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used for many different treatments. However, further studies are required to
evaluate if this also applies to higher CC dosages.
Trial registration number: not applicable
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Study question: What is the effect of mRNA SARS-CoV-2 vaccines on oo-
cyte donors regarding oocyte quality, embryo development and clinical
outcomes?
Summary answer: Oocyte quality, fertilization, blastocyst formation, em-
bryo quality and pregnancy rates were similar following donors’ mRNA SARS-
CoV-2 vaccination compared to previous oocyte donation cycles.
What is known already: The severe acute respiratory syndrome
Coronavirus 2 (SARS–CoV-2) infection, urged scientists to develop safe and
effective vaccines. During the ongoing pandemic, the scientific community has
promoted vaccination programs to reduce morbidity and mortality.

While it has been suggested that SARS–CoV-2 infection might impact fertil-
ity, limited evidence shows that vaccination has no influence on sperm param-
eters, follicular steroidogenesis, or oocyte quality and only one study
reported no effects on fertilization or top-quality embryos rate in vaccinated
patients undergoing IVF. There is a paucity of evidence with regards to youn-
ger population undergoing ovarian stimulation.
Study design, size, duration: This prospective, multicentre cohort study
evaluated 32 oocyte donors with two controlled and similar ovarian stimula-
tion, before and after complete SARS-CoV-2 vaccination, between
November 2020 and January 2022. A total of 64 oocyte recipient cycles were
analysed equally separately into these two groups. Severe male factor was
excluded.
Participants/materials, setting, methods: Complete SARS-CoV-2 vacci-
nation of the oocyte donor made the difference between the two groups of
recipients analysed. The time frame between the previous ovarian stimulation
and the vaccination was lower than 8 months. We evaluated and compared
the rates of matured eggs (metaphase II, MII), the fertilization and blastocyst
formation rates, blastocyst quality (A/B ASEBIR categories), positive preg-
nancy test and clinical pregnancy rates in both groups of recipients. The statis-
tical analysis was performed using SPSS.
Main results and the role of chance: The average number of MII collected
were similar before and following vaccination (12.23 vs 12.91, p¼ 0.198, re-
spectively). In recipients, the outcomes with regards to fertilization rate
(81.4% vs 77.3% p¼ 0.210), blastocyst formation rate (60.2% vs 61.5%,
p¼ 0.771) and high-quality blastocysts (quality A: 31.1% vs 36.4% and quality
B: 29.0% vs 25.1%, p¼ 0.430) did not differ statistically between the control
group (n¼ 32, pre-vaccination) and the study group (n¼ 32, post-vaccina-
tion), respectively.

Furthermore, regarding clinical outcomes, there were not statistically differ-
ences in pregnancy rates (64.0% vs 77.4%, p¼ 0.269) or clinical pregnancy
rates (60.0% vs 64.5%, p¼ 0.729) before and after vaccination respectively.
Limitations, reasons for caution: Our encouraging results should be inter-
preted with caution due to the small sample size and the short period of fol-
low-up. Larger controlled trials are needed to corroborate our findings as the
countries continue making forward with the vaccination campaign.
Wider implications of the findings: The present study suggests no influ-
ence of mRNA SARS-CoV2 vaccines on donor oocyte cycles, reflecting no
detrimental effects on the assisted reproduction outcomes. The safety of
SARS-CoV-2 vaccination concerning IVF cycles is encouraging for the medical
community and the health of our patients.
Trial registration number: Not Applicable
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Study question: Does Letrozole have better offerings while being compared
to Clomiphene citrate as an Ovulation inducing agent in infertile women?
Summary answer: Compared to clomiphene, Letrozole - an aromatase inhibi-
tor, is associated with higher live-birth and ovulation rates among infertile women.
What is known already: Anovulatory dysfunction is a common problem
and is responsible for about 40% of female infertility and among causes;
PCOS (polycystic ovarian syndrome) is the leading cause.

Clomiphene citrate has been traditionally used as the drug of choice for
treatment of women with anovulatory infertility. In the last decade, an aroma-
tase inhibitor, letrozole, has emerged as an alternative ovulation induction
agent among anovulatory women with polycystic ovarian syndrome. Letrozole
has a definitive role in anovulatory women who have not responded to clomi-
phene citrate therapy, as confirmed by literature.
Study design, size, duration: Randomized double-blind study. Total 100
women were randomly assigned and divided into 2 groups of 50 patients
each. The 2 groups were well matched at baseline. Study participants are of
age 20 to 39 years. Study began in October 2019 and was completed in
October 2021.
Participants/materials, setting, methods: Group 1: Clomiphene citrate
(100 mg daily) and group 2: letrozole (5 mg daily), started from any day be-
tween 3-5 of the menstrual cycle and continued up to 5 consecutive days.
Both groups have received Estradiol Valerate 4 mg on the 12th day of men-
struation until 16th day of menstruation.

All patients had USG monitoring of follicular and endometrium size with
perifollicular flow and uterine scoring system for reproduction (USSR) score
with timed intercourse.
Main results and the role of chance: Women who received letrozole as
compared to those who received clomiphene citrate had more cumulative
live births (36 of 50 [72%] vs. 28 of 50 [56%]). Number of women ovulated
in Letrozole group was – 42 (84%) while in Clomiphene citrate (CC) Group
it was 39 (78%). The ovulation rate was significantly higher with letrozole
than with clomiphene citrate. Among the study participants who ovulated,
there was a significantly greater chance of singleton pregnancy with letrozole
compared to clomiphene citrate.

The mean number of dominant follicles (18 mm) was 1.40 § 0.58 for letro-
zole and 1.10 § 0.86 for clomiphene citrate (P-value¼<0.05). The size of
follicular development by day 14 was 17.6 § 2.92 mm in Letrozole group
while in Clomiphene citrate group it was 15.8 § 3.84 mm (P-value¼<0.05).
The mean endometrial thickness by day 14 was 7.2 § 0.77 mm for Letrozole
and 6.8 § 0.92 mm for clomiphene citrate (P-value¼<0.05).
Limitations, reasons for caution: In our study, we have not considered
lifestyle intervention before enrolment; although such interventions are rec-
ommended by experts, but there is currently no evidence from high quality
clinical trials that they improve pregnancy outcomes in obese women.
Wider implications of the findings: Although Letrozole has still not
gained universal acceptance as an ovulating agent for a variety of reasons,
emerging evidences suggests that Letrozole could be an effective option and
is non inferior to clomiphene citrate as an ovulating agent especially, in
patients with non- responders to Clomiphene citrate and PCOS women.
Trial registration number: Not applicable
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