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Cok Degerli Okuyucularimiz,

Turk Kadin Saghgi ve Neonatoloji Dergisi (Turkish Journal of Women’s Health and Neonatoloji) besinci
sayimizla huzurlarinizdayiz.

Bu sayimizda Ui¢ 6zglin arastirma, bir derleme, iki olgu sunumunu zevkle okuyacaginizi imit ediyoruz.

Bir calismada gebe poliklinigine basvuran gebelerde Toksoplasma gondii, Rubella ve Sitomegalovirus'a
karsi olan bagisiklik durumu arastirilmis ve Tirkiye'nin diger bolgelerindeki seroprevalans oranlari ile
karsilastirma yapilmistir.

Ulseratif kolit ve Crohn hastaligi genc yetiskinleri etkileyen kronik inflamatuar barsak hastaliklaridir.
Bir calismada bu grup hastalarda gebelik sonuclari ve yonetim ele alinmistir.

Yeni yilin saglk, huzur ve basari getirmesi dilegiyle, bir sonraki sayimizda yeni ve ilging makalelerle
bulusmak tzere...

Saygilarimla,

Prof. Dr. Yaprak Ustiin

Baseditor
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" Original Article

Is routine TORCH screening necessary for pregnancy follow-up?

Gebelikte rutin TORCH taramasi gerekli midir?

ibrahim Kale™[d, Rahime Nida Bayik'[H, Gizem Berfin Uluutku?[d, Basak Ergin'@3

!University of Health Sciences, Umraniye Training and Research Hospital, Department of Gynecology and
Obstetrics, Istanbul, Turkey

2Basaksehir City Hospital, Department of Gynecology and Obstetrics, Istanbul, Turkey

Abstract

Aim: This study aimed to determine the seroprevalence rates of Toxoplasma gondii, Rubella and Cytomegalovirus
(CMV) among the pregnant women who presented to the Umraniye Training and Research Hospital and to compare the
seroprevalence rates with the other studies fromTurkey.

Material and method: The antibody levels of all pregnant women presented to the prenatal outpatient clinic between
January 1, 2017 and October 30, 2019, for Toxoplasma gondii, Rubella, CMV were obtained retrospectively. Only pregnant
women with immunoglobulin M (IgM) and immunoglobulin G (IgG) antibody results of the three viruses were included in
the study. If IgM and IgG were both found to be positive, the I1gG avidity results were obtained using the Abbott Architect
i2000 SR device with enzyme-linked immunosorbent assay (ELISA), following the manufacturer's recommendations.

Results: Serological results of pregnant women for Toxoplasma gondii (n = 7535), Rubella (n = 9093), and CMV (n = 2652)
were obtained from the hospital records. IgM positivity was found to be 0.6% for Toxoplasma gondii, 0.3% for Rubella, and
2.3% for CMV. IgG positivity was found to be 24% for Toxoplasma gondii, 86.4% for Rubella, and 99% for CMV. 1gG avidity
test results for Toxoplasma gondii were 5.3% low, 10.5% borderline, and 84.2% high. Rubella IgG and CMV IgG avidity results
were all determined following high avidity.

Conclusion: Because Toxoplasma IgG seroprevalence is not high, and the treatment of acute toxoplasmosis infection
during pregnancy is possible, Toxoplasma screening should be recommended to all pregnant women. Because the
immunity to the Rubella virus is still not at the desired level in our country, we believe screening against Rubella is vital
during pregnancy. We also believe that routine CMV screening is unnecessary in pregnant women owing to the high
seroprevalence of CMV IgG in our country.

Key words: Antenatal screening; Toxoplasma; Rubella; Cytomegalovirus
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KALE

etal.

Routine TORCH screening in pregnancy

Oz

Amag: Umraniye Egitim ve Arastirma Hastanesi’nin gebe poliklinigine basvuran gebelerde Toksoplasma gondii, Rubella ve
Sitomegalovirus’a karsi olan bagisiklik durumunu tespit etmek ve Tiirkiye'nin diger bolgelerindeki seroprevalans oranlari

ile karsilastirmaktir.

Gereg ve Yontem: 01/01/2017- 30/10/2019 tarihleri arasinda hastanemizin gebe poliklinigine basvuran tiim gebelerin
Toksoplasma gondii, Rubella ve Sitomegalovirus’e karsi olan antikor diizeyleri retrospektif olarak hastane kayitlarindan
cikarildi. Calismaya sadece her (g virus icin IgM ve IgG antikorlarinin birlikte bakildigi gebeler dahil edildi. IgM ve 1gG
birlikte pozitif oldugu gebelerin varsa IgG avidite sonuclarina ulasildi. Bu serolojik testler enzyme-linked immunosorbent
assay (ELISA) yontemi ile Abbott Architect i2000 SR cihazinda Uretici firmanin 6nerileri dogrultusunda galisildi.

Bulgular: Hastane kayitlarindan Toxoplasma gondii igin 7,535, Rubella icin 9,093 ve CMV igin 2,652 gebenin test
sonuglarina ulasildi. Toxoplasma gondii IgM pozitifligi %0.6, Rubella IgM pozitifligi %0,3 ve Cytomegalovirus IgM pozitifligi
%2,3, Toxoplasma gondii I1gG pozitifligi %24, Rubella 1gG pozitifligi %86,4 ve Cytomegalovirus IgG pozitifligi %99 olarak
saptandi. Toxoplasma gondii IgG Avidite test sonuglari %5,3 disik, %10,5 sinir ve % 84,2 yiiksek deger olarak saptandi.
Rubella IgG ve CMV IgG avidite sonuglarinin hepsi yiksek avidite olarak tespit edildi.

Sonug: Toksoplazma IgG seroprevalansi yiksek olmadigi icin ve gebelikte gecirilen akut Toksoplazma enfeksiyonun tedavisi
oldugu icin gebelere Toksoplazma taramasi énerilmelidir. Ulkemizde Rubella virusiine karsi bagisikhigin halen istenilen
dizeyde olmamasindan dolayi gebelikte Rubella virusiine karsi taramanin énemli oldugunu, CMV IgG seroprevalansinin

yuksek olmasindan dolayi ise gebelikte rutin CMV taramasinin gereksiz oldugunu dislinmekteyiz.

Anahtar kelimeler: Antenatal tarama; Toksoplazma; Rubella; Sitomegalovirus

1. Introduction

(T. gondii), Rubella,
(CMV), and Herpes Simplex Virus (HSV) are grouped under

Toxoplasma gondii Cytomegalovirus
TORCH infections. These are infections in which similar clinical
symptoms are observed, be vertically transmitted, and can result
in fetal morbidity and mortality (1,2). There is currently no clear
consensus on the routine screening of TORCH infections during
pregnancy. HSV screening is not recommended in pregnant
women because there is no evidence that HSV screening
would effectively reduce the incidence of fetal infection (3).
Toxoplasmosis, which is a widespread disease around the world
and in our country, is mostly asymptomatic. Symptoms such as
headache, fever, fatigue, and muscle pain are rare (4). Although
T. gondii causes ventriculomegaly, intracranial and intrahepatic
calcifications, hepatomegaly, acid, pleural effusion in the fetus,
and increased thickness in the placenta during the intrauterine
period, it may also cause hydrocephaly, motor intellectual
disability, seizure, hearing and vision loss, hepatosplenomegaly,
anemia, thrombocytopenia, and even death in newborns (5).

In cases of Rubella infection in pregnant women, the risk of
fetal infection has been observed to be between 10% and 54%.
Congenital Rubella infections demonstrate a broad spectrum,
ranging from asymptomatic findings to premature birth,

stillbirth, cataract, blindness, deafness, microcephaly, and heart
diseases known as congenital rubella syndrome (6,7).

Congenital CMV infections generally occur when a woman
is infected with CMV during pregnancy or shortly before
conceiving. The fetus may be affected by either primary
(30%) or recurrent (50%) CMV infection, with a vertical
1%. Intrauterine growth
retardation, polyhydramniosis, pericardial and pleural effusion,

transmission rate of less than
ventriculomegaly, hydrocephaly, and intracranial and placental
calcifications can be seen in affected fetuses. Congenital CMV
infections may result in severe sequelae such as microcephaly,
optic atrophy, sensorineural hearing loss, pneumopathy, and

thrombocytopenia in newborns (8,9).

Routine TORCH
controversial issue. In this study, we aimed to investigate the

screening during pregnancy remains a
seroprevalence rates of T. gondii, Rubella, and CMV among
pregnant women who presented to the Umraniye Training and
Research Hospital’s outpatient clinic and to compare our results
with those of previous studies in Turkey.

2. Material and Method

Antibody levels for T. gondii, Rubella, and CMV of pregnant
women who presented to the Umraniye Training and Research
Hospital prenatal outpatient clinic for the first time in their first
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or second trimester between January 1, 2017, and October 30,
2019, were retrospectively screened using hospital records. This
study was conducted in compliance with the Helsinki Declaration
of the World Medical Association’s ethical rules and was
approved by the Local Ethics Committee of Umraniye Training
and Research Hospital (No: B.10.1.TKH.4.34.H.G. P.0.01/204).

Only patientswith Immunoglobulin M (IgM) and Immunoglobulin
G (1gG) results for T. gondii, Rubella, and CMV were included in
the study. Besides, 1gG avidity results were recorded for patients
who were positive for IgM and 1gG. Samples obtained from
pregnant women were screened with an Abbott Architect i2000
SR device using an enzyme-linked immunosorbent assay method
(ELISA), following the manufacturer's recommendations.

Index values lower than the 0.5 for Toxoplasma IgM are negative,
values between 0.5 and 0.6 are borderline, and values of 0.6
and greater are positive. For Toxoplasma IgG, values lower than
1.6 IU/ml are negative, values between 1.6 and 3.0 IU/ml are
borderline, and values of 3.0 IU/ml and more significant are
positive. For Rubella IgM, values lower than 1.2 are negative,
values between 1.2 and 1.6 are borderline, and values greater
than 1.6 are positive. For Rubella IgG, values lower than 5 U/
ml are negative, values between 5 and 10 IU/ml are borderline,
and 10 IU/ml and greater are positive. For CMV IgM, values
lower than 0.84 are negative, values between 0.85 and 0.99 are
borderline, and values greater than 0.99 are positive. For CMV
IgG, values lower than 5.99 AU/ml are considered negative and
values of 6 AU/ml and greater are considered positive. In our
hospital, no borderline value is given for CMV IgG. All positive
and borderline IgM results were checked twice. T. gondii,
Rubella, and CMV IgG avidity results were interpreted as low
(<20%), borderline (20%—30%), or high (30%) avidity, following
the manufacturer's recommendations.

Primary infection of T. gondii, Rubella, and CMV was identified
if IgG was negative and IgM was positive, low 1gG levels and low
1gG avidity, or positive specific IgM. Previous T. gondii, Rubella,
and CMV infections, postvaccination immunity for Rubella were
identified with 1gG positivity and IgM negativity.

Statistical Analysis

The data were analyzed using Microsoft Office Excel 2016.
Variable frequencies and rates of descriptive statistical methods
were used to evaluate the study data.

3. Results

The data of pregnant women presented to the Umraniye
Training and Research Hospital prenatal outpatient clinic during
their first and second trimester between January 2017, and
October 2019 were analyzed retrospectively. Serological results
were obtained from the hospital records of pregnant women
for T. gondii (n = 7535), Rubella (n =9093), and CMV (n = 2652).

117

The most recent results were compared with previous blood
results of the same patient. In our study, IgM positivity was
found to be 0.6% (48 of 7535) for T. gondii, 0.3% (23 of 9093) for
rubella, and 2.3% (61 of 2652) for CMV. 1gG positivity was found
to be 24% (1806 of 7535) for T. gondii, 86.4% (7857 of 9093) for

rubella, and 99.0% (2626 of 2652) for CMV (Table 1).

Table 1. Toxoplasma, Rubella, Cytomegalovirus screening
results
Positive |Borderline| Negative

Test n (%) n (%) ng(%) Total
ToxoplasmalgM | 48 (0.6) 12 (0.2) | 7475(99.2) | 7535
ToxoplasmalgG | 1806 (24) | 180(2.4) | 5549 (73.6) | 7535
Rubella IgM 23 (0.3) 11 (0.1) | 9059 (99.6) |9093
Rubella IgG 7857 (86.4) | 633 (7.0) | 603 (6.6) |9093
CMV IgM 61 (2.3) 14 (0.5) | 2577(97.2) |2652
CMV Ig G 2626 (99.0) 0 26 (1.0) |2652

The number of patients with both Toxoplasma IgM and IgG
positivity was 46. Among these 46 patients, only 19 were
investigated for IgG avidity. Of these 19 patients, 16 were found
to have high 1gG avidity, two were found to have borderline IgG
avidity, and one was found to have low IgG avidity. Patients with
low and borderline IgG avidity were considered to have acute
Toxoplasma infection and received spiramycin treatment until
delivery. One patient was found to have a positive toxoplasma
IgM result and negative IgG result. Another was found to have a
positive IgM result and borderline 1gG result. These two patients
received spiramycin treatment until delivery. Antibody titer was
not monitored, and the subsequent toxoplasma IgG antibody
status was not investigated in patients who received spiramycin
treatment. Amniocentesis was not performed in any patient for
toxoplasma polymerase chain reaction. No congenital infection
or congenital anomaly was noted newborns’ records after birth
for the patients who received spiramycin treatment.

The number of patients with both Rubella IgM and IgG positivity
was 22. Only 6 of these patients were examined for IgG avidity,
all of whom were found to have high avidity. The remaining
16 patients were not examined for IgG avidity. There were no
patients with positive Rubella IgM results and negative IgG
results. There was one patient whose rubella IgM result was
positive and the IgG result was borderline. When the newborn
was examined, no congenital infection or congenital anomaly
was detected in the baby.

The number of patients with both CMV IgM and IgG positivity was
61. Only 20 of these patients were examined for IgG avidity; all of
whom were found to have high avidity. The remaining patients
were not examined for CMV IgG avidity. Amniocentesis was not
performed for CMV polymerase chain reaction investigation in
any patient with positive CMV IgM and IgG. No congenital CMV



infection or congenital anomaly was determined in the newborn
records after birth among these 61 patients. There were no
patients with positive CMV IgM results and negative IgG results
or borderline 1gG results concurrently (Table 2).
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disease develops. The rate of vertical transmission of Toxoplasmosis
in the first trimester is 7% and may increase as high as 24% in the
second trimester and 60% to 81% in the third trimester. By contrast,
the risk of fetal exposure is 75% in the first trimester and close to 0%

in the last trimester (11). The effect of acute infection to the fetus,
lasting 3 months or more before conception, is almost nonexistent
(12). In our study, the birth records of 35 out of 46 pregnant women
who were positive for both Toxoplasma IgM and 1gG antibodies
were reviewed. When the neonatal documents were scanned, no
neonatal infection or congenital anomaly was reported to suggest
vertical transmission in any of the newborns. Spiramycin treatment
used in pregnant women with acute Toxoplasma infection is
believed to prevent vertical transmission.

Test |High|Borderline|Low | Total |

RubellalgGavidity _ [6 [0 [0 [6 |

4. Discussion

It has been shown that a large number of infectious agents .
. . . . Not every country recommends routine prenatal toxoplasma
may vertically transmit and infect the fetus during pregnancy.

. . ) screening. Seroprevalence rates, screening and treatment costs,
Whether the fetus will be affected by these infections

and health policies are important issues regarding Toxoplasma
depends on the gestation week in which the infectious agent P P & & P

. . . . screening. Although toxoplasma screening is not recommended
is encountered, the mother's immune status, and the infection

L . for pregnant women in countries such as the United States,
agent's virulence. Permanent sequelae may occur in affected

. . ] . United Kingdom, Norway, Canada, and the Netherlands where
fetuses, and these perinatal infections may result in loss of

seropositivity rates are low, it is legally required in other
pregnancy or neonatal death (6,10). . .
countries such as France and Austria (13). In Turkey, many
studies have been conducted to determine the seroprevalence
of TORCH infectious agents (Table 3). In these studies, the

seroprevalence rates of Toxoplasma varied between provinces

Toxoplasmosis is a widespread zoonosis in our country and around
theworld. Its seroprevalence mayvary depending onage, geographic
location, hygienic conditions, life habits, nutritional status, and
contact with animals such as cats and dogs. The risk and severity
of the congenital infection depend on the trimester in which the

reported to range between 18% and 63%. In the current study,
we found the Toxoplasma IgG seroprevalence rate to be 24%.

I N = 0
Seropositivity Seropositivity Seropositivity
| | M | g6 | 1M | g6 | igM | Ig6
Doganetal.(20) | stanbul | 20082013 | 08 | 314 | 02 | 957 | 08 | 993
Gurleketal. (16) |  Rze | 20162018 | 08 | 336 | 09 | 907 | 19 | 981

Karabulutetal.(31) | Denizi | 20082009 | 14 | 37 | o0 | 951 | 12 | 987
Kasapetal (18) | Mugla | 20142015 | 37 | 188 | 08 | 85 | 03 | 904
Numanetal(21) | istanbul | 20132035 | 0 | 31 | 02 | 942 | 05 | 995
Sirinetal.(35) |  lzmir | 20142016 | 19 | 323 | 15 | 989 | 12 | 935

Our study Istanbul 2017-2019 0.6 24.0 0.3 86.4 2.3 99.0
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As long as they are not considered high-risk (e.g., pregnant
women who are pet owners), screening tests for Toxoplasma
are not performed again in the last weeks of pregnancy for
those tested as seronegative in our hospital. However, it has
been shown in a previous study that performing a screening test
every month for early detection of acute infection in pregnant
women, who were seronegative, significantly reduces the risk
of congenital Toxoplasma infection (14). Because Toxoplasma
1gG seroprevalence is not high in our country and the treatment
of acute toxoplasmosis infection during pregnancy is possible,
Toxoplasma screening should be recommended to all pregnant

women in the first trimester.

The World Health Organization intends to eradicate Rubella
around the world by 2020 through worldwide vaccination
programs (15). Therefore, in many countries worldwide, Rubella
seropositivity is screened before pregnancy and during the first
trimester of pregnancy. Despite effective vaccination programs,
Rubella seropositivity has been reported to vary from 71% to
98% in some countries (16). The vaccination against Rubella,
which began in 1995 in Turkey, has been continuing since 2006
to include all individuals under 18 years. A notice issued by
the Ministry of Health in 2008 aimed to achieve a 95% rubella
vaccination rate and to ensure continuity throughout the country
with the Rubella vaccine within the framework of an extended
immunization program. In studies conducted in our country,
the seroprevalence of rubella IgG varies between 86% and 99%
(Table 3). Accordingly, in some of our provinces, the immunity
rates against rubella have not yet reached the desired level (16-
19). In 3 different seroprevalence studies conducted in Istanbul,
Rubella 1gG seropositivity was 95% (20-22). We have found the
Rubella IgG seropositivity rate to be 86.4% in the current study.
Unlike other studies conducted in Istanbul, we believe the
decrease we observed in Rubella IgG seropositivity is the result
of our hospital being located in a low sociocultural environment
and providing extensive service to Syrian immigrants. Although
there were no Rubella IgM positive and IgG negative pregnant
women in our study, 22 women were both IgM and IgG positive
for Rubella. Birth records of 9 of these 22 pregnant women were
obtained and reviewed. No anomalies suggesting congenital
Rubella syndrome were noted in any of the newborns.

It is our opinion that following up the mothers’” immune
status against Rubella and administering the Rubella vaccine
to women before pregnancy is the most effective method to
prevent congenital Rubella syndrome. Although women who are

vaccinated with the Rubella vaccine are advised not to conceive for
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at least one month after vaccination, it is also not recommended

to terminate the pregnancy if vaccinated accidentally.

Congenital CMV infections, which may cause many sequelae,
generally occur when a woman is infected during pregnancy
or shortly before conceiving. The fetus may be affected both
primarilyandrecurrently (30%—-50%), with a vertical transmission
rate of less than 1% (9). Antiviral treatment of pregnant women
is not recommended in CMV infections, mostly because there
is no existing antiviral drug that can reduce transmission to
the fetus. Socioeconomic status, living conditions, cultural and
nutritional habits, and hygienic conditions are determinative
factors in CMV seropositivity. Seropositivity rates were reported
as high as 100% in Thailand, 91% in Iran, 78% in Russia, 56.8% in
Australia, 56.3% in Finland, and 46.8% in France (23-25). Except
for astudy conducted by Karacan et al. (22), CMV seroprevalence
greater than 90% was found in all other seroprevalence studies
conducted in our country (Table 3). In the current study, we also
found a CMV seropositivity rate of 99% in pregnant women. We
believe the high CMV IgG seropositivity observed in our study
was related to the population's low sociocultural status served
in our hospital. The American College of Obstetricians and
Gynecologists does not recommend routine screening for CMV
(26). Considering the high rate of seropositivity in our study,
we also do not routinely recommend CMV screening to every
pregnant woman. As an exception, however, prenatal CMV
screening may be considered for expectant women in groups at
high-risk for CMV infection (e.g., those who work in hospitals,

nursing homes, nurseries, and schools).

The limitations of the current study were that of its retrospective
design with the lack of I1gG avidity tests in some patients in
which both IgM and IgG were positive, unknown Rubella
vaccination status of pregnant women, and the lack of long-
term results of the babies with suspected acute infections.
In light of the seroprevalence studies of TORCH infections
conducted in Turkey, we believe that pregnancy monitoring can
be standardized throughout the country by creating of a proper

TORCH infection screening algorithm in pregnant women.
5. Conclusion

We observed the seroprevalence rates of Toxoplasma, Rubella,
and CMV in pregnant women who presented to our hospital
between January 2017 and October 2019. Because Toxoplasma
IgG seroprevalence is not high, and there is an effective
treatment for acute toxoplasmosis infection, we believe that
toxoplasma screening should be recommended to all pregnant
women. Because the immunity to the rubella virus is still not



at the desired level in Turkey, we believe screening against
rubella is vital during pregnancy. We believe rubella screening
should be performed before pregnancy in women who intend
to become pregnant. Women who are not immune to rubella
and are not pregnant should be given the MMR vaccine before
any future pregnancies. Finally, we believe that routine CMV
screening is unnecessary in pregnant women owing to the high

seroprevalence of CMV IgG in our country.
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Abstract

Aim: Inflammatory bowel diseases (IBD); ulcerative colitis (UC) and Crohn's disease (CD) are chronic pathologies affecting
young adults. Pregnancy and IBD are multidimensional and could be affected by many variables. In this study, we aimed
to present our pregnants with IBD, and their clinical management and pregnancy outcomes.

Material and method: Pregnants with IBD were retrospectively evaluated and grouped as those with UC and CD. A total
of nine cases were included in this study.

Results: The mean age of the patients was 28.5 + 4.9 years. The mean gravida and parity numbers were 2.6 + 1 and 1.55
+ 1.13 respectively. Six patients with IBD had UC, and three patients had CD. Two patients were newly diagnosed, and
seven patients had a history of IBD. The mean gestational week of the eight patients was 34.2 + 4.55 weeks. The mean
birth weight, and first and fifth minute APGAR scores of the eight patients were 2530 + 956 gr, 7.6 + 0.91 and 8.87 + 0.83,
respectively (n=8).

Conclusion: IBD affects a large group of women of childbearing age. Pregnancy, maternal and fetal outcomes are widely
affected by disease activity. Becoming pregnant can be advised if the disease is quiescent, with rapid and efficient
management of possible flare-ups. Controlling IBD is the main factor for obstetrical prognosis in pregnancy.
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Inflammatory bowel diseases and pregnancy

Amag: inflamatuar Bagirsak Hastaliklari (iBH); tilseratif kolit (UK) ve Crohn hastaligi (CH) geng yetiskinleri etkileyen kronik
patolojilerdir. Gebelik ve iBH ¢ok boyutludur ve bircok degiskenden etkilenebilir. Bu calismada IBH'I olan gebelerimizin
klinik ydnetimlerinin ve gebelik sonuglarinin sunulmasi amaglandi.

Gereg ve Yontem: iBD’si olan gebeler retrospektif olarak incelendi ve UK’i ve CH olan hastalar olarak gruplandirildi.

Toplam dokuz olgu ¢alismaya dahil edildi.

Bulgular: Hastalarin ortalama yasi 28,5 + 4,9 idi. Ortalama gravida ve parite sayilari sirasiyla 2,6 £ 1 ve 1,55 + 1,13 idi.
iBD’si olan alti hastada UK, ii¢ hastada CH mevcuttu. iki hastaya gebelikleri sirasinda yeni tani konuldu, yedi hastada ise
iBH tanisi gebelik 6ncesinde de mevcuttu. Sekiz hastanin ortalama gebelik haftasi 34,2 + 4,55 hafta idi. Ortalama dogum
agirhg, birinci ve besinci dakika APGAR skorlari sirasiyla 2,530 + 956 gr, 7,6 + 0,91 ve 8,87 + 0,83 idi (n=8).

Sonug: iBH, cocuk dogurma caginda olan bircok kadini etkilemektedir. Gebelik, maternal ve fetal sonuglar hastalik
aktivitesinden buyik 6l¢lide etkilenebilmektedir. Hastalik sessiz ise, olasi alevienmelerin hizli ve etkili yonetimi ile gebe
kalinmasi tavsiye edilebilir. IBH’nin kontrolii obstetrik prognoz icin ana faktérdiir.

Anahtar kelimeler: inflamatuar bagirsak hastaligi; iilseratif kolit; Crohn hastaligi; gebelik; yénetim

1. Introduction

Inflammatory Bowel Diseases (IBD); ulcerative colitis (UC), and
Crohn's disease (CD) are chronic pathologies affecting young
adults. The severity of these diseases, characterized by swollen
and damaged tissues on the intestines' inner wall, varies over
time and from patient to patient. Exacerbations and remission
periods describe the natural course of these diseases. Some
of the patients, especially those with CD, undergo surgical
intervention at some time in their lives. Significant side effects
of the drug usage and surgical interventions' results impose
additional problems on the patients (1-3).

Although most young adult patients want to have children, fears,
drug usage, surgical interventions, and the disease's inflammatory
activity can be dissuading. Pregnancy and IBD are multidimensional
and could be affected by many variables. Physicians concerned with
IBD should consider pregnancy as a physiological process requiring
a specified period based on chronic disease, and treatment should
be planned accordingly (4).

In this study, we aimed to present the maternal and fetal results
and clinical management of pregnant women with IBD and
discuss this issue in light of the current reviews and meta-analysis.

2. Material and Method

The pregnant women with IBD monitored in a tertiary health
center between 2014 and 2017 were evaluated and grouped
as those with CD (5) and those with UC. In this study, nine
cases were included. We retrospectively collected and analyzed
clinical data, which did not interfere with medical treatment.
According to the World Medical Association Declaration of
Helsinki “Ethical Principles for Medical Research Involving
Human Subjects” principles, the current study was organized.

The follow-ups of the patients were performed by
gastroenterology and perinatology departments. The
gastroenterology clinic specialists performed the laboratory
examinations, including hemogram, biochemistry, C-reactive
protein (CRP), International Normalized Ratio (INR), albumin,
and bilirubin level measurements. They followed the patients
clinically for clinical signs, including abdominal pain, diarrhea

(usually without blood), and bloating-. Gastrointestinal
endoscopy was performed in all of the patients to evaluate
the bowel lumen. Concurrently, the biophysical evaluation
of the fetuses and obstetrics follow-ups was performed with
ultrasonography by obstetricians. The route of delivery was
either vaginal delivery or cesarean section at the time of labour.

For the literature review; the meta-analysis conducted in 2015
by Otoore et al. was used for the literature research until 2015
(6). From 2015 to May 2020, PUBMED was researched with the
keywords “inflammatory bowel disease” and “pregnancy” and
related articles included in to study.

Statistical Analysis

Data analysis was performed using IBM SPSS Statistics 20.0
software (IBM Corporation Software Group, New York, United
States of America). Our categorical data included age, gravida
number, parity number, gestational week, birth weight, and
APGAR score were evaluated using descriptive statistics for
analysis. Descriptive statistics for these continuous variables
were presented as mean tstandard deviation (SD).

3. Results

The mean age of the patients was 28.5 + 4.9 years. The mean
gravida and parity numbers were 2.6 £ 1 and 1.55 £ 1.13,
respectively. Six patients with IBD had UC, and three patients
had CD. Two patients were newly diagnosed, and seven patients
had a history of IBD. Pregnancy ended with an abortion in the
8t week of pregnancy in one patient with refractor CD. The
mean gestational week of the remaining eight patients was
34.2 + 4.55 weeks. Among eight patients, vaginal delivery was
performed in three patients, and the cesarean section was
performed in five patients due to the obstetric indications. The
mean birth weight, and first and fifth minute APGAR scores
were 2,530+ 956 grams, 7.6 £ 0.91 and 8.87 £ 0.83, respectively.
The exploratory laparotomy was required in two patients with
CD in the 26" and 27" weeks of gestation. Sigmoidoscopy was
performed to confirm inflammation. Prematurity complications
were observed in two babies born at 26% and 28" weeks of

gestation (Table 1). All cases are shown in Table 1 in detail.
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4, Discussion

CD is primarily diagnosed with the highest rates in the second
and third decades of life. When a woman with CD gets pregnant,
the condition should have no adverse effects on pregnancy, and
pregnancy should not lead to an exacerbation of CD (5).

If conception occurs during the remission period of the IBD, the risk
of relapse does not change. Therefore, patients should be advised to
become pregnant at a quiescent period of the disease. In con-trast,
if fertilization occurs during a period of exacerbation, there is a risk
of persistent activity or higher relapse rates during pregnancy (7, 8).
Pregnancy and fetal outcomes become worse in pregnancy after
disease onset than pregnancy before disease onset (9, 10). Six of the
patients included in our study had an IBD history; four experienced
exacerbations in the disease. Only one of the patients underwent an
exploratory laparotomy in the 26™ week of gestation due to bowel
adhesions and delivered the baby in the 28 week of gestation. The
two disease-activated patients were delivered at 26th and 36" weeks
of gestation. IBDs mostly affect a young population at reproductive
age. Despite recent medical treatment improvements, an increased
risk of adverse pregnancy outcomes in patients with IBD still exists
(11). Adverse outcomes include preterm delivery (before 37 weeks
of gestation), low birth weight (12, 13), and small size regarding the
gestational age of birth (SGA) (14, 15). O-Toole A. et al. have found
that IBD is associated with preterm birth, SGA, and stillbirth (6). One
of our patients that had a delivery in the 26" week of pregnancy had
chronic placental insufficiency. She was under immunosuppressive
and anti-inflammatory treatments. Some data associated with these
drugs show an increased preterm birth rate, stillbirth and low birth
weight. However, these adverse pregnancy outcomes may also be
associated with active IBD (16, 17). The current study results showed
that the activation of the disease might cause preterm birth. Pervez
H et al. have found IBD to be associated with preterm delivery (18).
Morales et al. studied the effects of CD on the course of pregnancy,
and they reported that exacerbation of the disease was associated
with an increased risk of premature labour. In contrast, conception
during exacerbation was associated with an increased risk of
miscarriage (19). Similarly, one of the patient in our series, refractory
for two years, and who received anti-TNF, had a miscarriage.

IBD is considered to be related to low fecundability rates. Ban
L et al. have found that women with CD and women who had
surgical intervention are related to decreased fertility rates
compared to the general female population (20). Hashash JG
et al. reported that if surgery is needed for a female patient’s
health, then alternative methods of conception, such as in vitro
fertilization, should be considered (8). Opposite to this study,
Lavie | et al. have released that women with IBD who underwent
ART do not significantly decrease the rate of fertilization (21).

Suppose complications occur during the pregnancy of a patient
with CD or UC. In that case, the decision of surgery should be
guided by the principle that if a surgical intervention is the
best option for the patient, it is usually the best option for the
unborn child (22). Laparotomy was done in two patients with
exacerbation of the disease. Adhesiolysis was performed in one
of those patients (due to rectal bleeding), and surgical resection
(due to ileus) was conducted in the other patient.
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According to European Crohn's and Colitis Organisation (ECCO)
guidelines (23), standard endoscopic procedures (gastroscopy,
colonoscopy) are generally considered safe during pregnancy. We
safely performed endoscopy in patients with suspected disease
exacerbation. 5-ASA compounds and corticosteroids commonly
used are very safe for use in IBD treatment during pregnancy
(24). No association of combination therapy with a higher
risk for spontaneous abortion, low birth weight, congenital
abnormalities, and cesarean section was confirmed with the
data from the Pregnancy in Inflammatory Bowel Disease and
Neonatal Outcomes (PIANO) registry (25). Boyd HA et al. have
found that women with IBD are at increased risk of significant
congenital malformations. These associations are explained by
severe disease, as reflected by systemic corticosteroid use (26).

Shand AW et al. and Pervez H et al. have determined that
pregnancies complicated by IBD have higher cesarean section
rates (13, 18). Bar-Gil SA et al. have found that delivery mode
does not influence the natural history of IBD, and vaginal
delivery is not associated with an increased risk of subsequent
perianal disease in women with CD (10). When choosing the
type of delivery, only patients with active perianal disease or
fistulas with acute inflammation should be advised to have a
cesarean section (27). In our study, we performed the cesarean
section only in the presence of obstetric indications.

IBD affects a large group of women of childbearing age. IBD patients
are as fertile as other women in society. Pregnancy, maternal and
fetal outcomes may widely be affected by disease activity. Both CD
and UC patients can experience a healthy, disease-free pregnancy
if they become pregnant during remission. This period should not
be considered a crisis, and pregnancy follow-up should organize in
a multidisciplinary process (10). Patients expect guidelines from
obstetricians on how to prepare themselves for pregnancy, as well
as information on whether the disease affects fertility, the course
of pregnancy, or whether there is a risk of congenital defects
associated with inflammation of the bowel or treatment thereof,
or whether children may inherit the disease. The agents used in
the disease can be used in multiple pregnancy and lactation period.
Additionally, information on pregnancy and lactation on the course
is essential to making fully conscious decisions regarding pregnancy
and lactation. Access to factual information reduces the concerns
of patients, reducing the rate of voluntary childless patients.

All these findings show that IBD makes pregnancy complicated,
so many trials have been conducted to explore the impact of
IBD on pregnancy and the fetus. A comprehensive review of the
literature on the subject is shown in Table 2.

In conclusion, control of IBD is the main factor for obstetrical
prognosis in pregnancy. Becoming pregnant can be advised if
the disease is quiescent, with rapid and efficient management
of possible exacerbations. The delivery route should be
determined on a case-by-case basis, considering pregestational
faecal incontinence and the perineum's clinical appearance.
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Postmenopozal vajinal kanamasi olan hastalarin ultrasonografi ve
histopatoloji sonuglarinin degerlendirilmesi

Evaluation of ultrasonography and histopathology results of patients
with postmenopausal vaginal bleeding
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Oz
Amag: Postmenopozal vajinal kanama (PVK) sikayeti ile basvuran hastalarda ultrasonografide saptanan endometrial
kalinlik ve histopatoloji sonuglarinin degerlendirilmesi.

Gereg ve Yontem: Bu tanimlayici retrospektif calisma, Ocak 2015-Ekim 2020 tarihleri arasinda Saglik Bilimleri Universitesi
Umraniye Egitim ve Arastirma Hastanesi’ne PVK sikayeti ile basvuran hastalarin (n=357) medikal kayitlarinin incelenmesi
ile yapilmistir. Hastalarin yas, menopoz suresi, transvajinal ultrasonografi (TVUSG) ile 6lgilmls olan endometrium
kalinhklari ve endometrial 6rneklemelerin histopatoloji sonuglari incelenmistir.

Bulgular: Hastalarin ortalama yasi 59,4 + 9,1, ortalama menopoz siiresi 10,7 + 9,3 yil ve TVUSG’de tespit edilen ortalama
endometrial kalinhgl 7,8 + 6,1 mm idi. Hastalarin histopatoloji sonuglari incelendiginde (n=357); 165’i (%46,2) ylzey
epiteli veya proliferatif/sekretuar endometrium, 73’ (%20,4) endometrial polip, 67’si (%18,7) yetersiz materyal, 24U
(%6,7) malignite, 19'u (%5,3) endometrial hiperplazi, 5’i (%1,4) kronik endometrit ve 4’ti (%1,1) atrofik endometrium
ile uyumlu seklinde rapor edilmisti. Malignite tespit edilen 24 hastanin 22’sinin (%91,7) endometrium kalinligi 5 mm ve
Gizerindeyken iki hastanin endometrium kalinligi 5 mm’nin altinda idi. PVK’si olan hastalarda endometrium kalinhginin
sinir degeri 5 mm alindiginda TVUSG’nin endometrium kanserini yakalamadaki duyarhhgi %91,6, 6zgilligl %66,4, pozitif
prediktif degeri %9,1 ve negatif prediktif degeri %$98,2 olarak belirlendi.

Sonug: PVK'nin en sik nedeni olarak kabul edilen atrofik endometrium haricinde de birgok patolojik durumun PVK’ya
neden olabilecegi unutulmamalidir. PVK’si olan ve ultrasonografide 5mm’den daha az endometrial kalinlik saptanan
hastalarda da endometrium kanseri olabilecegi akilda tutulmalidir.

Anahtar Kelimeler: Postmenopozal vajinal kanama; ultrasonografi; histopatoloji; atrofik endometrium; endometrium kanseri
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KALE
Postmenapozal vajinal kanama

Abstract

Aim: To evaluate the endometrial thickness in ultrasonography and histopathology results in patients presenting with
postmenopausal vaginal bleeding (PVB).

Material and method: This descriptive retrospective study was conducted by analyzing the medical records of 357
patients who applied to University of Health Sciences Umraniye Training and Research Hospital with the complaint of
PVB between 1t January 2015 and 31 October 2020. The age, duration of menopause, endometrial thickness measured
in transvaginal ultrasonography and histopathology results of endometrial sampling were evaluated.

Results: The mean age of the patients was 59.4 + 9.1 years, the mean duration of menopause was 10.7 + 9.3 years, and
the mean endometrial thickness detected in transvaginal ultrasonography was 7.8 + 6.1 mm. From the histopathology
results of 357 patients; 165 (46.2%) were surface epithelium or proliferative/secretory endometrium, 73 (20.4%) were
endometrial polyps, 67 (18.7%) were insufficient material, 24 (6.7%) were malignancy, 19 (5.3%) were endometrial
hyperplasia, 5 (1.4%) were chronic endometritis and 4 (1.1%) were atrophic endometrium. While 22 of 24 (91.7%) patients
with malignancy had an endometrial thickness of 5 mm and above, two patients had an endometrial thickness less than
5 mm. When the cut-off value of endometrial thickness was considered 5 mm in patients with PVB, the sensitivity,
specificity, positive and negative predictive values of transvaginal ultrasonography in detecting endometrial cancer were
determined as 91.6%, 66.4%, 9.1% and 98.2%, respectively.

Conclusion: It should not be forgotten that many pathological conditions may cause PVB, except atrophic endometrium,
which is considered the most common cause of PVB, and should be kept in mind that patients with PVB and endometrial

thickness less than 5 mm in ultrasonography may also have endometrial cancer.

Key words: Postmenopausal vaginal bleeding, ultrasonography; histopathology; atrophic endometrium; endometrial cancer

1. Giris

Overlerdeki folikillerin azalmast ile birlikte hormonal aktivitenin
kaybina bagh olarak menstriel kanamalarin en az bir yil siire
ile kesilmesine menopoz ve menopoza girildikten sonra olan
vajinal kanamaya ise postmenopozal vajinal kanama (PVK)
denilmektedir. Menopozdaki kadinlarin yaklasik %4-11'inde
PVK bildiriimektedir (1). PVK’ya siklikla endometrium veya
vajina mukozasindaki atrofi neden olmaktadir. Diger sebepleri
ise endometrial hiperplazi, endometrial polipler, submukoz
leiomyomlar ve endometrium kanseridir (2). Endometrium
kanseri olan postmenopozal kadinlarin %90'indan fazlasinda
ilk bulgu PVK iken, PVK'larin sadece %1-14'Unde sebep
endometrium kanseridir (3). Amerikan Obstetri ve Jinekoloji
Koleji (ACOG) PVK sikayeti ile basvuran hastalarin tranvajinal
ultrasonografi (TVUSG) ile degerlendirilmesini 6nermektedir.
ACOG bilteninde TVUSG'de <4 mm olan endometrium
kalinliginin endometrium kanseri igin %99'dan biylk bir negatif
prediktif degere sahip oldugu rapor edilmistir (3).

Bu bilgilerin 15181 altinda bu calismada, son alti yil igerisinde
hastanemize PVK sikayeti ile basvuran hastalardaki TVUSG’de
saptanan endometrial kalinhk ve histopatoloji sonuglarinin
retrospektif olarak degerlendirilmesi amaglanmistir.

2. Gereg ve Yontem

Saghk Bilimleri Universitesi, Umraniye Egitim ve Arastirma
Hastanesi Etik Kurulu’ndan gerekli onaylar alindiktan sonra, 01
Ocak 2015 ile 31 Ekim 2020 tarihleri arasinda hastanemiz Kadin
Hastaliklari ve Dogum Bolimi’ne PVK sikayeti ile basvuran
hastalarin yas, menopozal durum, fizik muayene ve transvajinal
ultrasonografi bulgulari ile endometrial biyopsi sonuglari
retrospektif olarak hastane kayitlarindan tarandi. Calismaya PVK
tanisi ile hem poliklinik kosullarinda lokal anestezi altinda, hem
de ameliyathanede genel anestezi altinda pipel veya probe/
dilatasyon kiretaj yontemi ile endometrial 6rneklemesi yapilan
hastalar dahil edildi. Hastalarin transvajinal ultrasonografi
incelemeleri hastanemizin jinekoloji polikliniklerinde kullanilan
Hitachi Aloka Prosound F37 Ultrasound Machine (Hitachi
Medical Systems Europe Holding AG) cihazlari ile yapildi. ACOG
bilteninin 6nerisi dahilinde (3) TVUSG’de 6lglilen endometrial
kalinhk icin 5 mm degeri esik deger olarak kabul edildi ve bu
deger ile endometrium kanserinin prediksiyonu gerekli istatistiki
analizler ile hesaplandi. Elde edilen tim veriler tanimlayici

istatistiki analizler ile degerlendirildi.
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istatistik
Veriler SPSS 22.0 (Statistical Package for Social Sciences, SPSS
Inc., Chicago, IL) paket programi kullanilarak analiz edilmistir.
Calisma verileri degerlendirilirken tanimlayici istatistiksel
metodlar (ortalama, standart sapma, frekans) kullanilmistir.
TVUSG'da

endometrial kalinlik icin 5 mm esik degerine gore duyarlilik,

Endometrium  kanserinin  tespitinde olgilen

ozgullik, pozitif ve negatif prediktif degerler hesaplanmistir.
3. Bulgular
01 Ocak 2015 ve 31 Ekim 2020 tarihleri arasinda hastanemizde

PVK sikayeti ile basvuran ve endometrial érneklemesi yapilan

357 hasta tespit edildi. Hastalarin ortalama yasi 59,4 + 9.1,
ortalama menopoz siresi 10,7 + 9,3 yiIl ve TVUSG'da tespit
edilen ortalama endometrium kalinlig1 7,8 £ 6.1 mm idi.

Hastalarin histopatoloji sonuglari incelendiginde (n=357); 165’i
(%46,2) yuzey epiteli veya proliferatif/sekretuar endometrium,
73’0 (%20,4) endometrial polip, 67’si (%18,7) yetersiz materyal,
24'G (%6,7) malignite, 19'u (%5,3) endometrial hiperplazi, 5’i
(%1,4) kronik endometrit ve 4’ (%1,1) atrofik endometrium ile
uyumlu seklinde rapor edilmisti. Histopatolojik sonuglara gore
hastalarin yas ortalamalari, menopoz siirelerive TVSUG’da 6lgilen

ortalama endometrium kalinliklari Tablo 1'de 6zetlenmistir.

. .. Yas ortalamasi (yil) | Menopoz siiresi (yil) | Endometrial kalinlik (mm) | Hasta sayisi (n=357)
Histopatolojik Tanilar (Ort £ 55) (Ort £ 55) (Ort £ 55) %)

Endometrial polip 61,0+9,0 12,5+9,2 10,5+6,6

73 (%20,4)

68,7+ 8,9 19,2+9,9 13,6 + 8,9 24.(%6,7)

62,0+ 15,0 14,4 14,5 94£7,6

Ort +SS: Ortalama +Standart Sapma

5 (%1,4)

Endometrial hiperplazi sonuglarinin 9 tanesi atipisiz, 10 tanesi
atipili endometrial hiperlazi idi. Patoloji sonucu malignite olarak
raporlanan 24 hastanin; 17 tanesine endometrioid karsinom, 2
tanesine squamoz hiicreli karsinom, 2 tanesine berrak hiicreli
karsinom, 1 tanesine karsinosarkom ve 1 tanesine de metastatik
karsinom (klicuk lenfositik lenfoma) tanisi konuldu.

Hastalari TVUSG’de olgiilen endometrium ¢ift duvar kalinligi

<5mm ve =5 mm olarak gruplandirdigimizda patoloji sonucu
kanser ile uyumlu olan 22 hastanin endometrium kalinligi
>5 mm iken sadece iki hastada endometrium kalinligi <5 mm
olarak saptanmistir (Tablo 2). Hastalarda TVUSG’de saptanan
endometrium kalinliginin sinir degeri 5 mm olarak alindiginda
TVUSG’nin endometrium kanserini belirlemedeki duyarhhgi
%91,6, 0zgUlligu %66,4, pozitif ve negatif predif degerleri %9,1
ve %98,2 olarak hesaplanmistir.

Endometrial Kalinlik Toplam

Histopatolojik Tanilar

Endometrial polip, n (%)

<5 mm

12 (%16,4)

25mm n (%100)

61 (%83,6)

Malignite, n (%) 2 (%8,3) 22 (%91,7)
Kronik endometrit, n (%) 2 (%40) 3 (%60)

Hastalarin 67’sinde (%18,7) endometrial 6rnekleme yetersiz
materyal olarak sonuglanmistir. Hastalarin TVUSG’de saptanan

endometrium kalinhginin sinir degeri 5 mm olarak alindiginda,
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>5 mm endometrium kalinhgr olanlarda yetersiz endometrial
ornekleme orani %11,9 iken, <5 mm olanlarda bu oran %33,3’e
¢ikmistir (Tablo 3).
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Tablo 3. Hastalarin endometrium kalinligi (<5 mm vs 25 mm) ile endometrium 6rneklemesinin yetersizligi arasindaki iliski
Endometrial Kalinlik Yetersiz endometrial 6rnekleme Yeterli endometrial 6rnekleme Toplam
n (%) n (%) n (%100)
<5 mm 38 (%33,3) 76 (%66,7) 114
>5mm 29 (%11,9) 214 (%88,1) 243
67 290 357
4. Tartisma yaptigi bir calismada 5 mm’den az endometrium kalinligi olan
ACOG PVK'min en sk nedeni olarak vajen ve/veya hi¢ bir hastada endometrium kanserine rastlanmamis ve kanser

endometriumdaki atrofik degisiklikleri bildirmektedir (3).
Ulkemizde ise bu konuda yapilmis calismalarda histopatolojik
PVK'da en sik

endometrium dokusuna ait ylizeyel endometrial hiicreler (4),

degerlendirmelere gore neden olarak
endometrial polip (5, 6), yetersiz materyal (7) gibi farkli sonuglar
bildirilmistir. 357 hastanin degerlendirildigi calismamizda ise
histopatolojik degerlendirmeler neticesinde en sik neden
olarak ylzey endometrium epiteli veya proliferatif/sekretuar
endometrium tespit edilmis olup, sadece 4 (%1,1) hastada
PVK nedeni olarak atrofik endometrium saptanmistir. Bizim
bulgularimiz neticesinde PVK’'nin en sik nedeni kabul edilen
haricindeki nedenlerin de ciddi

atrofi oranlarda PVK’ya

sebebiyet verebilecegi akilda tutulmalidir.

PVK'da esas endiselenilen durum altta yatan bir kanserin
%90’nindan
fazlasi perimenopozal donemde gorilmekte (8) ve vakalarin

olup olmamasidir. Endometrium kanserlerinin
yaklasik %95’inde ilk bulgu vajinal kanama olmaktadir (8, 9).
2011 yilinda yayinlanan sistematik bir derlemede PVK'nin
tanisinda  TVUSG, (Sis),

histereskopi ve endometrium o&rneklemesi degerlendirilmis

ayirici salin infuzyon sonografi
ve dort yontemin de endometrium kanserini diglamak igin
kullanilabilecegi belirtilmistir. Ancak bu yontemlerin hangi
algoritmaya goére kullanilmasi gerektigi konusunda bir fikir
birligine varilamamistir. Yine ayni derlemede PVK’si olan
hastalarda endometriyum kanseri prediksiyonu agisindan
TVUSG’de endometrium kalinliginin sinir degerinin 3 mm olarak
alinmasi 6nerilmis ancak bu degerin de maliyet etkinliginin
vurgulanmistir  (9). 2018 vyilinda
yayinlanan ACOG bildirisinde; PVK’sI olan hastalarda TVUSG'de

<4 mm endometrium kalinhginin endometrium kanseri icin

henliz gosterilemedigi

%99’dan daha fazla bir negatif prediktif degere sahip oldugu
belirtilmistir. Ancak hastalarin degerlendirilirken obezite, tip 2
diabetes mellitus, polikistik over sendromu ve ailesel jinekolojik
kisisel

kanser oykisi gibi ozelliklerinin de g6z Onlinde

bulundurulmasi dnerilmistir (3). Ulkemizden Selguk ve ark/nin

tanisi alan olgularda endometrium kalinliginin 8 ile 33 mm
arasinda oldugu rapor edilmistir. Yine ayni calismada TVUSG
ile degerlendirmede 5 mm endometrial kalinlik sinir degerinin
endometrial kanseri belirlemedeki duyarlihgl %100, 6zgulligu
%27.6 olarak saptanmistir (4). Ulusal baska bir ¢alismada ise
sinir deger yine 5 mm alinmis ve TVUSG'nun endometrium
kanserini saptamadaki duyarliligi %88, 6zgulliglii %36 olarak
belirtilmistir (6). Bizim calismamizda ise 5 mm sinir deger ile
TVUSG'nin endometrium kanserini yakalamadaki duyarhhgi
%91,6, 6zgulligu %66,4 olarak hesaplanmistir. Bu bilgilerin 1sigi
altinda TVUSG degerlendirmesinde endometriyum kanserinin
prediksiyonu acisindan endometriyal kalinlik sinir degeri icin
>5 mm degerinin alinabilecegi sonucu ortaya ciksa da, Tip 2
endometriyum kanserlerinin atrofik endometriyum zemininde

gelistigi gercegi de unutulmamalidir.

Diger bir 6nemli sorun da PVK’si olan hastalarda yapilan
endometrial 6rneklemeninyetersizmateryalile sonuglanmasidir.
Yapilan bir calismada pipel ile endometrial 6rnekleme igin
yeterli doku elde etmenin primer olarak endometrial kalinhk
ile iliskili oldugu ve endometrium kalinligi 5 mm’den az olan
hastalarda yeterli edometrial doku elde etme oraninin %27
oldugu belirtilmistir (10). 2016 yilinda yayinlanan bir derlemede
ise PVK’si olan hastalarda tanida kullanilan dilatasyon kiretaj
yontemi ile yetersiz endometrial doku elde etme orani %7
ile %76

Hem pipelle hem de probe/dilatasyon kiiretaj islemi ile alinan

(ortalama %31) oranlari arasinda bildirilmistir (11).

endometrial doku Orneklerinin incelendigi ¢alismamizda ise
yetersiz endometrial doku 6rnekleme oranimiz ortalama %18,7
idi ve 5 mm’den daha az endometrium kalinligi olan hastalarda
bu oran %33,3’e kadar g¢ikmaktaydi. Literatiir ve calismamiz
sonuglari neticesinde, PVK’si olan ve TVUSG’de endometriyal
kalinhgi <5 mm olan hastalarda endometriyal 6rnekleme
planlanacak ise yetersiz materyal sonucu ile kargilamamak adina
probe/dilatasyon kiiretaj yonteminin sec¢iminin daha uygun bir
yaklasim olacagi goziikmektedir.
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sonuglarinin degerlendirildigi ¢alismamizin limitasyonlarina
deginilecek olursa; dizayninin retrospektif olmasi, hastalarin
PVK siresi, vicut kitle indeksi, ailesel kanser oykisu ve/
veya postmenopozal hormon kullanimi gibi 6nemli kisisel
ozelliklerinin bilinmemesi ve goreceli olarak hasta sayisinin az

olmasi 6nemli kisitlayici 6zellikleri idi.

Sonugta, PVK’'nin en sik nedeni olarak kabul edilen atrofik
endometrium haricinde de bir¢cok patolojik durumun
PVK’ya neden olabilecegi unutulmamalidir. PVK’si olan ve
kalinlik

saptanan hastalarda da endometrium kanseri olabilecegi akilda

ultrasonografide 5mm’den daha az endometrial

tutulmalidir.
Cikar catismasi

Bu yazi tamamen bilimsel amagla yazilmis olup, yazarlarin bu

yazi ile ilgili herhangi bir ¢cikar catismasi bulunmamaktadir.
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Hipoaktif cinsel istek bozuklugunun yonetimi

Management of hypoactive sexual desire disorder
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Oz

Hipoaktif cinsel istek bozuklugu kadinlarda en sik gorilen cinsel istek bozuklugudur. Bu derlemede cinsel fonksiyon
bozuklugu olan kadinlarda azalmis cinsel arzuya yonelik olarak tarama yapilmasi ve hangi durumlarda kisinin tedaviye
ihtiyaci oldugunun belirlenmesi amaglanmaktadir. Ayrintili tibbi ve seksiel 6ykl tedavinin yonlendirilmesinde en 6nemli
basamaktir. Laboratuvar testleri ayirici tanida 6nem kazanmaktadir. Tedavi basamaklarinda 6ncelikli olarak hastaya egitim
ve danismanlik verilmesi ve davranissal terapi uygulamasi ile baslanmalidir. Etki eden faktorlerin modifikasyonu dnemlidir.
Bu basamaklardan sonra yanit alinamazsa medikal tedavi uygulanmalidir.

Anahtar kelimeler: Hipoaktif cinsel istek bozuklugu; kadinda cinsel fonksiyon bozukluklari; azalmis cinsel arzu

Abstract

Hypoactive sexual desire disorder is the most common female sexual dysfunction. This review aimed to screen for
decreased sexual desire in women with sexual dysfunction and determine which cases need treatment. Detailed medical
and sexual history is the most critical step in guiding the treatment. Laboratory tests gain importance in the differential
diagnosis. Initial treatment should include education, counselling and behavioral therapy. Modification of contributing
factors is essential. If there is no response after these steps, medical treatment should be applied.
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1. Giris

Hipoaktif cinsel istek bozuklugu, kadinlarda en sik gorilen cinsel
fonksiyon bozuklugudur. Hekimlerin bu konuda egitiminin
saglanmasi ve toplumun bu konuda farkindahginin arttiriimasi
daha fazla kadinin hipoaktif cinsel istek bozuklugu sikayeti ile

basvurarak tedavi talep etmelerini saglayacaktir.

1.1. Tanim: Ruhsal Bozukluklarin Tanisal ve istatistiksel El Kitabi
(DSM)-IV’deki hipoaktif cinsel istek bozuklugu ve kadin cinsel
uyarilma bozuklugu kategorileri, DSM-V'de kadin cinsel ilgi ve
uyarilma bozuklugu (female sexual interest/arousal disorder-
FSIAD) adi verilen yeni bir kategoride birlestirilmistir (Tablo
1) (1). Ancak halen literatlirde yaygin olarak hipoaktif cinsel
istek bozuklugu (HCIB) ismiyle kullanilmaktadir. Bu nedenle
derlemede bu ismi ile yer verilecektir. HCIiB tanimlamak icin en

az alti aydir mevcut olan:

- Azalmis veya olmayan spontan arzu (cinsel icerikli distinceler
veya fanteziler); veya erotik ipuglarina ve uyarilmaya azalmis
ya da olmayan yanitsal arzu, cinsel aktiviteyi sirdirmek igin
arzu ve ilginin olmamasi seklinde ortaya ¢ikan cinsel aktiviteye

motivasyon eksikligi,

- Cinsel agri bozukluklarina ikincil olmayan, cinsel aktiviteye
neden olabilecek durumlardan kaginma seklinde davranigsal
cevaplar dahil cinsel aktiviteye baslamak ya da eslik etmekte
istek kaybi,

- Bu durumun sugluluk, Gzuntd, korku, endise, kaygi, yetersizlik

gibi klinik 6Gneme sahip olacak sekilde kiside strese neden olmasi
gerekmektedir (2).

DSM-IV tanisal kategorileri DSM-V tanisal kategorileri

Hipoaktif cinsel istek bozuklugu | Kadinda cinsel ilgi/ uyarilma

Kadinda cinsel uyariima
bozuklugu

bozukluklari basliginda
birlestirildi.

HCIB kiside yasam boyu ya da kazanilmis ve yaygin ya da durumsal
olabilir. Bu tanimlama hem somatik hem de psikiyatrik konulari
icermektedir. HCIB olumsuz duygusal ve psikolojik durum ve
depresyon gibi hastaliklarla birlikte olabilir. Bozulmus beden
algisi, azalmis oOzgiiven, kendini degersiz hissetme, partner
ile iletisim problemleri gibi yasam kalitesini olumsuz yoénde
etkileyen durumlar ile beraber gozlenir. Bireyin tim yonleri ile
degerlendirilmesi gerekmektedir.
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I Hipoaktif cinsel istek bozuklugu

Oncelikle fizyopatolojik mekanizmalarin iyi bilinmesi ve

degerlendirilmesi esasi teskil eder: cinsel istek beyinde
hipotalamus, ventral striatum, amigdala, insula ve orbito-frontal
korteks aktivasyonu gibi pek ¢ok norotransmitterin etki ettigi
anahtar bolgelerde diizenlenmektedir. Dopamin, melanokortin,
oksitosin, vazopressin, norepinefrin sekstiel uyarilma tzerinde
etki ederken, serotonin, prolaktin ve endojen opioidler seksuel
inhibisyon Uzerinde etkilidir. Sempatik aktivitenin uyarilmasi
cinsel organlara kan akisinda artisa neden olur. Fiziksel olarak
vulva, vajen ve Kklitoriste sicaklik ve sekresyonlarin artisi
ile sonuglanir, pelvik taban kaslari gevser ve pudental ve

genitofemoral sinir iletiminde artis meydana gelir (3).
2. Tani

2.1. Azalmis Cinsel istek Taramasi: Tanisal yaklasim icin cinsel
dyki alinarak HCiB’nun tipi belirlendikten sonra “azalmis cinsel
istek taramasi” yapilir. Tarama bes basit soruya evet ve hayir
cevaplarini icermektedir (Tablo 2). ilk dért soru HCIB’nun yaygin
ve kazanilmis oldugunu belirlemek igindir ve igerigi asagida

siralanmistir:

(1) Onceki cinsel ilgi veya arzudan memnuniyet,
(2) Onceki memnuniyet diizeyinde azalma,

(3) Azalmis cinsel arzudan rahatsizlik duyma ve

(4) Cinsel arzuda duizelme istegi (4)

AZALMIS CiNSEL iSTEK TARAMASI
YAYGIN KAZANILMIS HCiB iGiN KISA TANISAL DEGERLENDIRME
2-Cinsel ilgi ya da istek diizeyinizde bir azalma oldu mu? | Evet/ hayir

Evet/ hayir

4- Cinsel ilgi ya da istek diizeyinizin artmasini ister misiniz?

Onceki cinsel arzu ve ilgiden memnun olmamak ve buna bagl

olarak onceki memnuniyete gbre azalma olmamasi yasam
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boyu azalmis cinsel ilgi ve arzu olarak kabul edilmelidir. Besinci
soruda listelenmis yedi faktore ait sorular cinsel istek lzerine
etki etmesi muhtemel durumlara yonelik sorulari icermektedir.
Azalmis cinsel istek ve iliskili stres ve davranissal adaptasyon
partner ile iliskiyi etkileyecektir ya da tam tersi partner ile iliski
problemleri azalmis istege katkida bulunacaktir.

Eger dort sorudan en az birine hayir cevabi verilmisse, yaygin
kazanilmig HCIB kriterlerini karsilamiyor demektir. Ancak durumsal

ya da yasam boyu azalmis cinsel arzu kriterlerini karsilayabilir.

Eger 1’den 4’e kadar sorularin timine evet cevabi verilmis ise
ve besinci sorudaki tim faktorlere hayir cevabini vermis ise,
yaygin kazanilmis HCiB kabul edilmelidir. Eger besinci sorudaki
faktorlerden herhangi biri var ise, ayirici tanida azalmis cinsel
istege neden olabilecek biyolojik faktorler degerlendirilmelidir.
AyricabesincisoruyacevaplaryayginkazaniimisHCiBile durumsal
azalmis cinsel arzu/istek ayirimi icin degerlendirilmelidir.

Gegici stresli donemlerde bireylerde durumsal olarak cinsel
istek kaybi olabilir. Yasam boyu azalmis ya da hig cinsel ilgisi
olmayan ve bundan rahatsizlik duymayan bireyler HCIiB
kriterlerine uymazlar ve bu nedenle degerlendirmeye gerek
yoktur. Uyarilma ve orgazmik problemler gibi eslik edebilecek

durumlarin da dislanmasi gerekmektedir.

Eger yapilan tarama sonucunda tanilariniz strese neden olmayan
azalmis cinsel ilgi, strese neden olan yasam boyu azalmis cinsel
arzu veya durumsal azalmis cinsel arzu seklinde ise uygun sekilde
yonetilmelidir. Azalmis cinsel arzu taramasi HCIB tanisi igin
rahatlikla kullanilabilecek hizli bir tarama yéntemidir. Etiyoloji

ve modifiye edilebilecek faktorlere yonelik tarama saglar (5).
2.2. Cinsel 6ykii

Azalmig Cinsel istek Taramasina ek olarak cinsel dykiiniin de
alinmasi ve detaylandirilmasi gereklidir. Simdiki ve 06nceki
cinsel ilgi/istek durumu ile birlikte diger seksutel fonksiyonlarin
uyarilma, orgazm, cinsel aktivite sirasinda agri/rahatsizlik hissi
sorgulanmalidir. Cinsel fonksiyonlar partnerli ve partnersiz
yapilan seksiel aktiviteler, simdiki ve dnceki partner iliskileri ve
cinsel deneyim 6ykisiinl icermelidir. Partnere karsi olan cinsel
istek eksikligi kadinda stres yol agiyorsa, bu durum HCIB olarak
kabul edilmelidir. Kisa bir psikososyal degerlendirme ile cinsel
islev bozuklugu, hastanin 6zglven ve basa ¢cikma yeteneginin
yani sira sosyal ve mesleki rol performansi lizerine etkileri

degerlendirilebilir.

Gorisme sirasinda kisinin cinsel aktiviteye katilm konusunda
diisik motivasyon diizeyi, spontan cinsel istegin kaybi (cinsel
icerikli disunceler, fanteziler), erotik ipucglari ve uyaranlara
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karsi cinsel cevabin olmamasi, cinsel aktiviteye yol acabilecek
durumlardan kaginma ve partneri kaybetmek korkusu ya da
sorumluluktan dolayi cinsel aktivitede bulunma gibi durumlar

sorgulanmalidir (4).
2.3. Fizik muayene

Genellikle fizik muayenede HCiB’'na neden olabilecek spesifik
bir neden bulunamaz. Ancak vulvar ve vajinal dokularin
odaklanilmis muayenesi yapiimalidir. Hormonal vyetersizlige
bagh atrofinin saptanmasinda yardimci olabilir. Ayrica kisiye
genital anatomi ve fizyolojiyi konusunda egitim vermek icin

uygun bir firsat olabilir.
2.4. Laboratuvar testleri

Tibbi 6yki ve fizik muayene sirasinda tespit edilen bulgulara

yonelik laboratuvar testleri ve gorintlileme yontemlerine
basvurulabili. HCiB’nun tanisina ydnelik testosteron diizeyi
dahil spesifik bir biyolojik belirte¢ yoktur. Cinsel istek diizeyinde
azalmaya yol agabilecek komorbid durumlarin tespiti icin eger

klinik olarak gereklilik var ise, hormonal degerlendirme yapilabilir.

Yasam boyu durumsal azalmis istek, iliski problemleri, fiziksel ve
psikolojik travma, endokrinopati ile komplike tibbi problemler
ve tedavi basarisizliginda gerekli uzmanlik alanlarina hasta

yonlendirilebilir.
3. Ayirici Tani - Etkili Faktérlerin Modifikasyonu

Hipoaktif cinsel istek bozuklugu degerlendirmesi primer ya da
sekonder nedenlerin tespit edilebilmesi i¢in uyarilma, orgazm
ve agri gibi diger cinsel problemlerin bir arada ele alinmasi
gereklidir. Onceki cinsel fonksiyonlarin ve partner ile iliski ve
iletisim problemleri de gdzden gecirilmelidir. Yapilan genis bir
gdzlemsel calismada yaygin kazaniimis HCiB olan kadinlarin
%50,2’sinde uyarilma, %42,5’inde lubrikasyon bozuklugu ve
%39’unda her ikisinin birlikte oldugu gosterilmistir (6).

Detayli jinekolojik 6ykiide premenopozal kadinlarda menstruel
diizen, menopozdaki kadinlarda vazomotor semptomlar,
genitolriner atrofi bulgulari, pelvik taban disfonksiyonuna
bagli uriner ve fekal inkontinans cinsel istekte azalmaya neden

olabilecek faktorler agisindan sorgulanmalidir.

Cerrahi menopoz HCIB olasiligini arttiran durumlar arasindadr.
Bilateral salpingo-ooforektomi total ve serbest testosteron
dizeylerini disurerek cinsel istegi azaltmada rol oynar (7,8). Diger
pelvik cerrahiler, travma ve radyoterapi faktorleri de pelvik agri ve
over fonksiyonlari agisindan sorgulanmalidir. Hiperprolaktinemi,
hipopituitarizm, hipotalamik amenore, adrenal yetmezlik, primer
ovaryan yetmezlik, kimyasal ovaryan supresyon gibi durumlar

azalmis androjen diizeyleri ile birlikte cinsel istek dizeyinde



azalmaya yol acabilir. Hipertiroidizm ve insan immunyetmezlik
Virus (HIV) enfeksiyonu seks hormon baglayici globdilin (SHBG)
diizeylerini arttirarak serbest testosteron dizeyini disurir ve
azalmis cinsel istege neden olabilir. Asikar subklinik hipotiroidi ve

hipertiroidi de azalmis cinsel istekle iliskilidir.

Polikistik over sendromu klinik ve biyokimyasal olarak
hiperandrojenemi ile karakterize olmasina karsin, obezite ve
infertilite gibi biyolojik faktorler ve depressif duygulanim, daha
az c¢ekici ve disi hissetme gibi psikolojik nedenlere bagh olarak

cinsel istegi olumsuz yonde etkileyebilmektedir.

Depresif semptomlar HCIB ile iliskilidir ve depresyonun
varliginda %50-70 oraninda artmis cinsel fonksiyon bozuklugu
ile iligkilidir (9). Antidepresanlarin biyik kismi azalmis cinsel
istek ile iliskilidir. Yaygin kazanilmis HCiB olan kadinlarda

yapilan degerlendirmelerde %34’tinde depresyon bulgularinin

oldugu veya antidepresan tedavi aldiklari gorilmustir
(10). Ayrica depresyonun diyabet gibi kronik hastaliklar ile
birlikte olabilecegi de unutulmamahdir. Tip | diyabetli

kadinlarda yapilan arastirmalarda %57’sinde azalmis cinsel
istek oldugu gosterilmistir. Bozulmus glukoz toleransi ve insilin
direnci olan kadinlarda cinsel istek ve memnuniyette azalma
mevcuttur. Toplum tabanli ¢alismalarda viicut kitle indeksi ile
cinsel istegin ters orantili oldugu gosterilmistir. Kilo verme ile
iliskili olarak cinsel istekte diizelme oldugu ve bunun viicut
imajinin dizelmesi ile iliskili olabilecegi bildirilmistir. Obezite
ve metabolik sendromun artmis klitoral vaskiler dirence ve
seksiel uyarilmada azalmaya yol agmasi primer etkinin cinsel
fonksiyonlar tizerinde santral etkiden daha ¢ok genital seviyede

oldugunu dusindirmektedir (11).

Meme kanseri tanisi alan kadinlarda cinsel istekte azalma sik
gorilen bir durumdur. Cinsel problemler hastaliktan bagimsiz
olarak kemoterapiye bagh gelisen iatrojenik menopoza ve
aromataz inhibitorlerinin yan etkilerine bagli olarak ortaya gikan
vazomotor semptomlar ile iliskili bulunmustur. Kemoterapi,
cerrahi ve radyoterapiye kiyasla daha ok cinsel problemlere
neden olur (12-13).

Glukokortikoidler, gonadotropin salgilayici hormon analoglari
ve kombine hormonal kontraseptifler (14) testosteron Gretimini
baskilayarak etki edebilirler. Antiandrojenik aktivite gosteren
ilaclarin (siproteron asetat, spironolakton, finasterid vb.) ya
da SHBG duzeyini yiikselterek serbest testosteron seviyelerini
disuren oral dstrojen, tamoksifen, tiroksin gibi ilaglar seksuel
disfonksiyona neden olabilir (16). Prolaktin seviyelerini arttiran

antipsikotikler de azalmis cinsel istege neden olabilir. (16)
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4., Tedavi

Tedavi stratejileri egitim, degistirilebilir faktorlerin ele alinmasi,
postmenopozal olgulara hormon replasmani, seks terapisi ve

ilag tedavisi olarak siralanabilir.
4.1. Birinci basamak tedavi:

Egitim: Hastanin etkin egitimi bilgi vermek, zaman ayirmak,
iletisim becerilerini gelistirmek, cinsel davranislarda olumlu
degisikliklerisaglayacakbibliyografikkaynaklar 6nermekseklinde

siralanabilir. Egitim U¢ basamak seklinde yapilandirilabilir:

(1) Oncelikle normal seksiiel fonksiyonlar Uzerinde bilgi
verilmelidir. Bilgilendirme spontan ve yanitsal cinsel arzunun
tanimini, cinsel istekte motivasyonun rollnd, yeterli cinsel
uyarilmanin 6nemini, zevkli cinsel deneyimlerin arzu lizerindeki
etkisini, yas ve iliski siresinin etkisini icerebilir.

(2) ikinci olarak, tibbi ve cinsel dykiiden elde edilen ve cinsel
arzu Uzerine etkisi olabilecek duygu durum bozukluklari, iliskide
iletisim problemleri, vicut algisi ile ilgili sorunlarin giderilmesi

gerekmektedir.

(3) Uciincii olarak tedavi icin hastanin motivasyon, uyumu ve

tedavi secenekleri gbzden gegirilmelidir (17).
4.2. ikinci basamak tedavi (Etkili olan faktérlerin modifikasyonu)

Genital uyarilma tedavisi ve agrinin giderilmesi igin vajinal
kayganlastiricilar, vajinal nemlendiriciler, distk doz vajinal
Ostrojen uygulamasi ve intravajinal dehidroepiandosteron
kullanilabilir. Pelvik tabanda hassasiyet ve hipertonisite var
ise, pelvik taban

rehabilitasyonu Onerilebilir. Menopozal

vazomotor semptomlar igin sistemik hormon replasman
tedavisi uygulanabili. HCIB tedavisi ®ncesi cinsel aktivite
sirasindaki agri mutlaka sorgulanmalidir. Jinekolojik hastaliklar,
Uriner ve fekal inkontinans tedavisinin cinsel istek Uzerine
olumlu etkileri vardir. Tip 2 diyabeti olan olgularda yasam
tarzi degisikligi ve kilo kaybinin cinsel fonksiyonlar Uzerine
olumlu etkisi gosterilememistir. Malignitenin kendisi ya da
tedavi sireci sekslel fonksiyonlari olumsuz etkileyebilir. Kisiye
cinsel fonksiyonlara yonelik danismanlik verilmesi ve topikal

uygulamalar olumlu etki saglayabilir.

insomnia ve uyku problemleri kadinlarda cinsel isteksizlige
en sik eslik eden durumlardan biridir. Glnlik yedi saatten az
uyuma azalmis cinsel fonksiyonlar ile iligkilidir. Uyku siiresi ve
kalitesinin arttirilmasi seksiiel fonksiyonlar tizerinde olumlu etki

yapmaktadir (18).

Depresyonun hem kendisi, hem de depresyon tedavi yontemleri
seksuel disfonksiyona neden olabilir. Depresyon tedavi edilirken

136



"» ?/w“

Volume 2 Number 4 p: 133-139

secilen ilaglarin cinsel fonksiyonlar (izerine etkileri gz oniine
alinmalidir. Antidepresan kullanimi sirasinda olusan cinsel
fonksiyon bozukluklari davranissal ya da tamamlayici tedaviler
ile ve ilag tedavisinde yapilan doz azaltma, farkl bir ilagla
degistirme ya da antidot ekleme gibi degisiklikler ile giderilebilir.
Alkol, sigara ve keyif vericimaddeler cinsel fonksiyon bozukluguna
neden olabilir. Cinsel fonksiyon bozukluklarini tedavi ederken
kisinin kullandigi tim ilaglar bilinmelidir. ~ Ciftlerin iletisim
problemlerinin cinsel istek lizerine olumsuz etkisi bulunmaktadir.
Ciftler arasinda negatif iletisimi dizeltmek 6nemlidir, eslerin
cinsel probleme yol agabilecek boyutta baskici ya da talepkar
tutumlariin ele alinmasi igin ciftler bireysel ya da cift terapisi
acisindan degerlendirilmeli ve yonlendirilmelidir (19).

4.3. Uciincii basamak tedavi:

- Seks terapisi: Cinsel fonksiyon bozuklugu olan kadinlarda tedavi
amaciyla bir takim psikolojik uygulamalar yapilmaktadir. Sikhkla
davranigsal terapi, bilissel davranissal terapi ve farkindalik
terapileri uygulanmaktadir. Davranigsal terapi egitimi, iletisim
becerileri ve sensate fokus egzersiz kombinasyonlarini icerir.

(1) Biligsel terapisi, katkida
bulunabilecek gercek¢i olmayan inanglara meydan okumak ve

davranis cinsel sorunlara
HCIB’na neden olan davranislari degistirmek icin tasarlanmistir.
Terapistin yardimiyla, hasta cinsel aktivite ile ilgili olumsuz
davraniglari ve duygulari tetikleyen gergekei olmayan inanglari

tanimlamayi ve meydan okumayi 6grenir (20).

(2) Farkindalik temelli bilissel davranis terapisi, su andaki
farkindaligi ve deneyimlerin yargisiz gozlemini gelistirmeyi
amaglayan egzersizleriigerir. HCiB’na uygulandiginda, farkindalik
egzersizleri cinsel aktivite sirasinda biligsel dikkat dagilmasini
duyumlarin farkindaligini

azaltmaya ve zevkli arttirmaya

yardimci olabilir ( 21).

- Medikal tedavi: HCIB medikal tedavisi hormonal ve non-
hormonal tedaviler olmak tizere ikiye ayrilmaktadir.

1. Hormonal tedavi yéntemleri: Sistemik ya da vajinal
Ostrojen uygulamasi, androjen takviyesi, Tibolon (selektif
Ostrojen reseptor moddilatori), ospemifen olarak siralanabilir.
Semptomatik  postmenopozal kadinlarda  &strojen  ve
progesteron kombinasyonlarinin uygulanmasinin hafif ya da
orta dlizeyde sekstiiel fonksiyonlar Gzerine etki ettigini gbsteren
bir Cochrane veritabani derlemesi bulunmaktadir. Ancak bu
derlemede cinsel fonksiyonlarda iyilesmenin vajinal atrofinin
diizelmesi sonucu agri ve rahatsizlik hissinin azalmasina bagh

olarak saglandigi vurgulanmaktadir (22).

Androjenlerin kullaniminin HCIB tedavisinde énemli yeri vardir.
Hem dogal hem de cerrahi menopoz sonrasiazalmis cinsel istegin

tedavisinde Ostrojen ile kombine transdermal testosteron
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kullaniminin klinik 6Gnemi kanitlanmistir (23). Plaseboya kiyasla
300 pg/d testosteron yama kullaniminin  postmenopozal
kadinlarda hem cinsel istek hem de memnuniyet oranlarini
arttirdigr  gosterilmistir (24). Achilli ve ark. menopozdaki
kadinlarda transdermal testosteron yama kullaniminda cinsel
fonksiyonlar tzerinde olumlu etki tespit etmisler ancak akne
gibi hafif yan etkilere neden oldugunu da belirtmislerdir (25).

Tibolon 19-nortestosteron derivesidir, iki adet 6strojenik ve
bir adet hem progestojenik hem de androjenik metabolite
donusur. Degisik hedef dokularda dokuya selektif hormonal eki
gostermektedir. Beyin, kemik ve vajinal dokuda Ostrojenik etki
gdstermektedir. HCIB olan kadinlarda etkinligine yénelik sinirli
bilgi bulunmaktadir.

Ospemifen doku selektif dstrojen reseptér agonistidir. Disparoni

tedavisi icin onay almistir. Yapilan randomize kontrolli
¢alismalarda 12 hafta boyunca glnlik 60 mg ospemifen
kullaniminin kadin cinsel fonksiyonlari Gzerinde cinsel agri,
uyarilma ve istek alanlarinda istatistiksel olarak anlamli
iyilestirici etkisi oldugu gosterilmistir (26).

2. Non-hormonal tedavi yédntemleri: Santral sinir sistemi

ajanlarini icermektedir.

- Flibanserin: Hipoaktif cinsel istek bozuklugunda kullanilan FDA
onayl tek ilactir. Gunlik tek doz 100 mg yatmadan 6nce kullanilir.
Serotonin Uzerinde hem agonist hem de antagonist etkiye
sahiptir. Toplam 3,500°den fazla kadinin dahil edildigi tg¢ farkh
calismada plasebo ile karsilastirildiginda cinsel arzu seviyesinde
dizelme, cinsel tatminde artma, stres diizeyinde azalma oldugu
gosterilmistir (27-29).
sonrasinda baslamaktadir. Premenopozal kadinlarda en sik goriilen
yan etkisi bas donmesi (% 9,2), uyku hali (% 8,3), bulanti (% 6,5)
ve yorgunluk (% 3,7) olarak belirtilmistir (28). Yan etki insidansini

Flibanserinin etkinligi 8 haftalik kullanim

azaltmak igin gece yatmadan once alinmasi dnerilmektedir. Alkolle
birlikte alinmaktan kaginilmaldir. DAISY ve VIOLET calismalarinda
premenopozal kadinlarda flibanserinin terapotik dozlarinin etkinligi
ve yan etkileri degerlendirilmistir. DAISY calismasinda giinde bir kez
100 mg kullaniminin, VIOLET galismasinda ise hem 50 mg hem
de 100 mg flibanserinin iyi tolere edildigi ve cinsel arzuda anlamh
derecede artis sagladigi tespit edilmistir (30, 31). Postmenopozal
kadinlarda yiritilen SNOWDROP calismasinda ise gece bir kez
100 mg flibanserin kullanimi plaseboya kiyasla cinsel istekte artis
sagladigi gozlenmistir (32).

- Bupropiron: dopamin ve norepinefrin lizerine etkilidir. Major
depresyon ve sigara birakma igin kullaniimaktadir. HCiB’nda
etiket disi uygulama olarak kullanilir ve etkinligi ve glvenilirligi
ile ilgili simirli veri bulunmaktadir. Plasebo ile karsilastirilan
cift kor randomize kontrolli g¢alismalarda 300-400 mg/dL
kullaniimasinin cinsel istegi arttirici etkisi oldugu gosterilmistir



(33). Yan etkileri tremor (%13,5), ajitasyon (% 9,7), agiz kurulugu
(% 9,2), kabizlik (% 8,2), bas donmesi (% 6,1) ve bulanti ve
kusmadir (%4). Antidepresan kaynakl cinsel islev bozuklugu
olan kadinlarda bupropion (300 mg/gin) eklenmesi, cinsel
istegi plaseboyla kiyaslandiginda arttirmistir.

- Buspirone: serotonin inhibisyonunu azaltir, antidepresan
iliskili cinsel disfonksiyon tedavisinde etiket disi kullanilan diger
ajandir.

- Trazodone: seratonin reseptdr antagonisti ve re-uptake
inhibitortdir, sekstel fonksiyonlar Uzerine olumlu etkileri
vardir.

- Apomorfin: non-selektif dopaminerjik reseptdr agonistidir,
premenopozal kadinlarda seksliel fonksiyonlar Uzerine etkisi
gosterilmistir.

- Melanokortine: hem kadin hem de erkekte hipotalamus
seksuel dlzenler. Bremelanotide

Gzerinden davranislari

a-melanosit stimulan hormonun sentetik melanokortin
analogudur ve melanokortin 3 ve 4 reseptorlerinde agonistik
etkisi vardir. Sekstel ipuglarinin genital cevaba c¢evrilmesini
kolaylastirarak cinsel istek ve uyarilma Uzerinde fayda saglar.
FDA tarafindan onay verilen bremelanotide, premenopozal
kadinlarda cinsel iliskiden yaklasik 45 dakika 6ncesi subkutan tek
dozuygulanir. Aylik maksimumkullanimisekiz dozu gegmemelidir
(34). Clayton ve ark. yapmis oldugu ¢calismada 0,75, 1,25 ve 1,5
mg subkutandz Bremelanotide kullaniminin iyi tolere edildigini
ve cinsel fonksiyonlarda dizelme sagladigini tespit etmislerdir
(35). Yayinlanan bir Faz lll caismada premenopozal kadinlarda
cinsel arzuda artis ve iliskili kaygi durumlarinda belirgin azalma
oldugu ve plaseboya kiyasla hafif ve orta yogunlukta yan etkiye
neden oldugu gosterilmistir (36).

5. Sonug

HCIB, kadinlarda en sik gériilen cinsel fonksiyon bozuklugudur.
Ancak hekimler ve hastalar tarafindan farkindaliginin arttiriimasi
gerekmektedir. Kadinda pek ¢ok psikolojik, sosyal ve somatik
problemlerle birlikte gozlenmesi yasam kalitesini olumsuz
etkilemekte ve saglik harcamalarini arttirmaktadir. HCiB’nun
tanisi hasta ile yapilan yiz ylze gorismede uygulanacak
azalmis cinsel arzu taramasi ile rahathkla konulabilmektedir.
Beraberinde diger cinsel fonksiyon bozukluklarinin da
sorgulanmasi faydali olacaktir. HCIB ydnetiminde en énemli
faktor altta yatan ek problemlerin tespit ve tedavisidir. Tedavide
ilk basamak kisinin egitimi ve terapi yontemleri olup, sonrasinda
medikal tedavi uygulanabilmektedir. Konunun ¢6ziimiinde en
onemli basamagin kisiye yeterince zaman ayrilmasi, hasta ve

hekim farkindalgi oldugu unutulmamalidir.

Cikar catismasi: Bu yazi tamamen bilimsel amacla yazilmis
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olup, vyazarlarin bu vyazi ile herhangi bir cikar catismasi
bulunmamaktadir. Calismayi maddi olarak destekleyen kisi/
kurulus yoktur.

Kaynaklar
1. Sungur MZ, Gunduz A. A comparison of DSM-IV-TR and DSM-5

definitions for sexual dysfunctions: critiques and challenges. J Sex
Med 2014; 11:364-373.

2. Clayton AH, Goldstein I, Kim NN et al. The International Society
for the Study of Women's Sexual Health Process of Care for
Management of Hypoactive Sexual Desire Disorder in Women.
Mayo Clin Proc 2018; 93:467-487.

3. Clayton AH, Valladares Juarez EM. Female Sexual Dysfunction.
Med Clin N Am 2019; 103:681-698.

4. Goldstein I, Kim NN, Clayton AH, et al. Hypoactive sexual desire
disorder: International Society for the Study of Women'’s Sexual
Health (ISSWSH) expert consensus panel review. Mayo Clin Proc
2017;92:114-128.

5. Clayton AH, Goldfischer ER, Goldstein |, Derogatis L, Lewis-
D’Agostino DJ, Pyke R. Validation of the Decreased Sexual Desire
Screener (DSDS): a brief diagnostic instrument for generalized
acquired female hypoactive sexual desire disorder (HSDD). J Sex
Med 2009; 6:730-738.

6. Maserejian NN, ShifrenJ, Parish SJ, Segraves RT, Huang L, Rosen RC.
Sexual arousal and lubrication problems in women with clinically
diagnosed hypoactive sexual desire disorder: preliminary findings
from the Hypoactive Sexual Desire Disorder Registry for Women.
J Sex Marital Ther 2012; 38:41-62.

7. Davison SL, Bell R, Donath S, Montalto JG, Davis SR. Androgen
levels in adult females: changes with age, menopause, and
oophorectomy. J Clin Endocrinol Metab 2005; 90:3847-3853.

8. Laughlin GA, Barrett-Connor E, Kritz-Silverstein D, von Mihlen
D. Hysterectomy, oophorectomy, and endogenous sex hormone
levels in older women: The Rancho Bernardo Study. J Clin
Endocrinol Metab 2000; 85:645-651.

9. Clayton AH. Female sexual dysfunction related to depression
and antidepressant medications. Curr Womens Health Rep 2002;
2:182-187.

10. Johannes CB, Clayton AH, Odom DM, et al. Distressing sexual
problems in United States women revisited: prevalence after
accounting for depression. J Clin Psychiatry. 2009;70(12):1698-1706.

11. Maseroli E, Fanni E, Cipriani S, et al. Cardiometabolic risk and
female sexuality: focus on clitoral vascular resistance. J Sex Med
2016; 13:1651-1661.

12. Panjari M, Bell RJ, Davis SR. Sexual function after breast cancer. J
Sex Med 2011; 8:294-302.

138



Volume 2 Number 4 p: 133-139

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

139

Fobair P, Spiegel D. Concerns about sexuality after breast cancer.
Cancer 2009; 15:19-26.

Zimmerman Y, Eijkemans MJ, Coelingh Bennink HJ, Blankenstein
MA, Fauser BC. The effect of combined oral contraception on
testosterone levels in healthy women: a systematic review and
meta-analysis. Hum Reprod Update 2014; 20:76-105.

Davis SR, Worsley R, Miller KK, Parish SJ, Santoro N. Androgens
and female sexual function and dysfunction findings from the
Fourth International Consultation of Sexual Medicine. J Sex Med
2016; 13:168-178.

Melmed S, Casanueva FF, Hoffman AR, et al. Diagnosis and
treatment of hyperprolactinemia: An Endocrine Society clinical
practice guideline. J Clin Endocrinol Metab 2011; 96:273-288.

Kingsberg SA, Woodard T. Female sexual dysfunction: focus on
low desire. Obstet Gynecol 2015; 125:477-486.

Kling JM, Manson JE, Naughton MJ, et al. Association of sleep
disturbance and sexual function in postmenopausal women.
Menopause 2017; 24:604-612.

Bradford A. Inhibited sexual desire in women. In: Grossman L,
Walfish S, eds. Translating Psychological Research Into Practice.
New York, NY: Springer; 2014:427-429.

Pyke RE, Clayton AH. Psychological treatment trials for hypoactive
sexual desire disorder: a sexual medicine critique and perspective.
J Sex Med 2015; 12:2451-2458.

Silverstein RG, Brown AC, Roth HD, Britton WB. Effects of
mindfulness training on body awareness to sexual stimuli:
implications for female sexual dysfunction. Psychosom Med 2011;
73:817-825.

Nastri CO, Lara LA, Ferriani RA, et al. Hormone therapy for
sexual function in perimenopausal and postmenopausal women.
Cochrane Database Syst Rev 2013; (6):CD009672.

Wierman ME, Arlt W, Basson R, et al. Androgen therapy in women:
a reappraisal; an Endocrine Society clinical practice guideline. J
Clin Endocrinol Metab 2014; 99:3489-3510.

Shifren JL, Davis SR, Moreau M, et al. Testosterone patch forthe
treatment of hypoactive sexual desire disorder in naturally
menopausal women: results from the INTIMATE NM1 Study.
Menopause 2007; 14:157.

Chiara Achilli, Jyotsna Pundir, Parimalam Ramanathan, Luca
Sabatini, Haitham Hamoda, Nick Panay. Efficacy and safety
of transdermal testosterone in postmenopausal women with
hypoactive sexual desire disorder: a systematic review and meta-
analysis. Fertil Steril 2017; 107:475-482.e15.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Constantine G, Graham S, Portman DJ, et al. Female sexual
function improved with ospemifene in postmenopausal women
with vulvar and vaginal atrophy: results of a randomized, placebo-
controlled trial. Climacteric 2015; 18:226-232.

Katz M, DeRogatis LR, Ackerman R, et al; BEGONIA Trial
Investigators. Efficacy of flibanserin in women with hypoactive
sexual desire disorder: results from the BEGONIA trial. J Sex Med
2013; 10:1807-1815.

Thorp J, Simon J, Dattani D, et al; DAISY Trial Investigators.
Treatment of hypoactive sexual desire disorder in premenopausal
women: efficacy of flibanserin in the DAISY study. J Sex Med 2012;
9:793-804.

Derogatis LR, Komer L, Katz M, et al; VIOLET Trial Investigators.
Treatment of hypoactive sexual desire disorder in premenopausal
women: efficacy of flibanserin in the VIOLET Study. J Sex Med
2012; 9:1074-1085.

John Thorp, James Simon, Dan Dattani, Leslie Taylor, Toshio
Kimura, Miguel Garcia Jr, Lynna Lesko, Robert Pyke, DAISY trial
investigators. Treatment of hypoactive sexual desire disorder in
premenopausal women: efficacy of flibanserin in the DAISY study.

J Sex Med. 2012; 9:793-804.

Leonard R Derogatis, Lawrence Komer, Molly Katz, Michele
Moreau, Toshio Kimura, Miguel Garcia Jr, Glen Wunderlich, Robert
Pyke, VIOLET Trial Investigators. Treatment of hypoactive sexual
desire disorder in premenopausal women: efficacy of flibanserin

in the VIOLET Study. J Sex Med 2012; 9:1074-1085.

James A Simon, Sheryl A Kingsberg, Brad Shumel, Vladimir Hanes,
Miguel Garcia Jr, Michael Sand. Efficacy and safety of flibanserin in
postmenopausal women with hypoactive sexual desire disorder:
results of the SNOWDROP trial. Menopause 2014; 21:633-640.

Segraves RT, Clayton A, Croft H, Wolf A, Warnock J. Bupropion
sustained release for the treatment of hypoactive sexual desire
disorder in premenopausal women. J Clin Psychopharmacol 2004;
24:339-342.

Mayer D, Lynch SE. Bremelanotide: New Drug Approved for
Treating Hypoactive Sexual Desire Disorder. Ann Pharmacother
2020; 54:684-690.

Clayton AH, Althof SE, Kingsberg S, et al. Bremelanotide for female
sexual dysfunctions in premenopausal women: a randomized,
placebo-controlled dose-finding trial. Womens Health (Lond)
2016; 12:325-337.

Kingsberg SA, Clayton AH, Portman D, et al. Bremelanotide
for the Treatment of Hypoactive Sexual Desire Disorder: Two
Randomized Phase 3 Trials. Obstet Gynecol 2019; 134:899-908.



Turk Kadin Sagligi ve Neonatoloji Dergisi

To cite this article: Urel Demir G, Guler Donmez H, Fadiloglu E, Unal C, Cagan M, Utine GE, Beksac MS. Impaired DNA methylation associated adverse
gestational outcomes: A case report. Turk J Womens Health Neonatol 2020; 2(4): 140-142

Case Report

Impaired DNA methylation associated adverse gestational outcomes: A
case report

Bozulmus DNA Metilasyonuyla iliskili olumsuz gebelik sonuclari: Olgu sunumu
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Abstract

The methylenetetrahydrofolate reductase (MTHFR) gene encodes an enzyme called MTHFR involved in DNA methylation
and chromosome segregation. MTHFR polymorphisms are associated with DNA methylation disorders including congenital
malformations and chromosomal abnormalities, and various obstetrical complications such as miscarriage, fetal growth
retardation, preeclampsia, preterm labor, etc. Herein, we have reported a patient with compound heterozygous MTHFR
polymorphisms in whom the different type of adverse pregnancy outcomes (1. blighted ovum, 2. preterm delivery, and 3.
pregnancy with a fetus having anencephaly and meningocele going together with 46, XX, del (13) (q22)) were observed in her
previous three pregnancies. She was referred to our hospital during her third pregnancy for prenatal diagnosis. Her fourth baby
was born healthy at 37th gestational week after having necessary precautions. Low dose low molecular weight heparin and low-
dose acetylsalicylic acid were added to patient-specific management protocol immediately after the confirmation of her fourth
pregnancy. In conclusion, DNA methylation enzyme pathway disorders are associated with adverse gestational outcomes.

Key words: Methylenetetrahydrofolate reductase polymorphisms; DNA methylation; premature birth; 13q deletion
syndrome; neural tube defects

Oz

Metilentetrahidrofolat rediiktaz (MTHFR) geni, DNA metilasyonu ve kromozom ayrilmasi siireglerinde yer alan MTHFR
adi verilen bir enzimi kodlar. MTHFR polimorfizmleri, konjenital malformasyonlar ve kromozomal anomalilerini iceren
DNA metilasyon bozukluklari ve abortus, fetal bliyiime geriligi, preeklampsi, erken dogum, vb. gibi cesitli obstetrik
komplikasyonlarla iliskilidir. Calismamizda compound heterozigot mutasyonu olan ve dnceki ¢ gebeliginde kot obstetrik
sonuglari (1. blighted ovum, 2. preterm dogum ve 3. anensefali ve meningoseli, 46, XX, del (13) (q22) ile birlikte seyreden
bir fetus ile gebelik) olan bir hasta degerlendirilmistir. Hastanin dordincli bebegi gerekli 6nlemleri aldiktan sonra 37.
gebelik haftasinda saghkli dogdu. Dérdiinci gebeligin dogrulanmasi takiben disiik doz diistik molekdler agirlikli heparin
ve dislik doz asetilsalisilik asit hastaya 6zgli yonetim protokolli cercevesinde baslandi. Sonug olarak, DNA metilasyon
enzimi yolu bozukluklari, olumsuz gebelik sonuglari ile iliskilidir.
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1. Introduction

The 5,10-Methylenetetrahydrofolate reductase (MTHFR) is a
regulatory enzyme involved in methionine-homocysteine and
folate metabolisms (1). In humans, MTHFR is an approximately
75 kDa enzyme comprising of 656 amino acids and encoded by
the MTHFR gene mapped on 1p36.22 (2). This enzyme converts
5,10-methylenetetrahydrofolate to 5- methyltetrahydrofolate
which is used by methionine synthase in homocysteine
methylation to methionine. Then, methionine is converted
to S-adenosylmethionine for DNA methylation. This reaction
connects folate metabolism to DNA synthesis, and this enzyme
is at the crossroads of the methylation pathways (2). Thus,
MTHFR polymorphisms seem to be associated with impaired
DNA methylation, and are related to the structural and
chromosomal abnormalities of the fetus (3).

Role of MTHFR in diseases was first demonstrated by Mudd et al.
(4). This enzyme’s deficiency was reported as a reason for occlusive
vascular disease, neural tube defects, cholelithiasis/urolithiasis
and acute leukaemia (2). MTHFR polymorphisms are also
reported to be related to obstetric and perinatal complications (2).
Homocysteine is a cellulo-toxic amino acid and is one of the main
risk factors responsible for destroying the cellular components
of intervillous space (syncytiotrophoblasts, endovascular
trophoblasts, superficial epithelial cells of the decidua, endothelial
cells of spiral veins, etc.) especially in pregnancies having MTHFR
polymorphisms. The entrance of the cellular components of these
cells into maternal circulation stimulates maternal innate and
humoral immune systems and causes inflammatory processes at
the placenta. Meantime, fetal perfusion is affected and obstetric/
perinatal complications (miscarriages, fetal growth retardation,
preterm deliveries, preeclampsia, ablatio placenta, etc.) occur (2,5).
Besides, abnormalities in the DNA methylation pathways cause

chromosomal and structural anomalies, as mentioned above (2,3).

With this, we reported a pregnancy with compound
heterozygote polymorphism (both MTHFR C677T and A1298T)
having three previous pregnancies with adverse outcome (1.
blighted ovum, 2. preterm delivery, and 3. pregnancy with a
fetus having anencephaly and meningocele). Her 4th and last
pregnancy were delivered successfully by applying necessary
precautions for the risk factors.

2. Case report

The patient was a 34-year-old woman whose gravida was four,
and parity was two. Her first pregnancy was blighted ovum and
aborted spontaneously. Unfortunately, abortion material could
not be evaluated for chromosomal abnormalities. Her second
pregnancy was complicated by preterm contractions and ended up
at 36th gestational week via emergency cesarean section. This is a
retrospective analysis of an obstetric history (Hacettepe University

UREL DEMIR etal.
I DNA methylation and adverse gestational outcomes

Local Ethics Committee with reference number GO 19/1064).
This manuscript did not comprise identification information and
performed according to the Declaration of Helsinki.

She was referred to our hospital during her third pregnancy for
prenatal diagnosis. Her third pregnancy was diagnosed with
anencephaly and meningocele and fetal chromosome analysis
obtained by chorionic villi sampling revealed 46, XX, del (13)
(g22). The pregnancy was terminated at 14th gestational week.
Cytogenetic analysis of the patient and her husband revealed
normal karyotype results. She was investigated for hereditary
Both MTHFR
C677T and A1298C polymorphisms were detected (compound

thrombophilia and MTHFR polymorphisms.

heterozygosity). She was accepted to a pre-conceptional follow-
up program before having her fourth gestation.

The patient was registered in a special antenatal care program
after getting pregnant (fourth pregnancy). Low dose low
molecular weight heparin (LMWH = enoxaparin 2000 anti-
Xa 1U/0.2 mL) was added to patient-specific management
protocol due to anti-inflammatory, anti-migratory, and anti-
thrombotic properties (vitamins B1, B2, B3, B6, B9, and B12
daily, methionine restricted diet, 100 mg acetylsalicylic acid)
immediately after clinical confirmation of the pregnancy (1,5).
Pregnancy follow-up consisted of serial ultrasonography to
evaluate fetal growth, aneuploidy screening (triple test), fetal
anatomy scanning at the 20th—24th gestational weeks, and
non-stress test performed weekly after the 28th gestational
week. Gestational diabetes (GDM) was determined by oral
glucose challenge test at 24th gestational week. The patient
took necessary dietary precautions for GDM. Her fourth baby
was born healthy at 37th gestational week via cesarean section.
The baby weighed 3,810 g and the Apgar scores were 9, 10, 10
at 1 min, 5 min, and 10 min, respectively.

3. Discussion

The  MTHFR
methylenetetrahydrofolate reductase plays a crucial role in

gene encoding an enzyme called
DNA methylation and chromosome segregation. The presence
of compound heterozygosity for MTHFR variants 677C/T and
1298A/C can lead a 40-50% reduction in enzyme levels (6).
MTHFR polymorphisms have been associated with congenital
abnormalities such as NTDs and chromosomal abnormalities

leading to miscarriages and obstetrical complications (2).

In the present study, we have reported a patient with MTHFR
polymorphisms whose pregnancies were complicated by
congenital anomaly, chromosomal abnormality and obstetrical
complication (preterm delivery). The first conception of our
patient occurred as a blighted ovum, while we were not able
to assess the chromosomal condition of miscarriage material. A
blighted ovum, also known as an anembryonic pregnancy, is a
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common cause of early pregnancy loss that is characterized by
the implantation of a fertilized egg with the lack of embryonic
development, resulting in an empty gestational sac. The
most common cause of early miscarriages is chromosomal
abnormalities, substantially numerical aberrations including
autosomal trisomies, monosomy X, and polyploidies (7).
Chromosomal abnormalities have been reported in about half
of early abortions and 85% of miscarriages due to blighted
ovum (6). Otherwise, the prevalence of recurrent abortions
due to blighted ovum has been detected higher among the
consanguineous marriages compared to unrelated marriages,
whilst normal karyotype was found in these groups 97.7%
and 83.4%, respectively, suggesting an underlying genetic
etiology including single gene defects rather than chromosomal
Additionally, MTHFR
polymorphisms to the early pregnancy loss including blighted

imbalances (8). contributions  of

ovum have been demonstrated (2).

It has been reported that MTHFR polymorphisms were
associated with poor obstetrical outcome such as fetal growth
restriction, preterm delivery and preeclampsia (1). Second
pregnancy in this case was preterm delivery due to preterm
contractions and fetal distress. Hyperhomocysteinemia is a
metabolic risk factor for placental inflammation which goes
together with the destruction of cellular structures of the
intervillous space causing obstetrical complications such as
preterm deliveries (2).

The third pregnancy of our patient necessitated termination which
was diagnosed with NTD attributed to MTHFR polymorphisms,
and the fetal karyotype analysis revealed a distal 13q deletion.
Besides, terminal deletions of chromosome 13q have been
associated with an increased risk of NTD (9). Furthermore, Luo
et al. stated that deletions involving chromosome 13g33g34
might be responsible for the occurrence of NTD, emphasizing
the haploinsufficiency for the genes located on this chromosome
segment (10). Conversely, Lurie et al. argued that the larger
deleted chromosomal intervals disrupting 13922 segment might
underlie the pathogenesis of NTD (9).

She was accepted to a pre-conceptional follow-up program
before having her fourth gestation. The patient was registered in
a special antenatal care program after getting pregnant (fourth
pregnancy) and treated as described above. Her fourth baby was
born healthy at 37th gestational week via cesarean section.

In  conclusion, chromosomal abnormalities, congenital
anomalies and obstetrical complications are expected to be
observed in pregnancies with MTHFR polymorphisms. This
report emphasizes the efficacy of preconceptional assessment
of MTHFR polymorphisms in suspected cases to improve

pregnancy outcomes.

142

Declaration of Interest: No conflicts of interest between
the authors and / or family members of the scientific and
medical committee members or members of the potential
conflicts of interest, counseling, expertise, working conditions,
shareholding and similar situations in any firm.

Source of Finance: During this study, no financial or spiritual support

was received neither from any pharmaceutical company that has a

direct connection with the research subject, nor from a company

that provides or produces medical instruments and materials which

may negatively affect the evaluation process of this study.

References

1. Recber T, Orgul G, Aydin E, et al. Metabolic infrastructure of
pregnant women with methylenetetrahydrofolate reductase
polymorphisms: A metabolomics analysis. Biomed Chromatogr
2020; 34:e4842.

2. Turgal M, MS.
Methylenetetrahydrofolate reductase polymorphisms and pregnancy
outcome. Geburtshilfe Frauenheilkund 2018; 78:871-878.

Gumruk F,  Karaagaoglu E, Beksac

3. Beksac MS, Balci S, Guvendag Guven ES, Guven S, Ozkutlu S. Complex
conotruncal cardiac anomalies consecutively in three siblings
from a consanguineous family possibly associated with maternal
hyperhomocysteinemia. Arch Gynecol Obstet 2007; 276:547-549.

4. Mudd SH, Uhlendorf BW, Freeman
Shih  VE.
methylenetetrahydrofolate reductase activity. Biochem Biophys
Res Commun. 1972; 46(2):905-12.

M,

associated

Finkelstein 1D,

Homocystinuria with  decreased

5. Gurbuz RH, Atilla P, Orgul G, et al. Impaired Placentation and Early
Pregnancy Loss in Patients with MTHFR Polymorphisms and Type-
1 Diabetes Mellitus. Fetal Pediatr Pathol. 2019; 38:376-386.

6. Enciso M, Sarasa J, Xanthopoulou L, et al. Polymorphisms in the
MTHFR gene influence embryo viability and the incidence of
aneuploidy. Hum Genet 2016; 135:555-568.

7. Lebedev IN, Ostroverkhova NV, Nikitina TV, Sukhanova NN,
Nazarenko SA. Features of chromosomal abnormalities in
spontaneous abortion cell culture failures detected by interphase

FISH analysis. Eur ) Hum Genet 2004; 12:513-520.
8. Shekoohi S, Mojarrad M, Raoofian R, Ahmadzadeh S, Mirzaie S,

Hassanzadeh-Nazarabadi M. Chromosomal study of couples with
the history of recurrent spontaneous abortions with diagnosed
blighted ovum. Int J Mol Cell Med 2013; 2:164-168.

9. Lurie IW, Novikova IV, Tarletskaya OA, Lazarevich AA, Gromyko
OA. Distal 13g monosomy and neural tube defects. Genet Couns
2016; 27:177-186.

10. Luo J BN, Stewart JF, Sarwark JF, Charrow J, Nye JS. Neural tube
defects and the 13q deletion syndrome: evidence for a critical

region in 13933-34. Am J Med Genet 2000; 91:227-230.



Turk Kadin Sagligi ve Neonatoloji Dergisi

To cite this article: Karatas Sahin E, Yuksel D, Kilic C, Cakir C, Sahin O, Unsal M, Mesci CG, Turan T. Sex-cord stromal tumour with annular tubules of the
ovary without Peutz-Jeghers Syndrome: A case report. Turk J Womens Health Neonatol 2020; 2(4): 143-145

" Olgu Sunumu
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Oz

Anniler tubuli seks-kord tiimorler seks kord stromal tlimorlerin nadir bir alt tipidir. Klinik 6zellikleri Peutz-Jeghers
Sendromu (PJS) ile birlikte olup olmamasina baglidir. PJS ile iliskili olmayan tip %20 oraninda malignite ile seyretmektedir.
Bu makalede 22 yasinda, primer infertil, PJS’nun eslik etmedigi malign anniler tubuli seks-kord stromal tiimér olgusunun

sunulmasi amaglanmistir.

Anahtar Kelimeler: Anniler tubuli sex-kord stromal tiimor; Peutz-Jeghers Sendromu; ovarian neoplazm

Abstract

Annular tubules sex-cord tumours constitute a rare subtype of sex-cord stromal tumours. Clinical features depend on
concomitance with Peutz-Jeghers Syndrome (PJS). The type, not associated with PJS, presents with malignancy at a rate
of 20%. The present article aimed to present the case of a 22-year-old primary infertile patient with malignant annular
tubules sex-cord stromal tumour without PJS.
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KARATAS SAHIN ve ark.

I Peutz-Jeghers sendromu ile iligkili olmayan overin malign anniiler tubuli seks-kord stromal timéri

1. Giris

Seks-kord stromal tlimorler tiim ovaryan neoplazilerin yaklasik
%6-7’sini olustururlar. Anniler tubuli seks-kord stromal timorler
(ATSKT) seks-kord stromal timorlerin nadir gorilen bir alt tipidir
(1). ATSKT ilk kez Scully & Sobin tarafindan histopatolojik olarak
basit ve kompleks anniler tibdiler yapilarin eslik ettigi timorler
olarak tanimlanmistir (2).

ATSKT’ler, (PJS)
etmesine bagh olarak ikiye ayrilirlar. Olgularin Ugte biri PJS ile

Peutz-Jeghers Sendromu’nun eslik edip
birlikte seyretmekte ve siklikla bilateral, multifokal ve klinik
olarak benign kiiclik timorler olarak karsimiza g¢ikmaktadir.
Bu olgularin blylik kisminda malignite izlenmemektedir ve
olgularin ortalama yasi 27'dir. PJS'nun eslik etmedigi tipte
ise kitleler sikhkla tek tarafli, blylk kitleler olarak izlenir ve
olgularin %20’sinde malignite eslik etmektedir. Bu olgularda ise
ortalama yas 34'tlr (3).

Bu makalede primer infertil, over kisti nedeniyle sag ovaryan
kistektomi yapilan ve patoloji sonucu PJS ile iliskili olmayan overin
malign ATSKT’U olarak gelen olgunun sunulmasi amaglandi.

2. Olgu sunumu

22 yasinda, 2 yillik evli infertil hastaya adet diizensizligi nedeniyle
basvurdugu dis merkezde sag overde 13 cm’lik kist saptanmasi
Uzerine laparatomi ile sag ovaryan kistektomi yapilmis oldugu
belirlendi. Nihai patoloji sonucunun malign ATSKT gelmesi
Uzerine tarafimiza yonlendirilen hastanin ultrasonografisinde
her iki over normal, endometrial kalinlik ve uterus normal
olarak degerlendirildi. Bakilan tiimor belirteglerinde Cal25: 22
U/ml, Ca19-9: 17 U/ml AFP: 4ng/ml iken, preoperatif hormon
parametrelerinin degerlendirilmesinde FSH: 7 mIU/ml, Estradiol:
40 pg/ml ile normal sinirlarda olarak degerlendirildi. Karyotip
incelemesi 46, XX ve eslik eden PJS hikayesi yoktu. Hastaya
fertilite koruyucu cerrahi planlanarak laparatomiile sag salpingo-
ooforektomi, bilateral pelvik-paraaortik lenf nodu 6rneklemesi
ve omental 6rnekleme yapildi. Postoperatif takipleri normal olan
hastanin nihai patoloji sonucunda sag over dokusunda rezidi
ATSKT saptandi (Sekil 1). Hastanin bir nceki operasyonunda kist
raptird olup olmadigi bilinmedigi icin hasta Evre 1c1 kabul edildi
ve adjuvan kemoterapi (KT) tedavisi agisindan medikal onkolojiye
refere edildi. Adjuvan KT tedavisini kabul etmeyen hastanin 12
aydir hastaliksiz olarak takibi devam etmektedir.

Sekil 1. ATSKT’nin histopatolojik goriintlisii. Hyalinize materyal ile gevrili

basit ve kompleks tipte anniiler tubuler yapilar ok ile isaretlenmistir
(H&E, x10)

3. Tartisma

ATSKT’ler
hicrelerinden kaynaklandigi seklinde farkli gorisler bulunan

orjini sertoli hicrelerinden veya granilosa
basit veya kompleks goriniimde anntler tubiler yapilar
iceren tumorlerdir. Seks-kord stromal timorlerin nadir bir alt
tipidirler (1, 4). Epitelyal over timorlerinin aksine endokrin
belirtiler verdigi icin daha geng yaslarda tespit edilirler (5).
Ortalama goriilme yasi PJS ile birlikte olup olmamasina bagh
olarak degismektedir. Otozomal dominant bir hastalik olan PJS
ile birlikte seyreden olgular siklkla benigndir, ancak nadiren
maligniteye rastlanabilmektedir. PJS’'nin eslik etmedigi olgularda
%20 oraninda malignite saptanabilmektedir ve ortalama
gorilme yasi 27’dir. Malignite siklikla tek overde gorilmektedir,
ancak PJS'uile beraber olmayan ve malign timorin herikioverde
de oldugu olgular da rapor edilmistir (6). ATSKT’Ii hastalarda
Ostrojen ve progesteron artisina bagh menstriiel dizensizlikler
ve puberte prekoksa baglh klinik tablolar gorilebilmektedir (7).
Malign ATSKT’ler siklikla lenfatik yolla yayilim gosterir. Ek olarak
retroperitoneum, parietal ve visseral periton, karaciger, bobrek
ve akcigerler timor metastazi ve rekirrenslerin gorilebildigi
bolgelerdir (8). Bu nedenle PJS’nun eslik etmedigi sunulan
olguda evreleme cerrahisi yapilmis ve malign ATSKT varligi

arastirilarak tanimlanmistir.

Hastalarin blylk ¢ogunlugu tiimor endokrin belirtiler (adet
dizensizligi, puberte prekoks, vb.) verdigi icin erken evrede
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saptanir (5). Sunulan olgunun ana sikayeti adet dizensizligiydi.
Literatiirde PJS'nun eslik etmedigi olgularda ortalama timor
boyutu 3 cm’den biylk olarak rapor edilmistir. Benzer bir
sekilde sunulan olguda da sag ovaryan kitle 13 cm’lik kist olarak
saptanmistir.

Tanida timor markerlerinin yarari sinirhdir (9). Olgumuzda
Cal25 ve Cal19-9 degerleri normal idi. Hormonal etkileri olan bir
tiimor olmasi nedeniyle inhibin ve mullerian inhibiting faktoriin
nadir gorilen bu timor icin etkili belirtegler oldugu akilda
tutulmalidir (9).

Malign olgularda adjuvan tedavide radyoterapi ile birlikte
veya radyoterapisiz BEP (bleomisin, etoposid ve cisplatin)
KT tedavisi onerilmektedir (9). Radyoterapinin lokal niiks ve
uzak metastazlarin 6nlenmesi acisindan faydal olabilecegi
bilinmelidir.

ATSKT’ler diisiik malignite potansiyeline sahiptir, ancak yiiksek
rekirrens orani ve ge¢ dénemde niliks etme potansiyelleri
nedeni ile hastalarin uzun yillar takip edilmesi gerektirmektedir.
Rekirrens orani sporadik ATSKT’lerde (PJS ile iliskili olmayan)
%8,5-46,2 olarak raporlanmis (10) ve geg rekiirrenslerin (3 ay - 20
yil) gorilebileceginin alti gizilmistir (4). Fertilite koruyucu cerrahi
sonrasinda takipte olan hastalarda fertilite tamamlandiktan
sonrakalan over ve uterusayonelik tamamlayici cerrahiyaklasimi
tartismali bir konudur. Rekiirrens orani ylksek olsa da ATSKT’li
hastalarin prognozu iyidir. Ortalama yasin 22 oldugu 13 ATSKT
olgusunu iceren bir calismada 1 yillik ve 5 yillik progresyonsuz
sag kalim sirasi ile %92 ve %67 olarak raporlanmis ve 5 yillik
toplam sag kalim orani ise %100 olarak belirlenmistir (10).
Sonugta; ATSKT’lerde her ne kadar rekirrens olasihgl fazla
olsa da sag kalim oranlari oldukga iyidir. Bu durum goz
sikhkla
saptanan bu olgularin ydonetiminde fertilite koruyucu yaklasim

oninde  bulundurulunca, reprodiiktif donemde
disunulmelidir. Ancak bu karar alinmadan 6nce hastaya konu
ile ilgili detayh bilgi verilmeli ve kararda hastanin tercihi de

dikkate alinmahdir.
Cikar catismasi: Bu yazi tamamen bilimsel amacgla yazilmis
olup, yazarlarin bu yaz ile ilgili herhangi bir c¢ikar c¢atismasi
bulunmamaktadir.
kimlik
bilgilerinin akademik amacgli

Hasta onami: Hastanin hastaneye kabuliinde

bilgileri aciklanmadan tibbi

kullanilabilecegine dair imzali onami alinmistir.
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3. Makalenin degerlendirme sirecinin baslamasi igin, tim yazarlar tarafindan imzalanmis Telif Hakki Devir Formu
gonderilmelidir. Yazar siralamasi icin Telif Hakki Devir Formu’ndaki imza sirasi dikkate alinir.

4. Sorumlu yazar, tiim yazarlar adina makalenin son halinin sorumlulugunu tasir.
Etik Sorumluluk

1. “insan” dgesini iceren tiim calismalarda Helsinki Deklerasyonu Prensipleri'ne (https://www.wma.net/what-we-do/
medical-ethics/declaration-of-helsinki/) uygunluk aranir. Bu tip calismalarda yazarlar, gerec ve yontem boéliminde,
¢alismayi bu prensiplere uygun yaptiklarini, etik kurul onaylarinin bulundugunu ve ¢alismaya katilmis insanlardan
“bilgilendirilmis olur formu” (informed consent) aldiklarini paylagsmalidirlar.

2. Deney hayvani calismalarinda yazarlar gereg ve yontem bolimiinde Guide for the Care and Use of Laboratory Animals
(https://grants.nih.gov/grants/olaw/guide-for-the-care-and-use-of-laboratory-animals.pdf) prensipleri dogrultusunda
hayvan haklarini koruduklarini ve etik kurul onaylarinin bulundugunu belirtmelidirler.

3. Etik kurul onayi gereg ve yontem bolimiinde kurul adi, onay tarih ve sayisi bilgileri paylasilarak belirtilmelidir.

4. Olgu sunumlarinda hastalardan kendileriyle ilgili bilgi, belge ve resimlerin isim belirtilmeksizin paylasilacagina dair
“bilgilendirilmis olur” (informed consent) alinmahdir.

5.Yazarlareditére sunum bilgisinde calismada her hangibir kurum, kurulusile ticariiliskilerinin olmadigini belirtmelidirler.
Calismada ticari baglanti veya maddi destek veren kurum mevcut ise kullanilan ticari trin, ilag, firma vb. ile nasil bir
iliskisinin oldugunu (konsiltan, diger antlasmalar) belirtmelidirler. Yazarlar ¢alisma ile iliskili olarak kisisel ve finansal
tim iliskilerin bildirilmesinden sorumludurlar. Cikar ¢atismasi olmadigina dair beyan mutlaka belirtilmelidir.

6. Makalelerin bilimsel ve etik kurallara uygunlugu yazarlarin sorumlulugunda olup, editor dergide yayinlanan yazilar
icin herhangi bir sorumluluk kabul etmez.

Dergi Yazim Kurallari

Yazarlara Bilgi ve On-line makale génderimi: Tim yazismalar ve yazi génderimleri DergiPark izerinden yapilmaldir. Yazi
gonderimi icin detayli bilgi DergiPark Gzerinden verilen internet adresinden edinilebilir. Yazilar sorumlu yazar tarafindan
e-posta araciliglyla DergiPark’ta yer alan linke girilip kayit olunduktan sonra génderilmelidir. Gonderilen her yazi icin
Ozel bir numara verilecek ve yazinin alindig1 e-posta yolu ile teyid edilecektir.

Derginin yayin dili Tiirkge ve ingilizce olup calismalar Tiirkge veya ingilizce olarak génderilebilir. Dergide yayimlanmak
Uzere prospektif/retrospektif, klinik ve laboratuvar ¢alismalari, olgu sunumlari, davet lzerine yazilan derleme, editére
mektup, kisa raporlar ve cerrahi teknik yazilar degerlendirilir. Tiirkge génderilen ¢alismalarda ayrica ingilizce Baslik,
Abstract, Keywords; ingilizce olanlarda ise Tiirkce Baslk, Oz, Anahtar Kelimeler bulunmalidir. ingilizce makaleler dergiye
gonderilmeden 6nce profesyonel bir dil uzmani tarafindan kontrol edilmelidir. Tiirkge yazilarda yazim dilinde Turk Dil
Kurumu S6zIik ve Yazim Kilavuzu esas alinarak diizgtin-duru bir Tarkge kullanimi 6nemlidir.

Klinik ve laboratuvar arastirma yazilari giris, gere¢ ve yontem, bulgular, tartisma, kaynaklar, tablolar, resimler ve
altyazilari seklinde siralanacak sekilde diizenlenerek génderilmelidir. Oz sayfasindan sonraki sayfalar giris sayfasindan
itibaren numaralandirilmalidir. On sayfada yazinin bashig, kisa baslig), yazar adlari (iinvan belirtmeksizin), yazi kategorisi
(arastirma yazisi, olgu sunumu, derleme, editére mektup, teknik yazi, kisa rapor) makalenin gonderildigi kurumun acik



adi, siraslyla yazarlarin Gnvanlarinin Gst baslikla belirtildigi agiklamalari, yazisma yapilacak yazarin bilgileri (iletisim
adresi, telefon, elektronik posta bilgileri), kelime sayisi verilmelidir. Yazinin daha 6nce herhangi bir toplantida sunumu
gerceklestirildiyse, toplantinin adi, tarihi ve yeri ayrica belirtilmelidir.

C’)z;TUrk(;eveingilizceolarakenf@zla 250kelimesinirinagore diizenlemeyapilarakgdnderilmelidir. Blitiin makaIesekiIIerindeTUrkge
ve Ingilizce 6z gonderilmelidir. Oz, arastirma makalelerinde amag, gereg ve yontem, bulgular, sonug seklinde diizenlenmelidir. Oz
olgu sunumlarinda olgu sunumunu 6zetleyecek sekilde, sunulma nedenini ve olguyu agiklayici sekilde yazilmalidir.

Tiirkce ve ingilizce dzetlerin hemen ardindan hem Tiirkce hem ingilizce Index Medicus (http://www.nIm.nih.gov/mesh/
MBrowser.html) “Medical Subject Headings”e uygun en az 3 anahtar kelime verilmelidir.

Olgu sunumu: Giris, olgu sunumu, tartisma basliklari altinda olgu sunumlari hazirlanmalidir.

Yazilar Microsoft Word programi ile ¢ift satir aralikli ve 12 punto olarak, her sayfanin iki yaninda ve alt ve Ust kisminda
25 mm bosluk birakilarak yazilmalidir. Yazi stili Times New Roman olmalidir. “System International” (SI) birimler
kullaniimahdir. Sekil, tablo ve grafikler metin icinde refere edilmelidir. Kisaltmalar, kelimenin ilk gectigi yerde parantez
icinde verilmelidir, sonrasinda kisaltma seklinde aciklamasi olmaksizin kullanilmalidir. Tirkge’de ondalik sayilarda virgdl
kullanilmali (45,5), ingilizce yazilarda nokta (45.5) kullaniimalidir. Derleme 4000, orijinal ¢alisma 2500, olgu sunumu
1200, editére mektup (Oz ve Abstract icermemelidir ve kaynak sayisi 10'u gegmemelidir) 500 kelimeyi gegmemelidir.
Metinde gecen anatomik olusum, hastalik ve sendrom isimleri 6zel isim degillerse, Turkce okunuslariile yazilmalidir.

Maddi destek & Cikar iliskisi: Yazarlar editore sunum bilgisinde galismada herhangi bir kurum, kurulus ile ticari
iliskilerinin olmadigini belirtmelidirler. Calismada ticari baglanti veya maddi destek veren kurum mevcut ise kullanilan
ticari Grln, ilag, firma vb. ile nasil bir iliskisinin oldugunu (konsiiltan, diger antlagsmalar) belirtmelidirler. Yazarlar ¢alisma
ile iliskili olarak kisisel ve finansal tim iliskilerin bildirilmesinden sorumludurlar. Cikar ¢atismasi olmadigina dair beyan
editére sunum bilgisinde ve makale sonunda “Calismayr maddi olarak destekleyen kisi/kurulus yoktur ve yazarlarin
herhangi bir ¢ikar dayali iliskisi yoktur” seklinde mutlaka belirtilmelidir.

Kaynaklar

Kaynak gosterirken en yeni ve glincel yayinlar tercih edilmelidir. Yararlanilan kaynaklar yazidaki kullanim sirasina gore
numaralandirilmali, numaralari ciimle sonunda, nokta isaretinden 6nce parantez iginde yazilmahdir. Tim kaynaklarda,
yazar sayisl alti ve altinda ise tiim yazarlarin isimleri yazilmali, yazar sayisi altidan fazla ise, ilk Ui¢ yazarin ismi yazildiktan
sonra Ingilizce makalelerde ‘et al’, Tirkce makalelerde ‘ve ark’ eklenmelidir. Kaynaklar derleme ve 6zgiin makalede en
fazla 30, olgu sunumlarinda en fazla 10 olmalidir. Dergi isimleri Index Medicus ve Ulakbim/Tirk Tip Dizini’nde belirtildigi
sekilde kisaltilmalidir. Kaynaklar listesi yazinin sonunda ayri bir sayfaya yazilmalidir. Kaynaklarin dogrulugundan yazarlar
sorumludur. Farkh yayin tirleri igin kaynak gosterme bigimleri asagidaki 6rneklerde gosterilmistir.

Dergiden yapilan alinti: Yazar(lar)in soyadlari ve ad(lar)inin bas harf(ler)i, makale ismi, dergi ismi, yil, cilt, sayi ve sayfa
numarasi belirtilmelidir.

Schiroli C, Carugati M, Zanini F et al. Exogenous reinfection of tuberculosis in a low-burden area. Infection 2015;
43:647-653.

Kitaplardan yapilan alinti: Yazar(lar)in soyad(lar)i ve ad(lar)inin bas harf(ler)i, kitabin adi, kaginci baski oldugu, basim
yeri, basimevi, basim yili belirtilmelidir.

Kleinman CS, Seri I. Hemodynamics and Cardiology. Neonatology Questions and Controversies. 2 nd ED. Philadelphia,
PA Elservier, 2008.

Kitap Boliimii:

Bolum yazar(lar)inin soyad(lar)i ve ad(lar)inin bas harfi, bolim bashgi, editoriin(lerin) soyad(lar)i ve ad(lar)inin bas
harfi, kitabin ismi, kaginci baski oldugu, basim yeri, yayinevi, baski yili, bélimin ilk ve son sayfa numarasi belirtilmelidir.
Hamvas A. Pathophysiology and management of respiratory distress syndrome. In: Martin RJ, Fanaroff AA, Walsh MC,
eds. Fanaroff and Martin’s Neonatal-Perinatal Medicine Diseases of the Fetus and Infant. 9th ed. St. Louis: Elsevier;
2011.p.1106-16.

Tez:

Yazarin soyadi, adinin bas harfi, tezin basligi (tez oldugu belirtilmeli), tezin yapildigi sehir, Gniversite adi, yili.

Kog F. Amyotrofik lateral sklerozda klinik bulgularin dagilimi (Uzmanlik tezi). Adana, Cukurova Universitesi, 1999.
Web sitesi:

Web sitesinin adi, erisim tarihi, web sitesinin adresi.

Cancer-pain.org New York: Association of Cancer Online Resources. Erisim tarihi: 16 May 2002. Available from: www.
cancer-pain.org

Diger kaynak tirleri yazimlari konusundaki genis bilgi ‘International Commitee of Medical Journal Editors’ web
sitesinden edinilebilir (www.icmje.org).

Sekil, Tablo, Resim ve Grafikler:

Sekil, tablo, resim ve grafikler ana metin icerisindeki gegis siralarina uygun olarak numaralandirilmali ve metin iginde ilgili
climlenin sonunda belirtilmelidir. Sekil, tablo, resim ve grafiklerin agiklamalari makale sonuna eklenmelidir. Tablolarin
Uzerinde tanimlayici bir baslik yer almali ve tablo icerisinde gegen kisaltmalarin agilimlari tablo altinda alfabetik siraya
gbre tanimlanmalidir. Resimler, grafikler ve fotograflar (TIFF ya da JPEG formatinda) ayri dosyalar seklinde sisteme
yuklenmelidir. Gorsellerin ¢ozlnUrlGgl en az 300 DPI olmalidir.
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Turkish Journal Of Women's Health and Neonatology

Instructions to Authors

The “Turkish Journal of Women’s Health and Neonatology” is the official, scientific publication of Etlik Zubeyde Hanim
Women'’s Health Training and Research Hospital”. The journal is open access, national, double-blind journal published
four times per year; in March, June, September, and December. Our primary goal is to publish high-quality scientific
articles, written in English/Turkish, that may be relevant to the disciplines of obstetrics, gynecology and neonatology
including current topics related to the medical agenda.

Scope

Unpublished, original papers including current topics that are not under review for publication elsewhere can be
submitted for publication. Original peer-reviewed papers of prospective/retrospective studies, clinical-surgical and
laboratory researches, case reports, reviews upon invitation, letters to the editor, short communications, reports on
surgical techniques are welcomed and evaluated for publication.

Scientific Responsibility
The standard requirements for the manuscripts submitted to medical journals are listed by the International Committee
of Medical Journal Editors (ICMJE; http://www.icmje.org).

1. Research and publication ethics should be followed in all submissions. The whole scientific responsibility of the
manuscript belongs to the author(s).

2. Allsubmissions should state that neither they have been published already, nor they are under consideration for publication,
or in press elsewhere. The corresponding author should make this statement on the page of ‘Letter to the Editor’.

3. To start the review process of the submitted manuscript, a ‘Copyright Transfer Agreement Form’ should be signed
by all authors, and sent during the submission. For author ranking, the order of signatures in the ‘Copyright Transfer
Form’ is considered.

4. The corresponding author bears responsibility for the final version of the manuscript on behalf of all authors.

Ethical Responsibilities

1. All studies involving "Thuman’ should follow the principles described in an appropriate version of the 1964 Declaration
of Helsinki, as revised in 2013. (https://www.wma.net/what-we-do/medical-ethics/declaration-of-helsinki/).
Manuscripts submitted for publication must contain a statement that the study has been reviewed by the appropriate
ethics committee and have therefore been performed under the ethical standards described in an appropriate version
of the Declaration of Helsinki. It should also be stated clearly in the text that all human subjects gave their informed
consent before their inclusion in the study.

2. In experimental animal studies, the authors should indicate in the Material and Method section that the procedures
followed were in accordance with animal rights as per the Guide for the Care and Use of Laboratory Animals (https://
grants.nih.gov/grants/olaw/guide-for-the-care-and-use-of-laboratory-animals.pdf) and they should obtain animal
ethics committee approval. Experimental animal studies should be presented with the disclosure of the appropriateness
to the institutional/national/international ethical guides on the care and use of laboratory animals.

3.Ethical Approval should be stated in the Material and Method section by sharing the name of the approving
committee, date and the number of the approval.

4. In case reports, the patients, who were described in the paper, should have given written informed consent to the inclusion
of material about themselves, that they acknowledge they are not identified via the paper; and/or fully anonymized.

5. On submission, the author(s) must identify potential competing or conflicts of interest of a financial or other nature
with any kind of institution in the cover letter. If there is any commercial connection or financial support from an
institution in the study, authors should declare the kind of relationship (consultant or other agreements) with the
commercial product, drug, company, etc used. Author(s) are responsible for reporting all personal and financial
relationships related to the study. The declaration that there is no conflict of interest should be stated.

6. The compliance of the articles with scientific and ethical rules is under the responsibility of the authors, and the
editor does not accept any responsibility for the articles published in the journal.

Submission of Manuscripts

Information to the Authors and On-Line Manuscript Submission: All correspondence and manuscript submissions
must be made via DergiPark. Detailed information about the submission of the articles can be obtained from the web
address given via DergiPark. Manuscripts should be submitted after registration to the link on the DergiPark via e-mail
by the corresponding author. Once a manuscript is submitted through DergiPark, it will be assigned a number, and the
corresponding author will be notified by an e-mail.




The publication language of the journal is Turkish and English, and studies can be submitted in Turkish or English. Original
peer-reviewed papers of prospective/retrospective studies, clinical-surgical and laboratory researches, case reports,
reviews upon invitation, letters to the editor, short communications, reports on surgical techniques are welcomed and
evaluated for publication. The studies that are submitted in Turkish should include Title, Abstract, Keywords in English;
and those submitted in English should include Title, Abstract, Keywords in Turkish as well. Manuscripts in English should
undergo a professional language editing process before submission. It is important to use a proper and clear language
based on the “Turkish Language Association Dictionary” and “Turkish Spelling Guide” in the papers submitted in Turkish.

Clinical and laboratory research papers should include introduction, material and methods, discussion, references,
tables, figures, and legends. All pages after the abstract page should be numbered consecutively beginning with the
abstract page. The title page should contain the title of the article, a running title, authors' names, types of the article
(original article, case reports, review articles, letter to the editor, technical writing, short communication), the full
name of the institution, academic degrees of the authors, contact information of the corresponding author (including
address, telephone number, e-mail address) and number of the words. If the article was presented at a scientific
meeting, authors should provide a complete statement including the date and place of the meeting.

Abstract: All types of articles should include abstracts in both Turkish and English that should not exceed 300 words.
The abstract of the original articles should be structured with the following headings; aim, material and method,
results, and conclusion. The abstract of a case report should include a brief description of the case and the aim of
submission. Review articles should also contain a brief description of the aim of the submission.

The authors should list at least three keywords taken from Index Medicus (http://www.nlm.nih.gov/mesh/MBrowser.
html) “Medical Subject Headings”’ after Turkish and English abstract.

Case Reports: Should be arranged as follows; introduction, case report, discussion.

Manuscripts should be prepared using Microsoft Word software, written in Times New Roman font, 12 point-type,
double-spaced with 25mm margins on the left and right sides. “System International” (Sl) units should be used.
Figures, tables and graphs should be given in the text. Abbreviations should be defined accordingly in the text in
parenthesis when first mentioned and used in the text then, the abbreviated form should be used throughout the
article. A comma must be used in decimal numbers in Turkish articles (45,5) and the point must be used in English
articles written in English (45.5). Review articles should not exceed 4000 words, original articles 2500 words, case
report 1200 words, letter to the editor (should not include abstract and reference numbers should not exceed 10) 500
words. If the anatomical formations, disease and syndrome names, are not special names, they should be written in
Turkish readings in the text.

Conflicts of Interest: Authors must provide a statement on the absence of any financial relationship or conflict of
interest with any financial/material support. All financial contributions and sponsorships for the study and all financial
relationships and conflict of interest areas should be specified. The authors are responsible for reporting all personal
and financial relationships related to the study.

Declaration of conflict of interest should be given at presentation information to the editor. If there is no conflict of
interest, this section must include a “The authors declare no conflict of interest” statement.

References

When citing the references, the most recent and current publications should be referred to. References should be
numbered consecutively in the order in which they are first mentioned in the text, they should be identified with
numerals at the end of the sentence, in brackets before the full stop. When there are six or fewer authors, all author
names should be listed. If there are 7 or more authors, the expression “ve ark.” should be added to Turkish articles and
the expression ‘et al.” should be added to English articles after the first 3 authors’ names. The number of references
should be a maximum of 30 in original articles and review articles, a maximum of 10 in case reports. Names of journals
should be abbreviated following the style of Index Medicus. The reference list should be written at the end of the
manuscript on a separate page. The authors are responsible for the accuracy of the references.

The reference styles for different types of publications are presented in the following examples.

Journal Article: Author(s)’ surname and initial(s) of the first name. Title of the article. Name of the journal abbreviated
according to Index Medicus. Year; Volume (Suppl. Supplement number): First and last page number.

Example: Schiroli C, Carugati M, Zanini F et al. Exogenous reinfection of tuberculosis in a low-burden area. Infection
2015; 43:647-653.

Book: Author (s)’ surname and initial(s) of the first name. Title of the book. Edition number. City of publication;
Publisher, Year of Publication.

Example:

Kleinman CS, Seri I. Hemodynamics and Cardiology. Neonatology Questions and Controversies. 2 nd ED. Philadelphia;
PA Elsevier, 2008.

Book Section:

Surname and initial(s) of the first name of the author(s) of the chapter. Title of the chapter. In: Surname and initial(s)
of the first name(s) of the editor(s) (ed) or (eds). Title of the book. Edition number. City of publication: Publisher; Year
of publication: First and last page numbers of the chapter.

Hamvas A. Pathophysiology and management of respiratory distress syndrome. In: Martin RJ, Fanaroff AA, Walsh MC,



eds. Fanaroff and Martin’s Neonatal-Perinatal Medicine Diseases of the Fetus and Infant. 9th ed. St. Louis: Elsevier;
2011.p.1106-16.

Thesis:

Author’s surname and initials of the first name. Title of the thesis (thesis). City; Name of the university (if it is a
university), Year.

Kog F. Amyotrofik lateral sklerozda klinik bulgularin dagilimi (Uzmanlik tezi). Adana; Cukurova Universitesi, 1999.
Website:
Name of the web site. Access date. Available from: address of the web site.

Cancer-pain.org New York. Association of Cancer Online Resources. Access date: 16 May 2002. Available from:www.
cancer-pain.org

Further detail information on writing other types of references is available on the website International Committee of
Medical Journal Editors’ (www.icmje.org).

Figures, Tables, Photographs, and Graphics:

All figures, tables, photographs, and graphics should be numbered consecutively in the order they are referred to
within the main text, which should be stated at the end of the sentence. A descriptive title must be placed above the
tables and abbreviations used in the tables should be defined below the tables by footnotes.

Figures and photographs (saved as either TIFF or JPEG format) should be submitted as a separate file. Images must
have a resolution of at least 300 dpi.
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