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Involvement of 14-3-3¢ in the spindle assembly in mouse fertilized eggs

Cheng CUIY, Xin QIN?, Xiao-jing JI%, Yu-xin YANG?, Bing-zhi YU?
(1. Department of Physiology, China Medical University, Shenyang, 110122)
(2. China Medical University, Shenyang, 110122)
(3. Department of Biochemistry and Molecular Biology, China Medical University, Shenyang, 110122)

[ABSTRACT] Objective: To study the effect of 14-3-3¢ protein on the spindle assembly in mouse fertilized
eggs. Methods: Indirect immunofluorescence was used to detect the localization of 14-3-3¢ and a-tubulin in the
mouse fertilized eggs. 14-3-3¢ sSiRNA was microinjected into 1-cell fertilized eggs to study morphology of spindle
and polo like kinase 1 (PIk1) activity. Results: In all phases of fertilized eggs investigated, 14-3-3¢ had a mainly
cytoplasmic distribution and co-localized with a-tubulin in the cytoplasm at the Gi, S and G phases. Knockdown
of 14-3-3¢ resulted in abnormal morphology of spindle and decreased the PIk1 activity. Conclusion: 14-3-3¢ plays
critical roles in spindle assembly in mouse fertilized eggs.

Key words: 14-3-3¢; mouse fertilized eggs; spindle assembly; polo like kinase 1 (Plk1)
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Effects of antioxidants on aging of mouse oocyte

Ye-xing XIAN, Li-feng LIANG, Shu-tao QlI,
Wei-hua WANG, Xiao-fang SUN

(The Third Affiliated Hospital of Guangzhou Medical University, Key Laboratory of Reproduction and Genetics of
Guangdong Higher Education Institutes, Guangzhou, 510150)

[ABSTRACT] Objective: To investigate the effects of heavy metal coupling agent (EDTA and sodium
citrate) and antioxidants (lipoic acid and acetyl-carnitine) on the number of oocytes as well as the aging of
mitochondria and spindle in mice. Methods: The C57BL/6 female mice were divided randomly into four groups,
including heavy metal coupling agent group, antioxidant group, mixed group and normal control group. Each
group had 48 mice. Heavy metal coupling agents and antioxidants were solved in drinking water for feeding.
Number of occytes, mitochondrial membrane potential and structure of spindle were monitored in 3 months,
6 months, 9 months and 12 months post treatment, respectively. Results: With increasing of age, the number
of oocytes in mice was significantly decreased among four groups, while mitochondrial activity dropped and
malformation of spindle increased. For mice of the same age, the number of occytes in antioxidant group and
mixed group was greater than those of the heavy metal coupling agent group and normal control group.
Additionally, after a long period of treatment, a higher activity of mitochondrial and a less spindle malformation
were detected. Conclusion: Appropriate utilization of antioxidant lipoic acid and acetyl-carnitine could play a
role in delaying oocyte aging.

Key words: oocyte aging; oxidative stress; antioxidant; coupling agent of heavy metals
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Multi-center clinical study of ethinyl estradiol-cyproterone acetate
(Mei Jieduo) in the treatment of polycystic ovary syndrome patients

Wei ZHANG?, Qi HUA?, Xiu-gi DUAN?, Fan YANG*, Hong-ling DU®, Yu-huan LIU®
(1. OB/GYN Hospital of Fudan University, Shanghai, 200011)
(2. Shanghai Welfare Association International Peace Maternity & Child Health Hospital, Shanghai, 200030)
(3. Shanghai Shuguang Hospital, Shanghai, 201203)
(4. Dongfang Hospital, Shanghai, 200120)
(5. People’s Hospital of Putuo District in Shanghai, Shanghai, 200060)
(6. Changhai Hospital, Shanghai, 200433)

[ABSTRACT] Objective: To investigate the clinical efficacy of ethinyl estradiol-cyproterone acetate (the
brand name: Mei Jieduo, produced in China) in treating polycystic ovary syndrome (PCOS). Methods: A multi-
center clinical study with self-control methods was emplowered and 243 women with PCOS were included from
6 hospitals in Shanghai city. Ethinyl estradiol-cyproterone acetate was used to treat PCOS patients for 3 months.
Before and after ethinyl estradiol-cyproterone acetate treatment, the data of clinical signs and symptoms were
collected, hormone levels and liver and kidney function were measured, ovary volume and follicle number were
examined by ultrasound. Results: LH and T levels were decreased significantly (P<0.05), ovaries volume and
follicle numbers decreased and signs and symptoms were considerably improved after treatment compared to
those before treatment. Conclusion: Mei Jieduo treatment for PCOS is very effective by reducing T and LH levels
and improves the signs and symptoms of PCOS patients.

Key words: polycystic ovary syndrome (PCOS); ethinyl estradiol-cyproterone acetate (Mei Jieduo);
hyperandrogenism
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Study of modified super-long protocol on endometrial receptivity of
patients with PCOS in IVF/ICSI-ET

Fei GONG!2, Hui GUQO?, Ju PENG?, Yuan LI, Guang-xiu LU?
(1. Institute of Reproductive & Stem Cell Engineering, Central South University, Changsha, 410008)
(2. Reproducitve & Genetic Hospital of CITIC-XIANGYA, Changsha, 410008)

[ABSTRACT] Objective: To explore the clinical outcomes and mechanism of modified super-long protocol
down-regulation in combination with human menopausal gonadotropin (hMG) in polycystic ovary syndrome
(PCOS) infertile women undergoing in vitro fertilization/intracytoplasmic sperm injection and embryo transfer
(IVF/ICSI-ET) prospectively. Methods: 1) PCOS patients who underwent IVF/ICSI-ET were divided into two
groups: super-long protocol group (n=86) and long protocol group (n=80). The average number of obtained
oocytes, fertilization rate, implantation rate, pregnancy rate, abortion rate, thickness, morphology and pulsed
Doppler study of uterine artery of endometrium on the day of hCG administration were compared. Otherwise,
the related indexes of two groups such as serum progestogen (P), estradiol (E) and luteinizing hormone (LH)
level and P/E; on the day of hCG administration were compared. 2) PCOS patients in our hospital who were
cancelled for the high risk of ovarian hyperstimulation syndrome (OHSS) in IVF/ICSI-ET were divided into two
groups: super-long protocol group (n=5) and long protocol group (n=5). The expressions of homeoboxA10
(HOXAU10), lysophosphatidic acid receptor 3 (LPAR3) and cytochrome ¢ oxidase subunit Il (COX2) in two
groups were detected by immunohistochemistry, Real-time PCR, Western blotting, and pinopodes by electron
microscopy of the patients in two groups on the sixth day after oocyte retrival were comparatively studied.
Results: 1) The average number of obtained oocytes, good-quality embryo rate, cancellation rate, severe OHSS
rate showed no significant differences between the two groups (P>0.05). The serum P level and P/E; on the
day of hCG administration in modified super-long down-regulation protocol were decreased. In the group of
modified super-long down-regulation protocol, the endometrial thickness, morphology and blood flow
detected by Doppler ultrasounds were significantly optimized compared with conventional long protocol.
2) We can detecte a large number of distribution uniform in size, smooth surface, clear boundary, membranous
protrusions mushroom, which was fully developed pinopodes in the endometrium of patients in modified long
protocol. And in the group of long protocol, the pinopodes distribute focally, the surface was not smooth,
much of them was covered with microvilli. Expressions of LPAR3, COX2, HOXAL10 in the endometrium
were higher in the modified super-long protocol group than those in long protocol group in the period of
implantation widow. Conclusion: Modified super-long protocol plus hMG raised the thickness of endometrium,
improved the morphology and blood flow, thus improved the implantation rate and the pregnancy rate for
PCOS infertile patients in IVF/ICSI-ET. Modified super-long protocol may improve the level of endometrial
pinopodes, LPAR3, COX2, HOXA10 expression to improve endometrial receptivity.

Key words: polycystic ovary syndrome (PCOS); in vitro fertilization/intracytoplasmic sperm injection and
embryo transfer (IVF/ICSI-ET); endometrial receptivity; ovulation inducing protocol; pinopodes;
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Endocrine characteristics and the clinical outcomes of using three gonadatropins
and medroxy-progestrone acetate during ovarian stimulation in normal
ovulatory women undergoing IVF/ICSI-FET treatments

Xiu-xian ZHU*?#, Qiu-ju CHEN?", Yan-ping KUANG!
(1. Department of Assisted Reproduction, Shanghai Ninth People’s Hospital, Shanghai Jiao Tong University School of Medicine,
Shanghai, 200011)
(2. Shanghai Jiao Tong University School of Medicine, Shanghai, 200011)
*: Equally contributed to the research

[ ABSTRACT ] Objective: To explore the clinical characteristics of gonadotropins (Gn) and medroxyprogestrone
acetate (MPA) in normal ovulatory women undergoing IVF/ICSI treatments using the three types of Gn.
Methods: A total of 258 IVF/ICSI patients undergoing ovarian stimulation in a Gn and MPA protocol were
analyzed in this retrospective study and were allocated into three groups according to the Gn used: group A,
hMG-A (brand name: fengyuan, n=105); group B, hMG-B (brand name: lebaode, n=90); group C, u-FSH (brand
name: lishenbao, n=63). The hormone profiles such as serum FSH, LH, E;, P, B-hCG levels, embryological
characteristics, and the pregnant results after frozen-thawed embryo transfer (FET) were compared among the
three groups. Results: There was no significant difference in the number of oocytes retrieved among the three
groups (12.1 == 6.9vs 12.1 = 5.7 vs 13.1 &£ 8.9, P>0.05). Other indicators such as the number of mature oocyte,
fertilization, cleavage and viable embryo were similar (P>0.05). No premature LH surges were detected, with a
range of 0.04-7.38 IU/L. No differences were found in the clinical pregnancy rate per transfer cycle (43.48% vs
37.93% vs 40.74%, P>0.05) and the implantation rate (34.88% vs 22.22% vs 26.42%, P>0.05). Conclusion: MPA
is an effective oral alternative for the prevention of premature LH surges. Progestin-primed ovarian stimulation
(PPOS) is a novel regimen of ovarian stimulation in combination with embryo cryopreservation, in which the two
types of hMG are as effective as uFSH.

Key words: human menopausal gonadtropin (hMG); urinary follicle stimulation hormone (u-FSH);
luteinizing hormone (LH) surge; medroxy-progestrone acetate (MPA); frozen-thawed
embryo transfer (FET)
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Effects of ovarian mild-stimulation protocols on pregnancy outcomes of
intrauterine insemination patients

Qin SUN, Yuan-jiao LIANG, Bin YAO, Juan-juan XU, Li CHEN

(Department of Reproductive Medical Center, Nanjing General Hospital of Nanjing Military Region, Nanjing, 210000)

[ABSTRACT] Objective: To evaluate the best ovarian mild-stimulation protocol of intrauterine insemination (1UI)
patients. Methods: A total of 646 1UI cycles were included, consisting of 171 nature cycles (NC) and 475 ovarian mild-
stimulation cycles (OMC). Clinical pregnancy rates (PR), miscarriage rates (MR), multiple pregnancy rates (MPR)
between NCs and OMCs, different number of dominant follicles groups and ovarian mild-stimulation protocols were
compared, respectively. Results: 1) PRs were significantly higher in OMC than in those NC (20.84%, 8.77%, P<0.05).
2) The clinical PRs were 13.60%, 24.14%, 32.35%, respectively on the day of human chorinonic gonadotrophin (hCG)
administration when the number of dominant follicles was from 1 to 3. 3) The number of dominant follicles and the
thickness of endometrium on hCG injection day and PRs were more higher in CC+hMG group than those in CC group (P
<0.05). The number of dominant follicles was more in LE+hMG group than in LE group (P<0.05), and the PRs in LE+hMG
group seemed higher, but with no statistic differences. Conclusion: Ovarian stimulation can increase the PR in 1UI cycle. CC
or LE with a low dose of hMG, a mild ovarian stimulation protocol can get a satisfied pregnancy outcome.

Key words: intrauterine insemination (IUI); ovarian mild-stimulation cycle (OMC); pregnancy rate (PR)
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E, A (17B- E2, 0.75 mg/d)3 /N A, A 2587, J& o A1 BRSM B # Akt o B T B4, A T e dm
fasy i F KA -Y(IFN-Y). @ f@faiZ -4(1L-4)7K-FF= IFN-Y/IL-4 FeAd, 4m) o1 JE) dn B, Fe 9P S04 35
F(FSH)K-F, 145 B2 RAAE G R E. £ F FEAALN I E M B, Fo FSH K-F A THE 202
ik IFN-Y. IL-4 K-F-F= IFN-Y/IL-4 beft, FREZ LM Ha7. EHAT A FbiR, B oA F b
woaos oxom e . ZERI FRGLZMAZEMKE LT (ET)E, B /K- 25779 24 % (P<0.05);
FSH/K-FA R AT A T A #, (2 £ F L4t 5 & L (P>0.05); B4 L E KA AR EHFIN L E
L& (P<0.01). FR#2Z28 8 ET 7 TARE 535 IFN-y F= IL-4 #9K-F 34980 R8T A F b
(P<0.05 #= P<0.01), IFN-Y/IL-4 K-F8A 2 & T A& & F#£40(P<0.01), 2IE Th1L#. FRLEZA
J ET /& IFN-Y 38 25 77 £ % F [4(P<0.01), IL-4 4] 2477 2 % EA(P<0.01), IFN-Y/IL-4 #97K-F4%
R TR E TH(P<0.01), 5AFFRELAR EF, 77T ThUTh24 FT-14. &8 2008 E
BT REEREF REZ BB ZER, B AT R4 22406y ThUTh2 # T-F47,
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Effects of transdermal estrogen therapy on perimenopausal symptoms
and Thl and Th2 balance in surgically menopausal women

Xian XIA, Shao-fen ZHANG, Jin ZHANG, Li-li GONG, Qi-qi LONG, Shi-en ZOU

(Department of Obstetrics and Gynecology, Obstetrics and Gynecology Hospital of Fudan University, Shanghai, 200011)

[ABSTRACT] Objective: To investigate the effect of transdermal estradiol (E.) gel on perimenopausal
symptoms and T helper (Th) 1 and Th2 type cytokines secreting by T lymphocytes in surgically menopausal
women. Methods: The women were distributed into two groups: surgically menopause group (menopause group)
and reproductive age group (young group). Surgically menopausal women had taken transdermal E. gel (0.75 mg/d 173-
E,) for 3 months. Before and after estrogen therapy (ET), the serum levels of E, and follicle stimulating hormone
(FSH) were measured, the menopausal complaints and quality of life were evaluated, and the levels of IFN-Y and
IL-4 secreting by T lymphocytes and the ratio of IFN-Y to IL-4 were examined. In young group, the serum levels
of Bz and FSH were measured, and the levels of IFN-Y and IL-4 and the ratio of IFN-Y to IL-4 were examined. Before
and after ET, the results of menopause group with young group were compared. Results: After ET, the serum
E. level of menopause group was significantly increased (P<0.05), and the serum FSH level was decreased, but
the difference was not significant; the menopausal complaints and quality of life were significantly improved (P<0.01).
Before ET, the levels of IFN-Y and IL-4 in menopause group were significantly lower than those in young group
(P<0.05 and P<0.01), the ratio of IFN-Y to IL-4 was exetremly higher than that in young group (P<0.01), which
suggested a Thl polarization. After ET, the level of IFN-Y in menopause group was significantly decreased (P<
0.01), the level of IL-4 was significantly increased (P<0.01); the ratio of IFN-Y to IL-4 was exetremly decreased
(P<0.01), which had no significant difference between the two groups. Conclusion: Low dose transdermal ET
can relieve perimenopausal symptoms and act to improve the balance of Th1/Th2 type cytokines.

Key words: estrogen therapy (ET); T helper 1 (Th1); T helper 2 (Th2); perimenopausal symptoms
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Advances in molecular mechanisms of embryo implantation

Si-yu BAO'?, Yang YU!?, Jie QIAOQ!?3
(1. Center of Reproductive Medicine, Department of Obstetrics and Gynecology, Peking University Third Hospital, Beijing, 100191)
(2. Key Laboratory of Assisted Reproduction, Ministry of Education, Beijing, 100191)
(3. Beijing Key Laboratory of Reproductive Endocrinology and Assisted Reproductive Technology, Beijing, 100191)

[ ABSTRACT] Embryo implantation is a key link of pregnancy. Complex and esoteric biological mechanisms
are implicated in the process. This review includes respects of the endometrial and embryonic molecular aspects
of metabolic mechanisms of embryo implantation. Signaling pathways of muscle segment homeobox gene 1
(Msx1), kruppel like factor 5 (KIf5), circadian gene and Sirt 1 protein regulatate and control endometrial reception.
heparin binding EGF-like growth factor (HB-EGF) plays a protective role to the embryo. B3gnt5 gene, Eomes gene,

imprinted gene PHLDA and nuclear factor-E2-related factor 2 (NRF2) protein impact the embryo metabolism,
function of trophoblast cells and resistance to adverse environment.

Key words: embryo; embryo implantation; endometrium
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Research progress of USP9Y in male infertility

Ying-chun GAO!, Chuan-ling ZHANG?, Rui XIAQO*!

(1. Key Laboratory of Molecular Pathology, Inner Mongolia Key Laboratory of Molecular Pathology, Inner Mongilia Medical
University, Huhhot, 010059)
(2. Department of Pharmacology, Inner Mongolia Medical University, Huhhot, 010059)

[ ABSTRACT] Genetic defects in Y chromosome play an important role in male infertility. The gene deletion
in azoospermia factor (AZF) region has been found closely associated with impaired spermatogenesis in men.
Ubiquitin specific peptidase 9, Y-linked (USP9Y) gene is one of the candidate genes for AZF region and its
defects is closely associated with azoospermia and severe oligozoospermia of infertile men. Therefore USP9Y
has been considered as infertility gene on the Y chromosome. Understanding the role of USP9Y and its
molecular mechanism in male infertility can provide theoretical foundations for early and definitive diagnosis,
making appropriate clinical treatment solutions, and genetic counseling for next generation.

Key words: ubiquitin specific peptidase 9, Y-linked (USP9Y); male infertility; azoospermia;
oligozoospermia
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Influence of thyroid function on female fertility

Yao LU, Zi-jiang CHEN
(Shanghai Key Laboratory for Assisted Reproduction and Reproductive Genetics, Center for Reproductive Medicine, Renji Hospital,
School of Medicine, Shanghai Jiao Tong University, Shanghai, 200135)

[ ABSTRACT] Thyroid is as an important human endocrine organ and it’s dysfunction can affect female fertility.
Thyroid dysfunction can change gonadotropin and sex hormone levels in female serum. Thyroid hormones may
also have a direct effect on the ovary, interfere with ovarian follicular development and impair ovarian reserve. The
effects of thyroid hormones on the oviduct function is still not clear. However, there are evidences showing thyroid
hormone receptor and thyroid stimulating hormone receptor in tubal tissues, suggesting that the oviduct is also one
of the target of thyrod hormones. Evidences have also indicated that thyroid hormones can be directly involved in
endometrial physiology and may affect endometrial receptivity. Thyroid diseases may also affect uterine bearing
capacity during pregnancy and increase the incidence of obstetric complications and adverse pregnancy outcomes.

Key words: thyroid; fertility; ovarian reserve; infertility
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[HE] B8 KT AREBRIE RN E (B-hCG). F-BR(P) KT R &I ARBAE . kiR
I JE KNS AT AEIRAR F 06 J7 09 TRMAMEA. Frsk: 150 ) Atk B AL AL B, C4, &
a 50, AT RE GRFTIEIT 5 R, AL T RIS S k4%, B4 F RIS S KL H+T A
PHER, C40: W RSBk 2h, B4006 97 AT R E IR R ¥ i, SRR AL 32 & ik M 2 i o B-
hCG. P/K-F; I EA BN SR, RILFI, 1657 2~3 N FRE NG R, 25
Horu] B A 206 97 HOR A Fvh . 45 R 150 1) B 308 A 117 Bl (6 AT 4R), 76 U7 KK 33 ) (R KA.
A. B. CLB6RF 554 78.0%. 76.0%. 80.0%, 4114 K% it ¥ £ 5% (P>0.05). /4 A4 f ik p-
hCG. P/K-F. ZIEFRE IR KR LR 3) 9 AR T AL (P<0.01). &40 [ & 76 77 ZOR 69 Fvh1 o
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Predictive value of serum reproductive hormone levels, ectopic effusion size
and pregnancy conservative treatment of pelvic ectopic pregnancy

Yan-hua CHENG?, Xiang-qin ZHENG?

(1. Shanghai International Medical Center, Shanghai, 200092)
(2. Fujian Provincial Maternity and Child Care Center, Fuzhou, 350001)

[ABSTRACT] Objective: To investigate the predictive value of B-human chorionic gonadotropin (hCG),
progesterone (P), pelvic cavity accumulates fluid and the size of the ectopic pregnancy lesions in ectopic pregnancy
conservative treatment. Methods: A total of 150 patients with ectopic pregnancy were collected and randomly
divided into groups A, B and C, 50 cases in each group, and were given different conservative treatments. Before
treatment, venous blood was collected in the morning, B-hCG and P levels were detected by chemiluminescence
method, pelvic cavity accumulates fluid and the size of the ectopic pregnancy lesions were detected by Color
Doppler ultrasound. The effect of the treatment after 2-3 procedure was evaluated. The test effects of factors on
therapeutic effect were analyzed. Results: Among 150 patients, 117 cases were cured (cure group). Cure rate in
groups A, B, C were 78.0%, 76.0% and 78.0%, respectively (P>0.05). Serum 3-hCG and P levels, pelvic cavity
accumulates fluid, maximum diameter line in cure group were significantly lower than those in the failure group
(P<0.01). As the B-hCG levels, serum P levels and maximum diameter line of pelvic cavity accumulates fluid were
rising, cure rate was falling. Conclusion: Serum 3-hCG, P levels and pelvic cavity accumulates fluid, ectopic
pregnancy lesion size are the index of monitoring condition, and the influencing factors of the conservative
treatment effect.

Key words: human chorionic gonadotropin (hCG); progesterone (P); pelvic cavity accumulates fluid; ectopic
pregnancy; treatment
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Application of ovulation induction at luteal phase in patients with
polycystic ovary syndrome during IVF-ET ——three cases report

Qing-ping YANG, Xiao-jin HUANG

(Assisted Reproductive Department of the First Affiliated Hospital of Nanchang University, Nanchang, 330006)

[ABSTRACT] Objective: To report ovulation induction at luteal phase in 3 patients with polycystic ovary
syndrome (PCOS) during IVF-ET. Methods: A retrospective clinical study was performed to analyze 3 cases with
PCOS who received conventional ovulation induction program, single follicule developed or advance, the luteal
phase progesterone ovulation continue. Results: Controlled ovarian hyperstimulation (COH) was performed by
micro-stimulation or antagonist protocol when single follicle developed or advance, remedial joint ovulation
induction at luteal phase increased the number of oocytes retrieved and good-quality embryos, reduced the incidence
of OHSS. Conclusion: For those PCOS patients who have only a single follicle development or in advance of
ovaluation in the conventional ovarian stimulation protocols, ovulation induction at luteal phase may become a new
and effective protocol.

Key words: ovulation induction at luteal phase; polycystic ovary syndrome (PCOS); ovarian hyperstimulation
syndrome (OHSS)
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