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Prolactin and Reproduction

Yueh Han Hsu, MD
Usoon Fertility Center, Taipei, Taiwan

Traditionally, hyperprolactinemia is linked to amenorrhea and infertility. Newer
research suggests prolactin plays roles in normal reproduction, influencing oocyte
competence, corpus luteum function, endometrial receptivity, blastocyst implantation, and
sperm survival. In addition, prolactin plays dual roles as a hormone and cytokine,
influencing immune modulation. It primarily affects the negative selection of autoreactive
B cells, which is crucial in preventing autoimmune responses. Hyperprolactinemia—
elevated PRL levels—has been linked to the development and exacerbation of autoimmune
diseases. Dopamine inhibits PRL secretion by acting directly on the pituitary gland or
indirectly through hypothalamic pathways. Dopamine agonists, which suppress PRL levels,
have shown potential clinical benefits for autoimmune conditions, making them a
promising therapeutic avenue.

During ovarian hyperstimulation in IVF, transient hyperprolactinemia is a
phenomenon that has been reported. However, the timing of its occurrence remains
inconsistent across various studies. This raises an important question: should transient
hyperprolactinemia be treated to increase IVF pregnancy rates? Further investigation into
this matter is warranted to clarify its clinical significance. Another question to consider is
whether hyperprolactinemia should be continuously treated after pregnancy is achieved.
Furthermore, it is crucial to investigate whether hyperprolactinemia increases the risk of
miscarriage. These issues warrant further research to determine the appropriate
management strategies for hyperprolactinemia in pregnancy and its potential impact on
pregnancy outcomes. Elevated prolactin levels during breastfeeding disrupt the
hypothalamic-pituitary-ovarian (HPO) axis, affecting ovulatory and menstrual cycles.
Despite the presence of prolactin receptors in the endometrium, the effects of increased
prolactin levels during breastfeeding on endometrial receptivity remain unclear. We are
also wondering whether the interval between breastfeeding cessation and the initiation of
a frozen embryo transfer (FET) cycle correlates with pregnancy outcomes. Clarifying this
relationship may offer valuable insights into determining the optimal timing for treatment.

Prolactin (PRL), a hormone primarily known for its role in lactation, also plays a critical
role in reproduction. Its functions extend beyond the postpartum period and are integral
to various stages of reproductive processes.
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The Role of Prostaglandins in Follicular Maturation and the Impact of NSAIDs

Ting-Jung La;, MD
Department of OBS&GYN, Shuang-Ho Hospital, New Tajpei city, Taiwan

Indomethacin, a widely used non-steroidal anti-inflammatory drug (NSAID), is
commonly prescribed for its anti-inflammatory, analgesic, and antipyretic properties. Its
primary mechanism involves the inhibition of cyclooxygenase (COX) enzymes, leading to
decreased prostaglandin synthesis. A retrospective study analyzed data from 121 patients
undergoing 255 treatment cycles, including 171 cycles without Indomethacin and 84 cycles
where patients received 50 mg Indomethacin three times daily until one day before oocyte
retrieval. Results showed that the proportion of cycles without oocyte retrieval cancellation
was 76% in the Indomethacin group, compared to 64% in the non-Indomethacin group.
Moreover, the incidence of premature ovulation was significantly lower in the
Indomethacin group (6%) compared to the non-Indomethacin group (16%). These findings
suggest that Indomethacin may reduce premature ovulation, enhancing the success rate of

oocyte retrieval procedures.

However, prostaglandins, derived from the cyclooxygenase (COX) pathway, are pivotal in
reproductive processes, including follicular maturation, ovulation, and luteinization. Recent
evidence has highlighted their regulatory role in granulosa cell proliferation and the
cumulus-oocyte complex’ s ability to undergo essential developmental changes.
Transforming growth factor B 3 (TGFP 3), identified in human follicular fluid, has been
shown to modulate COX-2 expression, enhancing prostaglandin synthesis and promoting
oocyte maturation. Elevated TGFP 3 levels positively correlate with oocyte maturity in both
in vivo and in vitro fertilization settings, emphasizing its biological importance.

Complementary animal studies reinforce this concept, as NSAIDs like naproxen and
indomethacin, which inhibit COX enzymes, have demonstrated significant disruptions in
follicular progression. Naproxen administration in murine models, for example, reduced
the size of antral follicles, granulosa cell proliferation, and overall oocyte viability. These
findings suggest that NSAIDs may inadvertently hinder critical prostaglandin-mediated
processes essential for follicular and oocyte development.
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Retrospective analyses of clinical data have indicated that the use of NSAIDs such as
Indomethacin may influence ovarian physiology by modulating prostaglandin levels. In
ART settings, Indomethacin has been hypothesized to reduce the risk of premature
ovulation and improve oocyte retrieval success rates by delaying follicular rupture.
However, the impact of Indomethacin on oocyte maturity and embryo quality remains
underexplored, necessitating further investigation.

Building on these insights, this study aims to evaluate the retrospective clinical impact of
indomethacin administration on follicular maturation in human populations undergoing
controlled ovarian hyperstimulation (COH) for assisted reproductive technologies (ART). By
leveraging large-scale retrospective data, we seek to elucidate how variations in
prostaglandin modulation influence follicular development, oocyte maturity, and overall
reproductive outcomes. This research focuses on the potential of indomethacin to
modulate prostaglandin-mediated pathways, thereby optimizing clinical strategies to
enhance ART success rates while minimizing unintended reproductive effects.

Keywords: transforming growth factor; TXA2; cyclooxygenase; COX; IVF; oocyte

maturation

Highlights

eIndomethacin reduces early ovulation by inhibiting prostaglandin synthesis, improving
oocyte retrieval success rates during controlled ovarian hyperstimulation (COH).

eProstaglandin modulation by NSAIDs impacts follicular maturation and oocyte quality,
highlighting the delicate balance required for optimal ART outcomes.

eRetrospective analysis explores the clinical implications of indomethacin use in ART,
aiming to optimize reproductive outcomes while minimizing unintended effects.
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Endometrium preparation in frozen embryo transfer: nature or artificial

MATFR A2 RIRFRMA N REAES  £152 RIEAE1E A (frozen embryo transfer ,FET)
EEBIRERIG R - FviE 2 R AL MR BB RS RSIVEESR - ol DU R AE
HAAE A B0\ B9 BP & 38 R BUE (Ovarian hyperstimulation sydrome) @R - EAO]BEES I E R
A2 E (low birth weight) + la52 /) \(small for gestational age) « FERIHE -

2R EEARNAKEERD 5% BARM- 2 BIEEEA nature cycle-FET (NC-FET) RAL
FEHR- )2 M BatE A artificial cycle-FET (AC-FET):

> QﬁFﬂﬁﬂ—}%}%HMAEA (NC-FET) : R AKRENZ Y - NAZERNREHERAZERER
- BERUEKUR BN LH 3% Progesterone - BUBERTES -

> ATEE-SREIRBA (AC-FET) | SRINRIEHE (INEAEILE ) Wi - PInB
REEIIED - EARRIEATEY - MM E RIS AN RaaRRE - &
ERREE relaxin - HEDBERHEREONSOBENEE - HIERLEMNERSN
RS -

Mt OBREZ S IR NC-FET BHPRYEESRLE AC-FET BHS - AC-FET tlgEE
8= early pregnancy loss - 1 B E1& M1k S [ B Zm AR 78 A (Large gestational age, LGA)
AL B -

HMFEBREE £ RMREAR  MUAREETZERENR  Ea2NEREE - QEREER?

Keywords: Endometrium preparation; frozen embryo transfer ; natural cycle (NQ),
stimulated cycle (SC), programmed cycle (PC), artificial cycle (AC)
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The Oocyte Cryopreservation: Medical vs. Social Reasons

Prot Dr. Yung-Chieh Tsai
Department of OBS&GYN, Chi Mei center, Tainan, Taiwan

Oocyte cryopreservation (OC), once an experimental technique, has evolved into a
cornerstone of reproductive medicine. The journey began in 1986 with the first successful birth
from a frozen-thawed human oocyte, marking a breakthrough in fertility preservation. Social
oocyte cryopreservation, however, emerged later, with the first documented case reported in
the early 2000s as women sought to delay childbearing for personal or professional reasons.
This dual application—medical and social—has fueled the widespread adoption of OC, though
with varying acceptance and outcomes globally.

Medical Oocyte Cryopreservation primarily serves individuals at risk of losing fertility due
to medical conditions such as cancer, autoimmune disorders, or genetic predispositions like
premature ovarian failure. These patients often face urgent timelines for ovarian stimulation
and egg retrieval before undergoing gonadotoxic treatments. In contrast, Social Oocyte
Cryopreservation is an elective procedure undertaken by healthy women who wish to defer
childbearing for reasons such as career advancement, education, or the absence of a suitable
partner.

While the fundamental principles of oocyte freezing are consistent across both groups,
variations in ovarian stimulation protocols and outcomes have been observed. Medical patients,
particularly those with diminished ovarian reserve or under the stress of impending medical
treatments, often yield fewer oocytes, with lower recovery and maturation rates compared to
their counterparts undergoing elective freezing. Social OC participants, generally younger and
healthier, benefit from planned stimulation cycles, resulting in higher oocyte yields and
better-quality eggs. Fertilization rates and live birth outcomes also tend to favor social OC,
largely due to the younger age at which the eggs are typically harvested.

Ethical considerations play a significant role in the global disparity in the acceptance of
social oocyte freezing. While countries like the United States, Canada, and Spain embrace its
use, others, such as Germany and China, either restrict or prohibit the practice. Opponents
argue that social OC medicalizes reproduction unnecessarily and reinforces societal pressures
on women to delay childbearing. Additionally, concerns about the commercialization of fertility
preservation and equitable access further fuel the debate.

Despite these ethical concerns, the increasing adoption of social OC reflects shifting
societal norms and advancements in reproductive autonomy. Nonetheless, significant
challenges remain, including the financial burden of the procedure, the psychological impact of
unused eggs, and the relatively low utilization rates among women who freeze eggs for
non-medical reasons.

In conclusion, while oocyte cryopreservation provides a powerful tool for fertility
preservation, its applications in medical and social contexts reveal stark differences in clinical
protocols, outcomes, and ethical considerations. The ongoing evolution of this technology
necessitates a balanced approach that respects individual autonomy while addressing the
societal and ethical implications of its use.
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Do infertile couples or recurrent pregnancy loss would benefit from use of PGT-A

MER - EERERRMA0ES - B AR EBEG R 1 ( PGT-A ) B9FERELH R E -
F - RIBEBAEITEEEHE (SART ) ERENEIERE - PGT-A RAXRZFEILN - BB LEF -
PGT-A EiREFEREIRIEENMNE (euploid ) BEARSEZRLRERERR - AWM - BB
i IFERAE - BMENAZFAREF OB ERR - At R BZ B ERABEIEEZRBHMKIR -
G ERMIERRREBMEE - EEAHAIERRAMAME (inner cell mass, ICM ) BLiZEE
( trophectoderm, TE ) ZREIMWFEREESR - I - BEEZREKE (low-level mosaicism
embryos ) AJEERAEREEMEE  AMELEMBREBZSBRETNEEREBENEN - KEHE
R ARES PGT-A TE—MAZAE( £ RPL )& RPL BEDPHER - i SaaIkEE Bl RCT)
HABMRER  URSNHEARGRETHRE  EERETEMERSIERMNEBEESEE -

Bt BB PGT-A WERFIREIEFZEIERI - PGT-A 2—EARIIMIREECRER
( aneuploidy )RVt - BEEMAR B BRIIPHHEA( Blastomere - X158 3 X )3 &ML HA( Blastocyst
E 5 X)) ETURDH - EXIYI R EARBRARHERZEY R ERBHEBEER/)  #REESR
i - 2M - URASUREEERKRNEEEE - LHEWHRBUIRARKEKRES - 15 - PGT-A
REEM—ORRE (NGS) &1l - 8RR S FRRBRE - BIhosEEERARE - AlUEERE
MIRRBEEMEE - B HEMABEE G -

#E RS NTAERERE (RPL) NERHEZENRE - RPL ZEEEUEMRAEZRER
MERER  BHRRAEM oS NEBRER - FTEREER - A0 WARH - REME ( NinEE
MEHREE UKRMINERS 2R ER ERBRENIERBREZEN T FEEBRE
AW ~ REBRA KR IINERE - MEENEEBERR - #1X RPLZE - PGT-AWERE
TEELRSELEENMRE - RERERR -

E—RARENERST  PGT-A WEBHEFZEBFARN - F2EEE BB - PGT-A
FeilikER (BB 35w L) TR R2ERTRERER - AI40 - Scottetal. (2013 ) B9
HIEEEIR - PGT-A BEEIRA T IVF WBARBEER - 241 - STAR 8 (2019 & ) aligd - &
MR ZER  PGT-A TARABERSERE R AZAREER FEREKRE
( mosaicism embryos ). &1l 7 PGT-A BBE=E - LE9h - Yan J.( 2021 )5S —IEE =T NEJM
RUAREL RCT (N=1212 - 5 20-37 5% ) IR - PGT-A AAREERT ASNREIEBA BEEFES
RIEBATBEMINEZR (B aEEED R 3 BRAMIEM 7 PGT-A INEE - AIRIE 2R -
PGT-A i AN EMIEHEEERE  MEHBIEEIN - BURAICIEEEEMKE - SREEHZ
ENEEREMNE - HRFEES (35 mMUT ) RIRREREEBERRE - PGT-A RimolgEERE >
ot ENERIZFEFEMBREEZE SR Z2HINERAFEINSE T (DOR) WEEMS -
OEEERIEZFIEMRERE - 155N - PGT-A WESHATZE—KRE=Z - REABBXNFE  HEH
OJREREEIRMBENLSESIE - ZFEEEEEE (ASRM) IE@EE - PGT-A T{EA—fEEIE .
BAEBZHRER  LHEFK - BREREED -
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HRX RPL F%E - PGT-A RERRRTWFFE - HRERERERIRLIZFERERR - Bhatt et
al. (2021 F ) WUAAFEE43R - PGT-A 7 RPL BREFBHERSRVEERMMKRZERMEE - BREXR
WARERZE FE - XBMERA— - B HRIFENE - 75— EAIRKIBEEESR - ASRM f5f1E
i - PGT-A £ RPL RFHLIFMA - BolERER T N ER - flNSEINRE IVF RERESE -
EZHZE  RPL RERELERETHRE  FEIRB-—AHEREBETEHESM  uEBES
PGT-SR ( $#H#EREHEBSRA ) 2 PGT-A -

Eim PERIREY PGT-A ORI FE - IFHRAM PGT-A ( Non-invasive PGT-A) 22—
BRI REFRIRI - BRI NTMRIRIEERPHN DNA ETESSRA - Bet) R HHIBIEE - 2
m - BRI ERI TR - HER AT SN EFERE -

BE  NEBRREHEBNBEETER - BMFLERBE VD PGT-A EAZES RPL F8Y
B ERBEHEESKRBRINREE - UK EFEKREFE RPL ZEPRUBEMRMY - #5% RPL
BE  ERETETEZERE  HHREEEERBIRM PGT-SR & PGT-A WKMSER - &%& - &
fFEE 7 — BB &=l Web App - KBRELEGREMAERBELR - RIRHESZSEH - 5145 PGT-A
MERR SRERK  BERZIREK - T BRHFE S8 (MRRLSRFER ) WHRHRIE
HEBLE—D == -

BT : PGT-A ~ AZIE - RBARE * IVF - SRER - HERXK



MEEEE—FEAD W

B SERRERRER 0B
R 2012 SIBEREBEARE

LI IE 2013-2010 Bit E R E AL
. BREEASEFREETRFELIDEE
SY28 2019- BB EGREENIATE T

2020-2024 BREEHEREEFLERFA
2023-2024 ERHAKRBEEBE . ERBEER

Chronic endometritis: diagnosis, management and treatment efficacy

TSAl Ni-Chin, MD
Department of OBS&GYN, Chang Gung Memorial Hospital, Kaohsiung, Taiwan

This speech will underscore the challenge of achieving a diagnostic consensus for
chronic endometritis. It emphasizes the goal of dissecting various diagnostic approaches,
including traditional histopathology, immunohistochemistry, hysteroscopy, and advanced
molecular techniques such as PCR and Next-Generation Sequencing (NGS). It also opens
the discussion for evaluating the efficacy and specificity of these methods in the context of
endometrial health and immunity, setting the stage for a comprehensive exploration of
how these diagnostics can impact the understanding and treatment of infertility linked to
chronic endometritis. The endometrial microbiota will be disclosed in normal and chronic
endometritis cases.

We aim to develop a diagnostic flow chart in chronic endometritis and infertility
patients with endometrial dysbiosis. Lactobacillus-dominant (LD, with a Lactobacillus spp.
abundance percentage greater than 90%) and non-Lactobacillus-dominant (non-LD, with a
Lactobacillus spp. abundance percentage smaller than 90%) will be discussed in vaginal,
endocervix and endometrium. The microbial colonization profiles found along the

reproductive tract at each anatomical site were discussed.

Highlight:

>The microbial colonization profiles along the reproductive tract at each anatomical
site.

»The microbiome correlation between endocervix samples and endometrium.

»The treatment efficacy and follow-up pregnancy outcomes.



