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Expert consensus on laboratory and clinical practice of carrier screening for
reproductive populations

Reproductive Health Branch of the Chinese Maternal and Child Health Association
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and Gynecology Hospital, Fudan University, Shanghai 200001, China, Email:
chenming_xu2006@163.com, Tel: +86-21-33189900%*8412

[ Abstract]  As a pre-pregnancy/early pregnancy screening technology,
carrier screening has developed from initially targeting specific populations and
diseases to targeting the general population and multiple diseases now. It has shown
significant clinical efficacy in preventing and controlling birth defects caused by
autosomal recessive or X-linked genetic diseases, and has increased the reproductive
autonomy of couples undergoing testing. To standardize laboratory testing and
clinical implementation of carrier screening, this expert consensus was developed
by experts from the Reproductive Health Branch of the Chinese Maternal and Child
Health Association, taking into account the actual situation in China, and is provided
for clinical reference.

[Key words] Carrier screening; High-throughput sequencing technology;
Disease selection; Screening strategies; Pre-test genetic consultation; Post-test
genetic consultation
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Effect of estrogen supplementation therapy on vaginal microbiota and local
immunity in postmenopausal women with high-risk HPV infection
Xu Xiaosheng!, Zhao Rong?, Feng Weiweil, Shen Jian!
1 Department of Obstetrics and Gynecology, Ruijin Hospital, Shanghai Jiao Tong
University School of Medicine, Shanghai 200025, China; 2 Department of Gynecology,
Shanghai Ruijin Rehabilitation Hospital, Shanghai 200023, China
Corresponding author: Shen Jian, Email: sj11002@rjh.com.cn

[ Abstract ] Objective To investigate the effect of estrogen
supplementation therapy on vaginal microbiota and local immunity of
postmenopausal high-risk human papillomavirus (HPV) infected women. Methods
A total of 74 postmenopausal women who underwent gynecological examinations or
visits at Department of Gynecology, Shanghai Ruijin Rehabilitation Hospital from
June 2018 to June 2023 were included in this study. According to HPV test, they were
divided into the high-risk HPV-negative women (normal group, n=14) and the
high-risk HPV-positive women (n=60). A randomized controlled clinical trial was
designed. Within the high-risk HPV-positive women, they were further randomly
assigned by using the random number table method to the experimental group
(high-risk HPV-positive women receiving low-dose estrogen therapy orally, n=30)
and control group (high-risk HPV-positive women not receiving low-dose estrogen
therapy, n=30). Vaginal microbiota composition and expression of inflammatory
cytokines in vaginal lavage fluid were measured using fluorescence quantitative PCR
and enzyme-linked immunosorbent assay at baseline (week 0), 4th week, and 8th
week after enrollment. Results There were no significant differences in age,
menopausal time, body mass index, systolic pressure, diastolic pressure, heart rate,
pH value and vaginal cell maturation index (VMI) among the normal group, the
experimental group and control group (all P>0.05) which indicated the baseline was
comparable. After estrogen treatment, the pH value of the experimental group at 4th
and 8th weeks (5.27+0.13, 4.84+0.15) was significantly lower than that at week 0
(6.59+0.17, all P<0.001), while the vaginal cell maturation index (VMI) at 4th and 8th
weeks (41.62+2.62, 58.28£2.16) was significantly higher than that at week 0
(25.97+2.60, all P<0.001). The quantitative results showed no significant differences
in the abundance of Escherichia coli among the normal group, the experimental
group, and control group, and within each group at different time points (all P>0.05).
The abundance of Gardnerella and Atopobium in the experimental group was
significantly higher at week 0 compared with 4th week and 8th week (all P<0.001).
However, after estrogen treatment, the abundance of Gardnerella and Atopobium in
the experimental group at 4th week was significantly lower than those in control
group (all P<0.001), with no significant difference compared with the normal group
(all P>0.05). There were no significant differences in the abundance of Prevotella, L.
Gasseri, and L. Iners among the normal group, the experimental group, and control
group at week 0, 4th week and 8th week (all P>0.05). The abundance of L. Crispatus
and L. Jensenii in the experimental group and control group at week 0 was
significantly lower than that in the normal group (all P<0.001). The abundance of L.

Crispatus in the experimental group at 4th week and 8th week was significantly



higher than that in control group (all P<0.001), with no significant difference
compared with the normal group (P>0.05). There were no significant differences in
the concentrations of interleukin (IL)-6, IL-8, and interferon (IFN)-a in vaginal
lavage fluid among the normal group, the experimental group, and control group (all
P>0.05). The concentration of IL-1f in the experimental group and control group was
significantly higher than that in the normal group (P<0.001), with no significant
difference between the experimental group and control group (P>0.05). The
concentration of tumor necrosis factor alpha (TNF-a) in the experimental group at
8th week was significantly lower than that at week 0 (P<0.001), while there was no
significant difference in TNF-a concentration after week 4 compared with week 0
(P>0.05). Compared with the experimental group at week 0, the concentration of
chemokine C-X-C motif ligand 14 (CXCL14) and IFN-f significantly decreased after 8
weeks of estrogen treatment (all P<0.001), with no significant change after 4 weeks
of treatment (P>0.05). Compared with the normal group, the concentration of IFN-y
inducible protein 16 in the experimental group and control group significantly
increased (all P<0.001), with no significant difference between the experimental
group and control group (P>0.05). Conclusion HPV infection can increase the
abundance of Gardnerella and Atopobium in the vagina of postmenopausal women
and decrease the abundance of L. Crispatus and L. Jensenii, which further disrupts the
homeostasis of microorganisms in the vaginal microenvironment. Estrogen
replacement therapy has a certain improvement effect on vaginal flora and local
immunity in postmenopausal women with high-risk HPV infection.
[Key words] Human papillomavirus; Menopause; Vaginal microbial
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Correlation between male asthenospermia and intestinal microbiome
Li Peng, Sun Longhao, Zhao Huan, Song Shiwei, Xu Peng
Department of Andrology, Jinghua Hospital of Shenyang, Shenyang 110000, China
Corresponding author: Xu Peng, Email: 2285852636@qq.com

[ Abstract] Objective To explore the relationship between intestinal
microbiomes and asthenospermia. Methods This was a retrospective case control
study. A total of 32 men with asthenospermia and 30 normal men (named control
group) were included. The subjects were recruited from Department of Andrology
of Shenyang Jinghua Hospital from January 2021 to June 2021. Basic information was
collected, semen quality was tested, abundance of intestinal bacteria in feces was
detected using 16S rDNA full length assembly sequencing technology (16S-FAST).
Results In patients with asthenospermia, the total sperm count [112.22x106
(79.13x10¢, 179.76x10¢)], forward progressive motility rate [22.93% (16.71%,
28.02%)], non-forward progressive motility rate [5.60% (3.98%, 7.62%)] were
significantly lower and immobile sperm rate [72.19% (65.27%,78.92%)] was
significantly higher than those of control group [166.76x106 (110.17x10¢,
262.79x109), P=0.022; 42.37% (35.21%, 57.88%), P<0.001; 8.82% (6.18%,11.14%),
P=0.001; 50.88% (33.33%, 56.24%), P<0.001], and there were no significant



differences in age and body mass index between the two groups (all P>0.05). The
participating population can be divided into enterotype 1 (Bacteroide enterotype)
and enterotype 2 (Prevotella enterotype). There was no significant difference in a
diversity between asthenospermia group and control group in two enterotypes (all
P>0.05). In the population with enterotype 2,  diversity analysis clearly separated
the microbiome of men with asthenospermia and healthy controls, and the
abundance of Proteobacteria phylum, Clostridium sp., Ruminococcus bromii, Phocea
massiensis, C. disporicum, Tyzzerella sp. Marseille_P3062, Howardella ureilytica, C.
perfringens, and C. sp. BG-C151 species were more abundant in men with
asthenospermia compared with control group [linear discriminant analysis
(LDA)>2]; while in the population with enterotype 1, 8 diversity analysis could not
separate the microbiome of men with asthenospermia and non-asthenospermia men
(P>0.05). In addition, KEGG analysis showed that in the population with enterotype
2, thiamine metabolism PATH ko00730 pathway, which was closely related to
differential bacteria, was significantly less abundant in asthenospermia group than
in control group (LDA>2). Conclusion The intestinal microbiome and KEGG
functional pathways differed significantly between asthenospermia and
normozoospermia in population with enterotype 2, while there was no difference in
the enterotype 1 population. Changes in intestinal microbiome may have an impact
on sperm motility in specific populations.

[Key words] Asthenospermia; Intestinal microbiome; Infertility
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Isolation and identification of Lactobacillus crispatus and evaluation of
probiotic properties in vitro
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[ Abstract] Objective To isolate and screen Lactobacillus crispatus from
healthy female vagina and evaluate its probiotic characteristics in vitro in order to
provide a new strain for further screening and study of microecological agents for
effective treatment of female reproductive system diseases. Methods The vaginal
secretions of 10 healthy women were collected and screened in Department of
Reproductive Medicine, the Second Affiliated Hospital of Naval Medical University
from April 2023 to May 2023. Lactobacillus crispatus was identified by 16S rRNA
sequence, and its growth characteristics, acid-producing ability, H202 producing
ability and bacteriostatic ability were detected. Results Totally 39 strains of
Lactobacillus crispatus were isolated and identified from 10 healthy women. The
logarithmic growth phase of Lactobacillus crispatus was 10-40 h, among which
Lactobacillus crispatus 4-5 and Lactobacillus crispatus 6-7 grew faster. The pH of
Lactobacillus crispatus decreased rapidly within 8-24 h, and the pH of 48 h was
stable between 3.89 and 4.05. Among them, Lactobacillus crispatus 6-6, 6-7, 6-9, 6-
11 had better acid production. All 10 strains of Lactobacillus crispatus could produce
H202, and Lactobacillus crispatus 4-5, 4-11, 6-5 and 6-7 had better H202 production.
Lactobacillus crispatus 6-5, 6-7 and 6-9 had better inhibitory effect on Candida
albicans, in which the diameters of bacteriostatic zone were (20.90+0.31) mm,
(20.61+£0.70) mm and (21.73%0.37) mm, respectively. Lactobacillus crispatus 4-5 and
6-7 had better inhibitory effect on Staphylococcus aureus. Among them, the
diameters of bacteriostatic zone were (20.95+0.07) mm, (23.52+0.49) mm and
(23.49+0.34) mm, respectively. Lactobacillus crispatus 6-5, 6-6 and 6-7 had better
inhibitory effect on Escherichia coli, the diameters of bacteriostatic zone were
(19.03+£0.23) mm, (18.20£0.18) mm and (18.55+£0.29) mm, respectively. Conclusion
Lactobacillus crispatus 6-5 and 6-7 have good acid production, hydrogen peroxide
production, bacteriostatic activity and excellent biological characteristics, so they
are expected to be candidate strains for the treatment of female reproductive system
diseases.

[Keywords] Lactobacillus crispatus; Lactobacillus; Isolation; Identification
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Relevant research progress of gut microbiota and reproductive disorders
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[ Abstract ] At present, the reproductive health of childbearing age
population is facing unprecedented challenges, with the incidence of infertility and
adverse pregnancy outcomes increasing year by year. As a key component of human
body, gut microbiota plays an important role in a series of normal life activities. The
disturbance of gut microbiota has been proved to be involved in the process of many
diseases, and more and more studies have shown that the disturbance of gut
microbiota is also related to the occurrence and development of reproductive
disorders. Therefore, this paper will summarize the relevant research progress of
gut microbiota and female reproductive disorders, to provide new strategies for
their prevention and treatment, and new ideas for improving the fertility of women

of reproductive age.



[ Key words ] Reproductive Health; Polycystic ovary syndrome;
Endometriosis; Pre-eclampsia; Abortion, spontaneous; Primary ovarian
insufficiency; Gut microbiota
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[WEY B HWEEHEEYE 4 RARBE T ZX GRS R &R S
e, J7E BB RFURT 7T 2019 48 1 A E 2021 48 12 A HE TR & A
BAE BRIER A= CATIRSINZ RS (in vitro fertilization, IVF) FTGR 5
P RS FES (intracytoplasmic sperm injection,  ICSI) f 745 A& #AR I R
okl BT RIS RE IR 4 RS 1~2 MG, WRIBA R E T E SN
SH: Homa 1A (AU, n=17) . Haghs 2 M (B4, n=236) . 5%
SRE LT M (CH, n=241) | HorfE +5Ema Ll B4 (DA, n=72)
FISELm A AL 2 M4l (E4L, n=179) , WA FIRSAETT Fn I R 45 J= f i L gk
SRR, 458 AR XURER (two pronuclei, 2PN) SZ2H5#%. 2PN Hi%
R, ONMERE. BIIXUGR., FARBIER., Frsg, TR, flmreR, B8/ a8
ELs 25 2 SR TR Gi it 2 B X (¥ P>0.05).D 4R E I AR TR 83.33%(60/72)



72.63%(130/179) 1 &3 =T B 40[59.32% (140/236), P<0.001, P=0.005],

E 4HiE 7 %[65.36%(117/179) 1%# T B 41[50.00%(118/236), P=0.002],
C.D.E A2 [64.73%(156/241).59.72% (86/144) . 54.19%(194/358) ]
TEET BH[39.83%(188/472), ¥ P<0.001], D 4HF1 E AR £ 52 [43.33%

(26/60), 49.23% (64/130) 1F1 53 [23.33% (14/60) , 26.15% (34/130) ]
¥ EmT C4H [0%, ¥ P<0.001; 7.69% (12/156) , P=0.002, P<0.001],

E Hsra2# 4 [38.0 (36.0, 39.00 &1 BT C4 [39.0 (38.0, 39.3) A,
P<0.001] . 5% 1 ¥l (AEMCH) i, B 2 MUikiad (B. D. E4D
H AR M B 2 PR (P<0.001) , D A1 E AR AU L% [20.90%

(14/67) , 28.40% (48/169) 1 ¥ mT C4 [3.85% (5/130) , P<0.001] .
logistic [H)A 43 4 &7, TR IR A R 2 5, CAIRR IR R 2% = T A4 (OR=0.353,
95% (/. 0.125~0.997, P=0.049) ; EHME"FEZEGT CH (OR=1.842,
95% C1:1.172~2.895, P=0.008); B.D.E ZH 1) 5. /= %3 5.3 = T C 4H( OR=2.546,
95% C/:1.079~6.005, P=0.033; OR=6.737,95% C/: 2.566~17.689, P<0.001;
OR=5.863, 95% CI: 2.494~13.785, P<0.001) . &t HFriffHHIE 4 RILH
e 4zl A UL_E R IR A IR AR AR 7 2 2 i T A Bl A IR » i PR A v e ok
seaRl A M UL EIRG, HUGEE R ARG, AT IR RAE, DIEPRAG R AEIR
RN B A, B A AR A A B R L .
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Comparison of clinical outcomes and maternal and fetal outcomes between
different transplantation schemes on day 4 in fresh cycle
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[ Abstract] Objective To explore the effect of different transplantation
schemes on the clinical outcomes and maternal and fetal outcomes of fresh cycle on
day 4. Methods The clinical data of 745 cycles of in vitro fertilization (IVF) and
intracytoplasmic sperm injection (ICSI) in Reproductive Medicine Center of Xingtai
Infertility Specialist Hospitals from January 2019 to December 2021 were analyzed
retrospectively. In all cycles, 1-2 embryos were transferred on day 4 after
fertilization. According to different embryo transfer schemes, they were divided into
five groups: one partial compaction embryo group (group A, n=17), two partial
compaction embryos group (group B, n=236), one full compaction above embryo
group (group C, n=241), partial compaction+full compaction above group (group D,
n=72), and two full compaction above embryos group (group E, n=179), the effects
of different transfer schemes on clinical outcomes and maternal and fetal outcomes
were compared. Results There were no significant differences in two pronuclei

(2PN) fertilization rate, 2PN cleavage rate, endometrial thickness, monozygotic



twins rate, surgical reduction rate, abortion rate, stillbirth rate, cesarean section rate,
male infant/female infant ratio among the five groups (all P>0.05). The clinical
pregnancy rate in groups D and E [83.33% (60/72), 72.63% (130/179)] was
significantly higher than that in group B [59.32% (140/236), P<0.001, P=0.005]. The
live birth rate of group E [65.36% (117/179)] was significantly higher than that of
group B [50.00% (118/236), P=0.002]. The implantation rate of groups C, D and E
[64.73% (156/241),59.72% (86/144), 54.19% (194 /358)] was significantly higher
than that of group B [39.83% (188/472), all P<0.001]. The multiple birth rate [43.33%
(26/60),49.23% (64/130)] and the premature delivery rate [23.33% (14/60), 26.15%
(34/130)] in groups D and E were significantly higher than those in group C [0%, all
P<0.001; 7.69% (12/156), P=0.002, P<0.001]. The gestational weeks of delivery in
group E [38.0 (36.0,39.0) weeks] was significantly lower than that in group C [39.0
(38.0,39.3) weeks, P<0.001]. Compared with the one embryo transfer group (group
A, group C), the birth weight of the two embryos transfer group (group B, group D,
group E) was significantly lower (P<0.001). The low birth weight infants rate in
group D [20.90% (14/67)] and group E [28.40% (48/169)] was significantly higher
than that in group C [3.85% (5/130), P<0.001]. Logistic regression analysis showed
that after adjusted, the pregnancy rate in group C was significantly higher than that
in group A (OR=0.353,95% CI: 0.125-0.997, P=0.049). The live birth rate of group E
was significantly higher than that of group C (OR=1.842, 95% CI: 1.172-2.895,
P=0.008), and the premature delivery rate of groups B, D and E was significantly
higher than that of group C (OR=2.546,95% CI: 1.079-6.005, P=0.033; OR=6.737,95%
CI: 2.566-17.689, P<0.001; OR=5.863, 95% CI: 2.494-13.785, P<0.001). Conclusion
On day 4 of the fresh cycle, the pregnancy rate and the live birth rate of the full
compaction or above embryos are significantly higher than those of the partial
compaction embryos. In clinical work, it is recommended to select full compaction
embryos or above, and then select partially compaction embryos for single embryo
transfer to achieve optimal pregnancy outcomes while reducing the multiple
pregnancy rate, premature delivery rate, and low birth weight infant rate.

[Key words] Pregnancy outcome; Transplantation schemes; Maternal and
fetal outcomes
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Analysis of the consecutive pregnancy outcomes in women with different times
of tubal pregnancy history
Lin Xiaolong, Jiang Wengqing, Zou Shien
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Shanghai 200001, China
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[ Abstract] Objective To analyze the consecutive pregnancy outcomes
in women with different times of tubal pregnancy (TP) history. Methods The data
of 415 patients with a history of TP>1 times admitted in Gynecology Department of
Obstetrics & Gynecology Hospital of Fudan University from January 2019 to April
2023 were retrospectively analyzed. They were divided into two groups: the first TP
group (n=359) and the second TP group (n=56). Clinical data and consecutive
pregnancy outcomes were collected and the differences of TP rate between patients
treated by retaining fallopian tubes and those treated by salpingectomy were
analyzed. Patients with a second TP were divided into two subgroups: ipsilateral
recurrence subgroup and contralateral recurrence subgroup, and difference of TP
rate between the two subgroups was assessed. Risk factors for recurrent TP were
assayed by binary logistic analysis. Results Intrauterine pregnancy rate in the first
TP group was higher than that in the second TP group [66.0% (237/359) vs. 48.2%
(27/56), P=0.008]. Salpingectomy resulted in significantly lower rate of intrauterine
pregnancy [35.7% (35/98)] compared with treatment with methotrexate or
salpingotomy or extrusion of fallopian tubes in the first TP group, 77.0% (97/126),
78.2% (93/119), 90.0% (9/10), respectively; all P<0.001]. There was no difference
of intrauterine pregnancy rate among patients treated by expectant management or
methotrexate or salpingectomy or salpingotomy in the second TP group (all P>0.05).
There were 24 cases in the ipsilateral recurrent subgroup and 32 cases in the
contralateral recurrent subgroup. The rates of recurrent intrauterine pregnancy,
ipsilateral ectopic pregnancy and contralateral ectopic pregnancy were not different
between the two subgroups (all P>0.05). Logistic regression analysis suggested time
interval from prior TP to next pregnancy 236 months were positively correlated
with occurrence of the second TP (OR=5.012, 95% CI: 2.525-9.949, P<0.001).
Patients concept by in vitro fertilization and embryo transfer (IVF-ET) after the first
TP had higher rate of intrauterine pregnancy compared with natural conception
[91.4% (53/58) vs. 61.1% (184/301), P<0.001] and IVF-ET significantly decreased
the occurrence of the second TP (OR=9.666, 95% CI: 3.303-28.287, P<0.001).
Patients concepted by IVF-ET after the second TP had higher rate of intrauterine
pregnancy compared with natural conception [76.5% (13/17) vs. 35.9% (14/39),
P<0.001] and IVF-ET significantly decreased the occurrence of the third TP
(OR=5.987, 95% CI: 1.529-23.447, P=0.010). Conclusion For patients who
experience first-time TP, preserving the fallopian tube can help them gain the
opportunity for intrauterine pregnancy. For patients with recurrent ipsilateral

fallopian TP, there is currently insufficient evidence to support the benefit of



removing the affected fallopian tube. Whether it is the first or the second TP, IVF-ET
can help patients achieve a higher intrauterine pregnancy rate.
[Key words] Pregnancy,tubal; Recurrence; Fertilization in vitro; Embryo

transfer; Pregnancy outcome; Third tubal pregnancy
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[HEY  HE RSB A EOR ok A4 90 S FE R R & 4L Covarian
hyperstimulation syndrome, OHSS) &35 IRt K & SR RSS - J7i X
2019 4 8 & 2021 4 8 J3 A 7E 2 B e BHR 27 58 — MY R BE e b1 7 BT IR Ah 32 K
/R B P B TS - IR AR RS AR T I 4 080 AN I 51 B Rk AT [ st 1 BA 41
WFot. $EMUER R E OHSS 43285 OHSS 44 (n=524) 5% (K& OHSS i
#, n=3 556) ; 524 A~ OHSS KRR & H 2 TINHLEAME (polycystic
ovary syndrome, PCOS) 434 OHSS & Jf PCOS {4 (n=231> #1 OHSS & Jf
4 PCOS W4 (n=293) . WEIK A2 [MFFEAL B IR K & 45 R R R4S A o
g ©OHSS A Ew [ (30.7£3.6) %1 /AMNFXfI&4 [ (31.5:4.8) %,
P<0.0011] . 3kup%L [ (28.2+5.7) #] - LG # [52.7% (4982/9463) ] .
MR R [54.0% (5059/9371) ] . Afbifir% [75.0% (393/524) ] . I
IREEYR% [69.5% (364/524) 1 FiEr=# [58.0% (304/524) ] Z& & T XK
H [ (12.5+£6.7) 4. 49.8% (14042/28204) . 51.4% (14279/27797) .
59.5% (2115/3 556> . 54.1% (1924/3 556) . 43.6% (1550/3556) , 3
P<0.001] . @OHSS &3 PCOS WA H&FF# [ (30.2+3.1) % KT OHSS &
J£4E PCOS W4 [ (31.1+4.00 ¥/, P=0.009] ; M —® [165.0 (101.0, 222.5)
pmol/L1/KF &3 5T OHSS &4k PCOS W.4H[141.0(81.0,202.0) pmol/L,



P=0.005] ; tRBEIEE [56.3% (2 413/4 284) 1 . BIREAE [671% (2
846/4 239) ] FRREMZE [57.7% (2 445/4 239) ] ¥R T OHSS 43
4k PCOS W.4H [49.6% (2569/5179) . 60.3% (3092/5132) . 50.9% (2
614/5132) , ¥ P<0.001] . #5it OHSS HH# 2 —E ikt HERENE
MR IR IR , ABGINASZRE 88 A RAEIRES )R %E%%ﬁ PCOS A5
OHSS & itiRas =, (BRI EBOR hEAIY ZR Bt % OHSS SEARH
IR A

CoCuki ] DpSE EERIERAAE:  AFEBOR, B, ZRIVELE
MR E: MRS R

HETH: ZEE AR e (KI2021A0264)

Research on embryo development and clinical pregnancy outcomes in patients
with ovarian hyperstimulation syndrome
Wang Jing, Cheng Huiru, Yang Dandan, Fan Yongqi, Chen Beili, Zhang Zhiguo, Cao
Yunxia
Department of Obstetrics and Gynecology, the First Affiliated Hospital of Anhui Medical
University; NHC Key Laboratory of Study on Abnormal Gametes and Reproductive
Tract (Anhui Medical University); Anhui Province Key Laboratory of Reproductive
Health and Genetics, Hefei 230032, China
Corresponding author: Zhang Zhiguo, Email: zzg 100@163.com, Tel: +86-
18155106683

[ Abstract ] Objective To investigate the embryo development and
clinical pregnancy outcomes in patients with ovarian hyperstimulation syndrome
(OHSS) undergoing assisted reproductive technology (ART). Methods A
retrospective cohort study was conducted on data from 4 080 cycles of in vitro
fertilization/intracytoplasmic sperm injection-embryo transfer treatments
performed at the Department of Obstetrics and Gynecology, the First Affiliated
Hospital of Anhui Medical University from August 2019 to August 2021. Patients
were divided into OHSS group (n=524) and non-OHSS group (control group, n=3 556)
based on whether OHSS occurred, and the OHSS group was further divided into OHSS
combined with polycystic ovary syndrome (PCOS) subgroup (n=231) and OHSS
combined with non-PCOS subgroup (n=293) based on the presence of PCOS. General
information, embryo developmental data and clinical outcomes were compared
between the two groups. Results 1) Patients in the OHSS group [(30.7+3.6) years]
were younger than those in control group [(31.5%4.8) years, P<0.001], and the
number of retrieved oocytes (28.2+5.7), rates of high-quality embryos [52.7% (4
982/9 463)], blastocyst formation [54.0% (5 059/9 371)], biochemical pregnancy
[75.0% (393/524)], clinical pregnancy [69.5% (364/524)], and live birth [58.0%
(304/524)] were significantly higher in the OHSS group than in control group
[12.5+6.7, 49.8% (14 042/28 204), 51.4% (14 279/27 797), 59.5% (2 115/3 556),
54.1% (1924/3 556), 43.6% (1 550/3 556), respectively; all P<0.001]. 2) Patients in
the OHSS combined with PCOS subgroup [(30.2+3.1) years] were younger than those
in the OHSS combined with non-PCOS subgroup [(31.1+4.0) years, P=0.009], and the
estradiol level [165.0 (101.0, 222.5) pmol/L] was higher than that in the OHSS



combined with non-PCOS subgroup [141.0 (81.0,202.0) pmol/L,P=0.005]; rates of
high-quality embryos [56.3% (2 413 /4 284)], blastocyst formation [67.1% (2 846/4
239)], and high-quality blastocysts [57.7% (2 445/4 239)] were also significantly
higher in the OHSS combined with PCOS subgroup than in the OHSS combined with
non-PCOS subgroup [49.6% (2 569/5 179), 60.3% (3 092/5 132), 50.9% (2 614/5
132), respectively; all P<0.001]. Conclusion There is a certain correlation between
OHSS and female age. The occurrence of OHSS does not affect embryo development
and does not increase adverse pregnancy outcomes in infertile patients. The
presence of PCOS does not affect the pregnancy outcomes of OHSS patients. However,
in ART, we still strive to avoid the occurrence of adverse events such as OHSS as
much as possible.

[ Key words ] Ovarian hyperstimulation syndrome; Reproductive
technology, assisted; Polycystic ovary syndrome; Embryo development; Pregnancy
outcome
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CHZY B 0 388 4 v VR 09 BF 20 i 47 59 0 53 79 B0 kG - VE 5
(intracytoplasmic sperm injection, ICSD X EfiGK B K IL YRS KRR .. T3k
[ o5 4 BA B0 5 43 AT 8 M K 25 5 = I S e A i = 22 ) 2015 48 10 A & 2022 4
12 3147 ICSI Bl 28 R R B R Bk . A9 N IRAL 74 1R O BEZH 0 A% 47 1CS
BhZE (R A 95 A e iR B F41) A0 [A] H 9 2 5P RELHARAT 1CSI 8% J5 1 5 830
A GeNHTERR 24D, AURIE T AR 7Ry N o 2 S ik 4
FIF 12 3 i ULES (propensity score matching, PSM) 573 Z174- 450



T 94 AN, BN 4l 282 MM, HEAL ICSI R 2R RGBT
LA Im R RS R o SR F] 22 B[R] VA 73 M 5200 B 1735 R A OG R 3R . 4521
PSM LRSI, ARIITAHRIER 2k3 [69.59% (572/822) ] . IEWHIRE
[95.63% (547/572) 1 . WA [74.41% (407/547) 1 . fRIFIEAR
# [36.38% (199/547) 1. WIAHHEMFH [37.08% (89/240) 1 KiF¥
AMM# [37.00% (407/1 100) ] B EZF(LTHEE00 14 [74.26% (1 875/2
525), P=0.009; 97.97% (1837/1875), P=0.002; 84.65% (1555/1837),
P<0.001; 50.08% (920/1837), P<0.001; 51.68% (537/1039), P<0.001;
61.58% (1555/2525) , P<0.001] , B32kEH. 2 HAZHF IO TIRILR
ZRTEG R X () P>0.05) . AR URIITHINZSWIR R % [ (1.91£0.28)
M R R % [10.53% (4/38) 1 B m Tl v4 [ (1.72£0.45) #L,
P=0.001; 1.14% (1/88) , P=0.0481 , SRZHIEIGHE KRR EIEIRE. ImK
UEIRE L R R =R TG E L () P>0.05) o AUREITAHTR T BRIE
AN TA7iE R [55.95% (188/336) 1. UITRIL3 [6.38% (12/188) 1.
A EERE TR [5.08% (13/59) 1 KI1HFIH% [26.49% (89/336) 15
Mriakv4H [82.98% (634/764) , P<0.001; 3.00% (19/634), P=0.032;
41.99% (76/181) , P=0.006: 41.62% (318/764) , P<0.001] #Htk, #
FBEG RS WA RLEZAE R IEH 2R 2R B IR,
AR RS AR SRR IR R 2 R gt A () P>0.05) o« ZELAERIAS
TSI B 735 R A PR 2R 45 R B s e 77 22 (=-19.730, £=-2.06, P=0.043).
GUFARE(B=-1.417, t=-3.10, P=0.003) J IF-FBF4ATR J7 % (f=33.872,
t=5.04, P<0.001) 607G RPN BA G R . 458 IR
AR RN BEAR A B G A T ANRIISEN , R ARG RS AR 5 SRR S J5) 5 e 5N BEAR AR AL,
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Effects of oocyte vitrification on the outcomes of embryo development and
transfer
Shen Chunyan, Zhang Jianrui, Du Shanshan, Guan Yichun
The Reproductive Center of the Third Affiliated Hospital of Zhengzhou University,
Zhengzhou 450052, China
Corresponding author: Guan Yichun, Email: lisamayguan@163.com, Tel: +86-
13608695579

[ Abstract ] Objective To investigate the effect of vitrified oocytes
undergoing intracytoplasmic sperm injection (ICSI) on embryo development and
transfer outcomes. Methods A retrospective cohort study was conducted to
analyze the clinical data of patients who underwent ICSI in the Reproductive Center
of the Third Affiliated Hospital of Zhengzhou University from October 2015 to
December 2022. A total of 95 cycles of vitrified oocytes (named vitrified oocyte

group) and 5 830 cycles of fresh oocytes (named fresh oocyte group) in the same



period were included, ICSI was used in both groups for fertilization. The cycles were
matched at 1 : 3 with propensity score matching (PSM), then there was 94 cycles in
vitrified oocyte group, 282 cycles in fresh oocyte group. The vitrified oocyte group
was dividied into two-step method subgroup and crossed bridge method subgroup
according to vitrification procedures. The fertilization, embryo development and
clinical pregnancy outcomes were compared between the two groups. Multiple
linear regression was used to analyze the correlates affecting oocyte survival rate.
Results After PSM in vitrified oocyte group, the normal fertilization rate [69.59%
(572/822)], the normal cleavage rate [95.63% (547/572)], the available embryo
rate [74.41% (407/547)], the high-quality embryo rate [36.38% (199/547)], the
available blastocyst rate [37.08% (89/240)] and the oocyte utilization rate [37.00%
(407/1 100)] were significantly reduced compared with fresh oocyte group [74.26%
(1 875/2 525), P=0.009; 97.97% (1 837/1 875), P=0.002; 84.65% (1 555/1 837),
P<0.001; 50.08% (920/1 837), P<0.001; 51.68% (537/1 039), P<0.001; 61.58% (1
555/2 525), P<0.001]. The total fertilization rate, the multiple pronucleus
fertilization rate and the oocyte damage rate had no significant differences (all
P>0.05). The embryo transfer cycles of vitrified oocyte group had similar
implantation rate of cleavage embryos, biochemical pregnancy rate, clinical
pregnancy rate and early abortion rate compared with fresh oocyte group (all
P>0.05), however the number of cleavage embryo transfer was significantly
increased (1.91+0.28 vs. 1.72+0.45, P=0.001), the late abortion rate was also
significantly increased [10.53% (4/38) vs. 1.14% (1/88), P=0.048]. Between two-
step method and crossed bridge method subgroups, there were significant
differences in oocyte survival rate [55.95% (188/336) vs. 82.98% (634/764),
P<0.001], oocyte damage rate [6.38% (12/188) vs. 3.00% (19/634), P=0.032],
available blastocyst rate [5.08% (13/59) vs. 41.99% (76/181), P=0.006] and oocyte
utilization rate [26.49% (89/336) vs. 41.62% (318/764), P<0.001], there were no
significant differences in total fertilization rate, normal fertilization rate, multiple
pronucleus fertilization rate, normal cleavage rate, available embryo rate and high-
quality embryo rate (all P>0.05). Multiple linear regression analysis showed that
controlled ovarian stimulation procedure (8=-19.730, t=-2.06, P=0.043), number of
vitrified oocytes (f=-1.417, t=-3.10, P=0.003) and procedure of oocytes vitrfication
(8=33.872, t=5.04, P<0.001) had a statistical effect on oocyte survival rate.
Conclusion Vitrification of oocytes has a negative effect on embryo development,
the pregnancy outcomes after embryo transfer is similar to fresh oocytes, the
perinatal safety remains to be confirmed by further studied.

[Key words] Oocyte; Vitrification; Embryo development; Embryo transfer
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[HEY] A WESMNEME miR-146a-5p X fig £ ## (lipopolysaccharide,
LPS) 531/ BB CANAR BRUR & A RISGEER, IFR 50 HAE R AL o
Jivk O 36 RAUEMER SHER AR, 25 FACEET (DO/ARA |« Z2H 0.5 K
(day 0.5, D05, HIWKME) | %% 4.5 % (day 4.5, DA5) . %4 7.5 K
(day 7.5, D7.5) . %44 9.5 % (day 9.5, D9.5) 1% 13.5 % (day 13.5,
D13.5) Wt/ T E AL, i s 52k E & PCR (quantitative PCR, qPCR)
H Western blotting Al A [FJ4E 43/ B 7 = 4430 miR-146a-5p M HHEEE A
TRAF6 HEHAMEIZAT; @%% D7.5 /NRAE - HIFES A F K R, A
COL 4> . LPS 250 pg/kg (ichy LPS250 ) . LPS &3 E#&kiESS 10 nmol
miR-146a-5p X541 (negative control, NC, i) LPS250+NC 41) . LPS
GFHEFNKESH 10 nmol miR-146a-5p #35f (miR-146a-5p agomir, 14
LPS250+miR-146a-5p agomir 41> , %% 8.5 Kk (day 8.5, D8.5) X/NiE
SR AGEANR S AG Fod AT vH 54, it gPCR F1 Western blotting 437 il
T E L R IRSEN F o (tumor necrosis factor o, TNFa) mRNA 1 TRAF6
HEARIBAKT: @K LPS il A 50 pg/kg &, #4242 D7.5 /M 2 4, 54
3 K. —ZHMERES 100 pL LPS (50 pg/kgd , [RIEFEEFHKAS 10 nmol )



TKIFH, idy LPS50+NC 4 5 —HAT kS 100 L LPS (50 pg/kg)
[E B B Bk 44 10 nmol 1 miR-146a-5p agomir, i A LPS50+miR-146a-
S5pagomir 41, %55 16.5 K (day 16.5, D16.5) X/l = PN E G EY/IEEE W)
WORRGH. A7 BR B A S G B AR A S AT TR i @7 B R JEARN
R SER T E R4 (bone marrow-derived macrophages, BMDM) , FIH
LPS il #1555 3 M1 AL, TR 4 miR-146a-5p BRI¥(miR-146a-5p mimics)
B H NC B, @it gPCR il Western blotting 7> Bl 40 TAVAx mRNA
1 pSTAT1 FEARIEKFE. 48 miR-146a-5p 742 D7.5. D9.5 F1 D13.5 /Mg
FEAENTAL R E KB 3E & TR A AL (P=0.013. P=0.012. P=0.003),
TRAF6 & H7E D13.5 S AFBALAIFRIE KPR E M TAEAIAL (P=0.012) o Xf
%1 D7.5 /NEBIEH ST 250 pg/kg LPS J5, %2 D8.5 i LPS250 41 1 il %
4313%+3.31%, W& & T COLA (0%, P=0.002) , ifi LPS250+miR-146a-5p
agomir 4 I R G W U . (13.50%+0.87% > & #F ik T LPS250+NC 4
(59.33%+4.04%, P=0.001). 4% 42 D7.5 /I BRME s v SHIK 7 2= LPS(50 pg/kg)
J&, D16.5 i} LPS50+miR-146a-5p agomir H77i%fif i FE & [ (0.29+0.09) g]
Kiafr#Ea [ (0.06+0.02) gl #HEE =T LPS50+NC 4 [ (0.46+0.06) g,
P<0.001; (0.07+0.02)> g, P=0.0211 , T5ZEIA]WRUSCIVE fitd 50 VR B Wi 28 72 e 35)
Tgit2Em L (¥ P>0.05) . 54 NC i1 BMDM 4ifig#ftt, #% miR-146a-
5p mimics 1] BMDM 4liffi, pSTAT1 EEHM TANFx mRNA BIFRIE K- 03
T (P=0.012. P=0.039) . 45t miR-146a-5p 7E/MRIEAGHE NG # LG R K
B Wi FHE R XK R &, ANETE miR-146a-5p AEA RN LPS 5%
(K17 B RE RIS B BASEL, miR-146a-5p Aedlifil /N B EMR4aRR M M1 Hefk
i, 3278 miR-146a-5p AT Agd i #l) /I BRBE-JiG 5 B4R HT M1 B i fr b
GEURIE W LA YE R o
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Therapeutic effects of miR-146a-5p on embryo absorption and abnormal fetal
development mice induced by LPS
Wang Longbinl, Yang Long?, Ye Shuting!, Shi Yan?, Guo Yifen!, Gu Yan!
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Institute for Biomedical and Pharmaceutical Technologies, Shanghai 200237, China
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[ Abstract] Objective To observe the ameliorative effects of exogenous
miR-146a-5p on lipopolysaccharide (LPS)-induced embryonic resorption and fetal
mouse dysplasiamice, and to preliminarily investigate its mechanism of action.
Methods 1) After 36 healthy adult female mice were mated with male mice,
uterine tissues were collected from females on day (D) 0 (DO/not pregnant), D0.5

(the day of embryo observed), D4.5, D7.5, D9.5 and D13.5 of gestation, and the



expression levels of miR-146a-5p and its target gene TRAF6 protein in uterine
tissues of mice at different gestation periods were detected by real-time fluorescent
quantitative PCR (qPCR) and Western blotting. 2) The mice on D7.5 of pregnancy
were treated with intraperitoneal injection of saline (control, COL group),
intraperitoneal injection of 250 pug/kg LPS (named LPS250 group), LPS combined
with tail vein injection of 10 nmol miR-146a-5p unrelated sequence (negative
control, NC, named LPS250+NC group), or LPS combined with tail vein injection of
10 nmol miR-146a-5p agonist (miR-146a-5p agomir, named LPS250+miR-146a-5p
agomir group). The total number of embryos and the number of absorbed embryos
in the uterus of pregnant mice were measured and statistically analyzed on D8.5, and
the expression levels of TNFa mRNA and TRAF6 protein in uterine tissues were
detected by gPCR and Western blotting. 3) Then we reduced the dosage of LPS to 50
ug/kg and treated the same groups, named LPS50+NC group, LPS50+miR-146a-5p
agomir group, respectively. The total number of fetal mice/embryos, the number of
absorbed embryos, the number of surviving fetal mice, the weight of surviving fetal
mice and the weight of the placenta were measured and statistically analyzed on
D16.5. 4) Primary mouse bone marrow-derived macrophages (BMDM) were isolated
and cultured. Mouse BMDM was inducted to M1 polarization by LPS stimulation, and
then was transient transfected miR-146a-5p mimics or their NC fragments. The
expression levels of TNFa mRNA and pSTAT1 protein were detected by qPCR and
Western blotting. Results The expression level of miR-146a-5p was significantly
higher in the implantation sites of D7.5, D9.5 and D13.5 pregnant mice than in the
non-implantation sites (P=0.013, P=0.012, P=0.003), and the protein expression
level of TRAF6 was significantly lower in the implantation site of D13.5 pregnant
mice than in the non-implantation site (P=0.012). After intraperitoneal injection of
250 pg/kg of LPS into D7.5 pregnant mice, the embryo absorption rate of the LPS
group on D8.5 was 43.13%+3.31%, which was significantly higher than that of COL
group (0%, P=0.002), while the embryo absorption rate of the LPS250+miR-146a-
S5p agomir group (13.50%%0.87%) was significantly lower than that of the
LPS250+NC group (59.33%=4.04%, P=0.001). After intraperitoneal injection of 50
ug/kg of LPS combined with tail vein injection of NC or miR-146a-5p agomir to D7.5
pregnant mice, the fetal mouse weight [(0.29+0.09) g] and placental weight
[(0.06+0.02) g] of surviving fetal mice in the LPS50+NC group on D16.5 and the
LPS50+miR-146a-5p agomir group were statistically significant [(0.46+0.06) g,
P<0.001; (0.07+0.02) g, P=0.021], and the differences in the number of absorbed
embryos and embryo uptake rate between the two groups were not statistically
significant (all P>0.05). The expression levels of both pSTAT1 protein and TNFa
mRNA were significantly downregulated in BMDM transfected with miR-146a-5p
mimics compared with those transfected with NC (P=0.012, P=0.039). Conclusion
miR-146a-5p expression levels were significantly increased at the maternal-fetal
interface during the late stage of mouse embryo implantation and placental
development. Exogenous miR-146a-5p could effectively improve LPS-induced
mouse embryo resorption and fetal mouse dysplasia. miR-146a-5p could inhibit the

M1 polarization activity of mouse macrophages, suggesting that miR-146a-5p may



inhibit the M1 polarization activity of mouse macrophages by suppressing M1
polarization of mouse maternal-fetal interface macrophages to safeguard the normal
establishment and maintenance of pregnancy.

[ Key words ] Macrophages; Lipopolysaccharide; miR-146a-5p; Embryo
absorption; Abnormal fetal development
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[MEY1  HB R RSN A/ M N K TIES Cin vitro
fertilization/intracytoplasmic sperm injection, IVF/ICSD BhZ kA= E W24
HAONE LIRS R K SR YRGS R LRI R . Tk AT S0 [l g 5]
MERITFE, ke 7 2009 4 1 2 2021 47 12 I A T A0 5k 2258 = E e i
FPRPEFEEE 2 d 04T IVR/ICS] Bh 223450k His W B W22 B0 E 22 5 T on &
IR A IR kL. T4 IVF/ICSI BhZ 52 W e 26 F 4 I E At iR,
HFERBITHREE (n=91) o XIRAEE 1 1 4 L DL R —r 8147 IVF/ICSI BY
AIREWTENRAEREF (n=364) o XK —BEUR, B2 R AEIRAH G B R
175307, E R ZE K logistic 24T IVF/ICSI BhZj5 KA S N Z A FEH N & 4E 4R
MR R ER . 2 — R A AN AR S R CRIA ™ S 367D 2 AN, 7>
e WG THM I E IR B8 TR G R R s R 2. 455 BFFC 4N BR
MR BEFER . ETEREL 2R, BT BEITNIRIER . BHEE A
BB MK PR R E R TG L (B P>0.05) , WZHE %



ZREGFE X (P>0.05) o B4R IR 2 (OR=2.605, 95% (I
1.352~5.016, P=0.004). %R FIK (OR=26.012,95% CI: 2.942~229.974,
P=0.003) /2 IVF/ICSI BhZ Ja A B N & IR A S AR 1 fa I DR 3 o 3% 7= S 4RI
PRV U . B R BRI Lo 5 22 R B Ge i (3 P>0.05) , T4
FAREFEN, TR 28 KGN s 2 R T git = E L (33 P>0.05) . ™
TWHPREEHEL I (OR=3.128, 95% C/: 1.067~9.172, P=0.038) "IgE
BNA N E SRR ARG R 4518 IVF/ICSI Bh 2 5 N 2 a SR n e
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FUKFBE/R S H IVF/ICSI B2 5 KA N 2 A i O S IR AR I 3R, Bt s
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OCH Y 528, R5h: IRRRREHE:  4T0R, B4 W& HMEH
K

HEWH: EFRESPIRIEH (2022YFA1104801) ; EERABHEEHFFER %L
(81925013)

Risk factors and pregnancy outcomes of intrauterine pregnancy with tubal
pregnancy after IVF/ICSI
Wang Dingran, Yang Yan, Zhang Jiajia, Song Xueling, Ma Caihong, Yang Shuo, Li Rong
Center for Reproductive Medicine, Department of Obstetrics and Gynecology, Peking
University Third Hospital; National Clinical Research Center for Obstetrics and
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Reproduction (Peking University), Ministry of Education; Beijing Key Laboratory of
Reproductive Endocrinology and Assisted Reproductive Technology, Beijing 100191,
China
Corresponding author: Yang Shuo, Email: yangshuo@263.net, Tel: +86-10-82265080
[ Abstract ] Objective  To investigate the risk factors, pregnancy
outcomes of intrauterine pregnancy with tubal pregnancy after in vitro
fertilization/intracytoplasmic sperm injection (IVF/ICSI). Methods The study was
a retrospective case-control study that collected clinical data of patients diagnosed
with intrauterine combined with tubal pregnancy after IVF/ICSI for infertility at
Center for Reproductive Medicine, Department of Obstetrics and Gynecology, Peking
University Third Hospital from January 2009 to December 2021. The study group
consisted of patients diagnosed with intrauterine combined with tubal pregnancy
after IVF/ICSI and treated with surgery (n=91). The control group consisted of
patients diagnosed with early intrauterine pregnancy after IVF/ICSIina 1 : 4 ratio
during the same period (n=364). General information, assisted reproduction and
pregnancy-related data of the two groups were analyzed, and risk factors for
intrauterine combined with tubal pregnancy after IVF/ICSI were determined
through univariate and logistic analyses. Furthermore, the study group was divided
into two subgroups according to different pregnancy outcomes, miscarriage and live
birth, and risk factors that may affect pregnancy outcomes of patients with
intrauterine combined with tubal pregnancy were analyzed between the two
subgroups. Results There were no significant differences in age, body mass index,

gestational times, basal hormone levels, endometrial thickness before



transplantation and human chorionic gonadotropin level after transplantation
between the study group and control group (all P>0.05). The live birth rate of the
two groups was similar (P>0.05). A history of ectopic pregnancy (OR=2.605, 95% CI:
1.352-5.016, P=0.004) and hydrosalpinx (OR=26.012, 95% CI: 2.942-229.974,
P=0.003) were risk factors for intrauterine combined with tubal pregnancy after
IVF/ICSI. Patients with intrauterine combined with tubal pregnancy were divided
into live birth subgroup and abortion subgroup. There were no significant
differences in the proportion of abdominal pain, uterine hemoperitoneum and other
symptoms between the two subgroups (all P>0.05), and there were no statistical
differences in operation time, gestational age and intraperitoneal hemorrhage
between the two subgroups (all P>0.05). Vaginal bleeding after transplantation
(OR=3.128, 95% CI: 1.067-9.172, P=0.038) in the abortion subgroup may be a risk
factor for miscarriage in intrauterine combined with tubal pregnancy. Conclusion
Live birth rate in intrauterine pregnancy combined with tubal pregnancy patients
after surgery was similar with patients with normal intrauterine pregnancy. Ectopic
pregnancy history and hydrosalpinx may be risk factors for patients with
intrauterine pregnancy combined with tubal pregnancy after IVF/ICS], and vaginal
bleeding after transplantation may be a high risk factor for abortion in those patients.

[Keywords] Fertilization in vitro; Embryo transfer; Pregnancy, heterotopic;
Live birth; Hydrosalpinx
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A case report of fertility-sparing of patient with uterine malignant mixed germ
cell tumor
Guo Lul, Li Bin?, Liu Xiaoxia?
1 Department of Gynecology, Zhongshan Hospital of Fudan University, Shanghai
Geriatric Medicine Center, Shanghai 201104, China; 2 Department of Gynecology,
Obstetrics and Gynecology Hospital of Fudan University, Shanghai 200011, China
Corresponding author: Liu Xiaoxia, Email: Ixxzjh7 @aliyun.com, Tel: +86-21-33189900
[ Abstract] Objective To summarize the experience in fertility-sparing
of a patient with uterine malignant mixed germ cell tumor. Methods This article
mainly reported a case of fertility preservation in uterine malignant mixed germ cell
tumor, it's clinical characteristics and literature review was analyzed. Results After
the end of chemotherapy, the patient's ovarian function recovered and her
menstrual cycle returned to normal. No sign of tumor recurrence after 5 years
follow-up was found. Conclusion Uterine malignant mixed germ cell tumors were
rare, its treatment was still inconclusive and fertility-sparing required
comprehensive evaluation and close monitoring.
[Key words] Germ cell tumor; Gonadotropin-releasing hormone agonist;

Fertility preservation therapy
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Application of long-read sequencing in preimplantation genetic testing
Wan Cheng, Ding Taoli, Ma Jieliang, Wang Xingxing, Yang Ji, Lu Sijia
Xukang Medical (Suzhou) Ltd., Suzhou 215000, China
Corresponding author: Lu Sijia, Email: lusijia@yikongenomics.com, Tel: +86-512-
68837388

[Abstract] In recent years, the long-read sequencing technology has been
developing rapidly, playing a crucial role in research fields of genomics,
transcriptomics, and epigenetics, and showing broad application prospects in the
field of clinical testing. This paper introduces the basic principles and performance
of the main long-read sequencing platforms, reviews the research progress of this
technology in preimplantation genetic testing, and discusses the major challenges
currently faced and possible future directions.

[Key words] Reproductive health; Preimplantation genetic testing; Long-

read sequencing; Clinical application
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Segesterone acetate/ethinyl estradiol contraceptive vaginal ring: a novel slow-
release contraceptive method
Dai Yuxin, Yao Xiaoying
Family Planning Department, Obstetrics and Gynecology Hospital of Fudan University,
Shanghai 200082, China
Corresponding author: Yao Xiaoying, Email: 13916738653@139.com, Tel: +86-
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[Abstract] The segesterone acetate/ethinyl estradiol contraceptive vaginal
ring is a new long-acting reversible combination hormonal contraceptive method,
which has been in use abroad for several years. It can be used under the control of
the user with some contraceptive advantages. We review its structure and principles
of action, clinical application, safety and acceptability.

[ Key words ] Vaginal rings; Female hormonal contraception; Clinical

advantages; Security
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Research progress and difficulties on obtaining mature gametes in vitro
Ma Xinrui, Feng Lei, Sun Yingpu, Wang Haisong
Reproductive Medicine Center of the First Affiliated Hospital of Zhengzhou University;
Henan Key Laboratory of Reproduction and Genetics, Zhengzhou 450052, China
Corresponding author: Wang Haisong, Email: hswang813@zzu.edu.cn, Tel: +86-371-
66913635

[Abstract] Mature gametes include sperms originating from the male and
oocytes originating from the female. The sperm and oocyte combine to form a
fertilized oocyte and develop into a mature individual. At present, the research on
obtaining gametes in vitro mainly focuses on obtaining mature gametes by inducing
differentiation of embryonic stem cells (ESCs) or induced pluripotent stem cells
(iPSCs) in vitro. In vitro, under specific conditions, pluripotent stem cells (PSCs) can
differentiate into three germ layers tissues which include primordial germ cells.
Therefore, by inducing differentiation and meiosis in vitro of PSCs, researchers can
obtain mature gametes and offspring. Focusing on the production process of mature
gametes, this paper summarized the research progress and difficulties to be
overcome in the production of mature gametes in vitro.

[ Key words ] Oocyte; Spermatogonia; Meiosis; Pluripotent stem cells;
Primordial germ cells
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Research progress on the effects of chromatin remodeling factors on
mammalian gametogenesis and early embryonic development
Hong Renyun, Liang Yuanjiao
Department of Reproductive Medicine, Zhongda Hospital, Southeast University,
Nanjing 210009, China
Corresponding author: Liang Yuanjiao, Email: yuanjiao1965@126.com, Tel: +86-25-
83272201

[ Abstract] There are various types of chromatin remodeling factors in
eukaryotes, which can be divided into four categories: SWI/SNF, ISWI, CHD and
INO80, according to the differences of ATPase and other constituent protein subunits.
These remodeling factors affect gene transcription regulation through changes in
chromatin structure to ensure the accurate operation of various biological processes
in cells. At present, the role of chromatin remodeling factors in mammalian
gametogenesis and early embryonic development is not widely studied. In this paper,
we will make a brief review to provide theoretical basis for further understanding of
the functions about the chromatin remodeling factors in reproductive development.

[ Key words ] Chromatin remodeling factors; Gametogenesis; Early
embryonic development; Mammal
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Research progress of common histone modification regulating trophoblast cell
lineage differentiation
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Women and Children's Hospital, School of Medicine, Xiamen University, Xiamen 361002,
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[Abstract] Placenta serves as an important organ, which determines the
establishment of pregnancy and intrauterine fetal growth, as well as the complex
maternal-fetal crosstalk. Different subtypes of trophoblast cells mediate the diverse
functions of the placenta. During placental development, the trophectoderm-derived
trophoblast stem cells differentiate into all subtypes of trophoblasts and thus
maintaining the structure and function of the placenta. Histone modifications can
regulate chromatin structure and gene transcription, which is involved in the
establishment, maintenance and differentiation of trophoblast lineage. In this review,
we systemically overview the indispensable roles of histone methylation and
acetylation in trophoblast differentiation.

[Key words] Placenta; Histone modifications; Trophoblast stem cell
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Current research on quality of life and mental-psychological status in patients
with polycystic ovary syndrome
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[Abstract] Polycystic ovary syndrome (PCOS) is a common reproductive
endocrine disorder in reproductive age women. In addition to fertility, ovulation and
metabolism-related abnormalities, women with PCOS are at increased risk for lower
life quality and a range of mental psychological problems. The health risks are
primarily manifested in reduced quality of life, mood disorders including depression
and anxiety, sexual dysfunction, eating disorders, and sleep disorders, all of which
negatively influence the health status of PCOS patients. Also, ameliorating these
comorbidities may also help patients restore their reproductive functions. Therefore,
patients with PCOS should also be actively involved in the prevention and treatment
of the problems. This article aims to provide a review of the quality of life and mental-
psychological status of patients with PCOS, while also providing a basis for the
exploration of underlying mechanisms and the development of clinical interventions.

[ Key words ] Polycystic ovary syndrome; Quality of life; Mental-
psychological status; Anxiety and depression; Sexual dysfunction; Eating disorders;
Sleeping disorder
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