasmic sperm injection; IQR, interquartile range; IU, international units; IVE in vitro fertilization.

@ Total n=366; weekday retrieval n=323; weekend retrieval n=43
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FIGURE 3. Frequency distribution of the starting day of gonadotrophin stimulation by day of the week. Y axis represents the absolu-

te number of IVF/ICSI cycles in which gonadotrophin stimulation was initiated. X axis represents each day of the week. Relative

percentages of the overall total number of cycles are represented on the top of each column.

duration and dose of gonadotrophin administration.
Considering that ovarian stimulation can be initiated
on the second or third day of the menstrual cycle when
a fresh embryo transfer is planned, our results suggest
that gonadotrophin administration should be started
on the second day if the menstruation starts on a Sa-
turday and on the third day if it begins on a Monday,
with no difference in the remaining days of the week.
Furthermore, in addition to determining the opti-
mal day to initiate gonadotrophin ovarian stimulation
to avoid weekend oocyte retrievals, it is crucial to ad-
dress the scheduling of fresh embryo transfers. Accor-
ding to the current guidelines™, day-5 embryo transfers
should be prioritized. This means that oocyte retrie-
vals in cycles planning for fresh transfers should ideal-
ly occur on a Wednesday, Thursday or Friday, ensuring
that transfers can take place on a weekday the follow-
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ing week. By combining this information with the re-
sults of our study, we conclude that gonadotrophin sti-
mulation should ideally be initiated on Friday, Satur-
day or Sunday. This strategy not only helps prevent
weekend oocyte retrievals but also avoids fresh embryo
transfers occurring on weekends, thereby enhancing
the overall efficiency of Reproductive Medicine Units.

Twelve percent of the included oocyte retrievals were
performed during the weekend, a significantly higher
percentage than the frequency described in some stu-
dies where oral contraceptives were used for cycle sche-
duling'"?*?!. In contrast to previous published studies™,
arecent meta-analysis showed that the duration of go-
nadotrophin stimulation in cycles with or without hor-
mone pre-treatment was similar’’. As discussed earlier,
the impact of hormonal pre-treatment before IVF/ICSI
cycles using GnRH antagonist protocols remains
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p=0.002
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FIGURE 4. Frequency distribution and probability of weekend oocyte retrieval by day of the week of gonadotrophin stimulation on-
set. Y axis represents the percentage of weekend oocyte retrievals. X axis represents the day of the week in which gonadotrophin sti-
mulation was initiated. Compared groups and p values are shown on the top of the columns.

TABLE Ill. IVF/I1CSI PARAMETERS.
All patients | Weekday retrieval | Weekend retrieval value
n=376 n=331 n=45 .
Number of oocytes retrieved 6 (3;10) 6 (3;10) 7 (4;11) 0.194
Fertilization rate? 70.9% 71.6% 66.0% 0.181
N f viabl 2 emb
u@ber of viable day 2 embryos 42:6) 42:6) +@7) 0.780
obtained”
Data are presented as n (%) or median (IQR)
ICSI, intracytoplasmic sperm injection; IQR, interquartile range; IVE, in vitro fertilization.
@ Restricted to patients with oocytes retrieved; total n=363; weekday retrieval n=318; weekend retrieval n=45
Y Restricted to patients with fertilized oocytes; total n=332; weekday retrieval n=292; weekend retrieval n=40
controversial, with some studies showing a negative gy could involve the pre-treatment early administra-
effect on pregnancy and live birth rates®®, while others””  tion of a GnRH antagonist® starting on day 1 or 2 of the
found no significant differences. An alternative strate- ~ menstrual cycle, allowing for a delay in the initiation of
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gonadotrophin stimulation to a more optimal date. Ho-
wever, further analysis using this population is neces-
sary to validate this hypothesis since all cycles involving
hormone pre-treatment were excluded from our study.

Regarding treatment outcomes, as previously repor-
ted in the literature'*'?, no difference was found bet-
ween cycles with or without weekend oocyte retrievals.

Our study has a few limitations. Firstly, the retros-
pective single-center study design can be associated
with various sources of bias. Secondly, the ovarian sti-
mulation protocol used varied among individuals, with
different types, doses and combinations of gonado-
trophins administered, resulting in clinical heteroge-
neity. Thirdly, we did not evaluate whether oocyte ma-
turation was triggered on an ideal day according to ul-
trasonographic follicle size criteria or if hCG adminis-
tration was advanced or delayed avoiding weekend
retrievals, thus a selection bias is possible. Additional-
ly, there were statistically significant differences in the
primary cause of infertility between the groups, which
may influence the outcomes and should be considered
when interpreting the findings. Lastly, we did not per-
form a subgroup analysis based on the different ovarian
responses to stimulation and, given that most women
in our study had a normal ovarian reserve, an adequa-
te response to stimulation could be expected. This is li-
kely to be relevant as it may influence the median du-
ration of gonadotrophin stimulation and thus the most
favorable day to start the cycle. It remains unknown
how effective the application of our results would be in
scheduling the cycle in a different population in which
a faster or longer ovarian response is more likely to oc-
cur.

Overall, our findings suggest that to minimize
weekend oocyte retrievals, ovarian stimulation should
ideally be initiated on Friday, while avoiding Monday
and Tuesday. For Reproductive Medicine Units aiming
to further reduce weekend workloads, we recommend
starting stimulation on Friday, Saturday or Sunday, as
it maximizes the probability that both oocyte retrieval
and day-5 fresh embryo transfers occur during the
5-day workweek. This might be achieved by choosing
the first day of gonadotrophin administration accor-
ding to the day of the week of the beginning of the
menstruation or by using hormone pre-treatment to
strategically program the beginning of the cycle. Our
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results also show that treatment outcomes are not in-
fluenced by the day of oocyte retrieval. Nevertheless,
we still believe that cycle scheduling is an important
matter to address to avoid 7-day working weeks, to op-
timize human resources and to avoid team burnout.
These adjustments not only streamline clinic opera-
tions but also contribute to a more efficient and sustai-
nable reproductive medicine environment.

As research on this area continues, more data will
be available about the efficacy and safety of this prac-
tice and could lead to changes in current knowledge
and recommendations.
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