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Cok Degerli Okuyucularimiz,

Turk Kadin Sagligi ve Neonatoloji Dergisi (Turkish Journal of Women’s Health and Neonatoloji) 2021
yilrikinci sayisiyla huzurlarinizdayiz.

Bu sayimizda iki 6zgiin arastirma, bir derleme, bir olgu sunumunu zevkle okuyacaginizi imit ediyoruz.

Bir calismada yardimci treme teknolojileri tedavisi uygulanacak secilmis hastalarda tedavi 6ncesinde
ayni seansta uygulanan histeroskopi ve histerosalpingo-kopuk sonografinin etkinligi karsilastiriimistir.

Bir derlemede ise gebelikte fetlise Down Sendromu (DS) tanisi amaciyla yapilan tibbi miidahaleler,
Amerika Birlesik Devletleri (ABD) ve Birlesik Krallik (UK) 6rnekleri ile incelenip tlkemizdeki uygulama-
lar gbzden gecirilerek bu konuda mesleki standart ortaya konulmaya calisilmistir.

Bir sonraki sayimizda yeni ve ilging makalelerle bulusmak tzere...

Saygilarimla,

Prof. Dr. Yaprak Ustiin

Baseditor
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Evaluation of the uterine cavity and fallopian tubes in one step in patients
undergoing assisted reproductive technology treatment: Hysterosalpingo-
foam sonography (hyfosy) in combination with hysteroscopy

Yardimci lireme teknolaojileri tedavisi uygulanacak hastalarda uterin
kavitenin ve fallop tiiplerinin tek adimda degerlendirilmesi: Histeroskopi
ile birlikte histerosalpingo-kopiik sonografi (hyfosy)
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Abstract

Aim: To report on the utilization of hysterosalpingo-foam sonography (HyFoSy) with hysteroscopic evaluation for selected
patients undergoing Assisted Reproductive Technology Treatment (ART), whereby we aimed to assess the effectiveness
of HyFoSy before hysteroscopy.

Material and Method: This retrospective study included 36 infertile women referred to Baskent University’s Ankara
Hospital Infertility Clinic in 2017-2019. HyFoSy was applied with hysteroscopy in one step for patients who had not
previously been evaluated for tubal patency or who had to be re-evaluated.

Results: Two patients were diagnosed with tubal obstruction by HyFoSy and were treated with hysteroscopic tubal
catheterization, and tubal patency was obtained after this procedure. HyFoSy was applied in seven patients (19.49%)
because their previous hysterosalpingography (HSG) reports were doubtful. Although previous HSG had shown tubal
obstruction in three patients, the standard passage of the foam from the fallopian tubes to the abdominal cavity was
observed when HyFoSy was applied.

Conclusion: The one-step method that we apply in our clinic seems appropriate for both patients and clinicians because
it speeds up the evaluation steps of the uterine cavity and fallopian tubes before the next ART attempt.

Keywords: Hysteroscopy; infertility; hysterosalpingo-foam sonography; hystero-contrastsonography
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ZEYNELOGLU etal.
Evaluation of uterine cavity and fallopian tubes in one step

Oz

Amag: Biz bu ¢alismada, yardimci tGreme teknolojileri tedavisi uygulanacak secilmis hastalarda tedavi 6ncesinde ayni
seansta uygulanan histeroskopi ve histerosalpingo-kopiik sonografinin etkinligini degerlendirmeyi amagladik.

Gereg ve Yontem: Bu retrospektif calisma, 2017-2019 yillari arasinda Baskent Universitesi Ankara Hastanesi infertilite
Klinigi'ne basvuran 36 infertil kadini icermektedir. Merkezimizde, daha 6nce tubal agikligi agisindan degerlendirilmemis
veya yeniden degerlendirilmesi gereken hastalar icin bir adimda histeroskopi ile HyFoSy uygulanmaktadir ve calismaya bu

hastalar dahil edilmistir.

Bulgular: iki hastaya HyFoSy ile tubal obstriiksiyon tanisi konuldu ve histeroskopik tubal kateterizasyon ile tedavi edildi
ve bu islemden sonra tubal agiklik elde edildi. Onceki histerosalpingografi (HSG) raporlari siipheli oldugu icin 7 hastaya
(%19,49) HyFoSy uygulandi. Ug hastada, 6nceki HSG incelemesinde tubal obstriiksiyon gériilmesine ragmen, HyFoSy
uygulandiginda képugin fallop tiplerinden karin bosluguna normal gecisi gozlendi.

Sonug: Klinigimizde uyguladigimiz bu tek adimli yontem hem hastalar hem de klinisyenler igin uygun goriinmektedir,

¢linkli uygulanan yontem bir sonraki ART girisiminden dnce uterin kavitenin ve fallop tiiplerinin degerlendirme adimlarini

hizlandirmaktadir.

Anahtar kelimeler: Histeroskopi; infertilite; histerosalpingo-képik sonografi, histerokontrast sonografi

1. Introduction

In vitro fertilization/intracytoplasmic sperm injection (ICSI)
procedure is an expensive treatment method for infertility and
its psychologic and time burden to the couple. Therefore, a
thorough evaluation must be performed beforehand, and it
must be offered according to the guidelines' recommendations.
Tubal and uterine evaluation is a must for every patient who
undergoes IVF/ICSI treatment for the risk of having hydrosalpinx
(1) or uterine abnormalities (2), which decreases the chances
of live birth. Conventional hysterosalpingography (HSG) is
the standard method to evaluate the tubes and the contour
of the uterus. However, it requires X-ray exposure and exact
timing, along with the transfer of the patient to the radiology
department (3). It may also cause mild to severe pain and
possible allergic reactions to the contrast medium, in addition
to patients' reluctance due to the fear of pain as perceived from
social media (3). Although HSG and the laparoscopic dye test are
the most recognized tests to evaluate fallopian tube patency,
many more recent modalities have been introduced, such as
hydro-laparoscopy (4) and hysterosalpingo-contrast sonography
(HyCoSy), which is comparable to HSG (5, 6). Hysterosalpingo-
foam sonography (HyFosy) is a relatively new approach that uses
an ultrasonographic contrast gel medium to visualize the fallopian
tubes (7). It is superior to sonohysterosalpingography with saline
(8), and its comfort was proven in earlier studies (9, 10).

In addition to fallopian tube evaluation, every patient undergoing
IVF/ICSI treatment must have their endometrial cavity evaluated
by transvaginal ultrasonography (TVUS), three-dimensional (3D)
TVUS or HSG. The first step in the evaluation of the endometrial

cavity is performed with TVUS and HSG. If an abnormality is
detected in these procedures or if the patient is diagnosed with
recurrent implantation failure, an office hysteroscopy may be
performed as the second step of the evaluation. Hysteroscopy is
superior to TVUS and HSG as it is effective in treatments besides
diagnosing abnormalities in IVF patients (11, 12).

In our clinic, we utilize HyFoSy with hysteroscopy to evaluate
IVF patients' tubal patency and endometrial cavity in one step.
In this retrospective case series, we report this utilization of
HyFoSy with hysteroscopic evaluation for IVF patients, and we
aim to assess the effectiveness of HyFoSy before hysteroscopy.

2. Material and Method

This study was a retrospective case series that included 36
infertile women referred to Baskent University Ankara Hospital
Infertility Clinic between 2017 - 2019. The study was approved
by the Institutional Review Board of Baskent University and
was performed following the ethical standards of the 1964
Declaration of Helsinki. Informed written consent was obtained
from all patients before the procedure. Patients with risk factors
of pelvic inflammatory disease, cervical dysplasia or cancer, and
active uterine bleeding were excluded from the study, as were
those who declined to participate.

Baseline TVUS was performed for all patients for a complete
evaluation of the uterus, ovaries, and pelvic region on days
2-3 and 9-14 of the menstrual cycle. In case of suspicion of an
endometrial abnormality resulting from TVUS or if the patient
had recurrent implantation failure, office hysteroscopy was
performed during days 9-14 of the menstrual cycle. In this group
of patients, HyFoSy was applied with hysteroscopy in one step
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for patients who had not been previously evaluated for tubal
patency or who had to be re-evaluated. The one-step procedure
was performed between days 9-14 of the menstrual cycle to
evaluate the development of the endometrium to predict
implantation. HyFoSy was carried out under TVUS guidance just
before hysteroscopy in the operating theatre of the IVF clinic. In
some cases, the remaining HyFoSy solution was administered
after the hysteroscopy to observe the patency if either of the
tubes was initially observed to be occluded.

HyFoSy was performed according to previously reported product
instructions [8, 13]. During this procedure, approximately 10 cm?
of foam is introduced, through a cervical catheter, into the uterine
cavity. This foam was created after mixing 5 mL EXEm-gel® (containing
hydroxyethyl cellulose and glycerol, IQ Medical Ventures BV, Delft,
The Netherlands) with 5 mL of distilled water in a 10 mL syringe.

All patients were awake and cooperative during HyFoSy and
were shown the status of their tubal patency; however, they
were then given mild sedatives before the office hysteroscopy.
HyFoSy was performed before the office hysteroscopy because
procedures performed during hysteroscopy may cause bleeding
and tissue removal, entering the peritoneal cavity through
the fallopian tubes. Mild sedation was performed with the
intravenous administration of midazolam (0.1 mg/kg) and
fentanyl (1-2 pg/kg). All patients were advised to use barrier
methods to avoid accidental pregnancy and possible infection
exacerbated by the deposition of semen in the vagina. All
patients were given 100 mg of doxycycline (Tetradox, Teva
Turkey, Istanbul, Turkey) twice a day for five days. Office
hysteroscopy was performed using the Bettochi Integrated
Office Hysteroscope (0.4 mm) (KARL STORZ SE & Co., Tuttlingen,
Germany). The same surgeon (HBZ) performed all procedures.

Clinical information, including the patient's age, aetiology of
infertility, indications of hysteroscopy and HyFoSy, hysteroscopic
findings, HyFoSy results, and previous HSG results, were
extracted from medical records.

The data were analyzed by SPSS Statistics 25 for Windows (IBM Corp.,
Armonk, NY, USA). Continuous variables were presented as mean
(range), and categorical variables as numbers and percentages.

3. Results

All patients were successfully evaluated with hysteroscopy and
HyFoSy. The mean age of the patients was 35.8 + 4.2 (27-45)
years. Sixteen patients (45%) had a previous IVF history (cycle
numbers varied from 1 to 7).

Etiologic factors for infertility are shown in Table 1. When the
causes of infertility were considered, the most common cause
was unexplained infertility (52.8%), while the second was poor
ovarian reserve (16.7%).
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Factos | () |
Male | 383 |

Factors

Poor ovarian reserve

Anovulatory 5(13.9)

Indications for hysteroscopy and HyFoSy were shown in Tables
2 and 3. Ten patients (27.7%) underwent hysteroscopy due to
repeated implantation failure, while eight (22.2%) underwent
hysteroscopy due to endometrial polyps. Two patients were
diagnosed with proximal tubal obstruction by HyFoSy and treated
with hysteroscopic tubal catheterization, and tubal patency was
obtained after this procedure. HyFoSy was applied for seven patients
(19.49%) because their previous HSG reports were doubtful. HyFoSy
was administered to one patient due to fear of pain.

indication | n(8) |

1(2.8)

Elective
Isthmocele management

Subseptus resection

indication | 9 |

Doubtful HSG

Fear of pain

Control HSG after PID

HyFoSy: Hysterosalpingo foam sonography; HSG: Hysterosalpingography;
IVF: In Vitro Fertilization

The results of HSG and HyFoSy are shown in Table 4. Although
the previous HSG had shown tubal obstruction in three patients,
the standard passage of the foam from the fallopian tubes to
the abdominal cavity was observed when HyFoSy was applied.
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Normal Bilateral tubal Unilateral tubal Unilateral passage | Bilateral passage
HyFoSy occlusion occlusion with difficulty with difficulty

HyFoSy: Hysterosalpingo foam sonography; HSG: Hysterosalpingography

There were no early or late complications after HyFoSy before
hysteroscopy. When the patients were asked whether they felt
pain during or after the HyFoSy, they did not state any.

4. Discussion

This study aimed to investigate the effectiveness of HyFoSy
before hysteroscopy in infertile patients prepared for assisted
reproductive technologies treatment, and we showed that
HyFoSy in combination with hysteroscopy might be used for
rapid evaluation of the uterine cavity and fallopian tubes in
patients who have not undergone HSG without no delay in
planning further assisted reproductive technology treatments.

The appropriate evaluation of an IVF patient is the utmost
important step before starting a treatment cycle. Usually,
the patient's history, previous evaluations by HSG and
hysteroscopy, and timely ultrasonographic examinations
exclude most abnormalities. Two main studies, TROPHY (14)
and inSIGHT (15), did not find a benefit of office hysteroscopy
in IVF patients if previous ultrasonographic examination did
not reveal any abnormalities. However, the weakness of these
studies lies in the fact that biopsies were not performed to
rule out endometritis. Endometritis can be diagnosed by the
microscopic detection of pathologic plasma cells or endometrial
stromal inflammation (16). A recent meta-analysis showed the
benefit of hysteroscopy, especially in Asian patients (17). In
addition, the presence of hydrosalpinx decreasing the likelihood
of pregnancy must never be ignored (1). Patients with repeated
implantation failure must be evaluated with meticulous care,
re-examining earlier reports and sometimes repeating tests,
including HSG and office hysteroscopy. In addition, these tests
must be carried out quickly and in a single step, if possible,
concerning the patient's already disturbed psychological state.
Therefore, in our centre, we apply HyFoSy with hysteroscopy
to evaluate infertile patients' tubal patency and endometrial
cavity in one step, and in this study, we report the effectiveness
of HyFoSy before hysteroscopy. This study has proven that
HyFoSy combined with hysteroscopy is feasible for evaluating
tubal patency and the uterine cavity consecutively in the same

setting. Therefore, we speculated that this one-step method
could be used to shorten the process of starting treatment in a
group of infertile patients who want to achieve results quickly.

A recent study reporting the assessment of tubal patency
through infusing air into saline during flexible office hysteroscopy
(18) showed that 92% of patients preferred it when compared to
previous HSG experiences. However, flexible hysteroscopy is used
in this method, which is not preferred in many clinics because of
its short endurance and limited surgical capabilities. In addition,
high pressure may cause spasms, and tubal spasms with high
pressure have been associated with lower pregnancy rates
(19). Another approach is selective tubal chromopertubation,
with considerable sensitivity (86%) and specificity (88%) (20).
The advantage of this procedure over other tubal patency tests
is that the dye is directly injected into the fallopian tube with
hysteroscopic guidance. However, this procedure has some
limitations; it does not offer direct visualization of the tubes, and
in some cases, it may cause vasovagal syncope and pain. Another
method is to observe fluid accumulation in the pouch of Douglas,
but this only rules out the bilateral obstruction and does not
define unilateral tubal patency (21).

In our setting, we perform HyFoSy before hysteroscopy because
our experience has shown less pain for patients, and it allows
them to adapt to office hysteroscopy more easily. In addition,
there are few spasms because there is no high pressure or
volume of the fluid forced into the tubal ostia. However,
in the case of any trauma to the endometrial lining during
hysteroscopic entry and biopsy, if required, bleeding may occur,
and blood clots may be forced into the ostia afterwards.

The term "one-stop fertility clinic" was suggested in 2002,
based on the results of office hydro-laparoscopy (22). It
combines laparoscopy with hysteroscopy, demonstrating the
status of tubal patency. However, it was concluded that it
could not be applied for every woman since hydro-laparoscopy
failed in up to 18% of patients (23). Therefore, in patients for
whom tubal patency must be demonstrated, the combination
of hysteroscopy with transvaginal sonographic observation

30



Volume 3 Number 2 p: 27-32

has proven successful results with a sensitivity of 94% and a
specificity of 94% (21). In addition, a one-stop fertility clinic
approach using advanced ultrasonographic assessment has
been reported; however, this method is not sufficient for the
evaluation of patients before IVF (24).

Our study had some limitations, including its retrospective
nature, the small number of cases, and the lack of a control
group. Despite these limitations, in this study, we shared our
case experience evaluating the uterine cavity and fallopian
tubes in one step before starting an IVF procedure, and
In addition, this
combination provides an acceptable offer to selected patients

this method seems tolerable and feasible.

avoiding multiple tests which would take at least two months
and possible delays in the treatment. However, the feasibility
of this one-step method should be investigated further with
well-designed large-scale prospective randomized controlled
studies. Another limitation of our study was that we did not use
any pain scales to assess patients' pain after the procedure.

In conclusion, patients in infertility clinics want to achieve results
quickly and painlessly, with the minimal examination. Therefore,
evaluations in the IVF/ICSI patient group must be performed with
the fewest possible and most comfortable steps for both the
patient and the clinician. For this reason, the one-step method
that we apply in our clinic seems to be appropriate for both
patients and clinicians because it does not require analgesia and
anaesthesia, and it can be done in an outpatient setting for the
evaluation of the uterine cavity and fallopian tubes.
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Abstract

Aim: Viruses including respiratory syncytial virus, parainfluenza virus, rhinovirus are the primary etiologic agents in acute
lower tract infections in neonates. We aimed to evaluate the clinical and demographic characteristics of newborns with
acute lower tract infections.

Material and Method: Data was recorded from patients' medical records admitted between January 2013 and April 2016.

Results: The study population consisted of 43 neonates (19 girls, 24 boys). Mean gestational age and birthweight were 32 +
4.4 weeks and 1735 + 820 g, respectively. On admission, mean postnatal day and postmenstrual ages were 61 + 48 days and
41 + 4.3 weeks. Respiratory syncytial virus (n:8), rhinovirus (n:3), parainfluenza-3 virus (n:3) and adenovirus (n:3), respiratory
syncytial virus and parechovirus (n:1), respiratory syncytial virus and adenovirus (n:1), rhinovirus and human bocavirus (n:1)
were detected by polymerase chain reaction 20 patients in total. Siblings in the house (n:31), viral infection in the family
(n:23), insufficient breastfeeding (n:15), bronchopulmonary dysplasia (n:13), siblings attending school (n:10) and being twin
or triplet (n:7) were leading risk factors. Median hospital stay was 9 (1-60) days. Prematurity, fever, rales, respiratory support
and feeding difficulty were statistically more common in polymerase chain reaction positive patients. Patients with the
respiratory syncytial virus had higher gestational age, birth weight, less respiratory distress syndrome, surfactant use and
patent ductus arteriosus, and lower postnatal day on admission than patients with other viruses (p<0.05).

Conclusion: Respiratory syncytial virus is the commonest cause of acute lower tract infections in newborns, but the
clinical importance of co-infection and rare agents such as human bocavirus and parechovirus should be kept in mind.
Supportive management is the mainstay of the therapy.
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Viral pneumonia in neonates

(04

Amag: Respiratuvar sinsityal virlis, parainfluenza virlis ve rhinovirlis yenidogan déneminde akut alt solunum yolu
enfeksiyonlarinin en sik nedenidirler. Bu ¢alismada alt solunum yolu enfeksiyonu mevcut olan yenidoganlarin klinik ve
demografik 6zelliklerini degerlendirmeyi amagladik.

Gereg ve Yontem: Yenidogan yogunbakim Unitemize Ocak 2013 ve Nisan 2016 tarihleri arasinda yatirilan hastalarin
medikal kayitlari retrospektif olarak incelendi.

Bulgular: Calismaya 19'u kiz 24'l erkek olmak lizere 43 hasta alindi. Ortalama gestasyonel hafta ve dogum agirlig1 32 +
4.4 hafta ve 1735 + 820 gr'di. Basvuru aninda ortalama postnatal giin ve postmenstriel hafta 61 + 48 giin ve 41 + 4.3
haftaydi. Polimeraz zincir reaksiyonu testi sonucunda respiratuvar sinsityal viris (n:8), rhinoviris (n:3), parainfluenza-3
virls (n:3) ve adenovirus (n:3), respiratuvar sinsityal virls ve parechovirus (n:1), respiratuvar sinsityal viris ve adenoviris
(n:1), rhinovirus ve insan bocaviris (n:1) tespit edildi (toplam 20 hasta). Evde kardes (n:31), ailede viral enfeksiyon (n:23),
yetersiz anne sitl (n:15), bronkopulmoner displazi (n:13), okula giden kardes (n:10) ve ikiz veya l¢liz olma (n:7) en
stk ana risk faktorleriydi. Ortanca hastanede kalis stiresi 9 (1-60) giindii. Prematurite, ral, solunum destegi ihtiyaci ve
beslenme glcligl polimeraz zincir reaksiyonu pozitif hastalarda istatistiksel olarak daha sikti. Respiratuvar sinsityal
virls pozitif hastalar diger virtslerin saptandigi gruba goére daha blyiik gestasyonel hafta ve dogum agirligina sahipken
daha az respiratuvar distres sendromu, surfaktan kullanimi, patent duktus arteriozus dykiisii mevcuttu ve semptomlarin
baslangici ile hastaneye basvuru zamani arasinda gecen siire daha kisaydi.

Sonug: Respiratuvar sinsityal virlis yenidoganlarda alt solunum yolu enfeksiyonunun en sik rastlanan etkeni iken ko-
enfeksiyon ve daha nadir gorilen insan bocaviriis ve parechovirus gibi etkenlerin klinik 6nemi akilda tutulmalidir. Destek

tedavisi tedavinin en 6nemli bilesenidir.

Anahtar sozciikler: Yenidogan dénemi; viral pnémoni; respiratuvar sinsityal virlis; polimeraz zincir reaksiyonu

1. Introduction

Acute lower respiratory tract infections (ALRI) is a fundamental
cause of neonatal morbidity and mortality, especially in
developing countries (1, 2). Viruses such as respiratory
syncytial virus (RSV), parainfluenza virus (PIV), rhinovirus,
human metapneumovirus (hMPV) are the major causes
of ALRI in newborns (3, 4). Prematurity, low birth weight,
bronchopulmonary dysplasia (BPD) and chronic aspiration are
major clinical risk factors. Crowded daily life, having siblings,
day-care attendance, smoke exposure are the demographic
risk factors. Fever, cough, rhinorrhea, tachypnea, apnes,
temperature instability, feeding difficulty and cyanosis are the
main complaints. Studies mainly focused on RSV, which is the
most critical pathogen in infants' first year of life (5, 6).

In this study, we aimed to evaluate newborns' clinical and
demographic characters with ALRI and determine the

distribution of pathogens.
2. Material and Method
This retrospective study took place in the neonatal intensive

care unit (NICU) of Etlik Zubeyde Hanim Women's Health

Care, Training and Research Hospital, University of Health

Sciences Turkey, between January 2013 and April 2016. The
local ethical committee of our hospital approved the study
(27.06.2016/2009). Clinical and demographic data were recorded
from patients' medical records. ALRI was defined as the
presence of fever, respiratory secretions, tachypnea, dyspnea
and rales. Gestational age as weeks (w) (GA), birth weight,
gender, mode of delivery, respiratory distress syndrome (RDS),
surfactant delivery, BPD, palivizumab prophylaxis, smoking,
crowding, history of respiratory tract infection in the family were
recorded. Bronchopulmonary dysplasia was diagnosed based
on the National Institutes of Child Health and Development
diagnostic criteria (7). Insufficient breastfeeding was described
as %50 of daily intake. Clinical and laboratory data also included
chronologic age, oxygen or mechanical ventilation, laboratory
evaluation results such as complete blood count, C-reactive
protein, blood culture, chest x-ray, duration of hospital stay,
complications, and mortality. Nasal swab samples were obtained
for real-time multiplex polymerase chain reaction (PCR).
Polymerase chain reaction study included RSV, coronavirus
43-63-229-HKU1, hMPV, parainfluenza-1-2-3-4,

adenovirus, enterovirus, parechovirus, HIN1, influenza A, B,

rhinovirus,

human bocavirus (hBV) and performed by Public Health General
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Directorship Laboratories, Ministry of Health. Patients grouped
according to PCR results as positive and negative; and also as
RSV and RSV coinfection, other viruses and negative groups to
compare clinical and demographic characteristics.

Statistical Analysis

Statistical analysis was performed with the Statistical Package for
the Social Sciences, Version 20 for MAC. Clinical characteristics
and laboratory variables were compared using the Student
t-test, the Mann-Whitney U test, the ki square test. P<0.05 was

considered to be statistically significant.
3. Results

The study population consisted of 43 neonates, including 19 girls
and 24 boys. Mean GA and birthweight were 32 + 4.4 w and
1735 + 820 g, respectively. On admission, mean postnatal day
(d) and postmenstrual age (PMA) were 61 + 48 d and 41 £ 4.3 w,
respectively. Age at the admission of preterm and term infants were
72 and 11 days, respectively (p<0.05). Thirty-four (79%) of patients
were premature (<37 w), whereas 22 (51%) of patients’ GA were
<32 w. Nineteen patients (44%) were born by vaginal delivery. The
polymerase chain reaction was performed in 33 patients.

Respiratory syncytial virus (n:8), rhinovirus (n:3), parainfluenza-3
virus (n:3) and adenovirus (n:3), RSV and parechovirus (n:1), RSV
and adenovirus (n:1), rhinovirus and hBV (n:1) were detected
(Table 1). In 13 patients, PCR was negative. Risk factors were
siblings in house (n:31), viral infection in family (n:23), insufficient
breastfeeding (n:15), BPD (n:13), siblings attending school
(n:10), being twin or triplet (n:7), tobacco smoke exposure (n:2)
and chronic aspiration (n:2). Six patients were on palivizumab
prophylaxis. The polymerase chain reaction was performed in
5 of these patients and resulted in rhinovirus (n:2) and negative
(n:3). The most seen admission complaint was cough (58.1%),
and others were fever (32.6%), respiratory distress (27.9%), nasal
discharge (20.9%), cyanosis (18.6%) and grunting (14%).

Table 1. Polymerase chain reaction results of patients

Viral agents n
Respiratory syncytial virus 8
Rhinovirus 3
Parainfluenza-3 3
Adenovirus 3
Respiratory syncytial virus + parechovirus 1
Respiratory syncytial virus + adenovirus 1
Rhinovirus + human bocavirus 1
Negative 13
Total 33
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Physical (55.8%),
retraction (60.5%), rales (46.5%), rhonchi (4.7%), hepatomegaly
(7%), cyanosis (37.2%) and nasal secretions (16.3%). Apnea

examination findings were tachypnea

was seen in 4 patients (2 with parainfluenza-3 and 1 with
adenovirus). The feeding difficulty was found in 12 (27.9%)
patients. Empirical antibiotic treatment was given to 10 patients.
There was no blood culture positivity and secondary bacterial
pneumonia diagnosis in our study. Supportive treatment was
the major treatment protocol in our study. X-ray abnormalities
such as infiltration, reticular parenchyma or hyperaeration were
found in 23 (53.5%) patients.

Seventeen patients needed oxygen support. Invasive and non-
invasive mechanical ventilation support was given to 4 and 11
patients, respectively. Median duration of oxygen, invasive and
non-invasive mechanical ventilation support were 6 (1-27), 2 (1-7)
and 2.5 (1-13) d, respectively. Median hospital stay was 9 (1-60) d.

The polymerase chain reaction positive (n:20) and negative
(n:13) patients had similar GA, birth weight, postnatal day, PMA,
white blood cell count (WBC), C-reactive protein level, blood
gas analysis results and hospital stay (p >0.05); but prematurity,
fever, rales, need of respiratory support and feeding difficulty
were statistically more common in PCR positive patients
(p<0.05). Patients with other viruses had statistically lower GA,
birth weight, more RDS, surfactant use and PDA; and higher
postnatal day on admission but not PMA than patients with RSV
and RSV con-infection (p<0.05) (Table 2 and 3).

Patients <32 w GA (n:22) had statistically more cyanosis
(p:0.04), lower median hemoglobin (9.6 vs 13.3 g/dl, p: <0.0<)
and WBC (8040 vs 13,450/ul, p: 0.03); and longer duration of
respiratory support (median, 11.7 vs 5.3 d, p: 0.04) and hospital
stay (median, 18.3 vs 9.3 d, p: 0.04) than patients >33 w GA.
The median postnatal day was higher in patients <32 w GA (86
vs 34 d, p: <0.0<), but PMA was similar (41.2 vs 40.5, p: 0.8) on
admission. One patient died on treatment day 3. His GA and
birth weight was 37 w and 2780 g. He admitted to the hospital

on postnatal day 23, and his PCR was negative.
4. Discussion

Prematurity is the leading predisposing factor to ALRI. In our
population, 34 (79%) of the patients were preterm infants,
including 22 patients <32 w GA. Our prematurity rate seems to be
higher than previously reported rates as 16.6-26.3% (6, 8, 9). This
difference may be associated with our NICU’s characteristics. It
is well known that premature infants had a greater susceptibility
to ALRI than term infants, especially in the first year of life (10).

Most follow-up patients in our hospital are premature infants,
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PCR positive
(n=20) PCR negative
RSV and RSV co-infection Other viruses (n=13)
(n=10) (n=10)

Birthweight (g, mean) 2110 (£850) 1375 (+580) 1945 (+1025) | 06 | 0.03° |
PMA (w, median) 40 (36-42) 40 (34-50) 39(36-50) | 09 | - |

Cesareansectionn(®) | 660) | 8(80) | 8(15 | 06 | -
siblingathome,n(%) | 900 | 8(80) | 815 | 02 | -
Rilathomen() | 700 | 700 | 5(B15) | 007 | -
8O0 | 100 | 560 | 4@® | 1 | -
Chronicaspiration,n(%) | 109 | 100 | - | 05 | -

PCR: polymerase chain reaction; RSV: respiratory syncytial virus; PMA: postmenstrual age; RTI: respiratory tract infection; BPD: bronchopulmonary dysplasia
Data were presented as mean (£SD), median (min-max) and n (%)

* p value was calculated for PCR positive and negative patients

** only significant p values according to subgroup analysis were given

2 Other viruses vs RSV and RSV co-infection

®Qther viruses vs PCR negative

PCR positive
(n=20) PCR negative
RSV and RSV co-infection Other viruses (n=13)
(n=10) (n=10)

Fever, n (%) | 100 | 7(38 | o004
Cyanosis, n (%) 5(38.5)
CRP (mg/d], median) 5 (0.01-17) 0.6(0.01-62) | 0.05(0.01-2.8)

PCR: polymerase chain reaction, RSV: respiratory syncytial virus, CRP: C-reactive protein
Data were presented as median (min-max) and n (%)
* p value was calculated for PCR positive and negative patients
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leading to a high prematurity rate of admitted infants related to
ALRI. The prematurity rate of patients with ALRI was reported as
11.2% and 29.2% by Garcia et al. and Alan et al., respectively (8,
11). Mean PMA was similar between preterm and term infants at
admission. Preterm infants usually face respiratory viruses later
than term infants because of NICU stay.

The respiratory syncytial virus was found to be the most
common etiologic agent in our study, as in previous studies (12-
14). Thirty per cent (n:10) of patients had RSV, including two
patients (6%) with viral co-detection. Alan et al. reported that
19.6% of infants admitted to NICU for ALRI were diagnosed as
RSV by monoclonal antibody test (11). In term infants, 33% and
42.6% of neonates with ALRI had RSV (4, 15). Aydin et al. used
the rapid antigen test to diagnose RSV and found that 16.6% of
infants were premature (6). Bilgin et al. reported that a causative
viral agent was isolated in 119 of 243 infants, and 78% was RSV.
Other viral agents were rhinovirus, coronavirus, parainfluenza,
influenza A/B, metapneumovirus, enterovirus and adenovirus
(16). In our study, 70% of patients were premature in the RSV
group. In contrast to our study, Garcia-Garcia et al. reported
that the most common viruses associated with pneumonia were
adenovirus, rhinovirus, RSV and parainfluenza virus in early and
moderate preterm infants (8). Rhinovirus, parainfluenza-3 and
adenovirus were found to be the next most common etiologic
agents in our study. Rhinovirus was reported to be the most
second common virus in previous studies such as our study
(4, 8, 14, 15). Viral co-detection was found in 3 (9%) neonates.
Previous studies reported 7.1 to 29% viral co-detection rate (4,
8, 14, 17). We did not find any association between disease
severity and viral co-detection, although previous studies
reported both increased disease severity or no effect with viral
co-detection (4, 18). We detected a parechovirus and rhinovirus
co-detection. Parechovirus is usually responsible for sepsis-like
illness and meningoencephalitis in neonates (19, 20). Emel et al.
reported RSV co-detection with rhinovirus and coronavirus (17).
Admission complaints and respiratory support they reported in
their study were similar between RSV/RSV co-infection and other
virus groups except for shorter hospitalization in other virus
groups. Clinical symptoms of our patient may be attributed to
rhinovirus. Human bocavirus was rarely reported as responsible
for ALRI, but it should be noted that 10% of infants had bocavirus
related upper respiratory tract infection (8). Interestingly, there

was no influenza virus-related ALRI in our study. Previous studies

37

did not report influenza positivity in patients with ALRI, while
Bilgin et al. reported 3 ALRI cases related to influenza A/B (4, 8, 9,
16). This fact may be associated with an increased care of infants
due to marked influenza symptoms in parents and awareness of

the high contagion rate of influenza.

Risk factors for ALRI were prematurity, male gender, siblings in
the house, viral infection in family, insufficient breastfeeding,
BPD, siblings attending school, being twin or triplet, tobacco
smoke exposure and chronic aspiration in our study as reported
in previous reports (14, 21). Environmental risk factors such
as siblings, viral infection at home were not different between
groups. However, patients in the other viruses group were more
premature than patients in RSV and RSV co-infection group; and
had more morbidities related to prematurity such as RDS, PDA,

BPD, and longer hospitalization days.

Fever, rales, respiratory support and feeding difficulty were
more common in PCR positive patients as expected. Patients
with RSV had more cough, fever, tachypnea, whereas other
viruses group had more cyanosis. Previous studies reported a
more severe clinical course of RSV infections than other viral
infections (3, 4). Cough, retractions, crackles and rhonchi were
found to be higher in the RSV group (n:93) than other viral
infection groups (n:26), while postnatal age, haemoglobin and
CRP were lower in the RSV group in a study from our country
(16). They also found that apnea and RSV were risk factors for
respiratory support. In contrast to previous studies need for
respiratory support, duration of oxygen therapy and hospital
stay, X-ray findings were similar between RSV and other virus
groups in our study.

We think that the retrospective design of the study is a
limitation. None of the patients had PCR evaluation. Family
members with suspected respiratory tract infection could not
be evaluated with PCR.

In conclusion, RSV is the commonest cause of ALRI in newborns,
but the clinical importance of a co-infection and rare agents such
as HBV and parechovirus should be kept in mind. Therefore,
supportive management is the mainstay of the therapy, and
antibiotics should be started for secondary bacterial infection.
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1. Giris ve Genel Bilgiler

Bu derlemede, gebelikte fetlisin Down Sendromu (DS) tanisi
amaciyla yapilan tibbi midahaleler, Amerika Birlesik Devletleri
(ABD) ve Birlesik Krallik (UK) ornekleri ile incelenip lkemizdeki
uygulamalar gozden gegirilerek bu konuda mesleki standart
ortaya konulmaya calisilacaktir.

Gebe takibinin amaclarindan biri fetliste olmasi muhtemel
hastalik ve sakatlklari tespit etmektir. Boylece, mimkinse,
gebelik sirasinda ve/veya hemen dogum sonrasi fetlise uygun
tibbi midahale yapilabilir. Anne babanin fetiisiin saghk durumunu
bilme haklari vardir. Bu hak giincel tibbi bilgi, teknoloji, teshis
imkanlari ile sinirhdir. Fetus gebelik boyunca bliylime ve gelisme
surecindedir. Fetilisteki hastalik ve sakatliklarin tespiti bu siiregle
dogrudan baglantilidir, anatomik ve/veya organ fonksiyonlari
bozukluklari ancak tespit edilebilecek diizeye geldiginde
anlasilabilir. Ornegin ultrasonografi ile 22-24. gebelik haftasindan
sonra fetliste kalp anatomik bozukluklari daha yiksek oranda

basariyla tespit edilirken daha 6ncesinde basari dusuktir (1).

Fetlsin DS olup olmadigl sadece invaziv tani yontemleri ile
mimkindir. 10-14 gebelik haftasinda koryonik villis 6rnegi
(chorionic villus sample-CVS), 16 hafta sonrasi amnniyosentez,
18-20 hafta sonrasi kordosentez yontemi ile alinan érneklerin
genetik incelemesi ile sayisal bozukluk yani 21. kromozomda (i¢
kromozom varligi tespit edilip DS tanisi konur. Bu tani bebegin
zeka diizeyini tespit etmez. invazif tani yéntemleri biyik bir
organizasyon, c¢ok sayida yetismis saglik personeli, yiksek
ekonomik maliyet gerektirir. Ayrica bu invasif yontemlerin %0,5-
1 arasinda gebelik kayiplarina neden oldugu bilinmektedir.
Nadir de olsa gelisen kanama, enfeksiyon basta olmak lizere
bazi nedenlerle gebede ciddi saglik sorunlarina yol agabilir, bu
nedenle rahim alinmasi hatta 6liim oldugu bilinmektedir (2).

DS, gebe kadinin yasiilerledikce daha sik gorilir. Tim irklarda ayni
olmak lzere yastan bagimsiz olarak 1/700-800 canl dogumda bir
gorulir. Gebe yasina ve amniyosentez sonucuna gore bebekte
ve fetliste DS gorilme olasiligi tablo 1'de verilmistir (3)

Tablo 1. Anne yasina gore canl dogumda DS goriilme olasilig
ve amniyosentez ile fetlste tespit olasiligi verilmistir

Anne yasi Canli dogum Amniyosentez
15-19 1/1250

20-24 1/1400

25-29 1/1100

30 1/900

35 1/350 1/250

40 1/100 1/75

43 1/50 1/35
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Yilda bir milyon canli dogum olan bir tilkede, 1/800 olasiligi kabul
edilirse, 1250 Down sendromlu bebek dogmasi beklenir. Bir
milyon gebede kesin teshisi icin invaziv yontemler kullanilirsa
5.000 ile 10.000 arasinda gebelik kaybi olur. Yani 1250 Down
sendromlu bebegi tespit etmek igin 3750-8750 saglkl bebek
olan gebelik sona erer. Bir milyon gebeye invaziv test yapmanin
is yukl, maliyeti, gerekli genetik uzmani ve laboratuvari ihtiyaci
cok yUksektir. Bu kadar gebe ve esinden aydinlatiimis onam almak
icin gereken zaman bile saglik hizmetine ek yiik getirir. Kadin
dogum uzmanlarinin kadin ve gebelerde bu brans icinde vermesi
gereken saglik hizmetinin ¢oklugu dislinildigiinde sadece DS
tanisi icin zaman ve enerjilerinin dnemli bir bolimini invaziv
tani yontemleri ile harcamasi kadin ve gebenin ihtiyaci olan diger
saglik hizmetlerini aksatacaktir. Komplikasyonlarile bas etmek icin
gerekli zaman, isglicli, maliyet ise ayrica 6nemlidir. Komplikasyon
nedenli tibbi hata iddialari olacagi da beklenir.

Baska gerekgeler de eklenebilir ama tiim yukaridaki nedenler ile
saglik otoriteleri ve tip diinyasi DS tani testleri 6ncesinde tarama
testleri yapilmasinda hemfikirdir. Gebenin dengeli translokasyon
olmasi, daha 6nce DS bebek dogurmasi, yakinlarinin Down
sendromlu bebek dogurmasi durumunda dogrudan tani testleri
yapilmasinin dogru oldugu kabul edilir. Prenatal (dogum 6ncesi)
genetik tarama testleri sonucu, yapilan bilimsel tespit sonrasi
kabul edilen sinir deger (cut-off) olan 1/270’den kiiglk ise (1/271-
1/300 vb) gebe dislk riskli gruptadir, tani testine gerek olmadigi
kabul edilir. Sonug¢ 1/270°den blyik ise 1/269- 1/150 vb) gebe
DS bebek dogurma agisindan yiksek riskli kabul edilir, tani testi
Onerilir. Cut-off degeri Ulkelere gore farkli kabul edilip 1/150-
1/300 arasinda degismektedir. Ulkemizde genelde 1/270 kabul
edilir. Bu kabule gore Tablo 1 incelenirse 35 yas Ustl gebelere
dogrudan tani testleri dnerilmesi uygun olacaktir. Son yillarda
ileri yas gebeyi aydinlatip onamini alarak tarama testi yapilp,
sonucuna gére tani testi 6nerilebilmektedir. Ozellikle duyarliligi
yuksek invaziv olmayan prenatal testlerin (NIPT) uygulamaya

girmesi ile bu yol daha ¢ok tercih edilebilmektedir (4)

Tarama testleri, bazi hastalik ve durumlarin olma ihtimali olan
gruplarin iginde kimlerin daha yuksek risk olasiligl tasidigini
tespit icin yapilr. Ornegin belli bir yastan sonra kadinlarda
meme kanseri olasihgl yikselir. 40 veya 45 yas Ustl tUm
kadinlara meme biyopsi yaparak alinan dokunun histopatolojik
incelemesi ile dogru tani konulabilir ama glglikleri goktur,
dolayisiyla 6nce meme ultrasonografi ve mamografi ile tarama
testleri yapilip ylksek riskli grubun tespiti ve bunlara kesin tani
testi yapilmasi tercih edilmektedir. Tum gebelerde yasa gore
belli oranda Down sendromlu bebek dogurma olasiligi vardir.
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35 yas Ustl gebelerde bu olasilik artar ama toplumda DS bebek
doguran kadinlarin ¢cogu 35 yas altindadir ¢linki 35 yas altinda
doguran kadin sayisi cogunluktadir. Bu nedenle ulkeler 35 yas
altindaki gebelerde Down sendromlu fetls olup olmadigini
tespiticin, yaniltici yonleri olmakla beraber, 6nce tarama testleri
yapiimasini tibben ve diger yonlerden dogru bulmakta ve bu
yontemi uygulamaktadir. Hasta haklari ve hasta yarari agisindan
da bu tercih dogrudur. Ancak ileride detayl acgiklanacagi gibi
hastalarin 6zerkligi sonucu tibbi tetkik ve tedavi yontemlerini
se¢me hakki da, miimkinse, vardir.

Prenatal genetik tarama testleri uygulandiginda gebeler iki
gruba ayrilir. Test sonucu 1/270 den kiiglk ise test negatiftir,
yani gebe dusuk riskli gruptadir. Test sonucu 1/270’den buyikse
test pozitiftir, yani gebe ylksek riskli gruptadir.

Bu terimleri agiklamak igin ikili (kombine) test 6rnegi kullanilarak
Boston Universitesi Halk Sagligi bélimiince yapilan agiklamadan
yararlanilacaktir (5)

Tarama testleri Biyoistatistik biliminin konusudur ve kullanilan
terminolojiyi bu bilim dali tespit etmistir. Testin pozitif ¢ikmasi
demek gebenin, Down sendromlu fetls tasimasi olasiliginin
yuksek oldugunu ve yiksek risk grubuna dahil olmasini anlatir,
yani gebe a+b grubundadir. Test sonuglari pozitif olan 360 gebenin
9 tanesinde DS (gergek pozitif) tespit edilir, 351 tanesinde (yalanci
pozitif) ise DS yoktur. Yani gebenin gercekten Down sendromlu
fetlisti olan (a) grubunda oldugunu anlamak igin testi pozitif olan
360 gebeye invaziv tani testi (amniyosentez) yapiimalidir.

Testin negatif ¢cikmasi gebenin Down sendromlu fetiis tasima
olasiliginin disik oldugunu ve gebenin disuk riskli grupta
oldugunu anlatir. Test sonuglari negatif olan 4450 gebenin
1 tanesi Down sendromlu bebek dogurur (yalanci negatif),
diger 4449 tanesi saghkh bebek dogurur (gercek negatif). Bu
sonuclara gore;

Testin duyarhhg (sensitivitesi/dogru pozitif boélimi) a/a+c
formaline gére 9/10 yani %90°dir.

Testin 6zgulligu (spesifisitesi yani dogru negatif bolimu): d/b+d
formilune gore, 4449/4800 yani %92,7'dir

Yalanci pozitif bolima: b/b+d formiline gére 351/4800 yani
%7,3'dlr.

Yalanci negatif bolim: c/a+c formuliine gére 1/10 yani %10’dur.
Tarama vyapildiginda eger bir gebe Down sendromlu fetis
taslyorsa %90 olasilikla test pozitif olacaktir (testin duyarlihgi).
Ancak fetuste gercekten DS olup olmadigini anlamak igin tim
test pozitif gebelere amniosentez yapmak gerekir, boylece
gercek DS olan 9 fetis, saglkli 351 fettisten ayirt edilebilir.

Eger kadin DS olmayan bir fetis tasiyorsa, test %92,7 olasilikla
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negatif cikacaktir (testin 6zgulligl). Ancak testin yalanci pozitif
ve yalanci negatif boélimleri de testteki hatalari belirler ki bunlar
hekim ve gebeyi yaniltir. Eger bir gebede DS olmayan yani
saglikli bir fetlis olsa bile tarama testinin pozitif olmasi olasilig
% 7,3'tlr (yalanci pozitiflik).

Eger gebe Down sendromlu fetisi taslyorsa testin negatif olma
olasiligl % 10 olur (yalanci negatiflik). Yalanci bir negatif sonug
da sorunludur. Bir kadin Down sendromlu fetlisi tasiyorsa,
testin negatif sonuglanacagi olasiligi %10 olur ve kadin ve ailesi
fetlistiin saghkli oldugu garantisini hissedebilirler, aslinda tarama
testi down sendromunu tespit edememistir.

Gebeler aslinda, tarama testi eger pozitif ise gercek hastalikh
fetlis tasima olasiliginin ne oldugunu merak ederler. Yani kesin
tani yontemi olan invaziv test yaptirsalar hastalikh fetiis ¢itkma
olasiligi ne olur? Ayni zamanda test negatif ise gergek hastaliksiz
fetlis tasidiklari ne kadar dogrudur? Yani negatif teste ragmen
hala hastalikli fetiis tasima olasiligl var midir ve orani nedir?
Bunlarin cevabi yine istatistiki formil ve terminoloji ile verilir.
Pozitif 6ngoért degeri (positive predictive value: PPV): a/a+b
formaline gére 9/360, yani %2,5'dur.

Negatif ©6ngori degeri (negative predictive value) d/c+d
formiliune gére 4449/4450 yani %99,9'dur.

Bunun yorumunu tekrar yapalim;

-Eger bir gebenin tarama testi pozitif ise yani invaziv test
ihtiyacinin yiksek oldugu kabul edilen yuksek riskli grupta ise
ve invaziv test yapilirsa fetliste DS gorilmesi olasihgl %2,5dur
(pozitif ongoru degeri).

-Eger bir gebenin tarama testi negatif ise, yani invaziv test
yapilmasi ihtiyacinin olmadigi kabul edilen dastk riskli grupta
ise ve invaziv test yapilirsa Down sendromlu fetlis gérilmemesi
olasiligi %99,9 dur. Diger anlatimla Down sendromlu fetis
gorilme olasihgl %0,1dir.

Tim gebelere DS icin tani testleri yapilmasi tibben kabul
gormemektedir. Fetlslin zarar gormesi, didsmesi, annede
kanama, iltihaplanma, rahim alinmasi hatta 6limle sonuglanan
olgular vardir. Bu komplikasyonlardan kaginmak igin bir olasilik
testiolan tarama testleritercih edilir. Ancak Tablo 2’de goruldig(
gibi duyarliligi aslinda ylksek olan (%90) bir tarama testinde bile
PPV %1-2,5 arasindadir ve yalanci negatifligi nedeniyle dusik
riskli grupta hala Down sendromlu fetiis vardir. Yani test, hasta
ve hekimlere eksik ve yanls bilgi vermektedir ama glinimizde
daha iyi bir yontem olmadigi icin gebelerin bilgilendirilmesi
sonrasli istemi ile bu testler uygulanmaya devam etmektedir.
Uglii tarama testini duyarliligi %65-85, ense kalinliginin duyarhg)

%70 civarindadir, dolayisiyla bizleri daha ¢ok yaniltmaktadir.



Tablo 2. 11-14 haftalik 4810 gebeye ikili tarama testi yapildigi
ve sonuglarina gore agiklamalar yapildigi gorilmektedir
Tarama test sonucu | Down sendromlu fetiis | Saglikli fetiis
Toplam

Pozitif 9 (a) 351 (b)
360

Negatif 1 (c) 4,449 (d)
4,450

Toplam 10 (a+c) 4,800 (b+d)
4,810

DS ultrasonografi (USG) ile kesin olarak tespit edilemez. Gebelikte
birinci basamak USG tetkiki ile sadece rahim incelemesi, fetisiin
canhlig, sayisi, Olglimleri, pozisyonu ve plasentanin yerlesme
yeri, vb. Ozelliklerine bakilir. Fetlsteki sakatlklar arastiriimaz,
ancak fetlsi gozlerken yakalanan sakatliklar ve/veya stipheleri
durumunda 2. basamak USG tetkiki istenir. Ayrica DS diiglindiren
“soft marker (yumusak/belli belirsiz belirtec) tespit edilirse fetiise
daha ileri tetkikler, 2. basamak USG veya gereginde manyetik
rezonans goruntuleme tetkiki yapiimahdir. (6).

Saghk Bakanligi Kadin Dogum asistan egitimi mifredatina
bakildiginda kadin dogum uzmaninin fetls sakatliklarini tespit
icin yetkinliginin tam olmadigi gorilur, yani bu egitimi detayl
almazlar. Ulkemizde USG ile fetiis sakatliklarini tespit icin
perinatolog ve radyologlar yetkindir.

Kadin Hastaliklari ve Dogum uzmanlarinin, Saglk Bakanligi
TUKMOS Kadin Hastaliklari ve Dogum mifredatina gore fetal
USG konusunda yetkinligi 3 olarak tanimlanmistir. Yani “Karmasik
olmayan, sik gorilen tipik olgularda girisimi uygulayabilme
diizeyini ifade eder” (7).

Girisimsel Yetkiniik Diizey Kidem Yontem

Fetal Ultrasonografi 3 2 YE, UE, BE

“Yapilandirilmis Egitim Etkinlikleri” (YE), “Uygulamali Egitim
Etkinlikleri” (UE) ve “Bagimsiz ve Kesfederek Ogrenme
Etkinlikleri”(BE).

Girisimsel Yetkinlikler icin dort diizey tanimlanmuistir.

1: Girisimin nasil yapildig konusunda bilgi sahibi olma ve bu
konuda gerektiginde agiklama yapabilme dizeyini ifade eder.
2: Acil bir durumda, kilavuz veya yonerge esliginde veya gdzetim
ve denetim altinda bu girisimi yapabilme dilzeyini ifade eder.

3: Karmasik olmayan, sik gorilen tipik olgularda girisimi
uygulayabilme dizeyini ifade eder.

DOLEN
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4: Karmasik olsun veya olmasin her tir olguda girisimi
uygulayabilme dizeyini ifade eder.

Perinatoloji ve Radyoloji Uzmanlarinin fetal USG’de yetkinligi 4
yani tam kabul edilir.

Kadin dogum uzmanlari gebe takibinde obstetrik USG yani 1.
dizey USG yaparlar. Fetliste sakatlk taramasi yapilan USG ise
2. diizey USG'dir.

dikkate
alindiginda gebelikte DS tespitinin kolay olmadigi hatta tarama

Sonu¢ olarak bu bolimde verilen aciklamalar
testleri yaniltici sonuglar verdigi icin bazen imkansiz oldugu

gorilmektedir.
2. Prenatal Genetik Tarama Testleri Uygulamasi

1970 sonlarindan itibaren ingiltere’de gebelikte DS tanisina
yardimciolmakigin prenatal genetik taramatestleriuygulanmaya
baslanmistir. ingiltere, Down sendromlu bebeklerin bakimi igin
ailelere sosyal yardim gorevlileri gondermekte, maddi yardim
vermektedir. Down sendromlu bebegin yasami boyunca 50 bin
pound maliyeti oldugu halbuki bir Down sendromlu bebegin
tespiti ve yasamamasi icin yapilacak tibbi islemlerin 6,000 pound
oldugu bahisle “yakala-yok et” prensibinin dogru olduguna dair
cok sayida yayin ¢ikmistir. Bu goris etik biliminde ve diinyada
tepki c¢ekmis, etik makalelerde prenatal genetik tarama ve
taninin yakala-yok et yontemi olmasi nedeniyle agir elestiriler
almistir (8). Hekimlik teshis, tedavi, tedavi mimkin degilse
rehabilitasyon ve i1zdirabin dindirilmesi, azaltilmasi amaciyla
yapilir, hekimlerin bir yasami yok etmek amacina yardimci
olmasi hala ciddi olarak elestirilmektedir (9).

ABD’de konuyla ilgili ¢ok sayida tartisma, arastirma ve makale
olmasina ragmen hala test 6ncesi aydinlatiimis hasta rizasi
alinmasini zorunlu kilan yasal dizenleme yoktur. Hekimler
bilgilendirilmis sec¢im (informed choice) sonrasi tarama testi
istemekte, test sonucuna gore gerekli olan uygun bilgilendirme
ABD’de meslek standarti budur

(standard of care). Pek ¢ok tlkede kadin dogumcu yazili onam

ve danismanhk vermektedir,

almaz ancak bilgilendirilmis tercih icin yardimci olur (pretest
danismanlik). Tarama testi sonucu belli olunca, gebe sonuca
gore bilgilendirilir, danismanlik verilir (posttest danismanlik).
Pre- ve post-test bilgilendirme ve danigsmanlik ve gebenin olusan
karari dosyaya kaydedilir. ileride uyusmazlik olmasi halinde bu
kayitlar mahkemece kabul edilir, ek ispat belgesi aranmaz.

Prenatal genetik tarama ve/veya tani gebeligin 22 haftasina
kadar yapilir, tim dinyada kabul gérmis usul budur. Zaten
prenatal genetik tarama testi olan ikili (kombine) test sadece
11-14 haftalar arasinda yapilabilir, Ggld, dortli test ise 16-18
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haftalar arasinda miimkiindiir. Uclii, dortlii test 20 haftaya kadar
yapilabilir ama 6ngori degeri diser. Bu testleri yaparken gebe
kaninda olgilen hormonlarin sadece bu haftalar arasindaki
seviyesi degerlidir, gebeligin diger haftalarinda bakilirsa
anlami yoktur. DS kesin tanisi icin gecerli olan koryon villls
orneklemesi (CVS) 9. gebelik haftasindan sonra yapilabilmekle
beraber genelde 10-14. gebelik haftalarinda arasinda yapilir.
Amniyosentez ise 16. gebelik haftasi sonrasinda yapilmaktadir.
22. gebelik haftasi

yapilabilmektedir. Asagida ABD’de amniyosentezin ne zaman

Prenatal genetik tani sonuna kadar
yapilabildigine dair bilgi sunulmustur (10).
“Amniyosentez tanisal bir testtir. Genellikle 15. hafta ile 20.

hafta arasinda yapilir, ancak dogum yapana kadar da yapilabilir.”
Avustralya’da ise (11):

“Teshis testi, fetlsin genetik materyalini test eder ve bu
nedenle fetlistin gercekten genetik bir bozukluga sahip olup

olmadigini soyleyebilir.
CVS (11. ile 12. hafta)

Bu testte plasentadan kic¢lk bir numune alinir. Plasentadan
alinan numune Down sendromu veya bazi durumlarda kistik
fibrozis gibi diger genetik durumlar icin test edilebilir. Bu test

sonucunda yiz kadindan biri (%1) distk yapacaktir.
Amniyosentez (15. ile 18. hafta)

Bebegi cevreleyen amniyotik sividan bir numune alinir ve DS
veya diger bazi genetik durumlari teshis etmek icin kullanilabilir.
Amniyosentezin dislik yapma riski ikiylizde birdir.

USG taramalari (18. ile 20. hafta)

Bu ikinci trimester taramasi, omurga, kalp ve uzuv kusurlari
dabhil fiziksel ve yapisal anormallikleri tanimlamak igin kullanilir”

10 ve 11. kaynaga bakildiginda amniyosentezin prenatal genetik
tani icin ABD’de 15-20 hafta arasinda, Avustralya’da ise 15.-18.
gebelik haftalari arasinda yapildiginin soylendigini goriyoruz.
Amerika Obstetri ve Jinekoloji Koleji Cemiyeti (ACOG) dogru
olarak amniyosentezin gerekirse doguma kadar yapilabilecegini
kadar

durumlarda yapilabilir. Fetlisteki bazi 6zel genetik hastaliklarin

soylemistir. Amniyosentez doguma gerekli  diger
tanisi icin 22. haftadan sonra da yapilabilir ama istisnai bir
durumdur. Genel prensip, sadece prenatal genetik tani degil tim
prenatal sakatliklarin 22. haftaya kadar tespitinin yapilmasidir. 22.
hafta sonrasi yapilabilecek tani, USG ile yapilabiliyorsa yapilir ama
tani amaciyla gebe ve fetis icin ciddi riskleri olan amniyosentez
gibi bir tani yontemi tercih edilmez, gebe ve fetlsln Ustlin yarari
icin invaziv yontemlerden kaginilmasi, fetisteki sakatligin tespit

edilmesi yararindan ¢ok daha fazladir.
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ABD’de, 1970’liyillarda MSAFP (maternal serum alfa-fetoprotein)
fetlisteki noral tlip defektlerini tespit amaciyla tarama testi
olarak kullanilmaya baslanmisti. Anne kanindaki fetlste
Uretilen alfa-feto protein (AFP) miktarina gore fetlste néral tiip
olasiligina bakihyor, yiiksek riski olanlara detayh ultrasonografi
ile belinde ve kafasindaki yapi bozuklugu tespit edilmeye
calisihyordu. Bu test icin gebelerden yazili onam alinmiyordu.
Bu durum etik olarak tartisiimaya baslamistir (12). “Risk,
Autonomy, and Responsibility: Informed Consent for Prenatal
Testing” baslikli makalede bu testin yapilmasinin gebe igin risk
tasimadigini ancak gebeligin devamina ve sonlandiriimasina yol
acabilecegi icin yazili onam alinmasi 6nerilmistir. Ayni tartisma
prenatal genetik tarama icin yapilan ikili, Ggli, dortli testler
icin de yapilmistir. Bu testler, genetik inceleme olmadigi igin
yazili onam gereksiz goruliiyordu. Ancak bu testlerin sonucuna
gore gebenin kesin genetik tani testlerine basvurabilecegi
olasiligl dusindldiginde, en bastan bu durumu bilmesi ve
yazili onaminin alinmasinin dogru olacagl disiinildi. Sonucta
kadinin Greme hakki kapsaminda, sakatlik tespit edilen fetlisu
aldirma yolunu segebilecegi icin bu testler icin de yazili onam
alinmasinin dogru olacagi yorumlari yapildi. Bu noktada ise yazil
onamin igeriginin nasil olmasi gerektigi hala tartisiilmaktadir.
Gebe ve esinin sosyal durumu, inanglari, sakat, engelli kisilere
bakisi, bu konudaki etik degerleri gibi pek cok faktor dikkate
alinarak bilgilendirme yapilmasi 6nerilmektedir. Bilgilendirme
yonlendirici olmamali, tarama testi sonucuna gore olasiliklar
anlatilmali, test negatif ise gebenin hala Down sendromlu fetis
taslyabilecegi, test pozitif ise %95-99 olasilikla fetlisiin saglhkli
olabilecegi, bunu anlamak icin gebe ve fetis icin riskleri olan
invaziv ydntemlere ihtiyag olacagini bastan sdylenmelidir. Daha
da 6nemlisi gebe, fetlisiin DS oldugu kesinlesirse rahim tahliyesi
yaptirip yaptirmayacagini distinmeli, eger kesin yaptirmayacak
ise bu testlere gerek olmadigi anlatiimalidir. Bu hususlarda
yapilan ¢ok sayida arastirma ve makale vardir (13). Bu makalede;
“(1) test konusunu tanitmak icin en iyi zaman ne zaman; (2) aday
ebeveynlertestler hakkindanetir bilgilerister veyaihtiya¢gduyar;
(3) tibbi bilgi ile belirli bir hastalik veya sakatligl olan yasamin
tibbi olmayan yonleri hakkindaki bilgiler arasindaki uygun
denge nedir; (4) bu kosullarda yasayan insanlarin ve ailelerinin
bakis acilari en iyi nasil dahil edilebilir; ve (5) genel bilgilerin
belirli bir cocuk ve aile durumu i¢in uygulanabilirligi hakkindaki
belirsizlik nasil iletilebilir?” sorulmustur. Arastirmalara gore
gebenin prenatal genetik tarama testi yaptirip yaptirmayacagina
“bilgilendirilmis se¢cim” sonrasi karar vermesinin dogru olacagi
anlasilmistir (14). Bilgilendirilmis secim icin bilgilendirmenin
gebelik dncesi baglamasi, gebelikte baslamis olsa bile birkag kez



gorisme gerekecegi belli olmustur (15). Bu kadar énemli bir
karar 6ncesinde ailenin durumu da dikkate alinarak ¢ok detayli
bilgilendirme ve aydinlatma geregi vardir. Test dncesi alinan
bir onam ile gebenin (ailenin) yeterli aydinlatildigi ve dogru
karar verdigi stphelidir. Etik ve yasal olarak her tibbi miidahale
Oncesi o hastaya 0zel bilgilendirme sonrasi hastanin yapilacak
islemle ilgili aydinlatilmasi, takiben rizasinin alinmasi gereklidir.
Sadece hukuk ve yargi istiyor diye matbu bir onam formunun
imzalanmas! formalitenin yerine getirilmesidir ama hukuk ve
yargi da bu tarz bir onami uyusmazlik giktiginda eksik bulmakta,
kabul etmemektedir. Diger tlkelerdeki etik ve yasal kabullerin
bilgi, tecriibe olarak yararli olmasiyla beraber dogrudan tilkemiz

yargisini etkilemeyecegi aciktir.

ingiltere’de devletin saglik hizmeti sunucusu olan National
Health Service (NHS) gebelere prenatal genetik tarama testi
yapilmasini  6énermektedir. Bu durum {lkemizden farkhdir.
Amniyosentez ise sadece tarama testine goére yiksek riskli
olan gruba onerilip Ucretsiz yapilmakta, dusik riskli gruba
onerilmemekte, hala gebe isterse baska merkezde Ucretini
kendi 6deyip yaptirabilmektedir (16).

“Sizi

durumunu bulmaya calismak icin hamilelik sirasinda size bazi

veya bebeginizi etkileyebilecek herhangi bir saghk

tarama testleri teklif edilecektir.

Testler, hamileliginiz sirasinda veya bebeginiz dogduktan sonra daha
ileri testler ve bakim veya tedavi hakkinda segim yapmaniza yardimci
olabilir. NHS tarafindan sunulan tiim tarama testleri licretsizdir.”

NHS ilgili sayfasinda tarama Onerilecek testler yazilidir ve
DS buna dabhildir. Asagidaki bolim NHS’in amniyosentez
konusundaki bilgi ve tutumunu agiklamaktadir (17).

“Amniyosentez, yalnizca genetik veya kromozomal bir hastaligi
olan bir bebek sahibi olma sansi daha yiksek olan hamile

kadinlara sunulur. Bir dizi durumu teshis edebilir.

Test sonuglariniz veya tibbi veya aile ge¢misiniz, genetik veya
kromozomal bir hastaligl olan bir bebek sahibi olma sansinizin
daha vyiksek oldugunu gosteriyorsa, size amniyosentez

onerilebilir.

Teste girmeniz sart degildir. Bunu isteyip istemediginize karar
vermek size kalmistir.”

ABD’de kadin hastaliklari ve dogum uzmanlari igin dnemli bir
meslek standarti olusturan kurum olan ACOG tim gebelere
prenatal genetik tarama testlerini ingiltere’de oldugu gibi
onermektedir (18). 2016 yilina kadar prenatal genetik tarama
testi sonucuna gore disik riskli bulunan gebelere amniyosentez

onermemistir. Bu yildan sonra goris degistirmis, tim gebelere
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amniyosentez secenegi hususunda bilgi ve imkan verilmesine,
bir gebenin (DS bebek icin diger ailevi risk ve vb olmayanlar
dahil) bu yontemi dogrudan tarama testleri yerine veya bu teste

ek olarak secebilecegine karar vermistir (19).

ACOG’un gorisi asagida verilmistir (10).

“iki temel dogum 6ncesi genetik test tiirli nelerdir?
Genetik bozukluklar igin iki genel prenatal test tird vardir:

Dogum Oncesi tarama testleri: Bu testler, fetlistinlizde anoploidi
ve birkag ek bozukluk olma ihtimalini size sOyleyebilir. Prenatal

Genetik Tarama Testleri bu testlere odaklanir.

Dogum oOncesi tani testleri: Bu testler, fetlslinliziin gercekten
bir anoploidi veya test yaptirmak istediginiz belirli kalitsal
bozukluklara sahip olup olmadigini miimkin oldugunca kesin bir
sekilde soyleyebilir. Bu testler, amniyosentez veya CVS yoluyla
elde edilen fetlis veya plasentadan alinan hiicreler lzerinde

yapihir. Bu Sik Sorulan Sorular, bu testlere odaklanmaktadir.

Tam hamile kadinlara hem tarama hem de tanisal testler

onerilmektedir”
3. Ulkemizdeki Uygulamalar

Kadin dogum uzmani, gebeye prenatal genetik tarama testi
bilgisi sunuldugunda bunun anlami fetuste DS riskinin olup
olmadiginin olasilik olarak tespit edilmesidir. Gebe, “cocuk sakat
da olsa kabulimdiir” derse test yapilmaz. Eger gebe, fetiiste bu
olasiligin ne kadar oldugunu 6grenmek isterse kadin dogum
uzmani test istem belgesini yazar, gebe kan verir ve laboratuvar
hekimi imzal rapor ile sonug belli olur. Bu siiregte gorildigu
gibi kadin dogum uzmani gebeyi bilgilendirmis, karar ise gebeye
kalmistir. Prenatal tarama testini (tibbi miidahaleyi) yapan ise
bagka bir hekimdir.

Prenatal genetik tarama testine gore DS icin ylksek riskli
¢itkan gebeye kesin tani testi Onerilmesi mesleki standart
haline gelmistir. Tarama testi isteminde oldugu gibi sadece
bilgilendirme yapip tercih gebeye birakilmaz, hekim yaptig
bilgilendirme sonrasi kesin tani testi, 6rnegin amniyosentez
Onerir. Bilgilendirme sonrasi gebe bu oneriyi kabul eder veya
etmez. Kabul ederse ve bu kadin dogumcunun calistigl yerde
amniyosentez islemi yapilmiyorsa, gebe amniyosentez yapilan
bir merkezdeki kadin dogum uzmanlarina yénlendirilir. Gebeyi
sevk eden, gebeyi sadece bilgilendirmis, islem Onerisini
kabul eden gebeyi, islemi (tibbi midahaleyi) yapmadigi icin
uygun Oneri ile uygun merkeze yonlendirmistir, islemle ilgili
aydinlatilmis hasta rizasi almasi beklenmez. Ancak gebe ilk anda
amniyosentezi kabul etmedigini beyan ederse bu kez red belgesi

almasi uygun olur.
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Amniyosentezi yapacak kadin dogumcu islemle ilgili gerekli
bilgileri verip invaziv (kadinin karnindan rahim igine igne
sokulup sivi alinmasi, girisimsel) olan isleme dénik aydinlatiimis
riza alir ve islemi yapar. Amniyosentez sonrasi alinan sivi
genetik inceleme merkezine gonderilir. Bu kez tetkiki (tibbi
mudahaleyi) yapacak olan genetik uzmani gebeyi bilgilendirip,
aydinlatip yazili onam alir, inceleme sonrasi raporu imzalar.
Genetik inceleme safhasi igin, baska bir hekimin yaptigi tibbi
miidahale olmasi nedeniyle, kadin dogum uzmanindan genetik
bilgilendirme sonrasi bu hususta yazili onam almasi beklenmez.
Gebe takibinde istenen rutin tetkikler meslek standardi haline
gelmistir. Gebelikte hemoglobin degeri 6nemli oldugu icin kan
sayimi istenir, gebelikte idrarda protein, seker, mikrop gérilmesi
stk ve dnemli oldugu igin idrar tetkiki istenir. Bu tetkikleri isteyen
hekim gebeden yazili onam almaz. Gerektigi durumlarda veya
rutin istenebilecek tetkikler ilgili kitaplarda ve vyayinlarda
mevcuttur. Ayrica Saglik Bakanligi Dogum Oncesi rehberinde de

vardir (20). Bu rehberin ilgili sayfasi asagida verilmistir.

“4. LABORATUVAR TESTLERI “

kromozomal anoploidi tarama testleri ve USG incelemeleri

......... e Fetal anomaliler ve

hakkinda bilgilendiriniz. ¢ 11-14. haftalar arasinda ultrasonografi
16-20. haftalar

arasinda maternal serum AFP, ¢ 16-20. haftalar arasinda Ugli/

ile ense saydamlg ve kombine test, e

dortli test (kombine test yapilmamissa) , ¢ 18-22. haftalar
arasinda ultrasonografi ile fetal anomali taramasi. ¢ Gebenin
semptomlarina gore gereken diger testler saglk kurulusunda
yapilamiyor ise bir ist basamaga yonlendiriniz.”

Yukarida goraldugia gibi Saghk Bakanhgl rehberinde yazil

tetkikler kadin yapacagl islem/tibbi
miuidahale degildir. Kadin dogum uzmani bu tetkikler i¢in gebeyi

dogum uzmaninin
bilgilendirir ve tetkik istemi belgesini yazip gebeye vererek ilgili
laboratuvara gitmesini ister. Bu safhada heniiz tetkik sonucuna
gbre ortaya cikan bir tani olmadigl icin herhangi bir tedavi
Onerisi de yoktur. Bilgilendirme sonrasi gebe prenatal genetik
tarama tetkiki istemedigi durumda, tibbi kayitlara yazilir. “Bebek
sakat da olsa kabulim” diyen gebeden red imzasi alinmasi, bir
Kadin

dogum uzmani sadece hangi tetkiki, nigin istedigini soyler, tetkik

uyusmazlk halinde, ispat kilfeti agisindan yararl olur.

sonucu yani teshis belli olmadigi icin tetkikin olasi sonuglari
hakkinda bilgi vermesi tibben miimkin degildir.

Saglk Bakanhgl rehberinde goruldigi gibi, rehberde “Fetal
anomaliler ve kromozomal anoploidi tarama testleri ve USG
incelemeleri hakkinda bilgilendiriniz” denmektedir. Yani hekime
bu tetkikleri isteme, 6nerme goérevi verilmemis olup tetkiki
yaptirip yaptirmamak gebeye birakilmistir.
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Eger bilgilendirme sonrasi gebe ikili test (kombine test)
yaptirmak isterse hekim bunun talebini yapar. Uglii, dértlii test
sadece kan testidir, laboratuvarda yapilr. ikili test ise hem kan
testi hem fetlsiin bas popo mesafesi (CRL: crown rump lenght)
ile fetiisiin ense saydamligi degerine gére yapilr. ikili, tgld,
dortli test tarama testi olup elde edilen veriler ile gebenin yasi
ve bazi o6zellikleri bir bilgisayar programina yiklenerek sonug
hesaplanir. Yani olasilik hesabi programi (software) hazirlayan
firma tarafinda prenatal tarama testi yapilan isletmeye
satilmistir, bu programin verdigi sonuca gore gebenin DS
yoninden dusik veya ylksek riskli grupta oldugu anlasilir. Daha
once anlatildigi gibi gebe yiiksek riskli grupta ise amniyosentez,

CVS gibi kesin tani testi 6nerilir.

Kadin dogum uzmaninin birinci basamak obstetrik USG yapma
yetkinligi vardir. Buna gore ikili test icin gerekli olan fetlisiin bas
popo mesafesini ve ense saydamligini USG ile 6lgebilir. Bu islem
rutin oldugu icin Hasta Haklari Yonetmeligi Madde-31 ikinci
climlesine gore bilgilendirme sonrasi yeni bir onam gerekmez.
Gebeye verilen bilgi sonrasi gerekli USG tetkiki icin gebenin
yatip karnini agmasi veya so6zlu kabulli onam verdigini gosterir
(21). Bu surecte rizayi sakatlayacak yanlhs eksik bilgi verilmesi
ise tip pratig§inde mumkiin degildir, her sey aciktir. Zorla USG

tetkiki yapilmasi ise mimkin degildir.

Bu noktada tekrar prenatal tarama testinin nasil istendigine
donelim. Daha 6nce agikladigim gibi bu testler bazi (ilkelerde
test bilgilendirilmis secim (informed choice) veya aydinlatiimis
hasta rizasi (informed consent) ile istenmektedir. Yayinlarda iki
usultin de olumlu ve olumsuz yonleri oldugunu veya birbirlerine
belirtilmektedir.

yonteminde hekimin gebeden ayrica tetkik istemi icin yazil

Ustinlugl olmadigl Bilgilendirilmis secim
onam almasi beklenmez. informed consent yani aydinlatiimis
hasta rizasi alinmasi yonteminde ise tetkik istenirken yazil
onam alinmaktadir. Bunun nedeni kisinin genetik bilgilerine
erisilmesinin o Ulkelerde yasada ayrica diizenlenmesidir. Aslinda
prenatal genetik tarama bir tani yontemi olmadigi igin tetkik
isteme safhasinda tetkiki isteyen hekimin onami gerekmez,

tetkiki yapan hekimin ise onam almasi beklenir.

“Genetik Hastalklar
Yonetmeligi”, Madde-20 ve 24’de aydinlatilmis hasta rizasi

Ulkemizde Degerlendirme Merkezleri

alinmasi ve saklanmasiyla ilgili maddeler vardir (22).

Bu yonetmelik genetik hastaliklarin tanisina yonelik oldugu
icin tarama yontemleri i¢in bu tarz bir onam gerekmemektedir.
Tibbi miidahale oldugu agik olan tarama testleri igin ise testi
yapan hekim onam almalidir. Konumuz disinda olmakla beraber
bu hususta ayrica “Ceza Muhakemesinde Beden Muayenesi,



Genetik Incelemeler ve Fizik Kimligin Tespiti Hakkinda

Yonetmelik” oldugu bilinmelidir (23).

Saglik Bakanlig'nin rehberinde yazildigi gibi gebe prenatal tarama
ve tani konusunda bilgilendiriimekte ve talep ederse tarama
testi istenmektedir, eger kesin tani testi isterse ilgili hekime
yonlendirilmektedir. Bu safhada tetkik istendigine dair onam
Kadin

dogum hekiminin prenatal genetik tarama test istendiginde yazili

alinmayip dosyaya/bilgisayara istem kaydedilmektedir.

onam almasi her zaman hukuki uyusmazliklari bitirmemekte
Olasiliklar
bilgilendirip aydinlatmak

¢linkli onamda yazilanlar yetersiz bulunabilmektedir.
Gzerine onam yazmak ve hastay
gercekten zordur, hastanin tam degerlendiremedigimiz bilgi, inang,
etik degerleri dikkate alindiginda mumkin olmayabilmektedir.
Test sonucu belli oldugunda gebe yiiksek riskli grupta ise gebe
bilgilendirilip kesin tani testleri 6nerilmektedir. Aydinlandiginda
gebe kesin tani istemiyorsa red belgesi alinmalidir. Kabul ederse
amniyosentez yapacak hekime yonlendirilmektedir. Kadin dogum
uzmani gebeyi amniyosentez iglemi yoniinden aydinlatip yazili
onam alr. Alinan ve genetik bolimiine goénderilen amniyon
sivisindan yapilacak tetkik icin, genetik bolimu hastayr aydinlatip
yazill onam alir. Genetik incelemenin amaci, degeri, sonuglari vb
konularda bilgi ve aydinlatmayi tetkiki yapan genetik uzmani yapar.
Kadin dogum uzmani alinan sivi ile ne yapilacagi bilgisini verir ama
amniyosentez onaminda bu bilgiler detayl yer almaz. Teshis belli
olmadan muhtemel tim tanilar igin kitaplar dolusu bilginin kadin
dogum uzmani tarafindan hastaya verilmesi amniyosentez 6ncesi

ve sivinin tetkik istendigi sirada tibben mimkiin degildir.

Kadin dogum uzmani amniyosentez istediginde gebe bastan
reddetmediyse ve takiben ilgili merkez veya hekime gidip
yaptirmazsa daha sonra tetkiki dneren hekimden aydinlatma
ispati istenmesi olabilmektedir. Bu nedenle amniyosentez
onerildiginde, islem baska hekim tarafindan yapilacak olsa
bile kabul veya red onami alinmasinda yarar vardir. Pek ¢ok
gebe ise kesin tani testi 6nerilip bilgilendirilince “esime, aileme
danisayim” deyip gitmektedir. Bu gebelerin bir kismi ile daha
sonra mahkemede karsilasiimaktadir.

Eger prenatal genetik tarama testi negatif, yani gebe dusik
riskli grupta ise hala 1/1000 ihtimalle DS bebek dogurma
riskinin oldugu bilgisi verilmektedir ama bunlara kesin tani
onerilmemektedir. Eger gebe bu durumda yine de amniyosentez
isterse yapilir. Kesin tani 6nerilmeyen gebelerden “dusik riskli
grupta oldugumu biliyorum, aydinlatildim, hala DS bebek
dogurma ihtimalim olabilir” seklinde bir onam alinmasinda yarar
vardir. Eger gebe prenatal genetik tarama ve tani konusunda ilk
bilgi verildiginde tarama testi istediyse ve test yapildiysa riskleri
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kabul etmis olmaktadir. Tetkiki yapan hekimin aldigi onama
ragmen, yani testin anlamini bilen gebeden, test sonucu negatif
olup kesin tani testi yaptirmadiginda mutlaka gerekmemekle
beraber 1/1000 DS bebek dogurabilecegimi anladim seklinde
yeni bir onam alinmasi uyusmazliklari ortadan kaldirabilir.
Dusuk riskli gruba kesin tani dnerilmemesinin asil nedeni tibben
hasta yararidir. 1/1000 DS bebek dogurma riski olan bu gebe
eger kesin tani icin amniyosentez isterse 1/100-200 arasinda
gebeligi duslkle sonlanir. Ayrica kanama, agri, enfeksiyon, su
kesesi agilmasi gibi pek ¢ok komplikasyon gelisebilir. Nadiren
rahimin alinmasini gerektirecek diizeyde enfeksiyon hatta gebe

olimd olgulari vardir, Glkemizde de olmustur.
4. Tartisma

Gebelere ABD ve ingiltere’de prenatal genetik tarama dnerilmesi
mesleki standart haline gelmistir. Resmi saglk otoriteleri ve
ilgili hekim orglitleri hekimlerden her gebeye bu tetkiklerin
onermesini istemektedir. ABD kadin dogum dernegi ACOG
2016 yihna kadar gebelere sadece prenatal genetik tarama
testi yapilmasini dnermistir. 2016 sonrasi gebelere prenatal
genetik tarama testi dnermesiyle beraber test yapilmadan
Once veya test sonucu negatif olsa bile amniyosentez-CVS
konusunda bilgilendirme yapilmasini ve tercihin gebeye
birakilmasi kararini almistir. Bu karar hasta haklari cergevesinde
dogru bir karar olmakla beraber kesin tani testleri sayisini ve
buna bagh komplikasyonlari artiracag icin sorunludur. Nitekim
ingiltere’de saglik hizmeti sunan kamu kurulusu NHS, ACOG’un
yeni goriisiine uymamistir, hala sadece tarama testi pozitif ¢ikan
gebelere (cretsiz amniyosentez 6nermektedir. Test sonucu
negatif ise amniyosentez 6nermemektedir, gebe isterse Ucretini

kendisi vererek yaptirabilmektedir.

ABD, kadin

prenatal genetik tarama testleri istedigi gebelerden islak

Kanada ve Almanya’da dogum uzmanlari,
imzali aydinlatilmis hasta rizasi formu almamaktadir. Yapilan
bilgilendirme ve danismanlik gebe dosyasina kaydedilmektedir,
dava s6z konusu oldugunda gebe dosyasindaki tibbi kayitlar
ispat icin yeterli kabul edilmektedir. Almanya’da kadin dogum
uzmani 8 haftalik genetik danismanhk kursu almasi halinde
prenatal genetik tarama testi isteyebilmektedir. ingiltere’de
de prenatal genetik tarama igin gebelerden islak imzali onam
formu alinmasini zorunlu kilan yasal diizenleme yoktur. Ancak
2015 yihinda yarginin Montgomery karari sonrasi yazili onam
formu almaya baslayan merkezler vardir (24). Hala yeni bir
diizenleme yasama, NHS veya RCOG tarafindan yapilmamistir
(25). Fransa’da ise ikili tarama testi ve NIPT istendiginde gebeden
konuyla ilgili hazirlanmis olan onam formuna imza alinmaktadir.

46



"» ?/w“

Volume 3 Number 2 p: 39-49

Ulkemizde Saglik Bakanhgi disinda resmi veya meslek &rgiitii
bir kurum prenatal genetik tarama testleri konusunda bir
rehber sunmamistir. SGK ikili, tcld, dortli tarama testleri ile
radyologlarinyaptigiikinci dlizey obstetrik ultrasonografi ticretini
odemektedir. Kesin tani testleri olan CVS ve amniyosentez
Ucretini de karsilamaktadir. Bir sliredir diinyada ve llkemizde

uygulanan NIPT testlerinin ise Gcretini 6dememektedir.

Saglik Bakanligl rehberine gore kadin dogum uzmanlari uygun
gebelik haftasinda gebeleri bilgilendirmekte, isteyenlere test
istem belgesini yazip ilgili laboratuvara ydnlendirmektedir.
Ulkemizde meslek standarti olarak kabul edecegimiz uygulama
sekli budur. Hekim, tetkik istemini hasta dosyasina kaydeder.
Test sonucu belli oldugunda ise danismanlik verip disik
riskli grupta olan gebelere 1/1000 ihtimalle Down sendromlu
bebek dogurabilecegini soylemelidir, bu gruba tani testleri
onerilmemekle beraber “disik olasilikla hala DS bebek
dogurabilecegi” hususunda onam alinmasi yararlidir. Yiksek
riskli gruba ise amniyosentez 6nermeli, kabul etmeyenlerden
red belgesi almasi ise muhtemel uyusmazlk davalari igin
yararli olur. Amniyosentezi kabul edenleri ise ilgili merkeze
yonlendiriyorsa dosyaya not diismesi yeterli olabilir ama bu
oneriyi anladigina dair onam alinmasi yararlidir. Kendisi yapacak
ise amniyosentez invaziv bir girisim oldugu icin hekimin yazili
onam almasi zorunludur. Amniyosentez sonrasi diguk ihtimali

oldugu icin esinin de imzasinin alinmasi dogru olur.

Hasta Haklari Yonetmeligi Madde 26- (Bashgi ile birlikte degisik:
RG-8/5/2014-28994)

“Mevzuatta 0Ongorilen durumlar ile uyusmazliga mahal
vermesi tibben muhtemel goriilen tibbi midahaleler igin saglik
kurum ve kurulusunca 15 inci maddedeki bilgileri iceren riza
formu hazirlanir. Riza formunda yer alan bilgiler; s6zIU olarak
hastaya aktarilarak riza formu hastaya veya kanuni temsilcisine
imzalatilir. Riza formu iki niisha olarak imza altina alinir ve bir
nlshasi hastanin dosyasina konulur, digeri ise hastaya veya
kanuni temsilcisine verilir. Acil durumlarda tibbi midahalenin
hasta tarafindan kabul edilmemesi durumunda, bu beyan
imzali olarak alinir, imzadan imtina etmesi halinde durum
tutanak altina alinir. Riza formu bilgilendirmeyi yapan ve tibbi
miidahaleyi gerceklestirecek saghk meslek mensubu tarafindan
imzalanir. Verilen bilgilerin dogrulugundan ilgili saglik meslek
mensubu sorumludur. Riza formlari arsiv mevzuatina uygun
olarak muhafaza edilir.” seklindedir (21). idarenin bu maddeye

uygun hareket etmesi beklenmektedir.

ABD, Kanada, ingiltere ve Almanya’da vyiirirliikte olmayan
"Biyoloji ve Tibbin Uygulanmasi Bakimindan insan Haklari ve
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insan Haysiyetinin Korunmasi Sozlesmesi: insan Haklari ve
Biyotip S6zlesmesi” kanunu, 5013 sayili kanun olarak 3.12.2003
tarihinde mecliste kabul edilmis ve 9.12.2003 tarihli resmi
gazetede yayimlanmistir (27). Down Sendromlu bebek dogmasi
sonrasl hekimlere karsi acilan davalarda yargli bu kanunun 4
ve 5. maddesine atif yapilarak hekimin hastasini bilgilendirip

aydinlatmasi ve bunu ispat etmesi istenebilmektedir.
Madde 4. (Mesleki standartlar)

Arastirma dahil, saglik alaninda herhangi bir miidahalenin, ilgili mesleki
yukUmliltkler ve standartlara uygun olarak yapilmasi gerekir.
BOLUM II

Muvafakat

Madde 5. (Genel Kural)

bir miudahale,

ilgili kisinin bu

miidahaleye 6zgirce ve bilgilendirilmis bir sekilde muvafakat

Saghk alaninda herhangi

etmesinden sonra yapilabilir.

Bu kisiye, dnceden, midahalenin amaci ve niteligi ile sonuglari
ve tehlikeleri hakkinda uygun bilgiler verilecektir.

ilgili kisi, muvafakatini her zaman, serbestce geri alabilir.
Sozlesmenin 4. maddesinde yer alan “mesleki yukimlaltkler
ve standartlar” ifadeleri hukuki terimlerdir. Esasen hekim hasta
iliskisi hukuki bir s6zlesmeye dayandigi icin meslektaslarimin
hekimin hukuki tibbi
uygunlugu sartlari, aydinlatilmis hasta rizasi konularini okuyup

sorumlulugu, mudahalenin hukuka
O0grenmelerini ve pratiklerinde bunlara uymalarini énemle

tavsiye ederim.

Mesleki standartlar ise her ulkede kabul edildigi haliyle bir
meslegin basari ile icra edilebilmesi igin, gerekli bilgi, beceri,
tavir ve tutumlarin neler oldugunu gosteren asgari normlar
Hukukgu Prof. Dr. Hakan Hakeri

ise “Aciklamak gerekir ki, hekimin hukuksal sorumlulugu”

olarak tanimlanabilir (27).

bakimindan 6l¢l olarak tecriibeli bir uzman hekimin standardi
esas alinmaktadir” demektedir (28). Yani hekim icin mesleki
standart, ayni sartlar altinda esdeger, basiretli bir hekimin
yaptigi
506’de:
belirlenmesinde, benzer alanda is ve hizmetleri Ustlenen

uygulamalardir. Nitekim Borglar Kanunun madde

“Vekilin 6zen borcundan dogan sorumlulugunun

basiretli bir vekilin gostermesi gereken davranis esas alinir”
yazilidir (29). Yani bir hekimden beklenen 6zenin derecesi,
basiretli bir hekimin gostermesi gereken davranis kadardir.

5. Sonug¢

Her tibbi midahale &ncesi hastanin bilgilendirilip rizasinin
alinmasi hekimin etik ve yasal gorevidir. HHY Madde-28'de



yazildigi gibi rizanin alinmasi bir sekle bagh degildir. Ancak dava
sozkonusu oldugundayargiyazilionam belgesiisteyebilmektedir.
Ulkemizde kadin hastaliklari ve dogum uzmanlari prenatal
genetik tarama ve tanitestleriistediginde Saglik Bakanligi Dogum
Oncesi Rehberini dikkate almalidir. Rehber, hekimden gebenin
bilgilendirilmesi sonrasi gebe tercihine gore islem yapilmasini
istemektedir. ABD ve ingiltere’de oldugu gibi prenatal genetik
tarama testlerinin gebelere oOnerilmesi s6z konusu degildir.
Bu safhada yazili riza gerekmeyebilir. Ancak test sonucu belli
oldugunda hekim duslk riskli gebelere tani testi onermemekte,
yuksek riskli gruba ise tani testleri 6nermektedir. Bu safhada
yazili riza belgesi alinmasi uygun olacaktir. Tani testleri invaziv
islemler oldugu icin bu safhada yazili riza alinmasi ise mevzuat
geregidir. Boylece kotl tibbi uygulama iddiasiyla ortaya ¢ikan
uyusmazliklarda 6nemli bir sorun 6nlenmis olacaktir.
Tesekkiir

Bu derlemeyi hazirladigim siirecte ABD, ingiltere, Fransa, Kanada
ve Almanya’da calisan meslektaslarimdan o tlkelerdeki prenatal
tarama test uygulamalarini 6grendim. Tesekkir ederim.
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i Case Report

A postpartum septic case: Differential diagnosis of COVID-19 infection
and urosepsis

Postpartum septik olgu: COVID-19 ve lirosepsisin ayirici tanisi

Mujde Can Ibanoglu*'[d Ayse Gulcin Bastemur* [, Harun Karagac! § Ertan Akpinar' 0, Ashhan Kara® O,

Ayse Ozcan?[d, Omer Lutfi Tapisiz®®, Yaprak Ustun[d

!Department of Obstetrics and Gynecology, University of Health Sciences, Etlik Zubeyde Hanim Women'’s

Health Training and Research Hospital, Ankara, Turkey

’Department of Anesthesiology and Renanimation, University of Health Sciences, Ankara Training and

Research Hospital, Ankara, Turkey
3Department of Obstetrics and Gynecology, Guven Hospital, Ankara, Turkey

Abstract

First identified in Wuhan of China, the novel coronavirus disease 2019 (COVID-19) is a respiratory tract infection with a
global public health emergency. Data regarding COVID-19 in pregnancy is limited, consisting of case reports and small
cohort studies. Postpartum urosepsis is also a globally common disease and well documented. Postpartum patients with
sepsis findings should be tested for COVID-19 during outbreak for public health and patients’ well-being. The clinical
characteristics of urosepsis might be similar to COVID-19 disease in postpartum patients. Here, we reported the clinical
management of a case with acute respiratory disorder and septic shock due to urosepsis in the postpartum period,
mimicking COVID-19 infection.

Keywords: Severe acute respiratory syndrome; coronavirus; pandemic; postpartum urosepsis; pneumonia; pregnancy

Oz

ilk olarak Cin'in Wuhan kentinde tanimlanan yeni tip koronaviriis hastaligi (COVID-19), kiiresel bir halk saghg sorunu
olan, bir gesit solunum yolu enfeksiyonudur. Vaka raporlari ve kiiglik kohort ¢alismalarindan olusan, gebelikte COVID-19
ile ilgili veriler sinirlidir. Dogum sonrasi Urosepsis de kiiresel olarak yaygin bir hastaliktir ve pekgok yayin bulunmaktadir.
Sepsis bulgulari olan postpartum hastalar, salgin sirasinda; halk sagligi ve hastanin kendi iyiligi agisindan COVID-19 igin test
edilmelidir. Urosepsisin klinik dzellikleri, dogum sonrasi hastalarda COVID-19 hastaligina benzer olabilir. Bu olgu sunumu
ile; postpartum déonemde ani akut solunum bozuklugu ve septik sok bulgulari gelistiren bir vakada COVID-19 enfeksiyonu
ve Urosepsis ayirici tanisinin ve tedavisinin nasil yonetildigini anlatmak amaglanmistir.

Anahtar Kelimeler: Siddetli akut respiratuvar sendrom; koronavirus; pandemi; postpartum lrosepsis; pndmoni; gebelik
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1. Introduction

Sepsis is a globally common cause of maternal mortality and
morbidity with a rate of 14% (1). For the definition of sepsis,
two or more of the symptoms specified in addition to the
infection must be present: body temperature 38 degrees and
above or 36 degrees below, heart rate greater than 90 beats/
min, a respiratory rate greater than 20 per minute, white blood
cell count more than 12,000 or less than 4,000. Septic shock
is defined as sepsis with arterial hypotension that does not
improve despite sufficient hydration (2). This clinical condition
may lead to multiple organ failure and is mainly accompanied
by hypoperfusion and hypotension (3). COVID-19 has a high
and increasing attack rate and was announced as a pandemic
by World Health Organization (WHO) on March 11, 2020 (4).
The symptoms of the disease caused by the responsible virus,
SARS-CoV-2, exhibit a broad spectrum of manifestations from
asymptomatic patients to severe pneumonitis with multiple
organ failure (5). Polymerase chain tests (PCR) are applied as
the gold standard for diagnostic purposes, yet their sensitivity
is unknown (6). Abnormalities in routine blood tests are not
familiar, yet leucopenia, anaemia, low platelet levels, increased
prothrombin time, elevated serum transaminases and acute

phase reactants may be observed (7, 8).

The type of tachypnea, tachycardia, and hypotension observed
in COVID-19 related pneumonia seem to share the same
characteristics with postpartum septic shock. Here, we reported
the clinical management of a case with acute respiratory
disorder and septic shock due to urosepsis in the postpartum

period, mimicking COVID-19 infection.
2. Case Presentation

The case was a 26-year-old G1PO patient with 41 weeks
of pregnancy. The patient applied to a tertiary healthcare
institution for delivery. During admission, the patient had
the following findings: Blood pressure (BP) 100/80 mmHg;
temperature, 36.2°C; heart rate (HR), 82 bpm; and respiratory
rate, 18/min. The patient’s medical history showed no contact
with COVID-19. There was no known history of comorbid

diseases and drug intake in the patient's history.

Urinalysis and urinary culture test had been applied to the
patient as a part of the routine examination of the first admission
to the hospital. Other biochemistry, hemogram and coagulation
tests were within normal limits. The patient delivered a healthy
infant. Approximately six hours after delivery, the patient

experienced hypotension (BP: 80/40 mmHg) and tachycardia

IBANOGLU etal.
I Postpartum septic case and urosepsis

(HR: 130 bpm). Physical examination revealed normal cervical,
vulvar and vaginal examination with no active vaginal bleeding.
There was no finding showing acute blood loss. No fluid was
observed in the abdomen in the transvaginal ultrasound, and

the uterine tonus was evaluated as usual.

Laboratory tests resulted in following values: hemoglobin level
as 8.3 g/dL, white blood cell 0.81*10° /uL, platelet 105*10° /
mm?3, CRP 93.9 mg/L, D-dimer 7710 pg/L and lymphocyte
0.19*%10° /uL. The patient's oxygen saturation has decreased
to 80%, early tachypnea started (30-35/min), and the previous
tachycardia and hypotension continued to persist. Repeated
biochemistry panel showed a prothrombin time of 19.8 sec.,
creatinine of 1.3 mg/dL, AST of 44 U/L and direct bilirubin of
2.2 mg/dL. The patient was interned to an isolated positive-
pressure room upon these findings and the suspicion of
COVID-19 or pulmonary embolism. Nasopharyngeal and
oropharyngeal specimens were collected through personal
protective equipment for COVID-19 PCR test, and chest x-rays
were obtained (Figure 1). During the auscultation, basal parts of
the left lung had diminished sounds. Anti-embolism socks were
used for mechanic prevention to reduce the risk of embolism
because anti-coagulant therapy could not be initiated since
prothrombin time was prolonged and acute blood loss was
possible. The laboratory abnormalities were interpreted as
the beginning of multiple organ failure; therefore, the patient
was taken to the intensive care unit upon suspicion of sepsis,
disseminated intravascular coagulation, pulmonary embolism,
thrombocytic thrombocytopenic purpura (TTP), and COVID -19.
Abdominal ultrasound showed splenomegaly and ascites in the
abdomen as well as increased parenchymal echogenicity in
both kidneys. Echocardiography was normal. With no abnormal
imaging finding of lungs and the heart, arterial blood gas
parameters revealed pO2 of 45.5 mmHg, sO2 of 79.1%, lactate
of 1.7 mmol/L and no increment of the D-dimer, ruling out a
pulmonary embolism. Since there was no decrease in platelet
values and there were no additional findings of hemolysis, the

diagnosis of TTP was excluded.

Since no fever was observed, COVID-19 based antiviral therapy
was postponed until the release of test results. Meanwhile,
the following values shifted the diagnostic workup on septic
conditions: procalcitonin 62.71 pg/L, direct bilirubin 2.2 mg/
dL, lactate dehydrogenase 803 U/L, platelet 45,000/mm?3, and
creatinine 2.3 mg/dL. The patient was treated with vancomycin,
carbapenem, and inhaled corticosteroids. The patient was
removed from isolation and the treatment was maintained with
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continuous positive airway pressure after a negative PCR result.
The PCR test was repeated 24 hours later since the patient's
clinical diagnosis had yet to be made. The diagnosis of COVID-19
was eliminated upon the second negative test result. During
the first admission, the urinary culture collected from the
patient revealed E.coli formation of 100.000 CFU/mL, leading
to discontinuance of the steroid treatment and maintenance
of antibiotic treatment. The patient was discharged on the
10™ postpartum day and prescribed oral antibiotic together
with low-molecular-weight heparin (LMWH). Meanwhile, the
baby was isolated from the mother and home-based care was
given. Breastfeeding was not recommended since the mother's
general condition was not eligible due to the risk of infection.
Breastfeeding resumed after the second negative test result.
The patient and the baby did not develop any symptoms of
COVID-19 as of the 40t day of the postpartum period. Excluding
other pathological conditions, the diagnosis was established as

postpartum urosepsis based on treatment response.

Figure 1. The view of the posteroanterior chest X-ray of the patient
3. Discussion

Our patient had a progressively worsening condition that started
with tachycardia, tachypnea, and hypotension, also evident
by laboratory tests. Postpartum haemorrhage, COVID-19 and
pulmonary embolism were initially included in the differential
diagnosis. Symptomatic treatment was administered until the
test results were yielded as no standard agreed treatment
protocol was determined for the pandemic, followed by
removing isolation measurements upon negative test results.
The anticoagulant therapy was not started because of the
acute bleeding risk; however, after the risk was over, LMWH

treatment was initiated.
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The patient's clinical status was not fully defined; therefore,
the test was repeated -24 hours later- and COVID-19 was ruled
out on the 4th postpartum day upon the second negative test
result. PCR tests are known to vyield false-negative results.
Hence, repeating PCR tests on the patients suspected to be
infected with the SARS-CoV-2 was recommended (6).

The studies conducted have shown that the SARS-CoV-2 has the
same course among pregnant and non-pregnant individuals.
Vertical contamination of the fetus has yet to be observed
(9). Even though; there is no vertical transition, the infant was
isolated considering that there might be a passage through the
respiratory tract or COVID-19 shedding into breast milk (10).

Urinary tractinfection develops in up to 4% of patients after birth
(11). Increasing bladder volume due to increased estrogen and
progesterone in the puerperium, as resulting from decreased
bladder tone with ureterovesical reflux, is seen as an increased
risk factor for infection (12). There are no adequate guidelines
and information about infections, which rank the third reason
in maternal deaths worldwide, and as a result, it becomes a
clinical picture that quickly escapes the attention of clinicians
and has an significant result. Transition to rapid diagnosis and
treatment is also very critical and life-saving in maternal sepsis.
The first evaluation should be done quickly and blood and other
culture samples and blood lactate levels should be taken (13).
Appropriate antibiotic treatment should be initiated within
an hour, intravenous fluid balance should be regulated, and a

transition to the intensive care unit should be provided (12).

The patient was diagnosed with postpartum urosepsis because
of her response to the antibiotic treatment given and the
positivity of E. Coli in the urine culture. It may be suggested that
postpartum patients with such symptoms need to be followed
with a balanced and careful approach to not focus on any

possible diagnosis more than the other.

In conclusion, it is essential in differential diagnosis to consider
sepsis together with COVID-19. Treatment modalities and
protective measures that consider the benefit of both individuals
and public health should be arranged comprehensively.
Ethical approval and informed consent agreement
An ethics board approval for the study was obtained from the
Institutional Review Board. The patient gave written informed
consent that allowed us to use her data.
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Tip dergilerine gonderilecek makalelerin standart gereksinmeleri ile ilgili bilgiler bilimsel yayincilik standartlari agisindan
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1. Gonderilecek makalelerde arastirma ve yayin etigine uyulmasi zorunludur. Yazilarin tim bilimsel sorumlulugu
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1. “insan” dgesini iceren tiim calismalarda Helsinki Deklerasyonu Prensipleri'ne (https://www.wma.net/what-we-do/
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“bilgilendirilmis olur” (informed consent) alinmahdir.
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Dergi Yazim Kurallari

Yazarlara Bilgi ve On-line makale génderimi: Tim yazismalar ve yazi génderimleri DergiPark izerinden yapilmaldir. Yazi
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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
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(arastirma yazisi, olgu sunumu, derleme, editére mektup, teknik yazi, kisa rapor) makalenin gonderildigi kurumun acik
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MBrowser.html) “Medical Subject Headings”e uygun en az 3 anahtar kelime verilmelidir.
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iliskilerinin olmadigini belirtmelidirler. Calismada ticari baglanti veya maddi destek veren kurum mevcut ise kullanilan
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sekilde kisaltilmalidir. Kaynaklar listesi yazinin sonunda ayri bir sayfaya yazilmalidir. Kaynaklarin dogrulugundan yazarlar
sorumludur. Farkh yayin tirleri igin kaynak gosterme bigimleri asagidaki 6rneklerde gosterilmistir.
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43:647-653.
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Hamvas A. Pathophysiology and management of respiratory distress syndrome. In: Martin RJ, Fanaroff AA, Walsh MC,
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2011.p.1106-16.
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Web sitesi:
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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.



