O 0w -IH OB e oe

e el R G GO
~Nd P e

ginal Article

Polycystic Ovari_an Syndrome: Analysis of Management
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Background: Infertility remains an issue of concern especially to the female partner who bears the brunt of the stigma attributed to the disease
in this environment. Among the identified etiological factors for infertility, polycystic ovarian syndrome (PCOS) is the most common endocrine
disorder in women of reproductive age that impact on ovulation and conception. Aims and Objectives: The objective of this study was to
determine pregnancy outcome following the various modalities of management of PCOS at the University oflorin Teaching Hospital (UTTH).
Materials and Methods: This is a nonrandomized (nonblinded) clinical trial of five therapeutic options for infertile women with PCOS from
the Assisted Reproductive Technology (ART) Clinic and Gynaecology Clinic of UITH between January 1, 2011 and December 31, 2013,
Results: Of624 infertile women who presented at ART and general gynecology clinic of UITH, 76 met the Rotterdam criteria for PCOS, giving
aprevalence rate of 12.2%. The patients aged 20~44 years with a mean age of 31.5 years. Most 49 (64.5%) of the patients were nulliparous, and
more than half (56.6%) belong to the middle social class. Thirty-four (44.8%) were obese while 22 (28.9%) were overweight. Of the various
management options, 48.7% had laparoscopic ovarian drilling; other treatment options offered were the use of clomiphene citrate (CC) alone,
CC with metformin, weight reduction, and gonadotropin. Patients were followed-up within 6~12 months (mean 5.5 + 1.2 months) following the
initial treatment for evidence of laboratory/clinical pregnancy. An overall pregnancy rate of 46.0% was recorded. However, a total of 13 (17.1%)
were lost to follow-up. The highest pregnancy rate (75%) was reported in women managed with CC alone (P = 0.229). Conclusion: PCOS
occurs commonly in reproductive age and management outcomes are promising in Nigeria. CC, metformin, and laparoscopic ovarian drilling
are of great benefit. Further studies on PCOS in low resource countries are needed.
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INTHODUBTIUN Approximately 50% of patients are hirsute, and 30-75% are
obese.”” The prevalence rate of 18.1% has been reported by
Ugwu et al. in south eastern, Nigeria with the majority having
infertility and oligo-menorrhea, 2! PCOS accounts for 75% of
anovulatory infertility in childbearing women. s

The polycystic ovarian syndrome (PCOS) also known as
Stein-Leventhal syndrome was first described, in 1935, by
Stein and Leventhal.!!! This syndrome is characterized by
oligo-amenorrhea, obesity, infertility, and hirsutism. It is
undoubtedly associated with long-term health sequelae such PCOS affects premenopausal women, and the age of onset is
as diabetes mellitus, endometrial cancer, and cardiovascular most often perimenarchal (before bone agereaches 16 years).12!
disease among others.!12
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PCOS has a prevalence of 5-10% with variance among races
and ethnicities.”! The highest reported prevalence has been
52% among South Asian immigrants in Britain of whom
49.1% had menstrual irregularity.¥ Up to 10% of women
are diagnosed with PCOS during gynecologic visits. 2!
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In lean women with a genetic predisposition to PCOS, the
syndrome may be unmasked when they subsequently gain
weight.!2

The exact underlying defect in PCOS is unknown, a genetic
component is likely as PCOS tend to run in families, and the
pattern of inheritance is X-linked dominance. Family studies
have shown that about 50% of first degree relatives have
PCOS.MA presumptive diagnosis of PCOS often can be made
based on the history and examination findings. According to

following conditions): Oligo-menorrhea or amenorrhea,
hyperandrogenism, and polycystic ovaries on ultrasound.
The morphology of polycystic ovaries has been defined as an
ovary with 12 or more follicles measuring 2-9 mm in diameter
and increased ovarian volume (>10 cm?) on transvaginal
ultrasound (TVS).8

Management of PCOS is symptom oriented. The objectives
are to restore normal menstruation; ovulatory cycles and
fertility; prevent endometrial hyperplasia/cancer and to treat

identify the most effective therapeutic option for anovulatory
PCOS in our locality since there is a paucity of knowledge in
the provision of such care in our environment.

MareriaLs anp MeTHops

This is a nonrandomized (nonblinded) clinical tria] involving
infertile women with PCOS, who had treatment for infertility
at the Assisted Reproductive Technology (ART) clinic
and Gynaecology Clinic of University of Ilorin Teaching
Hospital (UITH) between January 1, 2011 and December 31,
2013. !

Information on biosocial data, the mode of treatment and
management outcomes were documented using a structured

infusion sonography, transvaginal ultrasonography. and
Measurement of baseline levels of forlic]e-stimulating
hormone, leutinizing hormone, estradiol, thyroid»stimulating
hormone, triiodothyronine (T3), thyroxin (T4), prolactin,
and day 2] progesterone were carried out on them prior
fo commencement of treatments. In addition, the spouse
of the clients also had a seminal fluid analysis done,
Patients with abnormal serum prolactin levels, bilatera)
tubal blockade or whose husbands had abnormal semen
Parameters (sperm count <20 million/mL, motility <50%,
morphology <30% [normal: World Health Organization
criteria]) were excluded from the study,

The patients were counseled on the five therapeutic options,
and they made an informed decision. The treatment modalities

evidence of ovulation, but the patient did not get pregnant,
the same dosage was continued for a maximum of six cycles.

In the combination treatment group, metformin was given in a
similar manner to the metformin only group. Clomiphene was
given at a dose of 50 mg on days 2-6. The TVS and follicular

tracking were done to document evidence of follicular growth
and ovulation on days 10 or 12, and 16. If there was the

but the patient did not get pregnant, a similar dosage was
continued for a maximum of sjx cycles.

In the gonadotropin group, intramuscular injection of highly
purified human menopausal gonadotropin (Menopur; Ferring
Pharmaceuticals, Kiel, Germany) was administered at a doge
of 75 U on day 6,9, and 12 of cycle. The TVS and follicular
tracking were done to document evidence of follicular growth

cycle as determined by ovulation test kit (predict®; Unipath
Diagnosﬁcs) and or days 12-15 follicular TVS study.
Patients were followed-up within 6 to 12 months following
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! Forty-nine (64.5%) were nulliparous while 18 (23.7%) were
prim.iparous, and the remaining nine (11.8%) were multiparoys.
Forty-three of them (56.6%) belong to the middle socja]
class Thirty-four (44.8%) were obese while 22 (28.9%) were
Overweight [Table 1].

The varioys treatment options offered to infertile Women
with PCOS anqd Pregnancy rates g shown in Table 2. Most
37 (49%) had LOD. Sixteen (21%) were administered CC
alone. Twelve (16%) received 8onadotropins, Seven (9%)

Teceived a combination of CCand metformin, Only four (5%)

up within 612 months (mean 5.5 + 1.2 months). However,
a fotal of 13 (17.1%) were lost to foll‘ow—up and majority
10 (77%) belong to LOD freatment &roup. Among those
that were compliant to follow-up, the highest Pregnancy rate
was recorded among patients that received CC alone, where
Pregnancy rate of 75% was recorded.

The odds of; Pregnancy Occurring js highegt for CC and lowest
for weight reduction ang CC + metformin, However, odds
Tatio acrogs the freatment groups involving Comparing odds of

Discussion

In this study, the brevalence rate of PCOS was estimated to pe
12.2%. This Compares favorably with o similar study carried

(i
Variables Frequem.-y Percentage
Age
20-24 il 14.5

25-29 21 276

30-34 18 23.7

35-39 16 211

40-44 ] 13.1
Parity 4

Nullipara 49 64.5

Primipara 18 23.7

Multipara 9 1.8
Social clasg

Low 24 316

Middle 43 56.6

High 9 1.8
BMI (kg/m2)

18-24.9 20 26.3

25-299 22 289
>30 34 44.8
BMI: Body mass index, PCOS- Polycystic ovarian syndrome

Table 2: Treatments offered ang Pregnancy rates among
Infertile women with PCOS (n=16)

Variables Frequency (%) -Pregnancv rate (%)
Weight reduction 4(5) 1/4 (25)
Clomiphene citrate alone 16 (21) 12/16 (75)

Clomiphene citrare+rnetfonnin 7(9) 174 (25)*

Gnnad'olropins 12 (16) 6/12 (50)
Laparosr.'opic Ovarian drilling 37 (49) 15/27 (55.6)*
*Number of infertile women lost to follow~up‘ PCOS: Polycystic ovarian
syndrome

Table 3: Modalities of treatment ang Pregnancy outcome
among subjects (1=63)

Treatment offered Pregnancy

OR 2 p
Outcome (%)

R
Positive Negative
Weightreducu'on 1(25.0) 3(75.0) 033 563 0229
Clomiphenecitrareaione 12(75.0) 4(25.0) 3.00

Clnmiphenecilra:ei-metf‘onnin 1(25.0 3(75.0) 0.33

Gonad‘urropins 6(50.0) ¢ (50.0) 1.00
Laparoscopic Ovarian drilling |5 (55.6) 12 (434) 125
OR: Odds ratjg

out in Niger-De|tq University Teaching Hospital in southern
Nigeria (12.2%),100 e lower than the 32% reporteq by Pembe
elal. in Tanzania, jp 2009,1m1 5 higher Prevalence rate of 18.1%
was also reported iy Enugu by Ugwuerg/in o lower prevalence
rate of 2,29 was feported by Igwegbe et a7, i Nnewi, 12 Tpe
differing Prevalence rateg may be attributed to differenceg
in the Prevalence rateg of the genetic and environmenta|
determinants of PCOS in the various Populations or differenceg
in the study Populations,
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Parentera| gonadotropr’n lherapy,
menopausa] gonadotropin hag been us,
this Medication jg Ovarian hyperstimulation syndrome apg
multiple Pregnancies, Though an expensive medication, only
12 patients were able (o purchase jt and g out of the 12 (50%)
mplex endocrine disorder concejved,
&ﬁ‘e"“"fg women in their r, °pr°d“°.i've ¥ ears.“-”J.F urthermor'e, LOD or diathermy jg 5 one-off therapeytic option for wome,
.the. najority of the omen (64'5/‘.’) i '}u”'p arous. This with clomiphene resistant PCOs.17211 This Procedure s freg
x : of complicationg such as mylt le pre nancy and ovarian
y popt‘:latron ol nu_l[ipar(?us.'*zl ﬂ?e hypemtimulation. talso does notfequl:re%ntensive ultrasound
et with soc:oe:conomlc monitoring, It g also taken he place of wedge resection
.© Fole of the savironment of the ovaries Which resyjteq in extensjye Peri-ovarian ang
o, Rese.ar,::};‘ has sho_Wn tubal adhesijon, Thiny-seven Women had LOD, 19 out of
un;]f:e Mt o engaging these defaulted anq a pregnancy rate of 55.6% was reported
& snioking, lack o in those Mmonitored,
Ng Women,

for €xample, human

ed. The drawback with
age of 30 Years),ll though slightly high

of 27 years recorded in Nnewi, Nigepi
N0t surprising as the PCOS is a ¢,

part of the Pathogenesis of PCOs
one-third (31.6%) of the study
SES in this study,

APPrOXimately 75% of yormen With PCOS are overyejgh ;e"o:‘h°’r",‘i""i“:;’t’.g’:$g ﬁ:‘;i’:ﬁ'" (,SI?‘B G),
is finding also agrees with the Present study where 73,79, w:r'e nzt d:::ue b;; samzsinves i e;: ;r:usin
~ ofwomen were either Overweight and o obese, Improvement and 50 there arg chances o firg;tra-obse
in lifestyle with a combination of exercise and diet 4o achieve hormonal prof [% weie siog repeated &
Weight reduction is important to enhance the Prospects of both & 3 weiz: ould not assess the effect
- Spontaneous ang drug indyceq ovulation. In this study, four Borania rofile. In addition
Women were offereq weight reduction, Lifestyle modification P 2
~ and Weight loss jm Proves ovulation rate, fertility,

[ estosterone fevels, 17 1y i Eenerally accepted that more than  Ofpregnancy ang copies of patien
5-10% Wweight loss improveg fertility ang menst

CC, an ovulatiop induction dru COMCLUSION

16 patients i this study, and 4 Pregnancy rate of 750, was .

- achieved withip ¢ months to 12 months of initiation of PCOSisacommop ;

i ent. This result j5 far higher ag compare ) A local'ity. It occurs ihory

rate of 409, reported in Nnewjlizi and 389% in Enugy, f)ﬁen in nulh.pi:lrous Women. The diagnosis requires a'h.rgh

Nigeria. !l This coy 4 be attributed to he smaller sample sje index of suspicion and "Ta"age'?’.e’f‘ outcomes are Promising
~in this study as compared to Npew; and Enugy studies, It in Nigeria, CC and nsulin sensmzm.g agent (metfo:'mm) are

i been recommended that when an ovulatory dose of any  of great benefit, However, when resistance to clomiphene js

agent has been, found, the batient should cong; : demonsh‘atled, Lop oﬂ“e'rs hope. T.here is, th.erefore, need for

6 months, 112 There js Presently no consengyg onthedefinition  further studies onPCOS in developin

ofclomiphene resistance, but mogt clinicians woylg defineitas  the effects of various freatment mog

afailure to Ovulate after three treatment cycles with gradually Pregnancy rates,

e 'increasing doses of CC.1121 Acknowle dgment
a beneficial effeq; of Wﬁlacknowl‘e
of ovulation whey combined  TIlorin Teaching Ho,

i rates of ovulation 1o conduct this study,

g was administered to

heterogeneous endocrine disorder occurring
dto a pregnancy in one.m eight infertile Women in o

Financia) support ang Sponsorship

i P bl ;
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€ as against 259 i, CC and '
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