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Sigara Kullanan Bireylerde Farkli Periodontal Teshise Sahip Dislerin
AdenozinDeaminaz ve Katalaz Aktivitelerinin Karsilastirilmasi

Comparison of AdenosineDeaminase and Catalase Activity of Periodontally Different
DiagnosedTeeth in Smokers

Hacer SAHIN AYDINYURT?, Cem TASKIN?, Kiibra ESKIN?

Van Yiiziincii Y1l Universitesi DisHekimligi Fakiiltesi Periodontoloji A.D. Van/TURKIYE

Gelis Tarihi: 18.09.2019, Kabul Tarihi: 11.11.2019

OZET

Amag: Periodontitis, periodontal dokularda ve diseti olugu sivisinda (DOS) oksidatif hasar belirteclerinde artis ile
karakterize bir hastaliktir. Katalaz (KAT) antioksidan, adenozindeaminaz (ADA) ise lenfosit ¢ogalmasi/farklilasmasi
ile iligkili bir enzimdir. Bu ¢alismanin amaci periodontal agidan umutsuz disleri bulunan ve gekim karari verilen disler
ile ayn1 bireyde bulunan tedavi edilebilecek periodontitisli ve gingivitisli dislerin periodontal klinik parametreleri ve
diseti olugu sivisindaki ADA ve KAT aktivite seviyelerinin karsilastirilmasidir. Bu ¢alisma literatiirdeADA nin DOS'ta
degerlendirildigi ilk calismadir.

Gereg-Yontem: Periodontoloji klinigine periodontal hastalik sikayeti ile bagvuran ve giinde en az bir paket sigara
ictigini belirten 14 hasta bu calismaya dahil edilmistir. Hastalarin tiim agiz ve her bir grup icin ayr1 ayr1 periodontal
Klinik parametreleri kaydedilmistir. Her hastadan faz 1 tedavi éncesi periodontal olarak umutsuz olan dis (grup-1),
periodontitis (grup-2) ve gingivitis teshisi konulan dislerinden (grup-3) DOS o6rnegi alinmustir. Alman DOS
orneklerinde ADA ve KAT aktivite seviyeleri spektrofotometrik yéntem kullanilarak olciilmiistiir.

Bulgular: Bu calismada periodontal hastalik siddeti arttikca KAT seviyesinde azalma, ADA seviyesinde ise artis
oldugu gozlenmistir. Ug grup arasmmda ADA ve KAT seviyesinin istatistiksel olarak anlamli derecede farkli oldugu
belirlenmistir (p<0.05). Sondlanan cep derinligi acisindan grup-1 ile grup-3 ve grup-2 ile grup 3 arasindaki fark
istatistiksel olarak anlamli bulunmustur (p<0.05).

Sonu¢: ADA'nin sigara icen bireylerde, hiicre aracili immiin yamttaki roliinden dolay: énemli bir aktivite belirteci
olarak kullanilabilecegi ongoriilmektedir. ADA'ninperiodontal hastalik etiyopatogenezindeki oneminin tamamiyla
anlasilmasi icin, daha fazla sayida klinik arastirmaya gerek oldugu diistintilmektedir.

Anahtar kelimeler: Diseti olugu sivisi, Adenozindeaminaz, Katalaz, Periodontitis

ABSTRACT

Aim: Periodontitis is a disease characterized by an increase in oxidative damage markers in periodontal tissues and
gingival crevicular fluid (GCF). The aim of this study was to compare periodontal clinical parameters, ADA and CAT
levels in GCF of periodontally hopeless teeth, teeth with periodontitis and teeth with gingivitis in the same patients.
This preliminary study is the first study in the literature where ADA is assessed in GCF.

Materials and Methods: Fourteen patients (at least 1 package cigarette smokers daily) were admitted to this study.
Full-mouth and separately 3 groups” periodontal parameters were recorded before the phase I theraphy. GCF samples
were collected from periodontally hopeless tooth (group-1), tooth with periodontitis (group-2) and tooth with
gingivitis (group-3). Collected GCF samples were evaluated in terms of ADA and CAT levels using
spectrophotometry.

Results: In this study, it was determined that a decrease of CAT and increase of ADA levels as the severity of
periodontal disease increases. In addition ADA and CAT levels in GCF were reported statistically significantly
different between all groups (group-3 >2>1) (p<0.05). There were statistically significant differences between group-1
and group-3, also group-2 and group-3 in terms of probing depth (p<0.05).

Conclusion: It is anticipated that ADA may be used as an indicator of significant activity due to its role in cell-
mediated immune response in smokers. It is thought that more clinical investigations are needed to fully understand
the role of ADA in the ethiopathogenesis of periodontal disease.

Keywords: Gingival crevicular fluid, adenosine deaminase, catalase, periodontitis
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GIRIS

Periodontitis mikrobiyal iliskili ve konak aracili
inflamasyon ile karakterize disbiyotik
inflamatuar bir hastaliktir. Periodontitisin

patofizyolojisinde marjinal periodonta lligament
liflerin kaybi ve baglanti epitelinin apikale
dogru gog¢ ettigi gozlenir, bunun sonucunda
biyofilmapikal y6éne dogru kok yiizey boyunca
yayilir (Hajishengallis, 2015; Tonetti ve ark,,
2018).

Literattirde bulunan epidemiyolojik calismalar
gozden gecirildiginde, periodontal hastaliklarin
dis kaybmna sebep olma orammm %16-30
araliginda tespit eden calismalara (Iskogya,
Banglades, Hirvatistan, Urdiin, Almanya, Guney
Afrika, Nijerya) rastlandig1 gibi, bu oranin %30-
45’lere kadar arttigini belirten calismalara da
(Libya, Yunanistan, Nijerya, Hindistan, Japonya,
Singapur, Kuveyt, Afganistan) rastlanmaktadir
(Morita ve ark., 1994; Ong, 1996; McCaul ve ark.,
2001; Taani, 2003; Spalj ve ark. 2004, Al-
Shammari, 2005; Al-Shammari ve ark., 2006;
Akhter ve ark., 2008; Lesolang ve ark., 2009;
Anand ve ark., 2010; Esan ve ark., 2010; Byahatti,

2011; Chrysanthakopoulos, 2011; Danielson,
2011; Glockman ve ark., 2011).
Tirkiye’de yapilan bir tez c¢alismasinda,

periodontal hastaligin tumdiinyada oldugu gibi
tilkemizde de dis kayiplarindaki ©6nemini
korumakta oldugu ve cekilen her dort disten
birinin periodontal nedenle c¢ekildigi tespit
edilmistir (Ayranci, 2012).

Yapilan arastirmalar, sigaranin periodontitis
gelisimi igin bir risk faktorii oldugunu
gostermistir. Amerikan Periodontoloji
Akademisi tarafindan 2018 yilinda tanitilan yeni
siniflamada da sigaranin tanimlanmis bir risk
faktoriti oldugu ve periodontitisin ilerlemesine
etki ettigi belirtilmektedir (Tonetti ve ark., 2018).
Sigara; immin sistemi baskilamakta,
damarlanmay1 azaltmakta ve oOzellikle notrofil
fonksiyonlarinda degisiklikler meydana
getirmektedir. Sigara icenler, icmeyenlere gore
daha fazla alveoler kemik kaybi, derin
periodontal cepler ve siddetli
periodontalhastalik sergileme egilimindedir. Bu
sebeplere bagli olarak sigara igen bireyler,
icmeyenlere gore periodontitise 2-8 kat daha
yatkindirlar. Ayrica, sigara dumani ve igerigi,
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reflektif olarak tiikiiriik akis hizinin artirmasi
nedeniyle dis tasi olusumunda artma, oksidatif
rediiksiyon potansiyelini degistirerek anaerobik
floranin artmasina olanak tanima gibi etkileriyle
periodontal hastalik olusma riskini arttirir.
Inatc1 kronik periodontitis hastalarinin %90 1nin
sigara kullanicis1 oldugu ve mekanik tedavi
sonrasi iyilesmenin sigara icenlerde daha yavas
ilerledigi belirtilmektedir (Dogan, 1999;Burt,
2005; Johnson, 2007; Luzzi, 2007; Ojima ve ark.,
2007).

Periodontitis, ayrica periodontal dokularda ve
diseti olugu sivisinda (DOS) oksidatif hasar
belirteclerinde artis ile karakterizedir. Son
yillarda oksidatif = stresin = periodontitis
patogenezinde roli ile ilgili giicli kanitlar elde
edilmistir (Dahiya ve ark., 2013).

Bircok normal biyolojik siire¢ igin serbest
radikaller ve reaktif oksijen tiirleri gereklidir. Bu
serbest radikaller yiiksek konsantrasyonlarda

doku yaralanmasina neden olabilir. Serbest
radikallerin uzaklastirilmasi ve hasarin
onarilmasi igin enzimatik ve nonenzimatik

antioksidan mekanizmalar vardir. Rediikte
glutatyon, katalaz (KAT), stiperoksitdismutaz
gibi bazi enzimatik antioksidanlar, serbest
oksijen radikallerinin neden oldugu oksidatif
hasara karst dokular1 korurlar (Mates ve
Sanchez-Jiménez, 1999; Day, 2009).

Adenozindeaminaz (ADA) ise piirin bazlarin
yikimiyla ilgili olan ve adenozinin
/deoksiadenozinin, inozine/deoksiinozine
dontismesini saglayan bir enzimdir. Adenozin
ve deoksiadenozin yasayan hiicreler icin
oldukca toksik oldugundan, ADA
detoksifikasyonda kritik oneme sahiptir. ADA
hiicre proliferasyonu/ diferansiyasyonunda
onemli rol oynar ve serbest radikallerin
olusumuna direkt veya indirekt etki gosterir
(Kameoka, 1993; Xia, 1996; Aldrich ve ark. 2003;
Okur ve ark., 2006). Ozellikle monositlerin
makrofajlara  differansiyasyonunda  gerekli
oldugu belirtilmektedir. ADA'nin biyokimyasal
ve imminomorfolojik calismalarda onemli bir
immiinoenzim belirteci oldugu rapor edilmistir.
Literatiirde g¢esitli inflamatuar ve infeksiyoz
hastaliklarda {izerinde calisilan ADA’nin, yine
infeksiydz ve inflamatuar bir hastalik olan
periodontitiste, DOS’taki aktivite seviyesinin
degerlendirildigi bir ¢alismaya rastlanmamuistir
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(Dikensoy ve ark., 2002; Liao ve ark., 2012;
Saghiri ve ark., 2012).

Bu c¢alismanin amacy;, periodontal agidan
umutsuz disleri bulunan ve ¢ekim karar1 verilen
disler ile ayn1 bireyde bulunan periodontitisli ve
gingivitisli dislerin periodontal klinik
parametreleri ve DOS’taki ADA ve KAT
aktiviteseviyeleri acisindan karsilastirilmasidir.
Bu calisma literatirde ADA’ nin DOS’ta
degerlendirildigi ilk calismadir

MATERYAL ve METOT

Bu calismaya Van Yizinct Yil Universitesi Dis
Hekimligi Fakiiltesi Periodontoloji AD basvuran,
31-55 yas arasinda, giinde en az 1 paket sigara icen,
14 periodontitis hastas: dahil edilmistir. Calismaya
dahil edilen hastalarin en az bir disine periodontal
hastalik sebebiyle ¢ekim karar: verilmesi; en az bir
disinde 5 mm ve {izeri patolojik cep bulunmasi ve
en az bir disinde patolojik cep bulunmamasi kosulu
aranmuistir.

Hastalardan klinik periodontal indeksler almmustir.
Klinik parametreler plak indeksi (PI), gingival
indeks (GI), sondlamada kanama (SK), sondlanan
cep derinligi (SCD), klinik atasman seviyesi (KAS)
ve diseti cekilmesi derinligi (DCD) olarak
belirlenmistir. ~ Periodontal hastalitk sebebiyle
cekilecek dislerden en derin cebin bulundugu bolge
(Grup-1), periodontitis teshisi konulan ancak ¢ekim
karar1 verilmeyen disten en derin cebin bulundugu
bolge (Grup-2) ve patolojik cebin bulunmadig:
bolge (Grup-3) (gingivitis (G)) tespit edilerek
gruplara atanmistir.

Klinik parametrelerin kaydedilmesinden 24 saat
sonra hastalarin diseti olugu sivis1 toplanmasi icin
klinige tekrar gelmeleri istenmistir. Diseti olugu
stvistnin kontaminasyonunu engellemek igin ilgili
bolge pamuk peletler ile izole edilmistir. Ornek
almacak dislerden kagit serit kullanilarak (30 sn)
diseti olugu sivilar1 toplanmistir. Kagit seritler
laboratuar analizleri yapilana kadar -40°C de fosfat
tamponlu soliisyon icerisinde bekletilmistir. Diseti
olugu siwvist Orneklerinde; ADA aktivitesi Giusti
metodu kullanilarak (Giusti, 1974), KAT enziminin
aktivitesi, substrat olarak H»O, kullanilarak
olctilmiistiir (Aebi ve Bergmayer, 1974) H>O;'nin
bozunmasi, 5 dakika boyunca 240 nm'de
spektrofotometre ile izlenmistir Sonuglar, litre
basina birim (U/L) olarak kaydedilmistir
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Istatistiksel Analiz

Bu calismada veriler normal dagihim gostermedigi
icin  non-parametrik  testler  kullanilmustir.
Istatistiksel verilerin ~degerlendirilmesinde SAS
programi (version 9.4) kullanilmistir. Gruplarin
karsilastirilmasinda Kruskal-Wallis testi
uygulanmistir. Anlamli ¢ikan karsilastirmalarda
farkin hangi gruptan kaynaklandigini belirlemek
icin ise Bonferroni diizeltmeli Wilcoxon isaret
testinden  yararlamilmistir.  Tim  istatistiksel
analizlerde p<0.05 istatistiksel olarak anlaml kabul
edilmistir.

BULGULAR

Bu calismaya 10 erkek, 4 kadin toplam 14 hasta
dahil edilmistir. Calismaya katilan bireylerin yas
ortalamas1 41.60+7.82 (31-55 yas) yil olarak
hesaplanmistir. Calismaya katilan bireylerde
periodontal sebeplerle ¢ekim endikasyonu konulan
dis sayist ortalama ve standart sapmas1 3.20+£1.94
olarak tespit edilmistir. Calismaya katilan hastalarin
agzinda bulunan mevcut dis sayist ise 20.5+5.75
olarak hesaplanmustir.

Periodontal klinik parametreler tim agiz ve dis
bazinda ayr1 ayr1 hesaplanmustir. Tim ag1z skorlar1
Gl igin 2.200.59, PI icin 2.20+0.36, SK igin % 62.50
+18.50, SCD icin 3.39+£0.86 mm, KAS icin 3.50+1.01
mm ve DCD ic¢in 0.81 %052 mm olarak
hesaplanmistir. DCD degerleri agisindan gruplar
arasindaki fark istatistiksel olarak anlaml
bulunmamistir (p>0.05). Gi, Pi, SK, SCD ve KAS
degerleri gruplar arasinda istatistiksel olarak
anlamli fark gostermistir (p<0.05) (Tablo 1).

DOS’taki KAT seviyesi agisindan bakildiginda
Grup-1'de 0.42 £0.12 U/L, Grup-2'de 0.75+0.20 U/L
ve Grup-3'de 1.34+0.38 U/L olarak hesaplanmustir.
Gruplar arasinda KAT seviyeleri agisindan tespit

edilen fark istatistiksel olarak anlamli bulunmustur
(p<0.001) (Sekil 1a, Sekil 2) (Tablo 1).

DOS’ta ADA seviyesi, Grup-1'de en yiiksek, Grup-
3'te en diusiik olarak tespit edilmistir (p<0.001).
Periodontal hastaligin siddeti artttkca DOS’ta ADA
seviyesinin istatistiksel olarak anlamli derecede
arttigl gozlenmistir (p<0.001). Grup-1 i¢cin ADA
59.65+16.01 U/L, Grup-2 icin 35.41+4.17 U/L ve
Grup-3 icin 19.08+4.09 U/L olarak tespit edilmistir
(Sekil 1b, Sekil 2 (Tablo 1).
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Tablo 1: Klinik ve biyokimyasal parametreler.
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Sekil 1. a. Gruplara gére DOS’taki KAT seviyesi

cccccc

Gl 2.30 £0.78 1.90 +£0.58 1.40+0.46 0.031*

PI 2.30+£0.69 1.80 £ 0.61 1.30£0.32 0.023*

SK 7221+ 25.12 4754+ 12.52 30.08 £10.24 0.009*

SCD 428 +1.21 4.05+1.12 2.31 £0.46 0.009*

KAS 4.82+1.58 4.08 +£1.75 2.24 +0.86 0.008*
DCD 0.95 +0.62 0.54+0.35 0.224+0.15 0.08

KAT(U/L) 0.42 £0.12 0.75+£0.20 1.344+0.38 <0.001

ADA(U/L) 59.65+16.01 35.41+4.17 19.08+4.09 <0.001

= —

b. Gruplara gére DOS’taki ADA seviyesi

Gup *1+2+3 KAT @ 05@ .0@15
o L J
5 ® e © L
-
€ L ® o .. * ®
L] L]
L . . @ [ ] ®
N . *
o o s
Grup
Grup 17«3 DA e ® @0
"9 n@@®n
L o® Yoo o
< e
Q - s®® o) L * L J
® (]
0- L] - L * ® . .
i
Grup

Sekil 2. Gruplara gore KAT ve ADA seviyeleri
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TARTISMA
Periodontitis patogenezinde oksidatif stresin
roli. ile ilgili literatiirde glicli kanitlar

bulunmaktadir. Yiiksek konsantrasyonda doku
hasarina neden olan serbest radikallerin ortadan
kaldirilmasinda  gorev  alan  antioksidan
mekanizmalar ayni zamanda
hasariniyilesmesine de katkida bulunmaktadir.
Katalaz da antioksidan bir enzimdir (Mates ve
Sanchez-Jiménez, 1999; Day, 2009). Periodontitis
hastalarinda KAT seviyesinin diseti olugu
sivisinda saglikli bireylere gore daha az oldugu,
tedavi sonrasinda katalaz seviyesinin arttigi

belirtilmektedir. Bu baglamda bu c¢alismada
gozlemlenen periodontal hastaligin siddeti
arttikca KAT seviyesinde azalma olmasi,

literatirdeki galismalar ile uyumlu bir sonug
olarak degerlendirilmektedir (Dahiya ve ark,,
2016; Trivedi ve Lal, 2017).

ADA, adenosini inosine hidrolize eden bir
enzimdir ve hiicre aracili imminite igin iyi bir
belirte¢ oldugu  belirtilmistir. Inozin ise
inflamatuar  sitokinlerin  tiretimini  inhibe
etmektedir (TNF-a, IL-1, IL-12, macrophage-
inflammatory protein-la and IFN-y) (Haskove
ark 2000). ADA insanlarda inflamasyon
biyobelirteci olarak kabul edilmektedir (Mishra
ve ark 1994). KVS ilaglarin ADA {izerine
etkisinin  degerlendirildigi  bir ¢alismada,
ADA’'nin stress cevabini diizenlemede ve doku
hipoksisi yoluyla hiicresel hasar1 diizenlemede
cok 6nemli bir rol oynadigimi ve inflamasyonda
artt1g1 belirtilmistir (Kowalczyk ve ark., 2009).

ADA’nin skuamoz hiicreli karsinomu igin bir
biyobelirteg¢ olabilecegi, sjogren sendromunda
tikriikte ADA  seviyesinin arttifim1  belirten
calismalarin yani sira romatoid artritli hastalarin
serumunda ADA diizeyinin anlamli derecede
arttigint  belirten = galismalar literattirde
mevcuttur (Rai ve ark., 2011; Hameed ve ark,,
2018). Literatiirde periodontitis hastalarinda
tiikkritkkte ADA seviyesinin degerlendirildigi ilk
calisma 2018 vyilinda yayinlanmistir. Bu
calismanin sonucunda diabetli periodontitis
hastalarinda, diabetli ancak saglikl
periodonsiyuma sahip bireylere goére ADA
seviyesinin daha yiiksek oldugu belirtilmistir
(Sarhat ve ark., 2018).

Bu calisma DOS’ta ADA seviyesinin
degerlendirildigi ilk calisma oldugu igin,
literature verileri ile direct olarak
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kiyaslanamamuistir. Ancak periodontal hastaligin
inflamatuar tabiat goz ontinde
bulunduruldugunda, periodontal hastaligin
siddeti arttikca ADA seviyesinin artmasinin

desteklenebilir bir hipotez olabilecegi
dustintilmektedir. 2018 yilinda yapilan ve
periodontitis  hastalarim1  kapsayan yegane

calismada (Sarhat ve ark., 2018) tiikriikte artan
ADA seviyesi, bu ¢alismadaki DOS’taki artis ile
parelel sayilabilir.

Sigara dumanina maruz birakilan ratlarda serum
ADA seviyesinin, sigara dumanina maruz
birakilmayanlara gore istatistiksel olarak
anlamli derecede diisitk oldugunu belirten
calismalar literatiirde mevcuttur (Thome ve ark.,

2009). Bu calismaya dahil edilen bireylerin
hepsinin “agir sigara icicisi” oldugu goz oniinde
bulunduruldugunda, DOS’taki ADA
seviyelerinin, sigara i¢meyen bireylerde daha
yiiksek U/L degerlerinde olabilecegi
diistiniilebilir.

Bu calismanmin limitasyonlar;; tiikriigtinde

derlendirilmemis olmasi, sigara icen ve igmeyen
bireylerin karsilastirilmamasi, tedavi oncesi ve
tedavi sonrast ADA seviyesindeki degisimlerin
degerlendirilmemesi olarak siralanabilir.

Bu calismadan elde edilen veriler, DOS'ta KAT
seviyesinin periodontal saglik bozuldukca
anlamli derecede azaldigini ve ADA seviyesinin
anlamli  derecede arttigini  gostermektedir.
ADA'min  hiicre aracii immiin yanttaki
roliinden dolay: periodontitiste de 6nemli bir
aktivite  belirteci  olarak  kullanilabilecegi
ongorilmektedir. ADA'min periodontal hastalik
etiyopatogenezindeki  6neminin  tamamiyla
anlasilmas: icin daha fazla sayida klinik
arastirmaya gerek oldugu diistintilmektedir.
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Effect of Urinary Incontinence on the Quality of Life of Patients in
Postmenopausal Age Group who Applied to The Urogynecology
Polyclinic

Urojinekoloji Poliklinigine Bagvuran Postmenopozal Yas Grubundaki Uriner Inkontinansin
Hasta Yasam Kalitesine Etkisi
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OZET

Amag: Idrar kagirma, kadin poptilasyonunda sik gériilen bir saghk sorunudur. Bu galismada tiriner inkontinans
risk faktorlerini ve Bakirkoy Dr. Sadi Konuk Egitim ve Arastirma Hastanesi Urojinekoloji ve tiriner
inkontinansli poliklinik klinigine basvuran postmenopozal kadinlarm yasam kalitesi tizerine etkilerini
degerlendirdik.

Gere¢-Yontem: Calismamiz, Ocak 2003-Nisan 2013 tarihleri arasinda poliklinigimize basvuran ve idrar kagirma
sikayetleri ile bagvuran 139 postmenopozal hastay1 iceren kesitsel ve retrospektif bir calismadir. Biz calismaya
dahil edilen hastalara UDI-6 ve 7’yi sorgulayan IIQ-7 yasam kalite anket formunu uyguladik.

Bulgular: Uriner inkontinansi olan 139 postmenopozal kadinin yas ortalamasi 57,19 + 9 idi. Viicut kitle indeksi
artisi (p> 0.05), menopoz siiresi (p> 0.05), noktiiri say1st (p> 0.05) ve gece 1slatma (p <0.005), dogum yapma (p>
0.05), kiirtaj (p>0.05), hipertansiyon (p <0.05) ve bazi kronik hastaliklar, ila¢ kullanimi (p <0.05), iiriner
inkontinansli postmenopozal kadinlarda yasam kalitesinde degisiklige neden olmamustir. Aciliyet sikayeti
olmayan hasta grubuna gore ani aciliyeti olan grupta yasam kalitesinin anlamli sekilde etkilendigi bulundu (p
<0,005).

Sonug: Uriner inkontinansi olan hastalarda yasam kalitesi 6zellikle psikososyal saglig1 bozar. Nesnel olarak
gosterilen idrar kagirma siddetine bakilmaksizin, yasam kalitesi olumsuz etkilenir.

Anahtar kelimeler: Uriner inkontinans, {irojinekoloji, postmenopozal kadinlar, yasam kalitesi

ABSTRACT
Aim: Urinary incontinence is a common health problem in women population. In this study, it was evaluated
the urinary incontinence risk factors and its effect on the quality of life of the postmenopausal women applying
to Bakirkoy Dr. SadiKonuk Education and Training Hospital Urogynecology outpatient clinic with urinary
incontinence.
Materials and Method: This study is cross-sectional and retrospective investigation which included 139
postmenopausal patients who applied to the outpatient urogynecology clinic with the complaints of urinary
incontinence between January 2003-April 2013. It was performed UDI-6 and 7 questioned IIQ-7 life quality
quessionaire form to the patients who were included in the study.
Results: The mean age of 139 postmenopausal women with urinary incontinence was 57.19£9. Body mass index
increase (p> 0.05), duration of menopause (p> 0.05), the number of nocturia (p> 0.05) and night-time wetting (p
<0.005), making birth (p> 0.05), abortion (p> 0.05), hypertension (p <0.05) as well as some chronic diseases,
medication use (p <0.05) did not cause a change in the quality of life in postmenopausal women with urinary
incontinence. It was found that the quality of life was significantly affected in the group with sudden urgency
when compared with the group of patients who did not have urgency complaint (p<0,005).
Conclusion: Quality of life deteriorates, especially psychosocial health, in patients with urinary incontinence.
Regardless of the severity of the urinary incontinence that is shown objectively, the quality of life is negatively
affected.

Keywords: Urinary incontinence, urogynecology, postmenopausal women, quality of life
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INTRODUCTION

Urinary incontinence (UI) is involuntary urinary
leakage affecting the social lives of patients and
creating hygiene-related problems (Abrams et al.,
1998). Ul is not only a symptom but also a
disorder that can affect the entire social life of an
individual. It is well-known that urinary leakage
causes psychological disorders as serious as
depression due to the disturbance caused by
continuous wetness and irritation (Fantl et al.,
1996).

In this study, it was aimed to determine the
effects of risk factors for urinary leakage on the
quality of life in postmenopausal women who
presented to the Urogynecology Outpatient
Clinic.

MATERIAL AND METHODS

A total of 139 postmenopausal women who had
presented to the Urogynecology Outpatient Clinic of
SBU Bakirkoy Dr. Sadi Konuk Training and Research
Hospital with the complaint of urinary leakage
between January 2013 and April 2013 were included
in this study, and the charts of these patients were
retrospectively reviewed. The patients registered in
ourunitareperiodically ~examined and treated
according to their clinical status. The risk factors that
might lead to urinary incontinence were investigated
together with the effects of these risk factors on
thequality of life in postmenopausal patients
involved in the study.

The medical and family history, the obstetric-
gynecological history, the pattern, frequency, and
duration of urinary leakage, diaperuse, systemic
disorders, drug use, and surgical history of the
patients admitted to the Urogynecology Outpatient
Clinic were questioned. The results of fasting blood
sugar, complete urinalysis, and urine culture were
investigated, and on physical examination, pelvic
organ prolapsus (POP-Q) staging was performed in
all patients.

1IQ-7, which is a scale of incontinenc equality of life,
is an index validated by Cam et al. (2006) like UDI-6.

Van Sag Bil Derg 2019;12(2):8-14

In this study, it was used the short form of I1Q-7,
having seven items.

Statisticallyanalysis

In this study, descriptive statistics for the categorical
variables (characteristics) were presented as count
and percent. For determination relations among the
categorical  variables, Spearman  correlation
coefficients were calculated. Statistical significance
levels were considered as 5% and NCSS statistical
program was used for all statistical computations.

RESULTS

Of this patients included in the study, 66 (47.5%) had
hypertension, 32 (23%) diabetes mellitus (DM), 5
(3.6%) chronic heart failure, 11 (7.9%) thyroid
disorder, and 11 (7.9%) asthma. The presence of a
gynecological operation in the medical history was
found in 42 (30.2%) patients.

Constipation was present in 55 (39.9%) patients, and
the incidence of drug use was 51.8% (72 patients).
Frequent urination was present as a symptom in 47
(33.8%) patients and absent in 93 (66.2%) patients.
Nocturia was present in 89 (64.5%) patients,
whereasurgency in 108 (77.7%). Nocturnal wetness
was present in 42 (30.2%), dysuria in 33 (23.7%),
stress  incontinence in 95 (68.3%), and
urgeincontinence in 100 (71.9%) patients. 62 (44.6%)
patients were using diapers. Urinary retention was
present in 38 (27.3%), and the urinary stress test was
positive in 63 (45.3%) patients (Table 1).

The average duration of symptoms in patients was
3.8045.58, the mean of nocturia was 2.53+1.09 m (1-
6), the mean of 11Q-7 was 9.11+4.77 (0-21), the mean
UDI-6 was 10.39+4.01 (0-18), and the mean duration
of menopause was 8.82+8.37 (1-40).

No significant relationship was determined between
1IQ-7 scoreand age, gravida, parity, NSD, C/S, BMI,
duration of symptoms, duration of menopause, and
the number of nocturia episodes (p>0.05). No
significant relationship was determined between
UDI-6 score and age, NSD, C/S, BMI, duration of
symptoms, duration of menopause, and the number
of nocturia episodes (p>0.05). A positive relationship
was determined between UDI-6 score and gravida
and parity values (r=0.168 p=0.049, r=0.186 p=0.03)
(Table 2).
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Table 1. The distribution of the complaints and drug usage of patients

n %
Constipation Present 55 39.9
Drug Usage Present 72 51.8
Frequency Present 46 33.1
Nocturia Present 89 64.5
Urgency Present 108 77.7
Nocturnal Wetness Present 42 30.2
Dysuria Present 33 23.7
Stress Incontinence Present 95 68.3
Urge Incontinence Present 100 719
Diaper Usage Present 62 44.6
Urinary Retention Present 38 27.3
Urinary Stress Test Present 63 45.3

Table 2. The effect of the sociodemographic characteristics of patients on Quality of Life Indexes

11Q7 UDI6
r 0.016 -0.043
Age
P 0.853 0.614
Gravida ! -0.032 0.168
P 0.709 0.049
Parity r 0.058 0.186
p 0.501 0.03
NSD r 0.036 0.168
P 0.682 0.053
0.025 0.088
/s -
p 0.771 0.307
BMI r -0.05 0.13
P 0.556 0.128
Duration of r 0.083 0.161
Symptoms p 0.332 0.058
Duration of r 0.05 -0.037
Menopause P 0558 0.664

An anterior defect was not present in 99 (71.2%)
of patients. A stage 1 anterior defect was present
in 15 (10.8%), a stage 2 anterior defect in 18
(12.9%), a stage 3 anterior defect in 6 (4.3%)
patients, and a stage 4 anterior defect was present
in1 (0.7%) patient.

A posterior defect was not present in 111 (79.9%)
of patients. A stage 1 posterior defect was present
in 11 (7.9%), a stage 2 posterior defect in 11

(7.9%), a stage 3 posterior defect in 5 (3.6%)
patients, and a stage 4 posterior defect was
present in 1 (0.7%) patient.

An apical defect was not present in 121 (87.1%) of
patients. A stage 1 apical defect was present in 5
(3.6%), a stage 2 apical defect in 6 (4.3%), a stage
3 apical defect in 5 (3.6%), and a stage 4 apical
defect in 2 (1.4%) patients. No significant
relationship was determined between the 11Q-7
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score and the values of the anterior, posterior,
and apical defects (p>0.05). No significant
associationwas found between the UDI-6 score
and the values of posterior defects (p>0.05). A

Van Sag Bil Derg 2019;12(2):8-14

significant negative correlation was determined
between UDI-6 value and the values of anterior
and apical defects (r=-0.194 p=0.022, r=-0.194
p=0.022) (Table 3).

Table 3. The effect of POP-Q Staging of patients on Quality of Life Indexes

11Q7 UDI6
-0.162 V.
Anterior Defect rp (()) 0567 (())0129;1
r -0.091 0.001
Posterior Defect
osterior Defec D 0.286 0.998
r -0.06 -0.194
Apical Defect
p 0.480 0.022

No significant difference was determined
regarding the mean value of UDI-6 between the
patient group with a positive gynecological
operation history and the patient group in which
such a history was absent (p=0.121). The patient
group with nocturia was found to have a
significantly higher mean value of UDI-6 than the
group that nocturia was absent (p=0.001). The
mean UDI-6 value of the group that urgency was
present was considerably higher than that of the
group with no urgency (p=0.0001). No significant
difference was found regarding the mean UDI-6
value between the groups with and without
nocturnal wetness (p=0.110). The group using
diapers had a significantly higher mean value of
UDI-6 when compared to the group not using
diapers (p=0.02). No significant difference was
present between the groups having and not
having dysuria regarding the mean UDI-6 value
(Figure 1). No significant difference was
determined regarding the mean IIQ-7 value
between the patient group with a positive
gynecological operation history and the patient
group in which such a history was absent
(p=0.055). No significant difference was found
between the patient groups with and without
nocturia regarding the mean IIQ-7 value
(p=0.284). The mean IIQ-7 value of the group that
urgency was present was significantly higher
than that of the group with no urgency (p=0.004).
No significant difference was found regarding
the mean IIQ-7 value between the groups with
and without nocturnal wetness (p=0.955). No
significant difference was present between the
groups having and not having dysuria regarding
the mean I1Q-7 value (p=0.817). The groups using
and not using diapers did not have a significant

difference in the mean IIQ-7 value (p=0.140).
(Figure 2).

DISCUSSION

Urinary incontinence is a common problem in the
community. The prevalence of urinary
incontinence varies between 10-60% (Bump et al.,
1992, Kogak et al., 2009). The studies conducted
in our country revealed that this rate was over
50% (Cam et al., 2006). As many authors have
pointed out, the main reasons for such
discrepancies in reported prevalence rates are the
differences between the communities that the
studies were conducted, clinical studies being
more in number, and the differences regarding
the definition of urinary incontinence (Lasserre et
al., 2009, Cetinel et al., 2005). When it was look at
the studies investigating the urinary incontinence
and its treatment status in the literature, Ertem et
al. stated that 66.6% of women had encountered
urinary incontinence symptoms for 2 years or
more (Ertem et al., 2002). In this study, the mean
duration of urinary incontinence complaints was
determined as 3.80+£5.80. This situation suggests
that the knowledge level of the community on
urinary incontinence in women is insufficient.
Additionally, anterior defects were identified in
various stages according to the POP-Q Staging in
28.8%, posterior defects in 20.1%, and apical
defects in 12.9%on gynecological examination of
postmenopausal women with urinary
incontinence. It was found that the quality of life
of postmenopausal women with urinary
incontinence and having an anterior or apical
defect were negatively affected, whereas the
quality of life of women with posterior defects
were not significantly affected.
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Figure 1. The distribution of the effects of patients’ complaintson UDI6 Quality of Life Index
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Figure 2. The distribution of the effects of patients” complaints and urinary test results on 1IQ7 Quality of Life

Index

Several conducted studies have reported a
relationship between gynecological operations
and urinary incontinence (Parazzini et al., 2000,
Hsieh et al., 2008). In this study, we determined
that there was no difference between the group of
postmenopausal women who had undergone a
gynecological operation and those who had not,
regarding the mean IIQ-7 quality of life score;
thus, it were unable to determine any significant
relationship between undergoing gynecologic
surgery and the quality of life of patients. Milsom
et al (1993) reported that a relationship was

present between the high parity value and
urinary incontinence; a significant rise in the
incidence of wurinary incontinence was
particularly present following the first childbirth
(Milson et al., 1993). In the study conducted by
Parazzini et al.(2000), it was found that while the
urinary incontinence rate was 20% in nulliparous
women, this rate increased to 53% after first
pregnancy, 34% after two pregnancies, 39% after
three pregnancies, 54% after 4 pregnancies, and
62% after 5 or more pregnancies (Parazzini et al.,
2000). In this study, the mean gravida value was

12
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found as 5.72+2.94, and the mean parity value as
4.041£2.31. We did not determine any significant
relationship between the 11Q-7 score, the gravida
value, and the parity value; however, it was
determined signification relationships of UDI-6
score with the gravida and parity values.

Additionally, we determined a significant
relationship between hypertension and urinary
incontinence. In present study, we determined
the presence of drug use in 72% of the patients
with urinary incontinence. 47.5% of these patients
were  using  hypertension-related  drugs.
Especially diuretics used in the treatment of
hypertension, by leading to polyuria, frequent
urination, and urgency, and alpha-blockers, by
leading to urethral relaxation, may cause urinary
incontinence. Moreover, in this study, it was
found that diapers were being used by 44.6% of
the patients with urinary incontinence, and the
mean value of UDI-6 in the group using diapers
was significantly higher when compared to the
group of patients not using any diapers.
However, no significant difference was
determined between these groups regarding the
mean IIQ-7 value. Frequent diaper use due to the
fear of urinary incontinence may cause chronic
irritation and infection. Kogak et al. (2005), in
their study conducted on 1012 women aged 18
years or older, reported 242 cases of urinary
incontinence. In the same study, when the
frequency of urinary incontinence was
investigated, it was found as less than once a
week in 45.9%, twice or thrice a week in 17.4%,
once a day in 9.9%, a few times a day in 13.2%,
and all the time in 13.6% (11). In this study, we
found that the mean UDI-6 and IIQ-7 values were
high in the group urinating more than 8 times a
day. Therefore, the complaint of frequent
urination adversely affects the quality of life of
patients. Nocturia at least once was present in
64.5% of the patients with urinary incontinence.
The UDI-6 score of the patient group with
nocturia was significantly higher when compared
to the group with no nocturia. It was reported
that patients having urinary incontinence had
been uncomfortable and embarrassed due to their
complaints, and for this reason, had restricted
their social activities. In the study conducted by
Choo et al, it was reported that urinary
incontinence had affected the social life and the
quality of life negatively (Choo et al., 2007). Van
Brummen et al. (2006), in their study conducted
on 474 women using the UDI-6 and Q-7
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questionnaires, determined that the physical,
social, and emotional scores of women were low,
and urinary incontinence restricted their lifestyle
(Van Brummen et al., 2006). When we look at the
related data in our country, in the study,
conducted by Kok following development of the
survey questionnaires himself, investigating the
effect of urinary incontinence on social life, a
moderate-level influence was determined (Kok et
al., 2006). In present study also, the quality of life
of women having urinary incontinence were
found to be affected at a moderate level according
to the I1Q-7 index.

In postmenopausal female patients with urinary
incontinence, the quality of life of patients,
mainly the emotional status and social life, are
impaired. This situation, which is commonly met
in the community, may cause many psychological
disorders. It should be considered important that
patients feel well in social life, and both
psychological and medical support should be
provided to the patient. For this reason, more
importance should be given by the medical
personnel to the diagnosis and treatment of
urinary incontinence, patients should be
informed that urinary incontinence is not a part
of the aging process, and by this way, the quality
of life of postmenopausal women should be
increased.
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OZET

Amag: Birinci trimester tarama testinde bakilan maternal serum gebelikle iliskili plazma protein A (PAPP-A) ve serbest
beta-human koryonik gonadotropin (free $-hCG) degerlerinin daha sonraki gebelik haftalarinda gelisebilen
komplikasyonlar1 tahmin edebilme kapasitesini ve ikili tarama testlerimizin performansini artirabilmek icin
hastanemize ait medyan degerlerini hesaplamay1 amacladik.

Gere¢ ve yontem: Calismaya Tokat Gaziosmanpasa Universitesi Tip Fakiiltesi Egitim ve Arastirma Hastanesi
Biyokimya Laboratuvarina basvuran 16-46 yas arasi, gebelik yaslar1 10 hafta 6 giin ile 13 hafta 6 giin arasinda tekil
canli gebeligi olan, kotii obstetrik dykiisii ve sistemik bir hastaligi bulunmayan ve sigara kullanmayan 3166 gebenin
sonugclar1 retrospektif olarak degerlendirildi. Hastane laboratuvarma ¢zel medyan degerleribelirlenerek, kullanilan
yazilim programinin degerleriyle karsilastirildi.

Bulgular: Hastalarin yaslarmin ortalamasi 27,43+5,46 ve agirliklar: 65,66+13,13 kilogramdi. Bas popo mesafeleri (CRL)
60,71+8,56 mm olarak belirlendi. Serbest 8-hCG degerleri, 55,1+132,07ng/mL, PAPP-A degerleri ise 3683,53+2486
mlIU/1 olarak o¢lgiildii. Ense kalinhig: 6l¢timii (NT) ise 1,38+0,37mm olarak saptandi. PAPP-A ve Serbest 8-hCG MoM
degerleri swasiyla 1,23%0,68 ve 1,23+0,88 idi. f-hCG'nin yeni medyan degerlerinin, programdaki medyan
degerlerinden anlamli olarak diisiik oldugu tespit edilirken (p<0.05), PAPP-A degerlerinin ise anlamli sekilde yiiksek
oldugu goriildii (p<0.05).

Sonug: Sonug olarak, noral tiip defekti ve kromozomal anomalilerin tamisinda kullanilan ve ileri girisimsel islemler icin
yol gosterici olan, birinci Trimester tarama testlerinin dogrulugunun ve performansinin artirilmasinin énemlioldugu,
bolgeye ve hatta laboratuvara 6zel medyan degerlerinin belirlenmesinin de artik kacinilmaz bir hale geldigi kanisina
varilmstir.

Anahtar kelimeler: Free 8-hCG, PAPP-A, ikili tarama testi, Birinci Trimester

ABSTRACT

Objectives: The aim of this study was to determine the ability of maternal serum plasma protein A (PAPP-A) and free
beta-human chorionic gonadotropin (free 8-hCG) values measured in the first trimester screening test to predict the
complications that may develop in later gestational weeks, calculate the median values of these parameters and
compare them with those of software we use.

Materials and methods: The study included 16-46 years old women who applied to biochemistry laboratory of Tokat
Gaziosmanpasa University School of Medicine with gestational ages of 10 weeks and 6 days to 13 weeks and 6 days.
The results of 3166 pregnant women were evaluated retrospectively.

Results: The mean age of the patients was 27.43 £+ 5.46 and their weight was 65.66 + 13.13 kilograms. Crown rump
lengthes (CRL) were determined as 60.71 + 8.56 mm. Free 8-hCG levels were 55.1 + 132.07 ng / mL and PAPP-A values
were 3683.53 + 2486 mIU / 1. Nuchal translucency measurements (NT) were determined as 1.38 + 0.37mm. PAPP-A
and Free -hCG MoM values were 1.23 + 0.68 and 1.23 * 0.88, respectively. New median values of f-hCG were found
to be significantly lower than those of the program (p <0.05), while PAPP-A values were significantly higher (p <0.05).
Conclusion: The accuracy and performance of first trimester screening tests should be improved. Determination of
median values specific to the region and even to the laboratory is now inevitable

Key words: Free -hCG, PAPP-A, Binary screening test, First Trimester
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INTRODUCTION

Screening tests are performed to identify a
specific group that carries a certain level of risk
for specific diagnostic evaluation in a healthy
population  (Sanlt and Kartkaya, 2011).
Hereditary diseases such as Down (Trisomy 21),
Edward (Trisomy 18), Patau (Trisomy 13)
syndromes and Neural Tube Defect cause
physical and mental disorders that lead to both
social and economic problems. The most
common chromosomal anomaly in the newborn
is Down Syndrome and its prevalence is 1/800.
In the 1970s, only maternal age was used for
prenatal screening of hereditary diseases.
Therefore, all mothers over the age of 35 were
considered to be at risk and were referred for
amniocentesis. However, only one third of the
cases could be detected (James et al., 2008).
Maternal age was found to be an inadequate
screening method and in the 1980s. In the
screening method developed by N. ]J. Wald, in
the first trimester, various analytes detected of
maternal serum were combined with maternal
age. It has been increasingly used in the last 30
years as the average gestational age increases.

In the 1990s, when the population of women
aged thirty-five years and over is examined, It
was determined that increase in nuchal
translucency (NT) thickness determined by
ultrasonography between 10-15 weeks of
gestation was related to increase in maternal
serum free beta-human chorionic gonadotropin
(freep-hCG) and decrease in pregnancy related
plasma protein-A (PAPP-A) (Nicolaides et al.,
1992; Brizot, Snijders et al., 1994). As a result,
dual-marker screening captures 75% or more of
pregnancies affected by trisomy 21 and other
aneuploidies (Kappel et al., 1987), while the rate
of detecting false positives decreases to 5%
(Cuckle 2001; Kagan et al,. 2017).

Depending on the result of the selected
screening test, it is then decided whether
interventional tests are necessary for diagnosis.
Combining screening tests and diagnostic tests
ensures that the maximum number of patients
can obtain accurate information about their
personal risk status (James et al. 2008). With the
development of prenatal screening tests, the
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need for interventional procedures such as
chorionic villus sampling and amniocentesis has
decreased. Interventional diagnostic procedures
can cause serious complications; such as
bleeding, preterm labor and fetal loss (Marteau
et al, 1992; Ananth et al, 2017). The
psychological dimension of all tests and
interventional procedures that can affect both
pregnant and fetus is also important (Marteau et
al., 1992). Interventional diagnostic tests are
known to have fetal loss rates of 1.5% in
chorionic villus biopsy, 2% in amniocentesis
performed in first trimester and 1% in
amniocentesis performed in the second
trimester. According to the results of the second
trimester screening test, the risk of Down
Syndrome must be 1/250 and higher in order to
recommend interventional tests (Creasy et al.,
2004). Laboratories unitize the values of the
measured biochemical parameters in multiples
of median (MoM) calculated according to the
gestational week to be standard, more
understandable and easier to evaluate. Mom
value is calculated by dividing the analysis
result by the median value of that analyte for the
week of gestation (Assessment, 2000).

In calculating these values, each geographic
region, even each clinical laboratory in the
region, should estimate its own median values
and evaluate the screening tests according to
this median average (Alp et al., 2018).

Furthermore, when calculating MoM values,
adjustments can be made by taking into account
other maternal factors such as maternal age,
weight and race that affect analyte levels. Today,
MoM values; Down Syndrome, Trisomy 18 and
neural tube defect risk are commonly used to
standardize biochemical analyte values and
convert them into a more interpretable unit.

In this study, we aimed to evaluate
retrospectively the data of binary screening tests
that we have worked in our hospital laboratory
within two years and to calculate the median
values of our screening tests, especially to
improve the performance of our double
screening tests.
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MATERIAL AND METHODS

In this study, the results of pregnants (n=3166) who
are living in or around Tokat city and applied to the
Tokat Gaziosmanpasa University Medical Faculty
Hospital Central Laboratory for the double
screening test, between January 2017 and December
2018 were evaluated retrospectively.

They were between 16-46 years of age, their
gestational ages were between 10 weeks and 6 days
to 13 weeks and 6 days. They had a live single
pregnancy, no poor obstetric history and no
systemic disease and who did not smoke were
evaluated. Diabetic pregnants, smoking pregnant
women, twin pregnancies and those who became
pregnant by in vitro fertilization (IVF) method were
excluded from the study.

Fetal NT values, serum PAPP-A and free B-hCG
values of pregnant women between the 11 and 14th
weeks of gestation were used for statistical analysis.

All of the biochemical parameters in blood samples
taken for paired screening tests were measured on
the IMMULITE 2000 device (Diagnostic Product
Corporation, USA), which was operated by
chemiluminescence immunoassay.

The SsdwLab 5 program is used in the laboratory to
determine the risk in a double-screening test. The
risk of Down Syndrome must be 1/250 and higher
in order to define as high risk.

Descriptive analyzes were conducted to give
information about the general characteristics of the
study groups. Data of continuous variables were
expressed as mean * standard deviation; categorical
variables are given as n (%).

When comparing the averages of the quantitative
variables between the groups, the significance test
of the difference between the two means and the
one-way analysis of variance are used. Pearson
correlation coefficient is used for correlation
between quantitative variables. p values less than
0.05 were considered statistically significant.

In the calculations, ready-made statistical software
was used (IBM SPSS Statistics 19, SPSS inc., An IBM
Co., Somers, NY).

Van Sag Bil Derg 2019;12(2):15-21

RESULTS

Demographic data of the pregnant women
participating in the study, the values of biochemical
tests and MoM values of these tests are summarized
in Table 1.

Comparison of quantitative variables according to
gestational week was given in Table 2. In Table 3,
qualitative variables are evaluated. In Table 4, the
risk status of trisomy 21 is compared with
qualitative variables.

The reports given to all pregnant women included
in the study were evaluated and the rates of
pregnant women reported at high risk were
evaluated. 1.9% (59 pregnant) of 3166 pregnant
women included in the dual screening test was
reported to be at high risk for Down Syndrome
using the median values available in the program.
0.1% (2 pregnant) of the pregnant women was
found to be at high risk for trisomy 18.

In the correlation studies between the quantitative
variables, a negative correlation was found between
the weight of the pregnant women and the PAPP-A
values, a positive correlation between CRL and
PAPP-A, and a negative correlation between CRL
and NT MoM.

There was a weak positive correlation between -
hCG and B-hCG MoM. There was a very strong
positive correlation between NT and NT MoM and
a weak positive correlation between NT and the
risk of trisomy 21. There was a weak positive
correlation between NT MoM and the risk of
trisomy 21.

In Table 5, the median values obtained from the
double screening results were compared with the
median values of SsdwLab5 software in pregnant
women admitted to our hospital, and it was
estimated that the new median values of P-hCG
were significantly lower than those of the program
(p <0.05) and PAPP-A values were significantly
found to be high (p <0.05).
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Table 1: Quantitative variable distribution

n Mean Standard Deviation Minimum Maximum

Age (Years) 3166 27,43 5,46 16,00 46,00
Weight (Kilograms) 3166 65,66 13,13 ,00 144,00
CRL (mm) 3166 60,71 8,56 41,00 84,00
B-HCG(ng/mL) 3166 55,10 132,07 3,43 3514,42
PAPPA(mIU/I) 3166 3683,53 2486,00 363,00 25501,00
NT (mm) 3166 1,38 37 ,50 3,70
B-HCG MoM 3166 1,23 ,88 16 8,81
PAPPA MoM 3166 1,23 ,68 ,09 6,13
NT MoM 3166 ,89 ,25 26 2,74
Age Risk (%) 3166 ,0016 ,0026 ,0006 ,0609
Trisomy 21 Risk (%) 3166 ,0006 ,0052 ,0000 ,1780
Trisomy 18 Risk (%) 3166 ,0001 ,0040 ,0000 ,2265

Table 2: Distribution of quantitative variables according to gestational week

Gestational Week p
11 12 13 14
Age (Years) 27,86+5,69 (ab) 27,15+5,37 (a) 27,71+5,47 (b) 27,85+5,68 (ab) 0,017
Weight (Kilograms) 65,88+12,7 65,15+13,27 66,18+12,98 67,63+13,26 0,063
CRL (mm) 47,55+1,9 (a) 57,27+43,56 (b) 68,9+3,51 (c) 79,29+2,16 (d) <0,001
B-HCG(ng/mL) 55,2495,8 (ab) 60,6+136,5 (a) 48,9+141,1 (ab) 30,46+77,17 (b) 0,018
PAPPA(MIUN) 2271,4+1555,5 (a) 3269,1+2124,6 (b) 4599,2+2666,9 (c) 5956,7+3378,1 (d)  <0,001
NT (mm) 1,31+0,41 (a) 1,36+0,36 (a) 1,4440,35 (b) 1,48+0,39 (b) <0,001
B-HCG MoM 1,17+0,83 (a) 1,27+0,91 (b) 1,23+0,9 (b) 0,96+0,57 (a) <0,001
PAPPA MoM 1,31+0,77 (a) 1,26+0,71 (a) 1,17+0,59 (b) 1,09+0,56 (b) <0,001
NT MoM 1,01+0,31 (a) 0,91+0,25 (a) 0,83+0,21 (b) 0,77+0,2 (b) <0,001
Age Risk (%) 0,0019+0,0042 0,0015+0,0026 0,0015+0,0019 0,0017+0,0021 0,158
Trisomy 21 Risk(%0) 0,0016+0,012 (a) 0,0005+0,0035 (b) 0,0005+0,0036 (b) 0,0002+0,0011 (b) 0,002

Trisomy 18 Risk(% 0+0,0002 0+0,0003 0,0002+0,0073 0+0,0001 0,561
r — — ]

One way analysis of variance was used. (abcd): The common letter as a line indicates statistical insignificance.

Table 3: Distribution of qualitative variables

n %

11 362 11,4

Gestational Week g 1967%39 gg:g
14 140 4,4

Age Risk Category Low Risk 3166 100,0
High Risk 0 0,0

Trisomy 21 Category Low Risk 3107 98,1
High Risk 59 1,9

Trisomy 18 Category Low Risk 3164 99,9

High Risk 2 0,1
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Table 4: Distribution of Trisomi21 Risk by qualitative variables

Trisomy21 Risk

Low Risk High Risk
(n=3107) (n=59) P
Mean Mean

Age(Years) 27,3245,34 33,2747,83 <0,001
Weight(Kilograms) 65,66+13,16 65,784+11,15 0,944
CRL(mm) 60,7518,53 58,5+9,52 0,045
B-HCG(ng/mL) 53,22+129,04 154,46+223,38 <0,001
PAPPA(mIU/I) 3708,94£2489,01 2347,26+1906,91 <0,001
NT(mm) 1,37+0,35 1,89+0,87 <0,001
B-HCG MoM 1,2+0,84 2,78+1,59 <0,001
PAPPA MoM 1,24+0,68 0,9+0,77 <0,001
NT MoM 0,88+0,23 1,28+0,66 <0,001
Age Risk(%) 0,0015+0,0019 0,0077+0,0116 <0,001
Trisomy 21 Risk(%) 0,0002+0,0004 0,023+0,0307 <0,001
Trisomy 18 Risk(%) 0,0001+0,0041 0,0002+0,0005 0,796

Significance test of difference between two means was used.

Table 5: Comparison of newly estimated median values with the software program

Gest. Free -hCG(ng/mL) PAPP-A (mIUy/])
Week CaseNumber New Software p value* New Software p value*
Estimated Median Estimated Median
Median Median
11 362(11,4) 36,76 51,79 <0,001 1836 1337 <0,001
12 1689(53,3) 33,64 41,75 <0,001 2719 1919 <0,001
13 975(30,8) 28,51 35,70 <0,001 4052 2926 <0,001
14 140(4,4) 20,89 5370 4358 <0,001

Wilcoxon test used.

DISCUSSION

Dual screening tests are now in routine use with
increasing gestational age and they lead to
interventional application when high risk is
reported. So those, accuracy of their results are
very important. False positive and false negative
results can negatively affect the life of the
pregnant and the baby (Assessment, 2000).

Due to the advanced procedures performed in
pregnant women due to false positivity in the
double screening test; the risk of obstetric
complications such as preterm labor, pre-
eclampsia, low birth weight, intrauterine growth
retardation, perinatal fetus death increases.
While analytical performance is within
acceptable limits, variations in measurements
are not effective in predicting risk in low-risk
groups, but are highly effective in predicting

risk in high-risk groups and high maternal age
groups. The analytical accuracy of the measured
biochemical parameters for the combined test is
important and can lead to high variations in risk
calculation. These variations result in repetition
of the test or carry the patient to amniocentesis,
which is an invasive procedure and causes
anxiety in the patient.

Many studies have shown a relationship
between Down Syndrome and low levels of
maternal serum PAPP-A and high levels of free
B-HCG levels in the first trimester (Spencer,
Macri et al., 1992). In the first trimester, a
combined test is obtained by evaluating two
biochemical parameters measured in maternal
serum and NT measurement, an ultrasound data
(Wald and Hackshaw, 1997). The combined test
has a risk detection rate of 82-87%, with a false
positivity of 5%. The performance was evaluated
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as better than the triple test performed in the
second trimester (Ananth et al., 2017). According
to the 2007 clinical guidelines for ACOGs
(American Congress of Obstetricians and
Gynecologists), the combined test is an effective
screening test for Down Syndrome in the general
population (Goetzl, 2002). In terms of the effect
of analytical variations on risk calculation, there
are many studies related to the second trimester
tests, but there are no studies related to the first
trimester tests (Holding, 1991).

The use of devices of different brands and
models and the analysis kits of different
manufacturers may cause the laboratories where
prenatal screening tests are performed to contain
different analytical processes (Alp et al., 2018).
The important factorsthat increase the
variability of the risk analysis are the use of
different biochemical markers in different
screening protocols and the calculation of
different components with various software in
risk calculation. The result of the analysis are
affected by the algorithms used by the software
program used in the laboratory and the factors
used in the steps of the calculation (such as
accuracy of biochemical analysis, demographic
data [gestational age and gestational age and
BPD measurement] and / or USG date).

Atak et al. (2014) performed a retrospective
study of 5820 singleton pregnant women in the
Adiyaman region using dual screening data
obtained with the Beckman-Coulter Unicel DxI
800 device and compared the median values of
the Benetech PRA package program with the
median values. Both B-hCG and PAPP-A were
significantly lower than those of the program at
all weeks (p <0.05). Sucu et al. (2018) conducted
a retrospective study of triple screening data of
1572 singleton pregnant women using the
Immulite One device in Istanbul and compared
the median values of the Prisca4.0 Typolog
software with those of the firm software
program. Values were significantly different in
all weeks except 11th gestational week. In
addition, Alp et al. (2018) in their retrospective
study using the double screening data obtained
by the Immulite 2000 device in 1413 single
pregnant women for Van region, compared with
those of the Prisca 5.0 Typolog software. New
median values of (B-hCG was found to be
significantly lower than those of the program (p
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<0.05), but no difference was found for PAPP-A
(p> 0.05).

In our study; the data obtained from Immulite
2000 device in 3166 single pregnant women
admitted to our hospital with the median values
of SsdwLab5 software. Estimated median values
of B-hCG were found to be significantly lower
than those of the program (p <0.05), while
PAPP-A values were significantly higher (p
<0.05).

Estimation of different median values is due to
the influence of different kits, devices, software
programs, laboratories and regions. This makes
it necessary for each laboratory to estimate its
own median values. In all of the aforementioned
studies, this is a common opinion. Our study has
also supported this view. Since first trimester
screening test is performed in other hospitals in
our province, our results reflect only the results
of patients admitted to our hospital.

These results once again showed that the
analytical performance of the 1st Trimester
screening tests should be kept at optimum
levels. It is important to have experienced
laboratory personnel, high quality and the
highest level of laboratory equipment. This also
requires a strict internal and external quality
control programs. Additionally, it is inevitable
to estimate the region-specific and even
laboratory-specific median values.
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A Rare Complication of Left Atrial Dilatation in Childhood: Vocal Cord
Paralysis and Ortner Syndrome

Cocukluk Cag1 Sol Atriyal Dilatasyonun Nadir Bir Komplikasyonu: Vokal Kord Paralizi ve
Ortner Sendromu
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OZET

Bu yazida, cocukluk caginda literatiirde siklikla bildirilmeyen, rekiirren romatizmal kardit ve
buna ikincil sol atriyal dilatasyona bagli Ortner sendromu gelisen hasta sunuldu. Sydenham
koresi tanisi1 olan ve penisilin profilaksisini kullanmayan 15 yasmndaki kiz cocugu tekrarlayan
romatizmal kardit atag ile basvurdu. Hasta yatirild1 ve oral steroid tedavisi ile intramtiskiiler
benzatin profilaksisi basladi. Ayrica hastanin yatisi sonrasi baslayan ses kisikligi, sivi gida alimi
sonrast Okstriik ve hematez yakinmalar: vardi. Yapilan laringoskopik muayenede sol vokal
kord paralizisi saptandi. Hastaya vokal kord enjeksiyonu yapildi ve sivi alimi sonras1 ksiirtigii
geriledi, ancak ses kisiklig1 devam etti. Sol atriyal basinci azaltmak ve kalici laringeal sinir
hasar1 gelisimini onlemek icin mitral ve aort kapak replasmani yapildi. Ortner sendromu nadir
goriilebilmesine ragmen, ses kisiklig1 nedeniyle basvuran cocuklarda da akilda tutulmalidir.

Anahtar Kelimeler: Sol atriyal genisleme, Ortner sendromu, romatizmal kardit, Sydenham
koresi.

ABSTRACT

In this report, a patient was presented with the diagnosis of Ortner syndrome secondary to
recurrent rheumatic carditis and left atrial dilatation, which was not commonly reported in the
literature in childhood. A 15-year-old girl with Sydenham’s chorea who did not use penicillin
prophylaxis was presented with recurrent rheumatic carditis attack. She was hospitalized and
oral steroid therapy and intramuscular benzathine prophylaxis was initiated immediately. She
also had the complaints of hoarseness, cough after liquid intake, and hematemesis after her
hospitalization. In the laryngoscopic examination left vocal cord paralysis was detected. Vocal
cord injection was performed and her cough after liquid intake regressed, but hoarseness did
not. Mitral and aortic valve replacement was performed in order to decrease left atrial pressure
and to prevent the development of permanent laryngeal nerve damage. Ortner syndrome
although seen rarely should be kept in mind also in children who have been admitted because
of hoarseness.

Key words: Left atrial enlargement, Ortner syndrome, rheumatic carditis, Sydenham’s chorea.
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INTRODUCTION

Left-sided vocal cord paralysis and hoarseness
developing as a result of compression of the
recurrent laryngeal nerve secondary to cardiac
pathologies, such as left atrial dilatation, aortic
aneurysm or pulmonary hypertension, between the
pulmonary artery and the aorta is called Ortner
syndrome. In this report, a 15-year-old girl who
developed Ortner syndrome secondary to recurrent
rheumatic carditis and left atrial dilatation was
presented since it was rarely reported in the
literature in childhood.

CASE

The patient who was diagnosed as Sydenam's
chorea because of weakness and involuntary
movements in the extremities three years before the
last admission, was presented with recurrent
rheumatic carditis attack and she did not use the
prophylaxis. The patient had aortic (3rd degree)
and mitral (4th degree) valvular regurgitation, the
left atrium and ventricle were markedly dilated in
echocardiography (figure 1 and figure 2). Cardiac
contraction and valvular movements of her heart
were decreased, ejection fraction was calculated as
45% in M-mode echocardiography. Steroid and
congestive heart failure treatment was started to the
patient, but she had the complaints of hoarseness,
cough after liquid, and hematemesis. The
endoscopic examination was performed by the
gastroenterology department and the upper
gastrointestinal system was evaluated as normal.
Laryngoscopic examination was performed due to
hoarseness and all laryngeal structures were found
normal other than left vocal cord paralysis (figure
3). Vocal cord injection was performed by using
calcium hydroxyapatite (radiesse) material, the only
long-acting injectable laryngeal material approved
by the FDA, as the temporary treatment and
aspiration attacks were improved despite
hoarseness. Because of the severe regurgitations of
mitral and aortic valves, two valve replacement was
performed to reduce left atrial pressure and to
prevent the development of permanent laryngeal
nerve damage. In the surgery the recurrent
laryngeal nerve on the left side was seen close to the
left atrium and ventricle there was evidence of
stretch injury on pericardium on the left side.
Hoarseness and the other complaints of the patient
regressed consecutively within a month after
surgery.

Van Sag Bil Derg 2019;12(2):22-24

Figure 1: Chest x ray of the patient showing marked
left heart dilatation

Figure 2: Echocardiographic imaging of the patient
showing marked left heart dilatation

Figure 3: Laryngoscopic examination imaging of
the patient showing left vocal cord paralysis.
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DISCUSSION

Vocal cord paralysis may occur due to
intralaryngeal or more frequently extralaryngeal
pathologies. The most common two causes of
unilateral vocal cord paralysis are intra-thoracic
malignancies causing mediastinal
lymphadenopathies, and surgical interventions
(Karatas et al.,, 2006). Ortner syndrome was first
described by Ortner in 1987 as a compression of the
recurrent laryngeal nerve between the enlarged left
atrium and the aortic arch in a patient with mitral
stenosis (Ortner, 1987). However, it was accepted as
a hoarseness due to compression of the recurrent
laryngeal nerve that innervates the vocal cords
between the pulmonary artery and the aorta or
aortic ligaments (Thirlwall, 1997). Ortner syndrome,
also known as cardio-vocal syndrome, is not as
common in childhood as in adults. Congenital heart
diseases such as atrial septal defect, ventricular
septal defect, patent ductus arteriosus, total
abnormal pulmonary venous return, idiopathic
pulmonary hypertension have been reported as the
most common causes of Ortner syndrome in the
pediatric population.

Rheumatic mitral stenosis has been shown to be the
most common cause in older children (Karatas et
al., 2006). In this case, the etiology of the disease
was recurrent rheumatic carditis leading to left
atrial dilatation.

Although it is mainly hoarseness but dyspnea,
hemoptysis, chest pain, cough are the other
common symptoms of the disease. In our case,
hoarseness, cough and hematemesis were the
symptoms developed during the course of the
treatment of rheumatic carditis.

Imaging methods have an important role in the
diagnostic algorithms of causes of vocal cord
paralysis  (Yuan, 2014). Contrasted thorax
tomography showed no pathology other than left
atrial  dilatation in accordance with the
echocardiographic examination in our patient.

The main aim of the treatment is the elimination of
the pressure on the nerve. In our patient,
contractility of the heart returned to the normal
with the treatment of heart failure, but patient's
symptoms did not regress. In the laryngoscopic
examination left vocal cord paralysis was detected
and prevention of permanent nerve injury was
planned the patient had aortic and mitral valve
replacement. There was a marked reduction in the

Van Sag Bil Derg 2019;12(2):22-24

left atrium diameter after the surgery and the
hoarseness of the patient regressed.

The hoarseness caused by isolated left atrial
dilatation as a result of recurrent rheumatic carditis
in children has not been previously described in the
literature. However, few cases with similar
complaints in different cardiac diseases have been
reported in the adult age group (Ozyurtlu et al.,
2013). Ortner syndrome should be kept in mind also
in children who have been admitted because of
hoarseness but who have left atrial dilatation on
echocardiography and who do not have any
pathological findings on laryngoscopic examination
other than vocal cord paralysis.
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ABSTRACT

Coffee is the most consumed drink in daily life after tea and water. Coffee has become an indispensable part of our
sociocultural life. Most people start their day with coffee and finish with this. Coffee can be called superfood because it
has many bioactive components, minerals and vitamins that affect human health. Therefore, coffee has attracted the
attention of many researchers with its rich bioactive components and then studies about the effects of coffee on animal
and human health have been realized. In this review, we aimed to investigate the effects of coffee on health, especially
cardiovascular disease (CVD) and cardiovascular risk factors.

Keywords: Antioxidant, Bioactive Components, Cardiovascular Diseases, Coffee, Health

OZET

Kahve, cay ve sudan sonra giinliik yasamda en ok tiiketilen iceceklerdir. Kahve, sosyokiiltiirel yasamimizin
vazgecilmez bir parcasi haline gelmistir.Cogu insan giine kahve ile baslar ve kahveyle bitirir. Kahve stiper besin olarak
isimlendirilebilir ¢tinkii insan sagligini etkileyen bircok biyoaktif bileseni, mineralleri ve vitaminleri vardir.Boylece
kahve, zengin biyoaktif bilesenleri ile bircok arastirmacinin dikkatini ¢ekmis ve ardindan kahvenin hayvan ve insan
saglig tizerindeki etkileri ile ilgili calismalar yapilmistir.Bu derlemede kahvenin sagliga, 6zellikle kardiyovaskiiler

hastaliklar (CVD) ve kardiyovaskiiler risk faktorleri tizerine etkilerini irdelemeyi planladik.

Anahtar Kelimeler: Antioksidan, Biyoaktif Bilesenler, Kardiyovaskiiler Hastaliklar, Kahve, Saglik

INTRODUCTION

Coffee is one of the most consumed drink on
worldwide and it has taken important place in
populations since at least 1200 years (Bonita et
al., 2007). Countries where coffee is consumed
mostly are Finland, Norway and
Danmarkrespectively (ICO, 2016). Itis estimated
that coffee consumption will increase as
nontraditionally in Africa, Asia, and Oceania in
many years and it is predicted that the request
for coffee marketing will expand by 2.5% in
North America and by 1% in Europe (ICO, 2018).

Coffee belongs to Rubiaceae family and it has
two main type forms (Coffea arabica L. and Coffea
canephora) that have originated from Ethiopia
and in tropical Africa (ICO, 2016). The coffee is

generally prepared by hot water and ground
coffee but it can be consumed in different forms.
It is drinked as espresso in Italy that is prepared
by extracting finely ground powder with high-
pressure hot water. In today, the coffe can be
cooked by the coffee machine that hot water is
forced up through the coffee to the top of the
machine (Martini et al., 2016).

The coffee and bioactive components

Coffee is a complex mixture of chemical
structures and it is the main source of caffeine
(Figure 1). Also, it contains many different
chemicals such as carbohydrates, lipids,
nitrogenous compounds, vitamins, minerals,
alkaloids and phenolic components (Spiller,
1984).
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The polyphenols are represented by chlorogenic
acid and its components such as caffeine, caffeic
acid, trigonelline, chlorogenic acid and
diterpenes that have effects on human health
(Frost-Meyer et al.,2012).

Caffeine: Caffeine (1,3,7-trimethylxanthine)is a
purine alkaloid(Louarn et al., 2001).There is
between 84 mg and 112 mg caffeine in a cup of
coffee (Gilbert et al., 1976).Caffeine is an
antagonist of phosphodiesterases and adenosine
receptors(Boswell-Smith et al., 2009; Holtzman
et al., 1991). It affects the central nervous system
by increasing dopamine, nor adrenaline and
glutamate (Ferré et al., 1997). It may incease
heartbeat, systolic and diastolic blood pressure
and it may reduce cerabral and coronary blood
flow (Namdar et al., 1990; Namdar et al., 2009).
Mitani et al. have observed that caffeine might
suppress lipid accumulation in adipocytes by
inhibiting the secretion of inflammatory
cytokines (Mitani et al., 2017).

Caffeic acid: Caffeic acid is one of the
metabolities of chlogenic acid (Sato et al., 2011).
Caffeic acid has anti-inflammatory,
anticancerogenic, and enzyme-inhibiting
properties (Chung et al.,, 2004). It has been
shown that there is a negative linear relationship
between the serum caffeic acid levels and colon
cancer risk. Also, it has been observed that
caffeic acid might inhibit IL-8 production in
colon cells (Shin et al.,2015).

Chlorogenicacid: Chlorogenic acids have quinic
acid and trans-cinnamic acids components
(Upadhyay and Mohan Rao, 2013). The major
source of chlorogenic acid is coffee that is
intaken by diet and the amount of chlorogenic
acid depends on daily coffee consumption
(Mohan Rao et al., 2012). It is uncertain that it
prevents or induces DNA damage. Some
researchersclaim that it has protective effects
against free radical induced DNA oxidation in
human colon HT29 and liver HepG2 cancer cell
lines. On the other hand, some other researchers
observed that the increased concentration of
chlorogenic acid triggered DNA damage (Glei et
al., 2006).

Kahweol: Kahweol is a coffee-specific diterpene
that is found in Arabic coffee beans oil and its
concentration in coffeechangesinbetween the
ranges 0.1 to 7 mg/mL (Gross et al., 1997; Arab,
2010). Itmay increase serum cholesterol levels on

Van Sag Bil Derg 2019;12(2):25-31
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Figure 1. The chemical structures of bioactive
components of coffee (Bae et al., 2014)

animals and human (DeRoos et al., 1999).
However, it may haveprotective properties
against carcinogens (Huber et al.,1997).

Hiypertension: The effects of consumption
coffee consumption is transient on
hypertensionis transient. It has been observed
that the coffee increases acute blood pressure
rarely andthe coffee’s blood pressure effects are
not important on chronic coffee consumers
(Mesas et al.,, 2011).When coffee is consumed
regularly, the tolerance develops against its
hemodynamic and humoral effects (Robertson et
al., 1981). In a study, it has been demonstrated
that 6 cups of coffee consumption daily were not
associated with increased risk of hypertension
(Robertson et al., 2005).

Type 2 Diatebes Mellitus (T2DM): The coffee
consumption may reduce the risk of T2DM
according to results of cohort studies (Carlsson
et al., 2004). There are two hypotheses that for
reductionof the risk of diabetesdue to coffee
consumptionmay reduce the risk of diabetes.
One of them is that the chlorogenic acid
component of coffee may inhibit glucose-6-
phosphatase system and it may be competitive
inhibitor of glucose- 6-phosphate translocase
(Arion et al, 1997). Other hypothesis is
inhibition of intestinal glucose absorption by
chlorogenic acid and other phenolic components
of coffee (Welschet al., 1989). In a prospective
study, the risk of T2DM was %50% lower in
adults consuming at least 7 cup of coffee daily
compared to less coffee consumers (<2 cups of
coffee) (VanDam et al., 2002).

Insulin Sensitivity: In a recenty study, the
researchers have observed that 5 cups of coffee
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consumption reduced insulin resistance and it
increased tissue adiponectin tissue levels
(Wedick et al., 2011).

Hyperlipidemia: Coffee contains cholesterol
increasing components such as diterpenes,
cafestol and kahweol but the concentrations of
these compounds depend on method of how
coffee is preparationed (Urgert et al., 1997). In a
study, the volunteers were dividedersed into
three groups. The first 2 groups consumed 4 to 6
cups of boiled or filtered coffee daily and the
other group was placebo. After 9 weeks, there
was significant rise in total serum cholesterol
levels in volunteers consuming boiled coffee and
there was no significant rise serum LDL levels in
this group.There was no significant difference in
serum lipid levels between other groups
(Grobbee et al., 1989). In another study, there
was no evidence about the filter coffee
increasing serum lipid levelsincrease dur to
filter coffee consumption (Lopez-Garcia et al.,
2006).

Homocysteine: It has been demonstrated that
coffee consumption may increase plazsma total
homocysteine levels in man as dose-
dependentlytedin researchs (Husemoen et al.,
2004). In a study, the homocysteine levels were
found higher in participants consuming one liter
of unfiltered coffee daily compared to those
consuming one liter of filtered coffee (Urgert et
al., 2010).

Stroke: Coffee consumption may reduce the risk
of stroke. The meta-analysis of seven
prospective studies demonstrated that 1 to 3
cups coffee consumption was associated with
reduced stroke risk. Other hand, it has been
observed that more than 6 cups of coffee
consumptioning did not reduce the stroke risk in
another study. According to researchers, the
coffee is not associated with high stroke risk but
habitual moderate coffee may provide protective
effects (D’Elia et al., 2012).

Cardiovascular heartdiseases: The studies that
have investigated the association between coffee
consumption and coronary heart diseases are
contradictory. In a meta-analysis with case-
control and cohort studies, the coffee
consumption was significant associated with
cardiovascular heart diseases in short-term but
same relationship could not been observed in
long-term (Greenberg et al., 2007). The

Van Sag Bil Derg 2019;12(2):25-31
researchers detected that coffee consumption
reduced CVD risks and inflammatory diseases in
only post menopousal women because of its
antioxidant and antiinflamatory properties
(Andersen et al, 2006). Butin 21 cohort
prospectivestudies, it has been observed that
moderate coffee consumption reduced CVD
risks in long- term. Also the adults consuming
moderate coffee had lower CVD risk compared
to those who less consumed (Wu et al., 2009). In
another study including patients with STEMI
history, there was no cardiacarrhythmia increase
in patients due to vagal tonus activation. The
researchers agree that the coffee consumption
may be confident the patients with STEMI
history (Richardson et al., 2009). In conclusion,
there are contradictions between studies and the
prospective cohort studies have not found
significant ~ associations  between  coffee
consumption and CVD risk (Higdonand Frei,
2006).

Heart Failure (HF): There was interesting
association between HF risk and coffee
consumption. In a recenly study, more or less

coffee consumption increased HF risk but 4 cups
of coffee consumption daily reducedHF risk. But
the patientswere not categorized according to
their sex, age, MI or DM history in this study
(Mostofsky et al., 2012).

Table 1. The cardiovascular effects of coffee on
human health

The acute effects of coffee are transient on blood
pressure and it may not increase the risk of
hipertension on chronic coffee consumers.

Coffee may reduce the development of T2DM risk.

The effect of coffee on serum lipid levels varies
according to types of cooking.

Although there is no strong evidence that coffee
reduced high stroke risk, moderate coffee consumption
may be protective against stroke.

There are contradictory claims about association
between coffee and CVD risk. But coffee may reduce
CVD risk in post menopousal womenbecause of
reduced inflammation.

Coffee consumption is confident for patients with
STEMI history.

The effects of coffee on HF changes as dose dependent
Coffee can reduce all-cause deaths by reducing
cardiovascular risk.

Coffeine does not cause serious ventricular and
supraventricular cardiac arrhythmias. Also, there is no

association between AF and coffee consumption.
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Cardiovascular mortality: The coffee was found
to be protective on cardiovascular mortality in
elderly patients in a study (Greenberg et al.,
2007). In another study, the participants with no
cancer and no CVD history were included and
they were followed during long-term. The
results of the study, it has been observed
showed that coffee consumption reduced all-
cause mortality due to moderately reduced risk
of CV disease mortality. Also decaffeinated
coffee slightly reduced in all-cause and CV
disease mortality (Lopez-Garcia et al., 2008).

Cardiac Arrhythmia: The recent studies
demonstrated that coffee consumption did not
increase arrhythmia risk. In a study, habitual
coffee consumption was inversely associated
with hospitalization due to cardiac arrhythmia
during long-term follow-up (Klatsky et al,
2011). According to recent studies, high doses
coffee consumption did not eaffect heartbeat
rate, available rhythmand did not cause serious
ventricular and supraventricular arrhythmias
(Newcombe et al., 1988). More recently, two
prospective studies could find no association
between coffee and the risk of atrial fibrillation
development atrial fibrillation (Wilhelmsen et
al., 2001).

The other effects of coffee on human health

Cancers: Many studies have shown that the
coffee consumption was associated with reduced
cancer risks but these studies were mostly case-
control studies (Nawrot et al., 2003). In the
result of the metaanalysis of 17 trials, four or
more cups daily coffee consumption causedby
24% reduction of colorekctal cancer risk
(Giovannucci et al., 1998). A prospective cohort
study indicated that increased  coffee
consumption was negatively correlatedion with
hepatocellular carcinoma risk (Inoue et al,
2005).

Cirrhosis: Coffee consumption was inversely
associated with risk of cirrhosis in several case-
control studies. A study in Norway, the death
from cirrhosis was found by 40% lower in
patients consuming two cups of coffee daily
compared to those who mnever consumed
(Tverdal et al., 2003).

Parkinson disease: Studies in animal models
submitted suggestedthat caffeine consumption
decreased the risk of Parkinson’s disease by

Van Sag Bil Derg 2019;12(2):25-31
protecting against dopaminergic neurotoxicity
(Schwarzschild et al., 2002). In a cohort study,
the coffee consumption prevented the death
from Parkinson diseases in men but not woman.
Perhaps eustrogen replacement theraphy may
decrease the benefit of coaffeinein women
(Ascherio and Chen, 2003).

Bone fracture: It is claimed that highmuch
coffee consumption provoked by 14% more bone
fracture because of negative effects on calcium
absorption and bone mineral density (Lee et al.,
2014; Heaney, 2002; Hallstrom 2013). However,
the researchers explored that 400mgcoffee
consumption daily might not damage the
calcium absorption and bone mineral density
(Wikoff et al., 2017).

Antiinflammatory and antioxidant effects:
Several studies have reported that coffee has
antinflammatory and antioxidant effects due to
bioactive components such as especially caffeine
and chlorogenic acid. The researchers agree that
coffee may prevent lipid peroxidation, DNA
damage and it may reduce the expression of pro-
inflammatory cytokines (Sukyoung et al., 2018).

Table 2. The other effects of coffee on human
health

It has anti-inflammatory and antioxidant

effects.

It decreases the risk of suicide and the
symptoms of depression.

It reduces the death from cirrhosis

It is associated with lower colorectal cancer
risks.

It has benefict effects on Parkinson disease.

It may have negative effects on bone
mineral density and may reduce calcium

absorption to bone.

Suicide, anxiety and depression: Each cup of
coffee can reduce the risk of suicide by 24%
(Kawachi et al., 1996). Also, the coffee
consumption may relieve the depreesion
symptoms and it is associated with lower risk of
anxiety (Tse et al., 2009; Wang et al., 2016).

Adverse effect of coffee and caffeine:

The coffee may cause tachycardia, palpitations,
insomnia, restlessness, nervousness, tremor,
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headache, abdominal pain, nausea, vomiting,
diarrhea and dieresis depending on caffeine
component of coffee (Engebretsen et al., 2001).
Caffeine may cause withdrawals symptoms
including headaches, fatigue, drowsiness, and
irritability,  difficulty = concentrating  and
depressed mood in consuminglong-
termconsumption (Dews et al.,, 1999). Caffeine
may increase the adverse effects of sympathetic

agents and acetaminophen. It may inhibit
antipsychotic agents’ elimination and
metabolism (Mendelsohn, 2001).

CONCLUSION

Although coffee is one of the mostconsumed
drinks and it has rich bioactive components, the
studies on human health are still controversial.
Therefore, health professionals should be aware
of the effects and side effects of coffee
consumption and  should be  careful.
Alsorandomized controlled prospective and
high-evidence studies that will clearly
demonstrate the effects of coffee consumption
on heart and human health are needed.
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