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P-587 effects of erzhi-tiangui granules to NEAT1 and apoptotic
factors expression in granulosa cells of women with diminished
ovarian reserve and Kidney-deficiency syndrome

L. Dong1, X. Xin1, S. Xiang1, Y. Yu2, C. Yu1, Y. Qiu2, H. Wu2,
F. Lian2

1Shandong University of Traditional Chinese Medicine, The First Clinical College,
Jinan, China
2the Affiliated Hospital of Shandong University of Traditional Chinese Medicine,
Integrative Medicine Research Centre of Reproduction and Heredity, Jinan, China

Study question: To investigate whether erzhi-tiangui granules (ETG) can re-
duce granulosa cells (GCs) apoptosis levels by regulating NEAT1 expression,
thereby improving the cycle outcomes of patients.
Summary answer: ETG significantly improved oocyte quality and decreased
apoptotic factor levels in GCs, which may be related to its intervention in
NEAT1 expression.
What is known already: The mechanism by which diminished ovarian re-
serve (DOR) occurs is mainly due to extensive apoptosis of GCs, which leads
to follicular atresia and reduced follicle numbers. It has been found that
changes in NEAT1 expression in ovarian tissues can exert influence the extent
of apoptosis of GCs, which leads to diseases such as POF and PCOS. While
ETG, a clinical formula used to improve female fertility, can improve the qual-
ity of oocytes and embryos by down-regulating the expression of apoptosis-
related effector proteins, thus improving clinical outcomes. Whether ETG
improves clinical outcomes in DOR patients via NEAT1 hasn’t been
elucidated.
Study design, size, duration: This study was conducted in two separate
parts from January 2020 to September 2021. Experiment I included 15
women each with normal ovarian reserve (NOR) and DOR, aiming to investi-
gate the expression differences of NEAT1, key apoptosis proteins (Bcl-2 and
Caspase-3). Experiment II, a randomized controlled trial, recruited 70 DOR
patients, aimed to investigate if ETG could regulate the expression levels of
Bcl-2 and Caspase-3 through NEAT1, thus acting to improve clinical
outcomes.
Participants/materials, setting, methods: We detected expression levels
of lncRNA NEAT1 and apoptotic proteins Bcl-2 and Caspase-3 of DOR and
NOR women using RT-qPCR and Western-blotting, respectively. DOR
patients were randomly assigned to ETG and control group, treated with
ETG and placebo respectively. Clinical efficacy was confirmed by comparing
two groups regarding changes in clinical and laboratory data. We also probed
the changes in expression levels of NEAT1, Bcl-2 and Caspase-3 to investi-
gate effects of ETG on GCs’ apoptosis.
Main results and the role of chance: In Experiment I, compared to the
NOR group, the expression levels of NEAT1 and Bcl-2 were down-regulated
while those of Caspase-3 were up-regulated in the GCs of DOR patients
(P< 0.05). In Experiment II, a total of 65 of 70 patients completed the study
and were included in the outcome analysis. There were no significant differen-
ces between the two groups regarding baseline characteristics. Before treat-
ment, there was no significant difference in the Kidney-deficiency syndrome
scores between the two groups. After treatment, the ETG group had signifi-
cantly lower Kidney-deficiency syndrome scores compared to the control
group (P< 0.01). Also, Kidney-deficiency syndrome scores were significantly
lower in the ETG group post-treatment compared with that pre-treatment
(P< 0.001); there was no significant change in the control group (P> 0.05).
There were no significant differences between the two groups in the duration
of gonadotrophin stimulation, serum estrogenand progesterone levels on the
trigger day, and normal fertilization rate. Compared to the control group, the
ETG group had lower gonadotropin dosage and increased number of oocytes,
transferable embryos and top embryos obtained (P< 0.05). Furthermore, the
expression of NEAT1 was upregulated (P< 0.05), Caspase-3 expression was
decreased (P< 0.01) in GCs from the ETG group than those in the control
group (P< 0.05).
Limitations, reasons for caution: The small number of observed cases
and the lack of long-term efficacy may lead to biased study conclusions.
Further studies are also expected in the future to understand the relevant
pathway mechanisms.

Wider implications of the findings: In this study, not only to judge the
therapeutic effects of ETG by using clinical symptoms and clinical laboratory
indexes as observations, but also to explore the molecular mechanism of its
treatment of Kidney-deficiency type DOR based on NEAT1, which may be
related to affecting the apoptotic process.
Trial registration number: No. 82274573, No. 82174429, No.
ZR2021MH255, No. tsqn202103182
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P-588 A comparison of obstetrical and neonatal outcomes in
patients with the hyperandrogenic states, polycystic ovarian
syndrome(PCOS) and congenital adrenal hyperplasia(CAH): a
retrospective population-database study.

A. Kolokythas1, A. Badeghiesh2, H. Baghlaf1, M. Dahan1

1McGill University, Obstetrics and Gynecology, Montr�eal, Canada
2Western University, Obstetrics and Gynecology, London, Canada

Study question: PCOS and CAH are associated with increases in pregnancy
complications. Therefore, we evaluated differences in pregnancy and neonatal
outcomes between women with PCOS and CAH.
Summary answer: When comparing these conditions PCOS was associated
with pregnancy-induced hypertension and gestational diabetes, whereas CAH
had more cesarean sections and small for gestational age infants.
What is known already: PCOS and CAH are causes of hyperandrogenism
among women of reproductive age. Apart from causing hyperandrogenism,
they also share characteristics such as menstrual irregularity, polycystic ovaries
and insulin resistance with central adiposity. Several meta-analyses have asso-
ciated PCOS with adverse obstetrical and neonatal outcomes with most stud-
ies finding an increased frequency of pregnancy-induced hypertension (PIH),
preeclampsia, gestational diabetes (GDM), cesarean section (CS) and preterm
delivery. CAH on the other hand, is associated with higher rates of CS and in-
consistent evidence about increases in GDM, chorioamnionitis and congenital
anomalies.
Study design, size, duration: A retrospective population-based study utiliz-
ing data from the Healthcare Cost and Utilization Project - Nationwide
Inpatient Sample (HCUP-NIS), was performed. A dataset of all deliveries be-
tween 2004 and 2014 inclusively, was created. Within this group, all deliveries
to women who had a diagnosis of PCOS or CAH and pregnancy were identi-
fied. Each subject had a delivery or maternal death to be included once per
pregnancy.
Participants/materials, setting, methods: Descriptive analyses were per-
formed to compare the demographic features among both groups, for which
chi-squared tests were used. Multivariate logistic regression analysis was per-
formed to calculate unadjusted and adjusted odds ratios (aORs) and corre-
sponding 95% confidence intervals (CI) and correct for any difference in base-
line demographics (P< 0.05) between the groups. According to the Tri-
Council Policy statement (2018), institutional review board (IRB) approval
was not required, given that data was anonymous and publicly available.
Main results and the role of chance: A total of 15,179 women with either
PCOS or CAH were included. Approximately 98% of those women (14,881)
were diagnosed with PCOS, while the rest 2% (298) had CAH. The adjusted
analysis for race, obesity, previous CS, multiple gestation and IVF yielded the
following results. For pregnancy outcomes PIH (aOR¼1.76; 95% CI: 1.12-
2.77; p¼ 0.015) and GDM (aOR¼1.68; 95% CI: 1.12-2.52; p¼ 0.012) were
more common among women with PCOS, whereas no statistically significant
results were detected for rates of placenta previa, preeclampsia or eclampsia
superimposed on pre-existing hypertension or eclampsia. After additional
adjusting for PIH and GDM, the delivery outcomes showed CS to be signifi-
cantly less common in the PCOS group (aOR¼0.59; 95% CI 0.44-0.80;
p< 0.001), with no significant differences concerning preterm premature rup-
ture of membranes, preterm delivery, abruptio placenta, chorioamnionitis, op-
erative vaginal delivery, hysterectomy, postpartum hemorrhage, wound com-
plications, maternal death and need for transfusion. In neonatal outcomes,
women with CAH had higher percentages of SGA neonates (aOR¼0.32; 95%
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.CI 0.20-0.52; p< 0.001) and no difference in intrauterine fetal demise and
congenital anomalies.
Limitations, reasons for caution: The limitations of our study are its ret-
rospective nature and the fact that it relies on an administrative database.
Furthermore, CAH type was not specified. Information on medication use
and compliance was also lacking information about certain potential con-
founders such as parity, and duration of labor.
Wider implications of the findings: This is the first study to investigate
the differences in obstetrical and neonatal outcomes between these two
hyperandrogenic disorders and we noted that the majority of risks were simi-
lar, despite the difference in the pathophysiology of these conditions. Rates of
certain complications differ and studies are needed to elucidate why.
Trial registration number: N/A
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P-590 Similar mean follitropin delta daily/total doses yield
satisfactory ICSI outcomes in different subgroups of maternal age
and body mass index: a “real-world” experience with RekovelleVR

E. Borges Junior1,2, A. Setti2,3, D. Braga2,3, P. Guilherme4,
A. Iaconelli Junior1,2

1Fertility Medical Group, Clinical department, Sao Paulo, Brazil
2Sapientiae Institute, Scientific research, Sao Paulo, Brazil
3Fertility Medical Group, Scientific research, Sao Paulo, Brazil
4Fertility Medical Group, IVF lab, Sao Paulo, Brazil

Study question: Can similar mean follitropin delta daily/total doses yield
satisfactory ICSI outcomes in different subgroups of maternal age and body
mass index (BMI)?
Summary answer: Similar mean follitropin delta daily/total doses yield sat-
isfactory number of oocytes and maturity rates, and pregnancy rates in differ-
ent subgroups of maternal age and BMI.
What is known already: RekovelleVR (follitropin delta) is a novel recombi-
nant human FSH (rFSH) expressed from a host cell line of human fetal retinal
origin (PER.C6VR ) and is the first commercially available rFSH product derived
from human cell lines. RekovelleVR allows the individualization of the initial
dose of gonadotropin using predictive response factors to COS, such as anti-
müllerian hormone (AMH) levels and body weight. In clinical practice different
approaches can be adopted to obtain the most satisfactory response to con-
trolled ovarian stimulation (COS). The objective of this study was to describe
data on “real-world” RekovelleVR administration, regarding the response to
COS and ICSI outcomes.
Study design, size, duration: This non-interventional study based on sec-
ondary use of data included patients undergoing ICSI in a private university-af-
filiated IVF center from Jan/2018 to Dec/2021. Each patient or cycle had to
meet the following inclusion criteria: pre-menopausal women, undergoing
COS with RekovelleVR (16 ug) daily for ICSI; diagnosed with infertility, or with
partners diagnosed with male infertility factors, eligible for ICSI using fresh
sperm from partner ejaculation; presenting with both ovaries.

Participants/materials, setting, methods: Ovarian response to stimula-
tion and ICSI outcomes were described for 362 ICSI cycles. The primary out-
come measures were the numbers of retrieved oocytes and maturity rates,
and the secondary outcome were the ongoing pregnancy rates per fresh and
per fresh and/or frozen-thawed embryo transfer. The results obtained with
the population enrolled in the ESTHER-1 trial (extern), and a population stim-
ulated with follitropin alpha 300 IU (on site) were recorded (data not shown,
to be presented).
Main results and the role of chance: The mean total dose of follitropin
delta administered in subgroups of age and BMI were as follows: age �35 y-
old 156mg, 36-39 y-old 158 mg, and �40 y-old 157mg, and BMI: <18.5 165mg,
18.5-24.9 156mg, 25.0-24.9 159mg, and �30 171mg. Patients in the Follitropin
delta group showed acceptable outcomes in different age and BMI groups
(Table1). Adequate embryo morphokinetic development and euploidy rates
were also observed, suggesting that the modified protocol does not interfere
with oocyte/embryo competences and embryo implantation potential. This
was further corroborated by satisfactory cumulative pregnancy rates. T7
Limitations, reasons for caution: Given its descriptive nature, we have fo-
cused on the number and maturity stage of retrieved oocytes instead of clini-
cal ICSI outcomes. The use of historical cohort groups is another drawback.
Despite the eligibility criteria for inclusion in the analysis, potential differences
in the baseline characteristics cannot be ruled out.
Wider implications of the findings: Patients in different subgroups of age
and BMI stimulated with similar mean follitropin delta daily and total doses
showed satisfactory number of retrieved oocytes and maturity rates, and cu-
mulative pregnancy rates without increasing OHSS, providing a rationale for
conducting clinical trials to confirm the benefits of using this modified
protocol.
Trial registration number: N/A
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P-591 Follicular fluid-derived exosomes rejuvenate ovarian aging
through miR-320a-3p-mediated FOXQ1 inhibition
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Study question: Dose the follicular fluid-derived exosomes rejuvenate ovar-
ian aging?
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