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Cok Degerli Okuyucularimiz,

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

Bu sayimizda iki 6zglin arastirma, bir derleme, iki olgu sunumu ve bir editére mektubu zevkle okuya-
caginizi umit ediyoruz.

Ozgiin arastirmalarin ilkinde Dogu Karadeniz bélgemizdeki kadinlarda HPV pozitiflik prevalansi ve
HPV tip dagilimi incelenmis ve bu olgularin yénetimi detaylica vurgulanmistir. ikinci 6zgiin makalede
ise ylksek dereceli endometriyum kanser olgulari karsilastirilarak tartismasi yapilmistir.

Gebelik intrahepatik kolestazini detaylandiran derleme yazisi ve pandemi suirecinde yenidogan igin
kisisel koruyucu ekipmanin énemini vurgulayan olgu sunumu siz degerli okuyucularimizin ilgisine
sunulmustur.

Bir sonraki sayida bulusmak timidiyle,

Saygilarimla,

Prof. Dr. Yaprak Ustiin

Baseditor
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" Orijinal Makale

Servikal patoloji siiphesi ile merkezimize refere edilen hastalarin
degerlendirilmesi ve yonetimi

Evaluation and management of patients referred to our center with
suspicion of cervical pathology

Recep Erin"[E, Kubra Baki ErinlE, Deniz Kulaksiz3, Yesim Bayoglu Tekin [, Hatice Kii¢iik [

Saglk Bilimleri Universitesi, Trabzon Kanuni Saglik Uygulama ve Arastirma Hastanesi, Kadin Hastaliklari
ve Dogum Bolimu, Trabzon

Oz
Amag: Bolgemizdeki insan Papilloma Viriis (HPV) pozitiflik prevalansini belirlemek ve HPV pozitif olgularin tip dagilimini

ve yonetimini incelemektir.

Gereg ve Yontem: Servikal patoloji stiphesi ile ileri tetkik ve inceleme igin Ocak 2018 — Aralik 2019 tarihleri arasinda
Saglk Bilimleri Universitesi Trabzon Kanuni Saglik Uygulama ve Arastirma Merkezi’ne basvuran hastalar retrospektif
olarak incelendi. Hastalarin demografik verileri belirlendi. Hastalarda saptanan HPV tiplendirilmesi ve smear sonuglari
kaydedildi. Yiksek riskli HPV tipi gozlenen ve kolposkopi yapilan hastalarin biyopsi sonuclari degerlendirildi. Calisma
verileri tanimlayici istatistiki metodlar kullanilarak analiz edildi.

Bulgular: Calismaya HPV testi yapilan 6186 hasta dahil edildi. Hastalarin yas ortalamasi 43,87 + 7,1 yil, viicut kitle indeksi 27,1 +
6,56 kg/m2, gravidasi 3,4 + 0,43 idi. Sigara kullanim orani %22,8, HPV pozitifligi %5,45 (n=337/6186) olarak saptandi. Hastalarin
servikal smear sonuglarinin dagihimi; normal %54,3 (n=183), enfeksiyon %19,29 (n=65), ASC-US %5,64 (n=19), LGSIL %2,37
(n=8), AGC %0,30 (n=1) olarak tespit edildi. HPV tiplendirmesinde en sik goriilen tipler 91 hastada HPV 16 (%27), 45 hastada
HPV 31 (%13,4), 43 hastada HPV 51 (%12,8), 43 hastada HPV 52 (%12,8) seklinde idi. Kolposkopik biyopsi sonuglarinda %49,6
(n=167) servikal intraepitelyal neoplazi (CIN) 1, %7,4 (n=25) CIN 2-3, %1,2 (n=4) skuamoz hiicreli karsinom tespit edildi.

Sonug: Calismamiz sonuglari dahilinde cinsel aktif kadinlarda servikal kanser taramasinin Gnemi bir kere daha ortaya konmustur. 30
yas Uzerinde HPV DNA ve servikal smear kombinasyonu ile yapilan serviks kanseri tarama programlarina katilmanin 6nemi akilda

tutulmalidir. Calismamiz Dogu Karadeniz Bolgesi'nin HPV prevalansini kesitsel olarak géstermesi agisindan bir ilktir.

Anahtar kelimeler: Human Papilloma Virls; servikal smear; servikal intraepitelyal lezyon; kolposkopi; serviks kanseri;

Dogu Karadeniz

Sorumlu Yazar*: Recep Erin, Saglk Bilimleri Universitesi, Trabzon Kanuni Saglik Uygulama ve Arastirma Hastanesi, Trabzon
e-posta: erinrecep@gmail.com
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ERIN ve ark.
Onkojenik tip HPV ve servikovajinal smear sonuglari

Abstract

Aim: To determine the prevalence of Human Papilloma Virus (HPV) positivity in our region and to examine the type
distribution and management of HPV positive cases.

Material and method: Patients who applied to the University of Health Sciences, Trabzon Kanuni Health Practice and
Research Center between January 2018 and December 2019 for further examination and examination with suspicion of
cervical pathology were retrospectively analyzed. Demographic data of the patients were determined. HPV typing and
smear results detected in the patients were recorded. Biopsy and colposcopy results of patients with high-risk HPV types
were evaluated. Study data were analyzed using descriptive statistical methods.

Results: 6,186 patients who were tested for HPV were included in the study. The mean age, body mass index and gravida
of the patients were 43.87 + 7.1 years, 27.1 £ 6.56 kg / m2, and 3.4 + 0.43, respectively. Smoking rate was 22.8% and HPV
positivity was 5.45% (n = 337/6186). Distribution of patients' cervical smear results were determined as normal 54.3% (n
= 183), infection 19.29% (n = 65), ASC-US 5.64% (n = 19), LGSIL 2.37% (n = 8) and AGC% 0.30 (n = 1). The most common
types in HPV typing were HPV 16 in 91 patients (27%), HPV 31 in 45 patients (13.4%), HPV 51 in 43 patients (12.8%), HPV
52 in 43 patients (12.8%) In colposcopic biopsy results, 49.6% (n = 167) cervical intraepithelial neoplasia (CIN) 1, 7.4% (n
=25) CIN 2-3, 1.2% (n = 4) squamous cell carcinoma cases were detected.

Conclusion: Within the results of our study, the importance of cervical cancer screening in sexually active women has
been demonstrated once again. The importance of participating in cervical cancer screening programs performed with
the combination of HPV DNA and cervical smear should be kept in mind. To our knowledge, our study is the first to show
the HPV prevalence of the Eastern Black Sea Region in cross-section.

Key words: Human Papilloma Virus; cervical smear; cervical intraepithelial lesion; colposcopy; cervical cancer; Eastern

Black Sea

1. Girig

insan papilloma viriisii (HPV) zarfsiz, ¢ift sarmalli dairesel DNA
iceren bir virlstlr. HPV, diinya capinda en yaygin cinsel yolla
bulasan enfeksiyondur. Amerika Birlesik Devletleri'nde 80
milyona yakin insan su anda HPV ile enfektedir ve her yil 14
milyon yeni enfeksiyon gorilmektedir (1). Anogenital sigiller,
HPV enfeksiyonunun yaygin bir klinik belirtisidir. Yuksek riskli
HPV ile kalici enfeksiyon, karsinom gelisimi i¢in en dnemli bir risk
faktortdar (2). 1999 yilinda, Uluslararasi Kanser Arastirma Ajansi,
22 Ulkenin katildigi blyik o6lgekli bir epidemiyolojik calisma
yapmistir. HPV, serviks kanseri olan hastalarin %99,7'sinde
tanimlanmigstir (3). Servikal intraepitelyal neoplazi (CIN), rahim
agzi kanserine giden siiregte preinvaziv bir lezyondur. Kalici HPV
enfeksiyonu, CIN'in servikal kansere ilerleme riskini 5nemli dlglide
artirabilir (2). Servikal kanser diinyada etiyolojisi net olarak bilinen
tek jinekolojik kanser haline gelmistir. Simdiye kadar 100'den fazla
HPV tirt tanimlanmistir. HPV, distk riskli ve yiiksek riskli olarak
iki kategoriye ayrilir. Kadinlarin %80'i yasamlari boyunca HPV ile
karsilasma riski tasimaktadir. Bulas oldu ve enfeksiyon gelisti ise
enfeksiyonun iki yil icerisinde yaklasik %90 oraninda spontan

regresyona ugrayacag bilinmelidir (4).

Turkiye’de HPV DNA pozitifligini %28,8-37,2 olarak bildiren
calismalar vardir. En sik gorilen ve ylksek malignite riski tasiyan
tipler diinyada ve ulkemizde HPV 16 ve 18'dir. Ancak diger
yuksek riskli tiplerin de sikliginin arttigi rapor edilmistir (5, 6).
HPV prevalansi farkl cografi bolge ve irklara gore degisiklik
gostermektedir. Hastanemiz Dogu Karadeniz Bolgesi'nde referans
bir merkez olma 6zelligini tasimaktadir ve bolgedeki tim servikal
supheli lezyonu olan, HPV pozitifligi ya da servikal premalign
lezyonu bulunan hastalar ileri inceleme icin hastanemize
yonlendirilmektedir. Literatiirde boélgemizin HPV prevalansi ile
ilgili bir veri bulunmamaktadir. Mevcut ¢calismada bolgemizdeki
HPV pozitiflik prevalansinin belirlenmesi ve HPV pozitif olgularin
tip dagiliminin ve ydnetiminin incelenmesi amaglanmistir.

2. Gereg ve Yontem

Calismaya, yerel etik kurul onayi alindiktan sonra (2019/29) Ocak
2018 — Aralik 2019 yillari arasinda Saglik Bilimleri Universitesi,
Trabzon Kanuni Saglik Uygulama ve Arastirma Merkezi'ne
(SUAM) ileri inceleme icin yonlendirilen 6186 hasta dahil
edildi. Dosya bilgilerinde eksik bulunan hastalar ¢alisma disinda
tutuldu. Hasta dosyalari retrospektif taranarak hastalarin yas,
gravida, parite, viicut kitle indeksi (VKi), sigara aliskanligi ve

Ozgecmis verileri kayit edildi.
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Klinigimiz protokoll geregince servikal patoloji sliphesi ile
gelen hastalarda sevikal PAP smear testi yapilmakta sonrasinda
HPV test kiti olarak Digene® HC2 DNA Collection Device
(Qiagen, Germantown, USA) kiti kullanilarak servikal érnekler
incelenmektedir. HPV pozitif olan 6rneklere EZ1 ileri izolasyon
cihazi ve virus mini kit (Qiagen, Germantown, USA) kullanilarak
PCR uygulanmakta ve Clart HP2 PCR kit (Genomica, Madrid,
Spain) ile tiplendirme yapilmaktadir. Hastalarin PAP smear
sonucunda servikal displazi saptanmasi ve/veya orneklerde
yuksek riskli HPV tipi belirlenmesi durumunda hastalara
kolposkopik inceleme yapilmakta ve gerekirse servikal biyopsi
alinmaktadir. Anlatilan klinik protokoliimiiz dahilinde yapilan
tetkikler neticesinde elde edilen HPV tiplendirilmesi ve servikal
smear sonuglari kaydedildi. Yiksek riskli HPV tipi gozlenen ve

kolposkopi yapilan hastalarin biyopsi sonuglari degerlendirildi.
istatistik

Veriler SPSS 23.0 (Statistical Package for Social Sciences, SPSS
Inc., Chicago, IL) paket programi kullanilarak analiz edildi. Calisma
verileri degerlendirilirken tanimlayici istatistiksel metodlar
(ortalama, standart sapma, ortanca ve frekans) kullanildi. Sigara
icen ve icmeyen hastalarin HPV pozitifliginin kiyaslanmasinda Ki-

kare testi yapildi. p<0.05 anlamli olarak kabul edildi.
3. Bulgular

Hastalarin  (n=6186) demografik verilerinin analizinde; yas
ortalamasi 43,87 + 7,1 yil, VKi 27,1 + 6,56 kg/m2, gravida 3,4 +
0,43, parite 2,5 £ 0,43 idi. Hastalarin %22,8 sigara kullanmakta idi.
Yapilan HPV testlerinde HPV pozitiflik orani %5,45 (n=337/6186)
olarak saptandi. HPV pozitifliginin yillara gére dagilimi ise 2018 yili
%4,91 (n=97/1975) iken 2019 yili %5,70 (n=240/4211) idi (Tablo 1).
HPV tiplendirmesinde gorilen tipler; HPV 16 %27 (n=91), HPV
31 %13,4 (n=45), HPV 51 %12,8 (n=43), HPV 52 %12,8 (n=43),
HPV 39 %9,79 (n=33), HPV 56 %9,50 (n=32), HPV 68 %8,9
(n=30), HPV 58 %6,83 (n=23), HPV 59 %5,93 (n=20), HPV 35
%5,64 (n=19), HPV 18 %4,45 (n=15), HPV 33 %3,86 (n=13), HPV
45 %3,56 (n=12) idi (Tablo 2). Kitin siniflandiramadig diger
grup HPV tipleri %28,7 oraninda rapor edildi. %55,8 vakada
> 2 tip %44,2 vakada tek tip HPV izole edildi. Kolposkopik
biyopsi sonuglarinda %49,6 (n=167) servikal intraepitelyal
neoplazi (CIN) 1, %7,4 (n=25) CIN 2-3, %1,2 (n=4) skuamoz
hicreli karsinom tespit edildi. Kolposkopik biyopsi sonucu CIN 1
saptanan hastalarda en stk HPV 16/ 31/35/52/56 ve mikst tipler
izlendi. CIN 2-3 ise sadece mikst tiplerde gorildi (n=4) (Tablo
3). Sigara icenlerde en sik goriilen HPV tipleri 16/31/35/52 iken
icmeyenlerde ise 16/31/52/51 idi. Sigara igen ve icmeyenler
arasinda HPV pozitifligi agisindan (%5,96 vs. %9,12) anlamli
farkhlik tespit edildi (p<0.05).

3

TOPLAM
%(n)

(n) (n)
s | 8 | 2 | 350(m-32) |
s |8 | 15 | 683023
s | 6 | 13 | 58a-19)

DIGER 287 (n=97)

8 | 2 | - | - - ]-] 1
3 |03 | 1 |- -] -] 1
9 |6 | - ] -] -]-] 2 |
st ]9 | - |1 -] -] 3




| HPV | Normal | Bazal HH | CINI| CIN Ii-il |

Mikst 16 126 6 4
16 3 26 2 0
18 0 3 0 0
31 0 11 1 0
33 0 4 0 0
35 0 3 1 0

Sigara (-) 39 1 5 0 0
45 1 3 0 0
51 0 10 0 0
52 1 10 1 0
56 2 7 0 0
58 0 9 0 0
59 1 2 0 0

4. Tartisma

HPV kanser yapma ozelligine gére yiksek riskli (HR-HPV), olasi
yUksek riskli (PR-HPV) ve dislik riskli (LR-HPV) olarak tg gruba ayrilir
(7). Servikal kanserlerin %70’inden HPV 16 ve HPV 18 sorumludur
(8). Kanser igin yuksek riskli olan tipler 16, 18, 31, 33, 35, 35, 39,
45, 51, 52, 56, 58, 68, 73, 82'dir (9). Servikal lezyonlari erken tani
ile kansere dontusmeden tespit edebiliriz. Bu nedenle taramanin
ilk basamagini serviksin prekanserdz intraepitelyal lezyonlarinin
erkenden tespit edilmesi olusturur (10).

GUnimuzde en kabul gbéren tarama yontemi olan servikal
smear ve HPV DNA testinin ayni 6rnekte calisiimasinin (co-test)
daha duyarli oldugu bildirilmistir. (11). Amerika Kolposkopi ve
Servikal Patolojiler Dernegi (ASCCP) ve Amerika Obstetrisyen
(ACOG),
kadinlarin co-test ile bes yilda bir taranmasini 6nermektedir
(12, 13). Turkiye’nin de son yillarda PAP smear ve HPV DNA
degerlendirmesi ile tim toplumun taranmasi igin ciddi bir
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calismasi olmustur. Saghk Bakanligi 30-65 yas arasi kadinlarda
5 yilda bir PAP smear ve HPV DNA taramasi onermektedir
(14) ve tim bu hizmetleri lcretsiz saglamaktadir. Hastanemiz
bolgemizin kanser ileri arastirma merkezi konumundadir. Bu
bilgilerin 15181 altinda biz de hastanemizde stpheli servikal
lezyon nedeni ile degerlendirilen olgularin HPV prevalansini ve
ybnetimini arastirmayi amacladik.

15 vyilda, HPV  DNA'sinin

tanimlanmasina iliskin epidemiyolojik veriler Uretmek igin

Son diinya capinda servikal
buylik cabalar sarf edilmistir. 59 ulkeden 194 calismayi
birlestiren ve servikal HPV enfeksiyonu igin PCR teknikleri
ve normal sitolojik bulgulari olan 1.016.719 kadini kapsayan
bir meta-analiz yayinlanmistir. Calisma sonuglarina gore;
normal servikal sitolojik bulgulari olan kadinlarin %11,7'sinin
servikal HPV enfeksiyonuna sahip oldugu, ilkelere 6zgii HPV
prevalanslarinin %1,6 ile %41,9 arasinda degistigi ve servikal
HPV enfeksiyonunun yas dagiliminda bolgelerin vyarisinda
geng yaslarda ilk zirve (cinsel baslangigtan hemen sonra), orta
yaslarda daha dislk yayginlik platosu ve ileri yaslarda (>45 yas)

ise azalma oldugu bildirilmistir (15).

Calisma sonuglarimiza gore bolgemizde HPV prevalansi %5,45
(n=337/6186) olarak saptandi. Yillara gore dagilimda pozitiflik
acisindan bir fark tespit edilmedi. Tirkiye’de HPV pozitiflik
prevalansi ile ilgili calismalarda bolgelere gore Eskisehir’de
1081 olgunun dahil edildigi bir calismada, HPV prevalansi %3
olarak bulunmus ve olgularin %68,8’i yuksek risk HPV, %28,1’i
ise duslik risk HPV olarak bildirilmistir. Olasi risk faktorleri
arasinda ise dogum sayisinin fazla olmasi, oral kontraseptif
(OKS) yontemi
siralanmistir (16). Bolgemizdeki HPV prevalansi ise %5.45

ile korunmak ve sigara i¢menin oldugu
ile daha yiiksek bulunmustur (vs %3). Corum’da yapilan bir
baska HPV tiplendirme c¢alismasinda toplam 33649 hastanin
1108’'inde HPV pozitifligi saptanmistir (%3.29) ve en sik gorilen
tip olarak HPV 16 (%14,69) rapor edilmistir. Pozitif HPV tarama
testi olan 1108 olgunun servikal sitoloji sonuglarinda, %25,18
sitoloji normal tespit edilirken, %41,34 olguda ise enfeksiyon
raporlanmistir (17). HPV pozitif olanlarin %6,32’sinin sitoloji
sonucu ASC-US, %0,45’nin ise AGC olarak bildirilmistir. LSIL sikhig
%8,21, HGSIL %0,63 olguda bildirilmistir. Van merkezli Sahin
HG ve ark./nin 2017 yilinda yaptigi ¢calismada, yiksek riskli HPV
tiplerinin oranini %2,8, anormal sitoloji oranini ise %12,9 olarak
bildirilmistir. Ayrica anormal sitoloji oranlarinda, servikal kancer:
0,1%, LGSIL: %1,6, HGSIL: %0,5, ASC-H: 2,1%, AGC: %0,4 ve ASC-
US: 8,3 olarak rapor edilmistir (18). Konya merkezli Findik S ve

ark.nin ¢calismasinda ise HPV pozitiflik orani %3,16 olarak tespit
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edilmis ve servikal sitoloji %63,61’inde normal, %6,6’sinda ASC-
US, %0,73’tinde ASC-H, %10’unda LGSIL, %0,53’iinde HGSIL ve
AGC, %0,03’inde andenokarsinoma in sutu olarak bildirilmistir
(19). Bizim gcalismamizda ki HPV pozitif vakalardan alinan smear
orneklerinin analizinde, normal %54,3, enfeksiyon %19,28, ASC-
US %5,63, LGSIL %2,37, AGC %0,29 oranlarinda tespit edilmistir.
HGSIL (ytksek dereceli skuamoz intraepitelyal lezyon) ve AlS
(adenokarinoma in sutu) ve ASC-H (Atipical Squamous Cells-
Cannot Exclude High Grade Squamous Intraepithelial Lesions)
tespit edilmemistir. HPV ve sitoloji birlikteligi acisindan ¢alisma

sonugclarimizla ulusal literatiir oranlari genel olarak benzerdir.

Turk Onkoloji Dernegi’'nin ¢cok merkezli bir ¢galismasinda HPV
prevalansi %25 oraninda bildirilmistir. Anormal sitoloji olan
olgularda HPV porzitiflik orani %57, normal sitoloji olanlarda ise
%27 olarak tespit edilmistir. En sik gortlen HPV tipleri olarak
HPV 16 %31, HPV 18 %8, HPV 31 %6, HPV 51 %5 seklinde
bildirilmistir (20). HPV prevalans oraninin bizim c¢alismaya
kiyasla ylksek bulunmasinin (%25 vs %5,45) nedeninin ¢alisma
gruplarinda yiksek riskli olgularin degerlendiriimesinden
kaynaklandigini distiniiyoruz. Bizim ¢alisma grubumuz normal
risk grubundaki hastalardan olusmakta idi ve calismamizda
en stk HPV 16 (%27), HPV 31 (%13,3), HPV 51 (%12,7) ve HPV
52 (%12,7) tipleri belirlenmistir. HPV 18’in literatlire gére az
oranda saptanmasinin (%4,45) mikst tiplerin iginde siklikla
raporlanmasindan kaynaklandigini dusiinmekteyiz. Kitimizin
siniflandiramadigi diger grup HPV tipleri %28,7 oraninda rapor
edildi. Bunun yaninda %55,8 vakada iki ya da daha fazla tip izole

edildi. En sik birliktelik gosteren tipler HPV 16 ve HPV 68 idi.

Calismamizda, kolposkopik biyopsi sonuglari %49,6 CIN 1, %7,4
CIN2-3, %1,2 skuamo6z hicreli karsinom olarak tespit edildi.
Kolposkopik biyopsi sonucu CIN 1-2-3 gorilen en sik HPV tipleri
16/31/35/52/56 idi. Preinvaziv ve invaziv lezyonlarin incelendigi
bir calismada kolposkopik biyopsi sonuglari; CIN | (%26,2), CIN
Il (%1,6), CIN lll (%6,6), karsinoma in situ (CIS) (%1,6), CIN I-II
(%8,2), CIN 1I-111 (%13,1) olarak raporlanmistir. Orneklerde en sik
HPV 16, HPV 53 tespit edilmistir (21).

Sigara icenlerde serviks kanserinin daha fazla goruldigi
bilinmektedir (9). Calismamizda sigara icenlerde en sik goriilen
HPV tipleri 16/31/35/52 iken icmeyenlerde 16/31/52/51
idi. Bizim calismamizda da literatiir ile uyumlu olarak sigara
icenlerde HPV pozitifligi orani sigara igmeyenlere gére anlamli
derecede yilksek bulunmustur (%5,96 vs %9,12).

Calismamiz bolgesel olarak konu ile ilgili yapilmig ilk ¢alismadir.

Ancak bunun yaninda limitasyonlari da goz ardi edilmemelidir.
Birinci ve en 6nemli limitasyonumuz galismamizin retrospektif
dizaynidir. Diger bir taraftan calismamizda kullanilan HPV
kitinin tum HPV tiplerine duyarli olmamasi ve dusik riskli
HPV tiplerinin calismamizda taranmamasi yine 6nemli bir
limitasyonumuzdur. Calismamiz prospektif dizaynli, buyik
Olcekli, daha ¢ok HPV tiplerine duyarli kitlerin kullanildigi
¢alismalarla desteklenmelidir.

Calismamiz sonuglari dahilinde cinsel olarak aktif kadinlarda
servikalkansertaramasinindnemibirkeredahaortayakonmustur.
30 yas Uzerinde HPV DNA ve servikal smear kombinasyonu ile
yapilan serviks kanseri tarama programlarina katilmanin énemi
akilda tutulmalidir. Calismamiz Dogu Karadeniz Bolgesi’nin HPV
prevalansini kesitsel olarak gostermesi agisindan bir ilktir.

Cikar gatigsmasi: Bu yazi tamamen bilimsel amagla yazilmis
olup, yazarlarin bu yaz ile ilgili herhangi bir ¢ikar g¢atismasi

bulunmamaktadir.
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Oz

Amag: Grade 3 endometrioid endometrium kanseri (G3ECC) ve karsinosarkom (KS), ESMO-ESGO-ESRTO’un 2015'de
yayinladigl konsensiisunda endometrium kanseri olgulari iginde ayni risk grubunda yer alsa da, bu histolojik tiplerin
biyolojik davraniglari farklidir. Bu ¢alismada G3ECC olgulari ile uterusa sinirli KS vakalarinin klinik sonuglar ve sagkalim
analizleri agisindan karsilastirilmasi amaglandi.

Gereg ve Yontem: Uterusa sinirli hastaligi olan G3ECC olgulari (n=67) ile uterusa sinirli karsinosarkom (KS) olgulari (n=54)
klinik sonuglari ve sagkalim analizleri agisindan karsilastirildi.

Bulgular: Uterusa sinirli hastalik olmasina ragmen KS olan hastalarda sagkalimin belirgin kot oldugu gorildi. Rekirrens
G3ECC’de %10,5 iken, KS'da bu oran %27,8 olarak saptandi (p=0,011).

Sonug: Karsinosarkomlar erken evrede dahi G3 endometrioid endometrium kanserlerinden daha kotli prognoza sahip
olabilirler.
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rekirrens
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Abstract

CAKIR ve ark.
Uterusa sinirli yiiksek-risk endometrial kanserler

Aim: Although Grade 3 endometrioid endometrial cancer (G3ECC) and carcinosarcomas (CS) are included in the same

risk group among endometrial cancer cases in the consensus published by ESMO-ESGO-ESRTO in 2015, the biological

behaviors of these histological types are different. In this study, we aimed to compare grade 3 endometrioid endometrial

cancer cases with carcinosarcoma cases limited to the uterus in terms of clinical results and survival analysis.

Material and method: Grade 3 endometrioid endometrial cancer (G3 ECC) cases (n = 67) in which the disease is limited

to the uterus and uterine limited CS cases (n = 54) were compared in terms of clinical results and survival analysis.

Results: Despite the limited disease in the uterus, survival was significantly worse in patients with carcinosarcoma. While
the recurrence rate was 10.5% in G3ECC, this rate was found as 27.8% in CS (p = 0.011).

Conclusion: Carcinosarcomas may have a worse prognosis than G3 endometrioid endometrial cancers even in the early stages.

Keywords: Endometrioid endometrium cancer; grade 3; carcinosarcoma; high risk; endometrial cancer; recurrence

1. Giris
Endometrial kanser risk skorlamasi ilk olarak 1987 yilinda
GOG-33 galismasinda yapilmistir. Buna gore grade 1 ylizeyel
invazyonu olan hastalar dusik risk, grade 2-3 ve % myometrial
invazyonu olan hastalar orta risk ve lenf nodu metastazi olan
hastalar yuksek risk grubu olarak tarif edilmistir (1). Daha sonra
GOG-99 galismasinda endometrium kanseri olgularinda adjuvan
tedaviyi yonlendirmek amaciyla yas, histolojik tip, lenfovaskiler
(LVSI),

tiimorin grade’ini baz alan risk skorlama sistemi tarif edilmistir

stromal invazyonu derin myometrial invazyon ve
(2). 2008 yilinda retrospektif olarak yayinlanan bir diger calisma
dislk risk grubunu yeniden tanimlamis; (1) < 2 cm tiimord olan,
(2) ¥%'den az myometrial invazyonu bulunan, (3) grade 1 ve 2
timorlerin lenf nodu metastazi agisindan dusik riskli oldugu
ve lenfadenektominin faydali olmadigi vurgulanarak, risk
skorlamalarinda tedavi yonetimi sekillendirmeye baslanmistir
(3). Daha sonra European Society for Medical Oncology
(ESMO),

(ESGO) ve European Society for Radiotherapy & Oncology

European Society of Gynaecological Oncology
(ESRTO)’nin 2015’de yayinladigi konsensusunda endometrium
kanseri olgularinda duslik, orta, ylksek-orta ve yliksek risk
grubu tanimlanmis olup, yliksek risk grubuna Evre 1B grade 3
(lenfovaskdler stromal invazyondan bagimsiz), rezidiel hastalk
olmayan Evre 2-3 endometrioid ve non-endometrioid tipler
(serdz ya da berrak hiicreli ya da andiferansiye karsinom ya da

karsinosarkom) dahil edilmistir (4).

Ancak, ESMO-ESGO-ESRTO konsenslis raporunda belirtilmis

olan ve ayni adjuvan tedaviyi alacak olan yiiksek risk grubu

heterojenite gostermektedir. Ornegin, yiiksek risk grubunda
IB-II

karsinosarkomlar biyolojik davranis ve sagkalim agisindan

yer alan evre grade 3 endometrioid timorler ve
farkli seyredebilen timorlerdir. Dahasi, yapilan retrospektif
¢alismalarda karsinosarkomlarin ¢ok daha kétu prognoza sahip
olduklari bilinmektedir (5).

Yukaridaki bilgiler i1siginda, calismamizdaki amacimiz ayni risk
grubunda bulunan uterusa sinirli evre IB-1l, G3ECC ve KS'lari

sagkalim ve nilks acisindan karsilastirmaktir.
2. Materyal ve Metod

Calismada Etlik Zibeyde Hanim Kadin Sagligi ve Hastaliklari
Egitim ve Arastirma Hastanesi’'nde 1993-2019 yillari arasinda
endometrium kanseri nedeniyle opere edilen 2450 hasta
retrospektif olarak tarandi. Uterusa sinirh 67 tane Evre IB-2
G3ECC olgusu (Grup 1) ve 54 KS olgusu (Grup 2) ¢calismaya dabhil
edildi (Sekil 1). Calismadan dislama kriterlerimiz; (1) dusuk
risk (Evre | endometrioid G1-2, %50> myometrial invazyon,
LVSI (lenfovaskiiler stromal invazyon) negatif, orta risk (Evre |
endometrioid G1-2, %50<myometrial invazyon, LVSI negatif)
ve yuksek-orta risk (Evre | endometrioid, grade 3, <50%
myometrial invazyon, LVSI'den bagimsiz, Evre | endometrioid,
grade 1-2, LVSI kesin pozitif, derin myometrial invazyondan
bagimsiz) olgulari, (2) ekstrauterin hastaligi olan olgular, (3)
senkronize timori olanlar, (4) sekonder malignite gelismis
hastalar, (5) cerrahi sonrasi ilk ay icerisinde 6lenler, (6) sekonder
sitorediksiyon yapilan hastalar (7) hastanemiz disinda opere

olanlar (8) inkomplet verisi olanlar dislanmistir (Sekil 1).
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2450 Endometrial Kanser

303 grade 3 endometrioid ve karsinosarkom olgusu

4

189 Grade 3 Endometrioid
(73 olgu ekstrauterin hastalik k

3

116 Evrekla, 1b, Il

48 Evre 1A, G3EEC
1 olgu incomlet data

Grup 1: Klinik Uterusa sinirh
Grade 3 Endometrioid Tumor
Olgulan
(n=67)

Sekil 1. Calisma Akig Semasi

Standart cerrahi yaklasim batin eksplorasyonu sonrasi, en az
total abdominal histerektomi, bilateral salpingo-ooforektomi,
omentektal biyopsi, retroperitoneal

peritoneal sitoloji ve

lenfadenektomi seklindeydi.

Hastalarin klinik verileri ve takip sonuglari patoloji raporlarindan,
tibbi kayitlardan, ameliyat notlarindan ve jinekolojik onkoloji
klinigi elektronik veri tabani sisteminden elde edildi. Yas, CA-125,
¢ikarilan pelvik lenf nodu sayisi ve paraaortik lenf nodu sayisi,
rekirrens zamani, takip siresi ile ilgili veri toplandi. Evreleme
icin 2009 Uluslararasi Jinekoloji ve Obstetri Federasyonu (FIGO)
kriterleri kullanildi. 2014'ten 6nce tedavi edilenlerin evreleri
cerrahi ve patoloji verileri kullanilarak FIGO 2009 sistemine goére
diizenlendi (6). Hastalarin timi adjuvant tedavi olarak 6 kr
Karboplatin+Paklitaksel ve radyoterapi almiglardi.

Ameliyat sonrasi takipler, operasyon sonrasi ilk 2 yil 3 ayda bir,
sonraki 3 yil 6 ayda bir, ardindan gelen 5 yil yilda 1 defa olacak
sekilde gercgeklestirildi. Her takipte jinekolojik muayene, tim
abdominal ultrasonografi, CA-125 dizeylerinin 6lgima rutin
olarak yapildi. ileri radyolojik gériintiileme (Pozitron Emisyon
Tomografi veya Bilgisayarli Tomografi) sadece rekirrens stiphesi
oldugunda kullanildi. Genel sagkalim (OS), primer cerrahi ile
6lim veya son temas arasinda gecen sire olarak tanimlandi.

Hastaliksiz sagkalim (DFS), klinik muayene ve / veya radyolojik
goruntiileme ile primer cerrahiden belgelenmis rekirren

hastaliga kadar gegen sire olarak tanimlandi.

9

X

114 Karsinosarkom

J| a6 olgu ekstrauterin hastalik

T

68 Evre 1a, 1b, Il

* 14 olgu incomplet data

2 .
Grup 2: Klinik Uterusa
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Veri yOnetimi ve istatistiksel analiz i¢cin SPSS 17.0 (SPSS Inc.,
Chicago, IL) kullaniimistir. Verilerin dagihmi Kolmogrov Smirnov
normallik testi ile degerlendirildi.

Preoperatif CA-125 diizeyi, pelvik lenf nodu sayisi (LNS) ve
para-aortik LN sayilari ise normal dagilmadigl icin median
(minimum-maksimum) ile ifade edildi. Kategorik degiskenler
ise say! / yuzde olarak ifade edildi. Parametrik dagilim gosteren
verilerin karsilastirilmasi igin Student t test (Independent t test),
parametrik olmayan verileri karsilastirmak icin Mann Whitney-U
testi ve kategorik degiskenler icin ki-kare testi kullanildi.
Sagkalim sonuglarinin  degerlendirilmesinde Kaplan-Meier
yontemi, sagkalim dagilimlarini karsilastirmak igin log rank testi
kullanildi. Lokal etik komiteden ¢alismanin yapilabilecegine dair

izin alinmistir (90057706-799).
3. Bulgular

Calismada patolojik olarak uterusa sinirli 67 G3EEC ve 54 KS olgusu
olmak Gzere toplam 121 hasta analiz edildi. Dahil edilen hastalarin
median yasi 62 (39-79) yil, median serum CA-125 dizeyi 15 1U/
mL (1-242), median gikarilan pelvik lenf nodu sayisi 36 (18-70) ve
median cikarilan para-aortik lenf nodu sayisi 16 (6-46) idi.

3.1. Gruplarin Karsilagtiriimasi

iki grubun karsilastiriimasinda yas, preoperatif serum CA-125
diizeyi, cikarilan pelvik lenf nodu sayisi ve ¢ikarilan para-aortik
lenf nodu sayisi agisindan fark yoktu (p>0,05) (Tablo 1).



Grup 1 (G3EEC) Grup 2 (CS)
n=67 n= 54

Preop CA-1252 13 (1-242) 16 (2-325) 0,263

Paraaortik LNs? 16 (3-47) 18 (2-49) 0,933
2,9 (2/67) 16,7 (9/54) | 0,008

1 Ortalama + SD; 2 Median (minimum-maksimum); 3 %, sayi
SD:Standart Deviasyon
LNs: Lenf nodu sayisi

Grade 3EEC olgularinin  %10,5 (7/67)'unda rekirrens
saptanirken, KS olgularinin %27,8’inde (15/54) rekirrens
saptandi (p = 0,011). Rekilrrensler G3ECC'de 3 hastada akciger,
1 hastada Uretra ve 3 hastada vajen kafinda idi. KS'da ise 6
hastada akcigerde, 2 hastada paraaortik lenf nodlarinda, 2
hastada pelvik peritonda, 2 hastada karacigerde, 1 hastada
abdominal peritonda, 1 hastada batin 6n duvari subkutanoz

dokuda ve 1 hastada vajinal kafta idi.

Takip suresi icerisinde G3EEC’da 2 hasta eksitus olurken, KS'da 9
hasta eksitus olmustu (p=0,008).

3.2. Sag kalim analizi

iki grup sagkalim agisindan karsilastirildiginda, Grup 1’de (G3EEC)
5 yillik ortalama sagkalim %95,3 iken, KS grubunda %67,4 idi (p
=0.003) (Sekil 2). Bes yillik DFS ise Grup 1’de (G3EEC) %83 iken,
Grup 2 (KS) olgularinda %47,6 idi (p =0,002) (Sekil 3).
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Sekil 3. Bes yillik DFS oranlari agisindan karsilastirma
4. Tartigma

Uterin KS ve G3EEC’ler, endometrial kansere bagli 6limlerin

onemli bir boliminidn sebebidir. Bu iki tumoér cerrahi
ve postoperatif adjuvan tedavi olarak da benzer sekilde
retrospektif calismalarda

yonetilmektedir. Ancak yapilan

karsinosarkomlarin daha kot prognoza sahip olduklari
belirtilmistir (4,5). Bu nedenle bu ¢alismada bu iki timérin
erken evredeki subgruplarini belirleyerek klinik o6zellikleri
ve sagkalim sonuglarini karsilastirdik ve calismanin sonunda
karsinosarkomlarin erken evrelerde bile daha kotl sonuglar ile

iliskili oldugunu saptadik.

Bansal ve ark.larinin 1998-2004 vyillari arasindaki tani alan
hastalarin retrospektif olarak yayinladiklari G3ECC ve KS’lerin
timor davranislarina baktiklari galismalarinda 8,986 hasta
bulunmaktadir. Bunlarin %56’si G3ECC ve %44 G KS'dir (7).
Uterin karsinosarkomlar G3ECC’ye gbre daha yash hastalarda
gorilmektedir (P<0,001).Benzer sekilde ¢calismamizda da KS’lerin
yasortalamasidahayiksektespit edildi. KS'lerin G3ECCvakalarina
gore dahaileri evrede yakalandiklarini belirten bu ¢alismada kot
prognozaileri evrenin de katkisi bulundugunu vurgulamistir. Buna
ragmen erken evrede 6zellikle uterusa sinirli hastalikta bakilan 5
yillik sagkalim analizinde Evre 1B G3ECC’e gore KS'da sagkalim
daha koti izlenmistir (%83 & %54, p<0,001). Evre 2 G3ECC ile KS
karsilastirildiginda 5 yillik sagkalim (%60 & %35, p<0,001) yine
KS’da daha koéti izlenmistir. Bu bulgular calismamizla benzer
olup, uterusa sinirl hastalik olan erken evrede bile KS’larin daha
kotu prognoza sahip olduklarini soyleyebiliriz. Zhang ve ark.
lari KS (n = 44), G3ECC (n = 118), uterus ser6z karsinomu (n =
118) ve uterus berrak hicreli adenokarsinomunun (n = 78)

klinikopatolojik ozelliklerini karsilastirmislar, KS’larin anlamh
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olarak daha kotu sonuglari oldugunu gostermislerdir. Ayrica KS
hastalarinda P53 pozitiflik oraninin G3EEC hastalarina gére daha
yuksek oldugunu bulmuslardir (8).

Prueksaritanondveark.larinin FIGO evre |-V endometrial kanseri
olan hastalarda yapilan bir bagka retrospektif derlemesinde
45 uterin papiller ser6z karsinom, 58 seffaf hiicreli karsinom,
58 G3ECC ve 30 KS olgusunu analiz etmislerdir. Calismanin
sonunda, KS olgularinda 2 yillik progresyonsuz sagkalim ve 2

yillik genel sagkalimin daha koti oldugu saptanmistir (9).

Bu konuda yapilmis énemli diger bir calisma ise Zhu ve ark.
lari tarafindan 2006-2013 yillari arasinda yapilan retrospektif
calismadir. Bu ¢alismada 60 tane uterin KS, 115 tane G3ECC
olgusu karsilastirilmistir. Calismanin sonunda, uterin KS'larin
daha fazla asit olusumu (55% vs. 15,7%, p<0,001), daha fazla
adneksiyel tutulum (20,0% vs. 8,7%, p=0,048) ve artmis timor
cap! (4,6 cm vs. 4,0 cm p=0,046) ile iliskili bulunmus ve uterin
KS ile grade 3 endometrioid timorlerin farkli klinikopatolojik
ozellikte olduklari, ayri risk gruplarinda degerlendirilmeleri
gerektigi belirtilmistir. Bizim ¢alismamiz bu g¢alisma ile sonuglari
acisindan paralellik gostermesi ile birlikte, bu calismada tim
evredeki tiimorler ele alinmistir. Calisma populasyonun ayrintili
analizine baktigimizda KS’larin sadece 37 tanesi erken evrede
(I ve 1) iken G3EEC’larin sadece 68 tanesi erken evredeki (I ve
I1) timorleri olusturmaktadir (10). Dahasi farkh evrelerin dahil
edilmesi ile gruplarda olusan heterojenite ¢alisma sonuglarini,
calismanin literatlire katkisini da sinirlandirmaktadir. Bu
nedenlerle bizim galismamizin uterusa sinirli timorlerle sinirli
olmasi, bu spesifik grupta rolatif yiksek hasta sayimiz yapilmis
olan bu galismaya Ustlnliklerimizdir. Calismanin dogasi geregi

retrospektif olmasi temel limitasyondur.

Sonug olarak uterusa sinirli G3ECC ile KS ortalama sagkalim ve
DFS agisindan farkli olan timorler olup, erken evrede bile KS'lar
daha kotl prognoza sahip olabilirler. Bu nedenle bu iki timor
grubunun yiksek risk grubunda beraber bulunmasindan ziyade,
yuksek risk grubunda da kendi icerisinde farkli iki subgrup
olarak bulunmasinin endometrium kanseri risk skorlamalarinin
prognozu yansitmasi ve adjuvan tedaviyi yonlendirmeleri

acisindan daha dogru olacagini disinmekteyiz.

Cikar Catismasi

Bu yazi tamami ile bilimsel amagla yazilmis olup, yazarlarin bu

yazi ile ilgili herhangi bir ¢ikar catismasi bulunmamaktadir.
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Intrahepatic cholestasis of pregnancy

Gebeligin intrahepatik kolestazi
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Abstract

Intrahepatic cholestasis of pregnancy is the most common pregnancy-related liver disease that occurs during pregnancy.
It causes mortality and morbidity. In this review, the intrahepatic cholestasis of pregnancy (ICP) is discussed with the
current literature.
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Gebeligin intrahepatik kolestazi, gebelik sirasinda ortaya cikan ve gebelige 6zgli en sik gorilen karaciger hastaligidir.
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1. Overview

Intrahepatic cholestasis of pregnancy (ICP) is a pregnancy-
specific liver disease characterized by itching and elevated liver
enzyme levels often seen in the third trimester and towards the
end of the second trimester of pregnancy and tending toimprove
rapidly after birth. The incidence is reported as 0.1-15.6%,
varying according to different geographical regions. Increased
maternal age, multiparity, family history, prior diagnosis of
cholestasis, and oral contraceptive usage are known risk factors.
In subsequent pregnancies, 45-70% recurrence is the topic. It
is a multifactorial disease that hormonal and environmental
play a
predisposition. The disease's clinical and laboratory findings

factors role in addition to underlying genetic
are anxiety, insomnia, fatigue, weight loss, icterus, elevated
liver enzymes, and bile acid levels. After evaluating suspicious
clinical and laboratory findings that show pregnancy-specific
liver disease, diagnosis can be achieved by excluding other
conditions in the differential diagnosis. The maternal prognosis
is usually good. Preterm birth, fetal distress, and an increase
in sudden intrauterine fetal death rate are associated with
high fetal morbidity and mortality. Strict maternal-fetal follow-
up is recommended to alleviate symptoms such as maternal
itching, prevent antenatal and intrapartum hemorrhagic
complications, and avoid complications such as preterm
labour, fetal distress, and sudden intrauterine fetal death. The
prevailing opinion in obstetric management, the birth should
not be postponed after the gestation weeks 37- 38th. However,
scientific evidence supporting active obstetric management
practices in cholestasis of pregnancy is insufficient. Therefore,
instead of the routine application of the dynamic management
protocol, individualized management is recommended for the
patient. Ursodeoxycholic acid (UDCA) is the most effective and
reliable pharmacological agent used to treat the cholestasis
of pregnancy. Early diagnosis and treatment are necessary to
obtain a better fetal prognosis with timely, appropriate medical
intervention. There is a need for scientifically rigorous, large-
scale clinical trials to create effective management strategies

based on evidence in cholestasis of pregnancy.

2. Definition and Etiopatogenesis

ICP is the most common liver disease seen in pregnancy. It
is intriguing for clinicians and encouraging research because
it is pregnancy-specific cholestasis and different clinical and
The
frequency of appearance varies between 1% and 5% according

laboratory changes from non-pregnancy cholestasis.

to various geographical regions. The prevalence of ICP in Turkey
is not certainly known. In a study conducted by Pata et al.,
the incidence was determined as 0.86%. The most frequently
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seen countries are Chile, Bolivia, and Scandinavian countries.
Risk factors revealed are race, maternal age over 35, multiple
pregnancies, hepatitis C virus carrier, and biliary tract disease,
including a history of intrahepatic cholestasis of pregnancy
in her or her family. The most common complaint is itching,
especially in the last three months of pregnancy. Icterus and
fatty stools are less common than itching. Elevated bile acids
are the most common laboratory finding. It is diagnostic if total
serum bile acids in the fasting state are above ten umol/L in the
spectrophotometric analysis. The level of fasting serum bile acids
above 40 pmol/L indicates the severity of the disease. The itching
complaint arises from bile acids that accumulate in the skin (1-4).

Mainly hydrophobic bile acids are more toxic because they can
pass more easily from the membranes of the body. Elevated
bile acids also lead to hepatocyte damage at the cellular
level, and ALT (alanine aminotransferase) and AST (aspartate
aminotransferase) levels in the serum are also increased
by releasing more (it changes between 2-10 times average
pregnancy values) from damaged cells. The fact that the ALT
and AST values are within the normal limits do not exclude the
diagnosis of ICP or severe disease. Also, mitochondrial damage
caused by the accumulation of bile acids in the cells is an
essential pathway in pathogenesis. In this way, mitochondrial
damage exposes clinical and laboratory findings by affecting
cells' energy and oxidation pathways. In differential diagnosis,
autoimmune hepatitis, hepatitis B, hepatitis C and biliary
diseases should be considered. History, physical examination,
laboratory evaluation and ultrasonography should be performed
to rule in the diagnosis and rule out other disorders in the
differential diagnosis. Laboratory studies should include total
serum bile acid concentration and serum aminotransferases.
Pruritus and hepatic dysfunction in pregnancy should be
examined in detail. There are multiple causes of abnormal liver
biochemical and function tests. Pruritus affects 23 per cent of
pregnancies, but only a small proportion is due to ICP. Pruritus,
the cardinal feature of ICP, helps distinguish ICP from other
types of pregnancy-related disorders characterized by elevated
transaminase levels (e.g., HELLP syndrome, preeclampsia with
severe features, acute fatty liver of pregnancy). The presence of
concomitant thrombocytopenia should be evaluated in terms
of HELLP syndrome, accompanying high blood pressure and
proteinuria in preeclampsia and accompanying hypoglycemia/
increased INR values should be evaluated for acute fatty liver.
However, ICP has been associated with the development of
preeclampsia and severe fatty liver of pregnancy. The lack of
primary skin lesions in ICP helps differentiate it from pregnancy-
specific pruritic dermatoses and skin conditions unrelated to
pregnancy (5) (Table 1).
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Disease Trimester Aminotransfer- | Total bilirubin | Others laboratory Differential Prognosis
ases (U/L) (mg/dL) tests diagnosis g

Acute fatty liver of
pregnancy, gastro-
enteritis, hepatitis,

<500 (mean elonephritis uent maternal
HELLP 2nd, 3rd, and | 250) except in Platelets <100,000 Py . p ’ q L
) N (mean 1.5) appendicitis, gall complication;
syndrome postpartum case of liver LDH >600 - .
infarction stones, idiopathic | fetal death up to

thrombocytopenic

Low maternal
mortality; fre-

35%; relapse in

purpura, hemolytic 3-27%

uremic syndrome

ﬁ\f::iffatty 3rd and post- <500 up toa PN
partum 1,000
pregnancy

Maternal mortal-
ity <3%; fetal
death from 35-
45%; rare relapse

White blood cells

N, PT D, platelets

J, glucose {/, uric
acid 1

HELLP, drug toxic-
ity, fulminant liver
failure

HELLP: hemolysis, elevated liver enzymes, low platelet

ALT: Alanin aminotransferase; AST: Aspartat aminotransferase; LDH: Lactate dehydrogenase; ALP: Alkaline phosphatase; PT: Protrombin time;

ICP disease's aetiology is based on the coexistence of genetic,
hormonal and environmental factors that elevate bile acids,
although it has not explicitly been revealed. Among the genetic
factors, a defect in the ABCB11 gene encoding the bile salt export
pump (BSEP), an error in the ABCB4 gene encoding a phospholipid
transporter protein. Also, the familial transition was reported. It
is known that pregnancy hormones decrease bile flow. The last
trimester is the period when pregnancy hormones are seen at
the highest level. It is the most common period admission to the
hospital with a clinical picture of ICP. Progesterone usage in the
first trimester has also been demonstrated in which patients with
predisposition may have such an effect, in the study of Meng
et al. Alterations in progesterone metabolism may also play a
role in the pathogenesis of ICP. In some genetically predisposed
women, the formation of large amounts of sulfated progesterone
metabolites in pregnancy, possibly related to greater 5-alpha and
3-alpha reduction, may result in the hepatic transport system(s)
utilized for biliary excretion of these compounds. Pregnancy also
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decreases sulfotransferase activity. Whether the administration
of exogenous progesterone during pregnancy further increases,
the risk of ICP is unknown. In placebo-controlled randomized
trials of progesterone supplementation for reducing the risk
of spontaneous preterm birth, an increased frequency of ICP
has not explicitly been reported. Still, the package insert for
hydroxyprogesterone caproate describes an 8 per cent incidence
of pruritus in treated women. Cholestatic jaundice of pregnancy,
liver tumours (benign or malignant) or active liver disease are
contraindications to progesterone medication (6-9).

Environmental factors include geographical regions, climate
and nutritional conditions that vary according to the area. It is
frequent in winter and cold climes. Low levels of selenium can
lead to hepatocyte damage by damaging the liver's antioxidant
capacity, which can lead to intracellular bile acid accumulation
resulting in ICP. In South America, the prevalence of selenium
deficiency strengthens the belief that nutrition plays a role in
hepatocyte damage leading to disease(10-12).



3. Clinical Aspects

Patients with ICP constitute a high-risk pregnancy group
concerning fetal and maternal outcomes. Maternal outcomes
are excellent, with no long-term sequelae. Malabsorption due
to persistent cholestasis has been described as due to vitamin K
deficiency, leading to intrapartum and postpartum haemorrhage.
Pruritus and abnormal liver tests usually disappear within 1-3
weeks after delivery. If liver test abnormalities persist after a few
weeks of delivery, another chronic liver disease should be ruled
out. Nevertheless, recent data has shown that ICP patients at long
term follow-up may have an increased risk of gallstone disease,
pancreatitis, cirrhosis, hepatobiliary cancer and autoimmune-
mediated and cardiovascular diseases when compared to women
without ICP. Pregnancies complicated by ICP are also associated
with a higher risk of preeclampsia and gestational diabetes (13).

Fetal and neonatal complications include spontaneous preterm
birth (13.4% ; OR 3.47), iatrogenic preterm birth (OR 3.65)
perinatal death-stillbirth (0.91% ; OR 1.46), meconium-stained
amniotic fluid (18.7 ; OR 2.60 ) and NICU admission (OR 2.12).
There is a directive study showing that increased bile acids
are effective in causing contraction of myometrium in the
preterm delivery pathophysiology of intrahepatic cholestasis of
pregnancy. An animal study showed that bile acid accumulation
in fetal cardiomyocytes is responsible for fetal and neonatal
arrhythmia formation (14-16).

4. Clinical Follow-up and Management

Besides upper abdominal ultrasonography, ALT, AST tests, and
other liver disease markers such as gamma-glutamyltransferase
(GGT), direct and indirect bilirubin tests should be requested
to the patient to exclude other causes leading to steatorrhea,
pruritus and icterus. Ultrasonography can reveal an additional
organic pathology in the bile ducts and liver parenchyma. GGT
may be normal or slightly increased in ICP. A direct bilirubin
level of up to 6 mg/dl may be seen in 20-25% of patients (17).

The management of this disease, which affects the general
clinical situation of the pregnant patient and the fetus, is
extremely important. The pregnant woman, who should be
evaluated in terms of fetal well-being in the last trimester, may
need to be seen more frequently in parallel with clinical and
laboratory deterioration. If the levels of serum ALT, AST, and
bile acids are increasing rapidly or if the pregnant woman has
increasing complaints of itching, icterus, fatty stools, abdominal
pain in the right upper quadrant or if there are findings of the

fetal well being, hospitalization and treatment will be more
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appropriate. In the follow-up, it should be discussed how often
bile acids should be seen. This decision can be made under the
rate of increase of serum transaminases and clinical findings.

The risk of fetal demise increased with higher serum total bile
acid levels, especially 2100 micro mols/L: <40 micro mols/L
(0.13 per cent), 40 to 99 micromol/L (0.28 per cent; hazard ratio
2.35,95% Cl 0.52-10.50 compared with <40 micro mols/L), 2100
micro mols/L (3.44 per cent; hazard ratio 30.50, 95% Cl| 8.83—
105.30 compared with <40 micro mols/L). Only women with
total bile acids 2100 micro mols/L at any point in their pregnancy
had stillbirth rates statistically significantly higher than the
pooled national stillbirth rate (0.3 to 0.4 per cent). The rate of
stillbirth in these pregnancies increased with the increasing
gestational age, particularly beyond 34 to 36 weeks. Because
most patients in this study with ICP were delivered by 40 weeks,
the hazard ratios were calculated only to 39 weeks of gestation.
However, there was no increase in stillbirth compared with the
background population risk before 39 weeks of pregnancy for
those patients with total bile acids <100 micromol/L, this effect
is likely due to the role of early delivery for patients with ICP, as
demonstrated by the high iatrogenic preterm birth rate. These
data suggest that with contemporaneous management of ICP
(e.g., premature delivery, ursodeoxycholic acid (UDCA), fetal
monitoring), the risk of stillbirth is reduced to the background
population risk for those with total bile acids <100 micromol/L,
but not in patients who have total bile acids 2100 micromol/L.
It has also been shown in various studies in which the level of
fetal bile acids goes parallel to the maternal levels. It has been
demonstrated that preterm labour and neonatal complications
areincreased in severe ICP patients with a level of bile acids more
than 40 umol / L, compared to patients with mild disease. It has
been shown that the risk of stillbirth is significantly increased,
especially in these patients. Therefore, it is recommended to
give birth after giving steroids for lung maturation in severe ICP
cases. Many authors specializing in this matter have emphasized
the importance of choosing preterm birth instead of stillbirth.
Priorities for delivery are obvious icterus, progressive bile acids
and fetal distress, severe cases of ICP (18-21).

Ursodeoxycholic acid (UDCA) is the most commonly used
Other
(SAM),
cholestyramine, and antihistamines for itching. UDCA, though its

medication. treatment options include S-adenosyl

methionine bile-binding  preparations such as
mechanism of action is not precise, it is thought that protects bile
duct cells against cytotoxic effects of hydrophobic bile acids and

increases bile circulation (22). It is the most effective drug to treat
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symptoms. It has been shown to extend the duration of pregnancy
by reducing the levels of transaminases and bile acids to normal.
However, there is insufficient evidence about improving neonatal
outcomes. It has been revealed that the effects of UDCA on
symptoms and laboratory findings may not be guiding in every case
in terms of delivery timing; at the same time, it does not guarantee
fetal well-being. Generally, an oral dose of 15 mg/kg/day is used. It
is recommended to divide into two doses daily. It has been shown
that absorption with meals is better (23). No maternal, fetal or
neonatal side effects have been reported up to 2 grams per day
reported the maximum dose for use in resistant cases (24).

SAM is a substance in the composition of the usual bile as
a methyl group donor. It plays a role in constructing the
phosphatidylcholine compound, which provides the fluidity of
the cell membrane of hepatocytes. Some studies have found
that it is less effective than UDCA in treating ICP, and some
studies result in it is ineffective (25). However, a combination
of UDCA is effective in resistant cases (26, 27). A new study

in the literature compares the placebo and UDCA, although
ursodeoxycholic acid is widely used as a treatment. According
to this research, treatment with ursodeoxycholic acid seems
that it does not reduce adverse perinatal outcomes in women
with intrahepatic cholestasis of pregnancy. However, further
studies are required for this field (28).

Cholestyramine is a bile salt-binding resin. Bile salts normally
re-absorb and circulate. Cholestyramine has a positive effect
on the treatment of cholestasis of pregnancy by inhibiting this
cycle. It can lead to adverse outcomes because it prevents the
absorption of oils and fat-soluble vitamins in the intestinal
system. For example, the inhibition of vitamin K absorption
may decrease one of the co-factors of the coagulation factors
in the pregnant patient, leading to an increase in obstetric
haemorrhages. This effect is especially true for postpartum
haemorrhages (29). Antihistaminics can provide symptomatic
relief for histamine release that causes itch complaints. Table 2
shows the treatment options for ICP.

PHARMACOLOGICAL PREGNANCY
AGENT MECHANISM OF ACTION m CLINICAL EFFECTS CATEGORY

It binds to bile acids and cuts their
CHOLESTYRAMINE
fecal excretion

DEXAMETHASONE

decreasing bile acid levels

Controls itching with antihistaminic

ANTIHISTAMINES
effect

enterohepatic circulation and increases

It inhibits fetal estrogen production by

Reduce itching without affecting
biochemical parameters and fetal
8-16 g/day | outcomes. It causes constipation, C
loss of taste, lack of fat-soluble
vitamins

Less effective at itching and

L2 e ey reducing bile acid levels

25-50 mg/
day

Controls itching with antihista-
minic effect

The decision of birth may be given when
1. there is no clinical response to treatments;

2. with increasing complaints of itching, icterus, abdominal,
upper right quadrant pain;

3. the progressive increase in markers that cause hepatocyte
damage in the serum AST and ALT levels (Moderately
progressive and exponentially increasing values of the particular
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transaminase level), bile acids, or tests show that fetal well-
being has deteriorated.

In this decision, it is essential that the baby has completed or not
completed lung development. In some cases, fetal pulmonary
maturity tests can be performed by evaluating amniotic fluid
obtained by amniocentesis and may help get patient-specific
and more accurate decisions.



Although most authors recommend births of over 37 weeks, this
can vary according to the maternal and fetal clinical situation
(30). The Royal College of Obstetricians and Gynecologists
(RCOG) emphasized in 2011 that personal case management
is needed. A patient-centred decision must be performed by
describing the risks of preterm birth and unexplained stillbirth
rather than active management leading to the conclusion of
delivery in a given gestational week (31). American College
of Obstetricians and Gynecologists (ACOG), the Commission's
statement in 2013, stated that active management is necessary
because of the stillbirth risk, but that the birth week must be
decided individually and in consultation with the patient and
that decision of birth should be given if there is an indication
before 39 weeks. Besides, this expert opinion emphasized that
amniocentesis has a limited value in studies of lung maturation
and that mature test results do not guarantee positive newborn
results (32). Many studies have shown that non-stress testing
(NST) does not predict intrauterine fetal death in ICP diagnosed
patients (27). It was also concluded that induction of birth at
the 37-gestational week in patients with severe bile acid levels
above 40 umol / L reduces the risk of intrauterine fetal death
and neonatal asphyxia but increase the need for cesarean
delivery and neonatal intensive care unit (33, 34). In another
recent study, it was emphasized that there was no difference
in the risk of stillbirth between patients with mild or severe ICP,
and there was no specific gestational week criterion for birth
planning (35). In the compilation of Henderson et al.'s studies of
between 1968 and 2012, it had been emphasized that stillbirths
over 37 weeks are exaggerated in studies, that these studies are
finalized without highly variable analyzes, that deficiency may
lead to misconceptions, that there is no single correct timing
in terms of the week of birth and that each patient should be
evaluated individually (36). Within 48 hours after birth, clinical
findings of ICP usually get better (37). The hepatic damage
indicated by transaminases is transient because the liver is
an organ that continually renews itself. Up to the end of the
puerperal period, the vast majority returned to pre-pregnancy
transaminase levels, although some cases have been reported
that laboratory improvement lasted in one year (38).

5. Predictions for the Future

If the pathogenesis of ICP would be demonstrated to be person-
specific, person-specific genetic, hormonal and environmental
new therapies may come into prominence in the future. At
present, some genetic defects can be diagnosed. However,
intervention methods for diagnosed genomic regions are still
waiting to be discovered. Specific genetic targeted therapies
may improve genetic function and reduce the predisposition

ARAT et al.
I Intrahepatic cholestasis of pregnancy

of disease to the same extent. Revealing the thorough genetic
testing that leads to familial predisposition or cause of repetition
in identical women's pregnancies and prevention with possible
interventions will prevent significant illness.
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A successful model of personal protective equipment for the newborn
against COVID-19 transmission

Yenidoganda COVID-19 Bulasini Onlemede Etkili Kisisel Koruyucu
Ekioman Modeli
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Abstract

Pregnancy is a period that requires a continual interaction of pregnant women with healthcare. According to the current
data, 13.7% of pregnant women favour the SARS-CoV-2 virus without any symptoms. This data emphasizes the importance
of personal preventive measures. This case reported the vaginal delivery of an asymptomatic pregnant woman reported
as COVID19 positive soon after birth. The newborn tested following this contact, PCR resulted negative with our novel
preventive measure: “a face shield for the newborn.”

Keywords: Personel protective equipment; COVID-19; newborn; vaginal delivery; SARS-CoV-2; pregnancy

Oz

Hamilelik, hamile kadinlarin saglk hizmeti ile stirekli etkilesimini gerektiren bir dénemdir. Mevcut verilere goére hamile
kadinlarin %13,7'si SARS-CoV-2 virlisii tagimasina ragmen semptomsuzdur. Bu veri, kisisel énleyici tedbirlerin dnemini
vurgulamaktadir. Bu vaka sunumu, dogumdan hemen sonra COVID-19 pozitif olarak bildirilen asemptomatik hamile bir
kadinin vajinal dogumunu ve hastanemizde alinan onlemleri 6zetlemektedir. Testi pozitif annesi ile temas sonrasi test
edilen yenidoganin, yeni dnleyici tedbirimiz olan “yenidogan icin yiiz siperi” ile bulastan korundugu gézlenmistir.
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I A personal protective equipment for the newborn against COVID-19 transmission

1. Introduction

Pregnant women require continual interactions with healthcare
providers. According to current data, 13.7% of pregnant women
test positive for severe acute respiratory syndrome coronavirus
2 (SARS-CoV-2) without exhibiting symptoms (1). Individuals
with no symptoms can transmit the virus. Thus, transmission

depends on the effectiveness of preventative measures (PMs).

Herein, we report our management of an asymptomatic pregnancy
in @ woman with COVID-19 who delivered vaginally and tested

positive only after giving birth. Fortunately, our PMs were effective.
2. Case Report

A 19-year-old multiparous woman at 39 weeks of gestation was
admitted to the University of Health Sciences, Etlik Zubeyde Hanim
Women'’s Health Training and Research Hospital, Department of
Obstetrics and Gynecology, Ankara, Turkey with contractions in April
2020. On admission, she had a body temperature of 36.7°C, and she
replied ‘no’ to all questions regarding disease symptoms (Figure 1);
thus, her examination continued in the ‘green line’. Her vital signs were
typical in range. The vaginal examination revealed a 5-cm dilatation
and 50% effacement. During the admission procedures, she was asked
about her medical history, during which she revealed that her father-
in-law, whom she lived in the same house, was hospitalized with
COVID-19. She was tested approximately two weeks prior. Meanwhile,
she had no symptoms. Her test results were negative; however, she
withheld this information on attendance because of her fear. Following

this information, her obstetric care was continued in the ‘red line’.

Yes No

Have you had fever in the last 14 days?

Do you cough?

Do you have shortness of breath or difficulty in
breathing?

Have you been abroad in the last 14 days?

Have any of your family members been abroad
in the last 14 days?

Have any of your family members been
hospitalized for respiratory system diseases in
the last 14 days?

Have any of your close contacts been

hospitalized due to COVID-19?

Figure 1. Routine questions asked to any patient at hospital visits at
entrance during pandemic, if any of these questions are replied as
“yes”, the examination is performed in red line.

Her prepartum laboratory values were within normal ranges.
The maternal throat swab for polymerase chain reaction (PCR)
analysis was re-obtained since her incubation period was
completed. She had an uneventful spontaneous vaginal birth.
She was advised to feed her baby by milking until her PCR test
results were confirmed, and a shield was placed on the newborn

(Figure 2). During the postpartum period, all her vital signs were

typical. Meanwhile, the PCR test results were positive.

Figure 2. The newborn worn a face shield.

The mother underwent chest X-ray imaging and computed
tomography, revealing nonspecific findings. Her control test
results were negative 3, 5, and 7 days after her delivery. The
newborn had no symptoms; he was discharged from the
hospital with his mother and continued feeding by milking
as long as they tested negative. His throat swab PCR test
was performed 14 days after birth, the results of which were
negative. Neither the newborn nor the mother required any
medications. Twenty days after encountering this case, our
healthcare team, including the doctors, nurses, and medical
secretaries, underwent COVID-19 screening tests as part of
routine check-ups, with all negative results.

3. Discussion

This was a case of COVID-19 in a pregnant woman who
concealed her contact and thus misdirected the medical staff.
Due to PMs, no contamination occurred among the healthcare

workers and other mothers/newborns.

Considering that COVID-19 is often asymptomatic (1), the
approach to these cases becomes even more critical to decrease
transmission. The clinical manifestations and laboratory tests in
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asymptomatic patients are often vague; even PCR analysis results
can be negative in the incubation period, as in our case. For a
newborn with a mother with COVID-19 infection, one of the
significant problems in disease prevention is choking the hazard
risk of facemasks. This case demonstrated our design of a face
shield for the newborn without this risk (Figure 2). Although this
is only one case, PMs appeared to be effective in protection.

To minimize transmission during the pandemic, on admission
to the hospital, patients undergo body temperature checks.
They are asked to report COVID-19 symptoms (Figure 1) by staff
wearing personal protective equipment, including a working
suit, surgical overall gown, surgical mask, glasses or shield, and
gloves. Furthermore, each patient is examined individually (2).
They are allocated appointment times from the central office
by telephone or online, so only a few patients are waiting for an
examination at any given time.

If a patient responds ‘yes’ to having a fever or any symptoms
(Figure 1), the patient is accepted in the ‘red line’; she then enters
from a different gate and receives the required obstetric care in
that area. This new area was solely constructed for patients with
COVID-19 to minimize contamination. In this area, patients are
cared for in single-person rooms, and if required, the ‘red line’
has its surgery rooms. In the ‘red line’, a working suit, surgical
overalls, a double-layered surgical gown, an FF2 mask, a surgical

mask, glasses, a shield, and boots are worn as PMs (2).

Clinical guidance from the Royal College of Obstetricians and
Gynecologists and American College of Obstetricians and
Gynecologists emphasizes that in suspected or confirmed
COVID-19 cases, maternal preferences and maternal and fetal
indications should be considered while deciding on the delivery
mode (3, 4). Although vaginal secretions are tested and reported
negative for SARS-CoV-2 (3), a tendency towards cesarean delivery
is observed in practice. Our case also revealed that vaginal delivery
does not result in virus transmission to the newborn.

21

4, Conclusion

COVID-19 non-transmission may be due to sheer fortune or a
patient’s viral load. The management, in this case, maybe one of

the best implementations in the absence of more robust data.
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Vulvar granular cell tumor: A rare entity.

Vulvar grantiler hiicreli tiimér: Nadir bir olgu sunumu
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Abstract

Granular cell tumor (GCT) is a rare soft tissue tumor derived from neural sheath and Schwann cells. They are usually
located in skin, viscera, subcutaneous, submucosal tissues of the head and neck, especially in the tongue and mouth.
Vulva is involved in 10% of the patients. The majority of GCTs tend to be benign however local recurrences may develop.
Local surgical excision is curative for benign lesions. In this article, a benign vulvar granular cell tumor is presented.

Keywords: Vulvar cancer; granular cell tumor; surgery

Oz

Granler hicreli timor, noral kilif ve Schwann hicrelerinden kdken alan nadir bir yumusak doku timorudir. Genellikle
deri, i¢ organlar, bas ve boyunun subkutan ve submukozal dokulari, agiz ve dil yerlesimlidir. Hastalarin %10 kadarinda
vulva tutulumu gorilmektedir. Genelde benign karakterde olan bu timorde lokal rekirrenslere rastlanmaktadir. Benign

lezyonlar igin lokal cerrahi eksizyon kiratiftir. Bu makalede benign bir vulvar grantler hiicreli timor olgusu sunulmustur.
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1. Introduction

A granular cell tumour (GCT) is a rare soft tissue tumour
derived from neural sheath and Schwann cells (1,2). It was first
described by Weber in 1854 (3). In 1926, Abrikossoff reported
five cases and used the term myoblastoma (4). Since then,
over 130 cases have been reported in the literature (5). They
are usually located in skin, viscera, subcutaneous, submucosal
tissues of the head and neck, especially in the tongue and mouth
(6, 7). Although there have been reports indicating different
localizations in the female genital tract, the vulva is involved in
10% of the patients (5). GCTs occur more commonly in women
and the black population (8). They can be seen at all ages, with
a peak incidence of 50 years (9). The majority of GCTs tend to be
benign; however, local recurrences may develop (10). Less than
2% of these tumours were reported as malignant (11). GCTs
generally present as small, slow-growing, solitary and painless

subcutaneous nodules (12).

This article presents a case of a benign vulvar granular cell tumour

diagnosed and treated in our gynecologic oncology clinic.
2. Case report

The patient aged 50, with gravida 2 and parity 1, applied to our
gynecologic oncology clinic with a complaint of vulvar mass
located on the right labium majus. The patient had no history of
pain, bleeding or discharge from the lesion. Her medical history
was unremarkable. Transvaginal ultrasonography showed no
abnormal findings in the uterus and adnexa. The result of the
cytologic examination of the uterine cervix with Papanicolau
smear was within normal limits. A-2 cm nodular, firm and
painless vulvar mass was found on the middle region of the
right labium majus in the gynaecological examination. Overlying
cutaneous tissue was intact. An incisional biopsy was performed
under local anaesthesia, and the pathology report of the mass
revealed a benign granular cell tumour of the vulva. The tumour
involved surgical margins. A positron emission tomography
and computed tomography (PET-CT) scan of the whole body
was then performed. The metabolic fluorodeoxyglucose (FDG)
uptake of vulvar mass was found to be minimally increased.
The patient underwent wide local excision with a-1 cm clear
margin under general anaesthesia. The final pathology report
confirmed the first diagnosis of benign vulvar granular cell
tumour (Figure 1). The tumour size was measured as 1.7x1 cm,
and surgical margins were free of tumour. No adjuvant therapy
was applied. The patient was followed-up for 14 months
without any sign of local or distant recurrence. Signed informed
consent was obtained from the patient.
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Pathologic findings

Microscopically, Haematoxylin and Eosin (HE) stained sections
revealed an intact epidermis without any signs of hyperplasia or
ulceration. Immunohistochemical analysis was not performed.
A tumour composed of sheets of eosinophilic granular cells
with bland nuclei intermingled with strands of collagen and
occasional chronic inflammatory cells were detected in 100xHE.
Necrosis was absent. Microscopic appearance with HE staining

was shown in Figure 1.

Figure 1. Sheets of eosinophilic granular cells with bland nuclei
intermingled with strands of collagen and occasional chronic

inflammatory cells, 100xHE
3. Discussion

GCT is a benign soft tissue tumour derived from the neural
sheath. They often present as a painless vulvar mass in most
cases. The differential diagnosis includes dermatofibroma,
hidradenoma papilliferum, epidermal inclusion cyst and
Bartholin’s gland tumours (13). It can be seen in all parts of
the body, especially in the head and the neck region. Also, vital
organs can be involved. They are usually seen in the fourth and
sixth decades of life (14). However, different studies from all
age groups were reported, including childhood and infancy. Our

patient has a typical history of benign GCT.

More than 98% of cases have been reported as benign. Malignant
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GCT, located in the vulva, is extremely rare, and less than ten
patients were reported in the literature (10). In the presence of
malignancy, the lesions tend to be multicentric and metastatic.
The diagnosis of malignancy can be confirmed with at least three
ofthe following features: necrosis, vesicular nuclei with prominent
nucleoli, spindling, mitosis count > 2/ 10 High Power Fields, high
nuclear/cytoplasmic ratio and pleomorphism (15). One or two
criteria positivity indicates atypical tumours. Also, rapid tumour
growth, metastatic lesions, invasion into adjacent structures and

tumour size > 5 cm are clinical indicators of malignancy.

GCT can be diagnosed by histopathological assessment. The
overlying epidermis usually demonstrates pseudoepitheliomatous
hyperplasia (16). Therefore an adequate biopsy, including the dermis,
would help differentiate pseudoepitheliomatous hyperplasia from
squamous cell carcinoma. The immunohistochemical analysis could
be performed for confirmation of diagnosis. GCT cells are positive
for S100 proteins, vimentin, inhibin, calretinin, Neuron-specific
enolase (NSE) and CD 68 but are negative for Melan-A, gp100,
HMB45, keratins, CD31, CD34, smooth-muscle actin and desmin
(17). The proliferation index with Ki-67 and immunostaining for p53

overexpression are higher in atypical and malignant forms (15).

Surgery is considered as primary therapy for the treatment of
GCT. Local surgical excision is curative for benign lesions. Benign
GCTs do not have a capsule, but local infiltration of tumour cells
can be detected. If surgical margins are involved, re-excision
of the lesion is recommended (18). Malignant forms have an
inadequate response to chemotherapy and radiotherapy. For
the initial treatment of malignant GCT, radical local excision with
regional lymph node dissection should be performed (12). Our
patient did not receive adjuvant therapy and did not develop
recurrence. However, even benign tumours have a tendency for
local recurrence at the excision site (19). Thus GCTs should be

followed up for any sign of local or distant recurrence.
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Isolated fetal tachycardia in a COVID-19 positive asymptomatic pregnant woman

COVID-19 pozitif asemptomatik gebe kadinda izole fetal tasikardi

Koray Gérkem Sacinti*[ Batuhan Aslan @, Erdal Seker @, Mehmet Seckin Ozisik@, Acar Koc @

Ankara University School of Medicine, Department of Obstetrics and Gynaecology, Ankara, Turkey

Dear Editor,

In this letter, we would like to inform clinicians about an
unusual case of isolated fetal tachycardia in a COVID-19-positive
asymptomatic pregnant woman.

A 28-year-old woman, G2P1, presented for a routine prenatal
visit at 36 weeks of gestation. Except for one previous cesarean
delivery, her obstetric history was unremarkable, and her current
pregnancy had been uneventful. She gave informed consent for
the medical data to be used if necessary. Her medication was
a daily multivitamin with iron supplementation. Her vital signs,
including fever, were all in a normal range. Ultrasonographic
findings were within normal range except fetal tachycardia.
Her lungs were clear to auscultation bilaterally on physical
examination, while a cardiac exam revealed normal sinus
rhythm. The cardiotocograph showed fetal tachycardia with a
heart rate of 190 bpm while maintaining moderate variability
with no decelerations and uterine contractions. (Figure 1). She
was hospitalized and was treated with intravenous fluids, left
lateral positioning and high flow oxygen administration. After
one hour, the fetal heart rate baseline was 155 bpm and showed
normal variability. Her white blood cell count was 12.3 109 cells/L
(4.5-11 x109 cells/L) with the 9.89 109/L (1.8-7.7 x109 cells/L)
neutrophil dominancy, neutrophil-lymphocyte ratio (NLR) 5.35.

Other laboratory evaluations, including C-reactive protein, were
all normal in range. Tests for influenza and other respiratory
pathogens were negative. A nasopharyngeal swab for COVID-19
RT-PCR was obtained. Her COVID-19 test was positive after 12
h. She was asymptomatic and started on hydroxychloroquine
and Enoxaparin sodium. On the 3rd day, fetal heart monitoring
showed slight tachycardia, 170 beats per minute, and loss of
variability (fetal biophysical score: 6/10). She underwent an
emergent cesarean delivery. The neonate was female, weighed
2845g, and had APGAR scores of 7/8 at first and fifth minutes,
respectively and transferred to the neonatal intensive care unit
due to respiratory distress. Two PCR swabs of the placenta
were sent in addition to neonatal and cord blood testing, and
both placental PCR swabs and blood testing were negative. On
postoperative day 1, computed tomography of the chest was
performed and revealed no acute findings. She was discharged
within 48 hours, with instruction to quarantine at home for 14
days from the date of her positive test results for COVID-19.

Potential maternal and infant outcome of pregnancy with
COVID-19 is still controversial, although the effects of COVID-19
disease on maternal pathophysiology have become known over
time. It is thought to affect the fetal state indirectly due to the
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increased inflammatory response. Secondary hemophagocytic
lymphohistiocytosis, one of the important causes of mortality
of the disease, is a clinical condition that develops with
hyperinflammatory syndrome hypercytokinemia (1). Even if it
does not cause mortality, moderate hyper inflammation may
be seen in asymptomatic patients. Although it is not based on

available evidence, hyperstokinemia may cause fetal stress.
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Figure 1. Fetal tachycardia in the cardiotocograph trace of the COVID-19

positive asymptomatic patient

COVID-19 placentas show an increased prevalence of decidual
arteriopathy,apatternofplacentalinjuryreflectingabnormalities
in oxygenation within the intervillous space associated with
adverse perinatal outcomes (2). These areas may contribute
to fetal hypoxia and stress and cause stimulation of the fetal

sympathetic system. Gracia-Perez-Bonfils et al. demonstrated

SACINTI et al.
I Fetal tachycardia in a COVID-19 positive pregnant woman

that fetuses of COVID-19 patients showed a raised baseline FHR
(>10 per cent) due to the effects of maternal pyrexia, maternal

inflammatory response, and the "cytokine storm" (3).

In our case, we have encountered a case of isolated fetal
tachycardia that we could not detect specific pathology except
COVID-19. Even if the patients are asymptomatic, it should be
considered that the systemic changes of the disease may affect
the fetus. If the cardiotocograph shows fetal tachycardia after
clinicians optimize the maternal environment to rectify it, it
should be considered that COVID-19 may lead to transient and
isolated fetal tachycardia. Therefore, it should be administered
with careful fetal monitoring for tachycardia and fetal hypoxia
and stress in COVID-19-positive asymptomatic pregnant women.
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Amag/Aim

“Tiirk Kadin Saghgi ve Neonatoloji Dergisi — Turkish Journal of Women’s Health and Neonatology” Saglik Bilimleri
Universitesi, Etlik Zibeyde Hanim Kadin Hastaliklari Egitim ve Arastirma Hastanesi’nin siireli bilimsel yayin organi olup,
ingilizce/Tiirkge yayin kabul eden hakemli, acik erisimli, ulusal bir dergidir ve yilda dért sayi olarak yayimlanir. Kadin
dogum ve neonatoloji disiplinleri ile ilgili olabilecek ve tip glindemini belirleyen glincel konulari iceren yiiksek kalitede
bilimsel makaleler yayimlamak 6ncelikli hedefimizdir.

Kapsam/Scope
Baska bir yerde yayinlanmamis, orijinal, glincel konulari iceren tiim calismalar dergi kapsaminda degerlendirilir.

Prospektif/retrospektif klinik-cerrahi ve laboratuvar calismalari, olgu sunumlari, davet lGizerine yazilan derleme, editére
mektuplar, kisa raporlar, cerrahi teknik yazilari dergide degerlendirilir.

Bilimsel Sorumluluk

Tip dergilerine gonderilecek makalelerin standart gereksinmeleri ile ilgili bilgiler bilimsel yayincilik standartlari agisindan
Uluslararasi Tibbi Dergi Editorler Kurulu (ICMJE), www.icmje.org internet adresinde bulunabilir.

1. Gonderilecek makalelerde arastirma ve yayin etigine uyulmasi zorunludur. Yazilarin tim bilimsel sorumlulugu
yazar(lar)a aittir.

2. Makalelerin daha 6nce hicbir yerde yayinlanmamis ve/veya yayinlanmak tzere degerlendirme siirecinde olmamasi
gereklidir. Sorumlu yazar bu ibareyi editdre sunum sayfasinda belirtmelidir.

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

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

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

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

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

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

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

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

Dergi Yazim Kurallari

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

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

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



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

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

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

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

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

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

Kaynaklar

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

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

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

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

Kleinman CS, Seri I. Hemodynamics and Cardiology. Neonatology Questions and Controversies. 2 nd ED. Philadelphia,
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Tez:

Yazarin soyadi, adinin bas harfi, tezin basligi (tez oldugu belirtilmeli), tezin yapildigi sehir, Gniversite adi, yili.
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gbre tanimlanmalidir. Resimler, grafikler ve fotograflar (TIFF ya da JPEG formatinda) ayri dosyalar seklinde sisteme
yuklenmelidir. Gorsellerin ¢ozlnUrlGgl en az 300 DPI olmalidir.



Tirk Kadin Sagligi ve Neonatoloji Dergisi

Turkish Journal Of Women's Health and Neonatology

Instructions to Authors

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

Scope

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

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

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

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

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

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

Ethical Responsibilities

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

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

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

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

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

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

Submission of Manuscripts

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




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

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

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

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

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

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

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

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

References

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

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

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

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

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

Example:

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

Book Section:

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

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



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

Thesis:

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

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

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

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

Figures, Tables, Photographs, and Graphics:

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

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





