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Polycystic Ovarian Syndrome (PCOS)

Eat a bigger breakfast Include more protein
and a smaller dinner and greens

When you eat carbohydrates, If you eat sweets or a high
make them complex carbs carb food, combine it
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letrozole and clomiphene
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Women with evidence of vitamin D deficiency were significantly less likely to

ovulation induction with clomiphene achieve ovulation and live birth following

(with and without metformin)
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Interestingly, the likelihood of treatment-related live birth was fourfold higher
in those with serum 25-hydroxy D level in excess of 45 ng/mL

oady Woi Jlodol eyl Il
a5 3181 5o ployo b b yo
D (oS3 )000 YO o0y gelans
oy S $U O 5l s L]
D it plyp ez cogr




SgmmnS bLJ,l 0y90 y0 39290 & o0l
Sl oanlino (Sop (559,LL LD (rolig
s i gl adslowe Wl e ¢ wocw

) ol g ede bl 1 Wlil g g0l
oo odw o lie LS




SLS1 itin 45 (yloj a5 Sy y &
Catmdg (40 )5 (o=2mb oumd & pla5 (o
i e Lo oo old ofy 5I D yolis g
3 slse 9 48 0 4y (49,80 00l (63,509,

Sl oo Cuddgo Wilgd 0 &5 Cowl s
Wil y S las a1y (559,b0




PCOS oytess 3 E 3D oty

el ) yedal S (3a8a7 iliy)
1396 Jls )2 (e

H\Agsi-“}tﬁjwb'
35 KIS adald 1Sy

.



b oyl danlio g (99 e yud (ye0 90 (99,10 a5y JOE oolisg gD comolivg 51 oy
o OIS @ w49 Mo 593LL U yloyo 4O g w59 ) O (yae yoRie (29510 1))
<. ¢

Ol (e gy RD ((Caling SE Cmally ) lbsans) (A1 g3 51 (oo gy Andldaa () ) Aa

Al e O e

Rotterdam sbisil S (bl 2 4S 55000 003 288 ¢l (ala IS Gl o3 1 (g 9 3 ga
rhu di 144 )3 a8 £ 8 dalldaa 390 ol 3 Chde Ay 2 gy SoiiewS Ay G12adS 4 jai 4y Mise
Tl Galia) 33098 & Ol bas L Cunl 0 (6 8 0 E (el g o 85144 2 5D ol
g b O ez 200 A8 8 ) 8 A el g (il (ALSU g S rdas Lo g 8 93 4 W (el g (o
2913 a0, 3 LA 00l sl LG 93 590 098 93 Az 263 i WA (palig () (ALSU g 218

S E Omaling o) sad 4y (9 A g pdd-(imay 98ia <D (el g 0] el Ay (g S 9 pad=(ia ) 98
Ot (b)) ) 4388 ) 8 dalldaa 390 Al la TS ) U8 Qg S g uideCina ) gdia
Ol g (Sacld Al Sy 00 68 Aglad ¢ yia i) Cualduda (J 9Kl g8 (5 o Il judd (bl

i) 438 8 &) gua (5l

el g 0ALIS (8 paa (gWA ﬁl) 9 0 <5J.'.‘§'°j‘ﬁ‘ 61&)&6{)‘1 u-n\.d Al Ll Aaallaa Y :@Lﬁ
b a0 53 i (6393 Ol A A | Cua) ATBL 2930 W 55 8 b Ay i D (aliug S E
i) 83 g3 Jlalina D el g 043 (i paa sl 59 8 3 JgSalgd
'\JhuﬁEwuijuouUdJSMbA$M&Aua\ Tl A da g b s
M A5 (e gl O e Ol Alad Al




The effect of sufficient and insufficient levels of vitamin D on
management of PCOS

vitamin D has a positive effect on the treatment
of PCOS patients.

Although response to the treatment is better in
patients with insufficient vitamin D levels, but
prescription of this vitamin in patients with
sufficient vitamin D level is also effective .

According to rare side effects related to this
vitamin, its low cost and toxicity ,we
recommend to add 1000 units of vitamin D3
daily to drug regimen of infertile PCOS patients.
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The effect of sufficient and insufficient levels of
vitamin E on management of PCOS

Vitamin E has received much attention in recent years »
due to its ability to improve reproductive health. As
discussed in the present paper, vitamin E has been
reported to exert beneficial effects as an antioxidant

on the treatment of PCOS patients

Hence, it is highly recommended for women to »
consume vitamin E regularly (400 mg daily), especially
those who are in their reproductive age.
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ARTICLE INFO ABSTRACT

Article History: An ovulation disorders cause 30 to 40 percent of infertility cases. There are several
Received: regimens to induce ovulation. Clomiphene Citrate (CC) has been the front-line
Accepted: therapy for ovulation induction, but failure to respond to CC occurs in up to 20%
Comresponding Anthor. of cases, which_ may thep require the use of other drugs for ovulation Iinductiorll_ The
Rasekhjahromi Athar ' ob_]ectnl.re of this ?:tudy i1s to compare the two drug regimens (C lprl:11phcpe Citrate,
Jahrom University of Medical Sciences, Tamoxifen and vitE versus estrogen, Letrozole and Tamoxifen) in infertile women
Jahrom, Iran with anovulatory cycles. This study is a double blind control trial which was done

on 90 infertile women that referred to Dr.Rasekh clinic. Patients were divided into
2 groups blindly. Group A took Clomiphene Citrate, Tamoxifen and vitamin E.
Group B took Letrozole, Tamoxifen and Estrogen. Efficacy of each regimen was
compared with analyzing endometrial quality and thickening, follicular size
pregnancy rate and incidence of OHSS. Results of this study demonstrate that mean
of endometrial thickness is more in group B (10.020 vs. 7.360). Endometrial
thickness has significant difference between group A and B (p-value<0.001). Mean
of follicular size in group A 1s more than group B (15.630 vs. 14.264). Frequency
of OHSS in group B is more than group A (6.7% vs. 0%) (p-value). 0.05) Odds
ratio shows that frequency of pregnancy in group B is 9.5 fold more than group A.
Comparing the frequency of pregnancy in two groups has significant difference,
which shows the efficacy of group B is more than group A regimen.

Key words: Clomiphene citrate, letrozole, infertility, estrogen, vitamin E, ovulation

74



Assessing an Optimal Regimen in Treatment of Infertility
(Clomiphene Citrate, Tamoxifen and Vit. E Versus Estrogen,
Letrozole and Tamoxifen): A Double blind Control Trial
Rasekhjahromi Athar, Maalhagh Mehrnoosh, Alipour

Farzaneh, Hosseinpoor Masoumeh and Saeed Sobhanian
2015

$295LL Gloysd y0 )t 25y 2L LD
9 (S ol ¢ Ol o (0lS)
993954 « 39yl e o B L (ymelisg
J oS pwlejl SO (s 9ol
)95 gw9d

75


http://ascidatabase.com/author.php?author=Rasekhjahromi&last=Athar
http://ascidatabase.com/author.php?author=Rasekhjahromi&last=Athar
http://ascidatabase.com/author.php?author=Rasekhjahromi&last=Athar
http://ascidatabase.com/author.php?author=Maalhagh&last=Mehrnoosh
http://ascidatabase.com/author.php?author=Maalhagh&last=Mehrnoosh
http://ascidatabase.com/author.php?author=Maalhagh&last=Mehrnoosh
http://ascidatabase.com/author.php?author=Alipour&last=Farzaneh
http://ascidatabase.com/author.php?author=Alipour&last=Farzaneh
http://ascidatabase.com/author.php?author=Alipour&last=Farzaneh
http://ascidatabase.com/author.php?author=Hosseinpoor&last=Masoumeh
http://ascidatabase.com/author.php?author=Hosseinpoor&last=Masoumeh
http://ascidatabase.com/author.php?author=Hosseinpoor&last=Masoumeh
http://ascidatabase.com/author.php?author=Saeed&last=Sobhanian
http://ascidatabase.com/author.php?author=Saeed&last=Sobhanian
http://ascidatabase.com/author.php?author=Saeed&last=Sobhanian

Assessing an Optimal Regimen in Treatment of Infertility
(Clomiphene Citrate, Tamoxifen and Vit. E Versus Estrogen,
Letrozole and Tamoxifen): A Double blind Control Trial
Rasekhjahromi Athar, Maalhagh Mehrnoosh, Alipour
Farzaneh, Hosseinpoor Masoumeh and Saeed Sobhanian

2015
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Assessing an Optimal Regimen in Treatment of Infertility (Clomiphene Citrate,
Tamoxifen and Vit. E Versus Estrogen, Letrozole and Tamoxifen): A Double blind
Control Trial

Rasekhjahromi Athar, Maalhagh Mehrnoosh, Alipour Farzaneh, Hosseinpoor Masoumeh
and Saeed Sobhanian

2015
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Clomiphene citrat and letrozol versus tamoxifen and letrozoleas an Infertility
treatment in women with Polycystic Ovary Syndrome: A double blind randomized
control trial

Authors: RasekhjahromiAthar (M.D)! ,HosseinpoorMasoumeh*

2015

(M.D)2,MaalhaghMehrnoosh(M.D)?, AlaviFatemeh (M.D)?

Background: The aim of this trial was to compare combination therapy of
letrozole and clomiphene with letrozole and tamoxifen as an infertility
treatment in women with the polycystic ovary syndrome.

Method: A total of 90 infertile women 18 to 40 years of age with the polycystic
ovary syndrome who had no major medical disorders enrolled in this trial.
Patients were randomized to treatment with Clomiphene citrate (CC) 50 mg
twice daiIY and letrozole 2.5 mg twice daily for 5 days (from day 3 to 7 of
menstrual cycle). Or Tamoxifen 10 mg twice daily and letrozole 2.5 mg twice
daily for 5 days (from day 3 to 7 of menstrual cycle).Trans vaginal
ultrasonography (TVS) was done at the Day7 in order to determine number of
follicles ,size of follicles and endometrial thickness(ET).

Result: total of pregnancy rate in the group of women who received tamoxifen
and letrozole was more than the group of women who received CC and
letrozole(2.2% in group Avs 17.8% in group B). Significant difference was
observed between two groups (P value= 0.01). there was no significant
association between two groups in incidence of OHSS, endometrial
thicknessand follicular size.

Conclusion: it seems co-administration of letrozole and tamoxifen could be
effective as an infertility treatment.
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Clomiphene citrat and letrozol versus tamoxifen and letrozoleas an Infertility
treatment in women with Polycystic Ovary Syndrome: A double blind randomized

control trial
Authors: RasekhjahromiAthar (M.D)' ,HosseinpoorMasoumeh*
(M.D)?,MaalhaghMehrnoosh(M.D)?, AlaviFatemeh (M.D)?

Result: total of pregnancy rate in the group of women who
received tamoxifen and letrozole was more than the group
of women who received CC and letrozole(2.2% in group A

vs 17.8% in group B). Significant difference was observed
between two groups (P value= 0.01).

there was no significant association between two groups in
incidence of OHSS, endometrial thickness and follicular
Size.

Conclusion: it seems co-administration of letrozole and
amoxifen could be effective as an infertility treatment.

79



N-Acetylcysteine as an adjuvant to clomiphene citrate for successful induction of
ovulation in infertile patients with polycystic ovary syndrome

Saghar Salehpour ', Azadeh Akbari Sene, Nasrin Saharkhiz, Mohammad Reza

Sohrabi, Fatemeh Moghimian

Aim: The aim of this study was to evaluate the effect of oral N-acetylcysteine (NAC) administration as an
adjuvant to clomiphene citrate (CC) on induction of ovulation outcomes in patients with polycystic ovary
syndrome (PCQOS).

Material and Methods: In this placebo-controlled double-blind randomized clinical trial, 180 PCOS infertile
patients were randomly divided into two groups for induction of ovulation. Patients in group 1 received

CC 100 mg/d plus NAC 1.2 g/d and patients in group 2 received CC plus placebo for 5 days starting at day
3 of the cycle. On the 12th day of the menstrual cycle in the presence of at least one follicle with an
18-20-mm diameter in ultrasound evaluation, 10 000 U hCG was injected intramuscularly and timed intercourse
was advised 36 h after hCG injection. Serum b-hCG level was measured on the 16th day after hCG
injection.

Results: The number of follicles >18 mm and the mean endometrial thickness on the day of hCG administration
were significantly higher among the CC+NAC group (P-value = 0.001). The ovulation and pregnancy rates
were also significantly higher in the CC+NAC group (P-value = 0.02 and 0.04, respectively). No adverse
side-effects and no cases of ovarian hyperstimulation syndrome were observed in the group receiving NAC.
Conclusion: NAC as a safe and well-tolerated adjuvant to CC for induction of ovulation can improve the
ok\l/_ullfltion and pregnancy rates in PCOS patients. It may also have some beneficial impacts on endometrial
thickness.

Key words: clomiphene citrate, N-acetylcysteine, ovulation, polycystic ovary syndrome, pregnancy rate.
Introduction

Polycystic ovarian syndrome (PCOS) is the most

common endocrinopathy in women of reproductive

a%e, with a prevalence of up to 10%.1 The diagnosis of

PCOS is determined by the presence of two of the

following conditions: oligo-ovulation or anovulation,

hyperandrogenemia, hyperandrogenism and polycystic ovaries detected by ultrasonography.2 The t
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N-Acetylcysteine as an Adjuvant to Letrozole for Induction of Ovulation in
Infertile Patients with Polycystic Ovary Syndrome

Fateme Mostajeran,,Hatav GhasemiTehrani,Bahare Rahbary

From the Department of Obstetrics and Gynecology School of Medicine,

IsfahanUniversity of Medical Sciences,lsfahan, iran.2018

NAC is demonstrated to be a
safe and well-tolerated
adjuvant to letrozole and
can increase the pregnancy
rates in PCOS patients
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Review article

Oxidative Stress in Polycystic Ovarian Syndrome and the Effect of
Antioxidant N-Acetylcysteine on Ovulation and Pregnancy Rate

Jasmine K. Sandhu, Ahsan Wagqgar, Ashish Jain,
Christine Joseph, Kosha Srivastava, Olive
Ochuba, Tasnim Alkayyali, Sheila W. Ruo,
Sujan Poudel
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Oxidative Stress in Polycystic Ovarian Syndrome and the Effect of Antioxidant N-
Acetylcysteine on Ovulation and Pregnancy Rate

Jasmine K. Sandhu, Ahsan Wagqgar, Ashish Jain, Christine Joseph, Kosha Srivastava,

Olive Ochuba, Tasnim Alkayyali, Sheila W. Ruo, Sujan Poudel
Published: September 11, 2021 (see history

Polycystic ovarian syndrome (PCOS) is an endocrinological condition that leads to
infertility in many females. N-acetylcysteine (NAC), a novel antioxidant, is being
used as an adjuvant to treat infertility in females suffering from PCOS. This
review aims to evaluate oxidative stress in females suffering from PCOS and
assess whether the anti-oxidizing properties of NAC are beneficial in enhancin
the rate of ovulation and pregnancy in infertile PCOS females. A literature searc
was conducted manually on PubMed and Google Scholar databases using the
following keywords: “N-Acetylcysteine,” “PCOS,” “Oxidative stress,”
“Antioxidants,” and “infertility” alone and/or in combination for data collection.
The studies were manually screened and, after applying inclusion-exclusion
criteria, 32 studies consisting of 2466 females of the reproductive age group are
included in this review. Our review revealed that females suffering from PCOS
tend to show elevated levels of inflammatory markers and a decrease in
antioxidant capacity. When used in combination with clomiphene citrate or
letrozole, NAC increases ovulation and pregnancy rate in infertile females
suffering from PCOS and positively affects the riuality of oocytes and number of
follicles =18mm. Moreover, its sic}le effect profile is low. It also results in a mild
increase in endometrial thickness in some females. Future studies on a large
sample size using NAC alone are highly recommended to evaluate its role as a
single-drug therapy for treating infertility in females suffering from PCOS.
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First-line ovulation induction for polycystic
ovary syndrome: an individual participant
data meta-analysis

Rui Wang, Wentao Li, Esmée M Bordewijk,
Richard S Legro, Heping Zhang, Xiaoke Wu,
ingshu Gao, Laure Morin-Papunen, Roy

Homburg, Tamar E Kénig

Human Reproduction Update, Volume 25, Issue

6, November-December 2019, Pages 717-
/32,
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First-line ovulation induction for polycystic ovary syndrome: an
individual participant data meta-analysis

In women with PCOS, letrozole improves live birth and »
clinical pregnancy rates and reduces time-to-pregnancy
compared to CC and therefore can be recommended as the
preferred first-line treatment for women with PCOS and
Infertility. CC plus metformin may increase clinical
pregnancy and may reduce time-to-pregnancy compared
to CC alone, while there is insufficient evidence of a
difference on live birth. Treatment effects of letrozole are
influenced by baseline serum levels of total testosterone,
while those of CC plus metformin are affected by baseline
serum levels of insulin. These interactions between
treatments and biomarkers on hyperandrogenaemia and
insulin resistance provide further insights into a
personalised approach for the management of anovulatory
Infertility related to PCOS.
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Laparoscopic ovarian drilling.




Laparoscopic ovarian drilling.




Pregnancy rate after laparoscopy in the infertile women

Peymanieh hospital, Jahrom, Iran from 2008 to referring to
2010

Jundishapur Journal Chronic Disease
Care

Quarterly Journal of Ahvaz Faculty of

Nursing and Midwifery /Vol.1, No. 6,
2013

Rasekh Jahromi.A, Jamali.S




Peymanieh hospital, Pregnancy rate after laparoscopy in the infertile women referring to
Jahrom, Iran from 2008 to 2010

Results: The mean age was 27.2+5.31 (16-43 years).
The rate of pregnancy after laparoscopic surgery
was 54.9%, which most of them(84.6%) had

happened after cauterization of polycystic ovaries.

All of these pregnancies were spontaneous, of
which 83.15% had led to termination and 16.85%
has ended in abortion.

None of the cases were ectopic pregnancy or any
other problem.




Peymanieh hospital, Pregnancy rate after laparoscopy in the infertile women referring to
Jahrom, Iran from 2008 to 2010

Conclusion: The most common cause of women's
infertility in Jahrom is polycystic ovaries,

89 out of 162 cases were concieved, which most of
them (84.26%) concieved after electro-cautery,
ovarian cyst removals or treatment of polycystic
ovaries.

This shows that the spontaneous ovulation after
ovarian cauterization have been very satisfactory,
which in turn is comparable to other similar
studies.

auterlzatlon of ovaries by laparoscopy has
active treatment for infertility.
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EXOGENOUS GONADOTROPINS
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WHO Group I: Hypogonadotropic Hypogonadal
Anovulation

approximately 5-10% of anovulatory women
and includes those

with low or low-normal serum follicle-
stimulating hormone (FSH) concentrations and
low serum estradiol levels, due to absent or
abnormal hypothalamic gonadotropinreleasing
hormone (GnRH) secretion or pituitary
insensitivity to GnRH.




WHO Group Il: Normogonadotropic
Normoestrogenic Anovulation

This group is the largest, including 75-85% of anovulatory
women, and is characterized by normal serum FSH and
estradiol levels and normal or elevated LH
concentrations.

The most common examples are women with polycystic
ovary syndrome (PCOS), some of whom ovulate at least
occasionally.

Women with PCOS should be assessed for
cardiovascular disease risk factors and
glycemic status



WHO Group lll: Hypergonadotropic
Anovulation

The group accounts for approximately 10-20% of
anovulatory women and includes:
those with elevated serum FSH and low AMH
concentrations; most, but not all, have
amenorrhea.

The classic example is premature ovarian

insufficiency, due to follicular depletion, and
few respond to treatment aimed at ovulation




Hyperprolactinemic Anovulation

» Approximately 5-10% of anovulatory women have
hyperprolactinemia, which inhibits
gonadotropin secretion.

» Consequently, serum FSH concentrations generally are
low or low-normal, and serum estradiol levels also tend to
be relatively low.

» Most hyperprolactinemic women have oligomenorrhea or
amenorrhea.

» When hyperprolactinemia cannot be attributed
confidently to coexisting hypothyroidism or to

medications, hypothalamic-pituitary imaging is indicated

axclude a mass lesion.




Indications for Gonadotropin
Treatment

Any discussion of ovulation induction with exogenous gonadotropins must first define the different
clinical situations in which they may be used because the choice of gonadotropin preparation

and treatment regimen vary with the type of ovulatory disturbance.
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),

Initial attempts to induce ovulation generally should begin with a low daily
dose (75 IU daily) in a “step-up” treatment regimen designed to define
the effective threshold of response. After 4-7
days of stimulation, a serum estradiol level, with or without
transvaginalultrasonography, provides the first measure of response.
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group ),
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

Some clomiphene-resistant anovulatory women can
benefit from sequential treatment with

clomiphene and gonadotropins.
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),

Adjuvant treatment with a long-acting GnRH agonist before
exogenous gonadotropin stimulation suppresses endogenous

LH levels, and continued GnRH agonist treatment during
gonadotropin stimulation can prevent prematureluteinization.
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),

combined treatment with a GnRH agonist/antagonist Although
is the established standard for and exogenous gonadotropins
controlled ovarian hyperstimulation in IVF cycles, it has no

proven advantage over gonadotropin stimulation alone for
ovulation induction.
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

Monitoring Gonadotropin Therapy

To achieve ovulation but also avoid ovarian hyperstimulation and minimize the
risk for multiple pregnancy, gonadotropin therapy must be carefully monitored
with serial serum estradiol measurements and transvaginal ultrasonography .
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Gonadotropin Treatment Regimens

Serum Estradiol Levels :wHo croup m,

Not surprisingly, cycle fecundability increases with
serum estradiol levels; unfortunately, so do the
risks of multiple pregnancy and ovarian
hyperstimulation. With existing gonadotropin
stimulation regimens, best results generally are
obtained when estradiol concentrations peak
between 500 and 1,500 pg/mL; pregnancies are
uncommon at levels .below 200 pg/m .



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),
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Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),

Ultrasonography

The likelihood of ovulation increases with
follicular diameter.

The risk of multiple gestation rises with the
number of follicles likely to ovulate.
Consequently, hCG generally should not be
administered when the risk of multiple

ovulation is high and the goal of treatment is
unifollicular ovulation.



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

Results of Gonadotropin Treatment
By comparison, cycle fecundity
is significantly lower in clomiphene-
resistant anovulatory women.

Overall, cycle fecundity ranges between 5%
and 15%, and cumulative conception rates
range between 30% and 60%; within the
group, those with hyperandrogenic chronic
anovulation have the poorest prognosis



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),

Results of Gonadotropin Treatment

The overall incidence of spontaneous
miscarriage in gonadotropin-induced
conception cycles is approximately
20-25%, moderately higher than is
generally observed (15%)



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

Results of Gonadotropin Treatment
By comparison, cycle fecundity
is significantly lower in clomiphene-
resistant anovulatory women.

Overall, cycle fecundity ranges between 5%
and 15%, and cumulative conception rates
range between 30% and 60%; within the
group, those with hyperandrogenic chronic
anovulation have the poorest prognosis



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

As with clomiphene, there is no
evidence that gonadotropin
therapy is associated with any

increased prevalence of
congenital anomalies.




Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),

Multifetal Pregnancy Reduction
Multifetal pregnancy reduction is
an effective management tool for
the complication of high order

multiple pregnancy, but one
which all would prefer to avoid.



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

Ovarian Hyperstimulation Syndrome
Risk factors for OHSS include young
age, low body weight, high ovarian
reserve as indicated by high serum
AMH levels or antral follicle count,
PCOS,higher doses of gonadotropins,

and previous episodes of
hyperstimulation



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group Il),

Risk increases with serum estradiol
levels and the number of developing
ovarian follicles and when supplemental

doses of hCG are administered after
ovulation for luteal phase support



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

Pregnant women with OHSS
merit particularly close
monitoring because rapidly
rising hCG levels increase
the risk for progression to
severe illness.



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

Hospitalization for more careful monitoring and aggressive
treatment warrants serious consideration in women with
severe abdominal pain or peritoneal signs,

intractable nausea and vomiting, severe oliguria, tense ascites,
dyspnea or

tachypnea, dizziness or syncope, severe hyponatremia
(sodium < 135 mEq/L) or

hyperkalemia (potassium > 5 mEq/L), hemoconcentration
(hematocrit > 55%), or

abnormal renal functions (serum creatinine > 1.2 mg/dL;
creatinine clearance < 50

mL/min) or abnormal liver functions (elevated transaminases).



Gonadotropin Treatment Regimens
Those with oral antiestrogen-resistant anovulation (WHO
Group 1),

Knowledge and prompt recognition of the
risk factors for ovarian

hyperstimulation are essential for its
prevention.

Rapidly rising serum estradiol levels,
concentrations over 2,500 pg/mL,

and observations of a large number of small-
and intermediate-sized ovarian follicles are
high-risk indicators and signal to

cancel or proceed with great caution.




Gonadotropin Treatment Regimens

Breast and Ovarian Cancer wHo Group
),

No causal relationship between
exogenous gonadotropin treatment
and breast or ovarian cancer has
been established, although longer-
term studies are warranted and
prolonged treatment is best avoided,
especially when there is little hope
for success.
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Abstract

Metformin use in pregnancy is increasing worldwide as randomised controlled
trial (RCT) evidence is emerging demonstrating its safety and efficacy. The
Metformin in Gestational Diabetes (MiG) RCT changed practice in many
countries demonstrating that metformin had similar pregnancy outcomes to
insulin therapy with less maternal weight gain and a high degree of patient
acceptability. A multicentre RCT is currently assessing the addition of
metformin to insulin in pregnant women with type 2 diabetes. RCT evidence
is also available for the use of metformin in pregnancy for women with
Polycystic Ovarian Syndrome and for nondiabetic women with obesity. No
evidence of an increase in congenital malformations or miscarriages has been
observed even when metformin is started before pregnancy and continued to
term. Body composition and metabolic outcomes at two, seven, and nine
years have now been reported for the offspring of mothers treated in the MiG
study. In this review, we will briefly discuss the action of metformin and then
consider the evidence from the key clinical trials. Keywords: metformin,
pregnancy, gestational diabetes, polycystic ovarian syndrome, type 2
giabetes, obesity
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The largely unanswered question is the long term impact
of intrauterine metformin exposure on childhood
development.
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The MiG TOFU results at 9 years could be interpreted as
showing a neutral effect as body fat, visceral adipose
tissue, and liver fat were similar in metformin and insulin
groups.
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Conversely the unexpected finding of increased body mass
index in the metformin offspring might indicate an
increased risk of childhood obesity.
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The low follow-up rate, however, makes the results
difficult to interpret. On-going long term follow-up
studies including from the offspring of mothers in the
obesity trials will help answer this current uncertainty.
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Summary

Background

Women with polycystic ovary syndrome (PCOS) have an increased risk of pregnancy
complications. Epi-analysis of two previous randomised controlled trials that compared
metformin with placebo during pregnancy in women with PCOS showed a significant
reduction in late miscarriages and preterm births in the metformin group. The aim of this
third randomised trial (PregMet2) was to test the hypothesis that metformin prevents late
miscarriage and preterm birth in women with PCOS.
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Modified Ferriman-Gallwey Scoring System for Hirsutism
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Acanthosis nigricans
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