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Arastirma Makalesi / Research Paper
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Laboratuvar tasarimi bir HBV DNA kantitasyon protokolii rutin kullanima uygun
olabilir mi? — Ege Universitesi Klinik Viroloji Laboratuvari deneyimi

Would a laboratory designed HBV DNA quantification protocol be appropriate for
routine use? — Ege University Clinical Virology Laboratory’s experience

Ajda Turhan®  imre Altuglu?>  Selda Erensoy?  Righan Sertéz?

lEge Universitesi Tip Fakiiltesi, Kan Merkezi, izmir, Tiirkiye
2Ege Universitesi Tip Fakdiltesi, Tibbi Mikrobiyoloji Anabilim Dali, izmir, Tiirkiye

0z

Amag: Hepatosellller karsinoma ve fatal karaciger hasarina yol agmasi nedeniyle llkemizde de 6nemli bir halk
saghgi sorunu olan kronik Hepatit B enfeksiyonunun izleminde Hepatit B viris (HBV) DNA kantitasyonu énemli bir
gbstergedir. Klinik viroloji laboratuvarlarinda HBV DNA kantitasyonu igin kullanilan birgok farkli ydontem ve sistemler
mevcuttur. Bu calismanin amaci laboratuvar tasarimi gergek zamanli bir PCR protokoliin Ege Universitesi Tip
Fakdlltesi Hastanesi Tibbi Mikrobiyoloji Anabilim Dali Viroloji/Molekiler Biyoloji laboratuvarinda ABI Prism 7500 (PE
Biosystems) icin uygunlugunun degerlendiriimesi ve rutin kullanilan HBV DNA test COBAS AmpliPrep-COBAS
TagMan 48 (CAP-CTM; Roche, Branchburg, NJ) HBV DNA testi ile karsilastiriimasidir.

Gere¢ ve Yontem: HBV DNA saptanmasina yonelik gelistiriimis, laboratuvar tasarimi, Tagman teknolojisine
dayanan, bir gercek zamanl test Ege Universitesi Tip Fakiiltesi Hastanesi Tibbi Mikrobiyoloji Anabilim Dali
Viroloji/Molekuler Biyoloji laboratuvarinda denendi. Rutin HBV DNA kantitasyonu amaciyla génderilen 332 6rnek
calismaya alindi ve kullaniimakta olan HBV DNA test COBAS AmpliPrep-COBAS TagMan 48 HBV DNA testi ile
karsilagtiriidi.

Bulgular: 332 6rnegin 176’sinin sonuglari protokolin dinamik araligi iginde idi. Dinamik aralk icinde olan 176
ornegin kantitatif sonuglari uyumlu idi. 106 6rnek her iki sistem ile negatif bulundu.

Sonug: Laboratuvar tasarimh HBV DNA kantitatif protokoliintin klinik viroloji laboratuvarinda uygulanabilir, rutin tani
ve klinik pratikte HBV ile infekte hastalarin izlenmesi igin uygun, ucuz, genis dinamik aralik saglayan bir yontem
oldugu sonucuna varildi.

Anahtar Sozciikler: Kronik HBV enfeksiyonu, HBV DNA kantitasyonu, ger¢cek zamanl PCR.

Abstract

Aim: Hepatitis B virus (HBV) DNA quantification is an important indicator during the follow-up of chronic hepatitis B
infection, which has a major public health impact in Turkey due to its hepatocellular carcinoma and fatal liver damage
end-points. There are many different methods and systems used in clinical virology laboratories for HBV DNA
quantification. The aim of this study was to test whether a laboratory designed real time assay protocole would be
compatible with ABI Prism 7500 (PE Biosystems) in Ege University Medical School’s Virology/Molecular Biology
laboratory and to compare it with the routinely used COBAS AmpliPrep-COBAS TagMan 48 (CAP-CTM, Roche,
Branchburg, NJ) HBV DNA test.

Materials and Methods: A real time test based on Tagman technology to detect HBVY DNA was designed in the
Virology/Molecular Biology Laboratory of Ege University Medical School’s Medical Microbiology Department and it
was evaluated. 332 samples sent to the laboratory for HBV DNA quantification were included in the study and were
compared with the COBAS AmpliPrep-COBAS TagMan 48 HBV DNA test routinely used in the laboratory.

Results: HBV DNA results of 176 out of 332 samples were in the dynamic range of the protocol. The quantitative
results of 176 samples in dynamic range were concordant. The results of 106 samples were negative according to
both systems.

Yazisma Adresi: Ajda TURHAN
Ege Universitesi Tip Fakiiltesi, Kan Merkezi, izmir, Tirkiye
Makalenin Gelig Tarihi: 17.07.2014 Kabul Tarihi; 14.08.2014
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Conclusion: The laboratory designed HBV DNA quantification protocole can be used in the clinical virology
laboratory for the routine diagnosis and follow-up of HBV infected patients and it is a suitable and cheap method

enabling a wide dynamic range.

Keywords: Chronic hepatitis B infection, HBV DNA quantification, real time PCR.

Girig

Kronik HBV enfeksiyonu, hepatoselliler karsinomanin
major risk faktori olmasi ve fatal karaciger hasari
yaratmasi nedeniyle 6énemli bir halk saghgi sorunudur
(1). Dinya genelinde tahminen 350 - 400 milyon Kkisi
Hepatit B virlisu ile kronik olarak enfektedir (2). Global
olarak bu enfeksiyonlar en yaygin 6lim nedenleri
arasinda onuncu sirada yer almakta (3), yilda yarim
milyon insan kronik Hepatit B enfeksiyonu nedeniyle
Olmektedir (4).

Hepatit B virist (HBV) viremisi kronik HBV enfeksiyonu-
nun progresyonunda o©Onemli bir risk faktéradar,
dolayisiyla kanda HBV DNA kantitasyonu kronik
enfeksiyonun izleminde ve hasta yonetiminde 6énemli bir
gosterge olmaktadir (5). HBV DNA saptanmasi ve
kantitasyonu;

1. Karaciger hastaiginin  prognozunu belirlemede
(siroza ya da hepatoselliler karsinoma progresyon
riski),

2. Antiviral tedaviye gereksinim duyan
belirlenmesinde,

hastalarin

3. Virolojik yanitin ve antiviral
izlenmesinde kullaniimaktadir (6).

tedaviye direncin

Gunimuzde DNA saptanmasi ve kantitasyonuna yonelik
bircok yontem bulunmaktadir. Hibrid yakalama ya da
PCR veya dalii DNA teknolojisi yoluyla sinyal
amplifikasyonu temeline dayanan bu yontemler zayif
analitik duyarliik ve HBV DNA kantitasyon aralidinin dar
olmasi gibi dezavantajlara sahiptirler. Son yillarda
gercek zamanli PCR temeline dayali yontemler gelistiril-
migtir. Analitik duyarliliklari (alt saptama sinin 10-20
IU/mL), spesifikligi, rutine uyarlanabilirligi ve genis
dinamik araligi nedeniyle bu testler hem saptama hem
de DNA kantitasyonunda onerilen testlerdir (7-10).
Dinya Saghk Orgiiti, HBV DNA konsantrasyonu
ifadesinin normalizasyonu igin uluslararasi bir standart
belirlemistir (11). Karsilastinlabilirligi saglamak adina
serum HBV DNA diizeyleri IU/mL olarak ifade edilmeli ve

antiviral  etkinligi ~ degerlendirmek adina  hasta
ybnetiminde ayni test kullaniimalidir (12).
Ege Universitesi Tip Fakiiltesi Hastanesi Tibbi

Mikrobiyoloji Anabilim Dali Viroloji/Molekuler Biyoloji
laboratuvarinda da HBV-DNA testi en g¢ok galisilan
nikleik asit testidir. 1993’den beri HBV-DNA duzeyini
belirlemek icin satin alma sistemlerine bagh olarak
rutinde degisik ticari yontemler kullaniimigtir.

Laboratuvar tasarimli bir testin ise HBV enfeksiyonu
ybnetimi gibi iddiali bir alanda kullanilabilmesi igin
yontemin olabildigince guvenilir olmasi gerekir. Bu
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amagcla Erasmus MC Molekdler Biyoloji béliminde 2000
yilindan beri rutin olarak galisilan bir HBV DNA protokoli
secilmistir. Pas ve ark. (13), tasarladiklari bu gercek
zamanli PCR ydntemiyle kantitatif HBV-DNA testini ABI
7700 cihazinda gegerlilik ve performansini degerlen-
direrek yayinlamislardir. Bu protokol ile kantitatif HBV
DNA testini uygulayan gesitli merkezler bulunmaktadir.
Ancak rutin uygulamaya gegmeden o6nce laboratuvar
kosullarinda yontemin gecerlilik calismalarinin yapiimasi
sarttir.

Bu calismada, ayni protokolin laboratuvarimizda ayni
kosullarda kronik B Hepatitli hastalarin tani, takip ve
izleminde ABI Prism 7500 (PE Biosystems) igin
uygunlugunun degerlendirilmesi ve rutin kullanilan HBV
DNA test COBAS AmpliPrep-COBAS TagMan 48 (CAP-
CTM; Roche, Branchburg, NJ) HBV DNA testi ile
karsilastirlmasi amaglanmis ve standardize edilerek
rutine uyarlanmasi planlanmistir.

Gereg ve Yontem

Klinik Mikrobiyoloji laboratuvarina rutin HBV DNA
kantitasyonu amaciyla génderilen 332 érnek calismaya
alindi ve nukleik asit izolasyonu EZ1 Virus Mini Kit v2.0
kiti ile BioRobot EZ1 Advanced istasyonunda (Qiagen,
Germany) yapildi. Daha o6nce Pas ve arkadaslari
tarafindan ABI Prism 7700 cihazi igin tasarlanan gergek
zamanli HBVY DNA PCR protokolu (13), protokoliin
tanimlandigi laboratuvardan tum ayira¢c ve geregleri,
primer ve problari saglanacak sekilde uygulandi.

Primerler ve prob HBV genomunun pre-S bdlgesini
hedef almaktaydi. Isi déngl programi tanimlanan sekilde
uygulandi (2 dakika 50°C, 10 dakika 95°C’nin ardindan
50 dongu - 15 saniye 95°C ve 60 saniye 60°C).

Her 6rnek protokolde tanimlandigi tzere cift calisildi ve
iki sonucun ortalamasi degerlendirmeye alindi. Testin
dinamik arahgi 373-10" kopya/ml, analitik duyarlihgi 373
kopya/ml idi. Ornekler laboratuvarimizda HBV DNA
kantitasyonu i¢in rutin olarak COBAS AmpliPrep-COBAS
TagMan 48 (CAP-CTM; Roche, Branchburg, NJ) ile
calisildi (54-1.1 x 10% [U/mL).

Protokoliin  analitik duyarliik ve dinamik aralik
calismalarn VQC (Viral Kalite Kontrol panelleri-Hollanda)
referans serumlari ile caligilarak tanimlandi. Acgilan her
yeni reaktifin kontroli HBV DNA VQC paneli ile gift
calisilarak yapildi.

Bulgular

332 ornegin 176’sinin  sonuglari protokoliin dinamik
araligi iginde idi. Dinamik aralik iginde olan 176 6rnegin
kantitatif sonuglari uyumlu idi (r2:0.88) (Sekil-1). 106

Ege Tip Dergisi



ornek her iki sistem ile negatif bulundu. Geri kalan 50
ornek icinde; 14’0 her iki ydontemin st saptama sinirinin
Uzerinde oldudu icin kantitatif kargilastirma yapilamadi. 30
ornek ABI Prism 7500 (PE Biosystems) ile disik pozitif
ancak COBAS AmpliPrep-COBAS TagMan 48 (Roche,
Branchburg, NJ CAP-CTM) ile negatif idi. Alti 6rnek ABI
Prism 7500 (PE Biosystems) ile negatif COBAS
AmpliPrep-COBAS TagMan 48 (Roche, Branchburg, NJ
CAP-CTM) ile dusik pozitif olarak saptandi. 176 6rnegin
disindaki 6rneklerin sonuglari Tablo-1'de gériimektedir.

Laboratuvar dizaynt HBV-DNA testi and Cobas

Tagman' in lineer karsilagtirmasi
= 1,0471x + 0,343

12 R® = 0,8802

Lab. dizaym protokol log

Cobas Tagman log

Sekil-1. 176 ornekte laboratuvar dizayni protokol ve Cobas
Tagman'’in lineer karsilagtirmasi.

Tablo-1. 176 Ornegin Disindaki Orneklerin Laboratuvar Dizayni

Protokol ve Cobas  Tagman Sonuglarinin
Karsilastiriimasi.
176 ORNEGIN
LAB COBAS DISINDAKI TO§XQ¥A332
: 156 ORNEK | ; iy
PROTOKOL TAQMAN ici ICERISINDEN
CIN SAYI VE ORAN (%)
ORAN (%) °
Negatif Negatif 106 (68) 31.9
Ust Ust
Saptama | Saptama 14 (8,9) 4.2
Siniri Siniri
Pozitif Negatif 30 (19.3) 9.0
Negatif Pozitif 6 (3.8) 1.8
156 (100) 46.9
Tartisma

Halen HBV enfeksiyonunun tani ve rutin izleminde
dinamik araliklari, birimleri birbirinden farkli pek c¢ok
yontem kullaniimaktadir. Kronik B hepatitli hastalarin
DNA olgumlerinin degerlendiriimesinde gerekli dizeyleri
kapsayabilmek igin farkli dinamik araliga sahip testlerin
veya ek sulandirm basamaklarinin  kullaniimasi
gerekmektedir (14,15,16). Yontem farkhligi nedeniyle
sonuglarin  birbirine gevrilememesi hasta izleminde
sikinti yaratmaktadir. Ulkemizde hastalarin ayni yéntem
ile izlenememesi bir diger sorundur. Gergek zamanli
PCR teknolojisinde daha genis dinamik aralik ve yuksek
duyarlilik saglanabilir. Bu yontem, mI'de 373-10"° kopya
araliginda HBV DNA'yi dilusyon ya da konsantrasyon
gereksinimi olmadan saptayabilmektedir.

Ozellikle antiviral tedavi alan hastalarda érnegin HBV
DNA dizeyinin hangi araliklarda beklendigi bilinmedigin-
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den tekrarlayan testlere gereksinim duyulmaktadir (17).
Tarif edilen gercek zamanh PCR yOntemi ile bu problem
ortadan kalkmistir. Ayrica bu teknoloji HBV DNA
kantitasyonunu, spesifik sekanslari saptamak igin gerekli
olan PCR amplikon igleme adimlarina ihtiya¢ olmadan
kolayca gergeklestirebildiginden kullaniimakta olan
yontemlerin yerini alabilir (18). Ancak rutin tani
laboratuvarlarinda kullanilabilmesi igin kantitatif viral
testlerin  guvenilirliginin  kanitlanmasi,  dolayisiyla
laboratuvarin testleri yeterince galisma ile kontrol edip
degerlendirmesi gerekir.

Calismamizda 176 6rnek (%53) her iki testin dinamik
araligi icinde olup sonuglari birbirleri ile uyumlu olarak
saptanmistir (Sekil-1). Diger yandan 176 6rnegin disinda
kalan 156 6rnekten 106 tanesi (%31,9) her iki yontemle
de negatif olarak bulunmustur. Yine 14 érnek (%4,2) her
iki sistemle de uUst saptama sinirinin Uzerinde olarak
saptanmig fakat bu nedenle kantitatif karsilastirma
yapilamamigtir. Karsilagtirmali  sonuglarin  uyumsuz
olarak gozlendigi 36 6rnekten 30 tanesi (%9) ABI Prism
7500 (PE Biosystems) ile disuk pozitif, diger negatif
olarak saptanmis olup ABI Prism 7500 (PE Biosystems)
lehine degerlendirilerek duyarhliginin daha ylksek
oldugunu dustndirmdstir. 176 6rnegin disindaki 156
ornege ait veriler Tablo-1'de izlenmektedir.

Bu yb6ntem rutin tani ve klinik pratikte HBV ile infekte
hastalarin izlenmesi icin uygun, ucuz, genis dinamik
arallk saglayan bir ydntem olmakla birlikte, dusuk
pozitifliklerdeki farkli sonuglar dusik degerlerde rastlan-
tisal 6rneklemeye bagl farkl sonuglar elde edilebilir
olmasindan (Poisson dagilimi) kaynaklanmaktadir. In
house PCR yontemlerinde, standardizasyon sorunlari,
yalanci pozitifik ya da kontaminasyon gibi rutin klinik
diagnostik kullanimda onlari uygunsuz kilan problemler
olusabildigi bilinmektedir (19). Buna ragmen, ticari ya da
in house yoOntemlerde hala en krittk adim 06rnegin
hazirlanmasidir. lyi laboratuvar uygulamalari prensiple-
rine dikkat edilerek gerceklestirildigi takdirde kontami-
nasyon oOnlenebilmektedir. Calismada, kontaminasyona
bagli yalanci pozitiflik olasihgi PCR calisma kurallarina
dikkat edildigi ve sik kontaminasyon kontroli yapildigin-
dan dislanmigtir. Ayrica her 0Ornegin cift calisiimasi,
yalanci pozitifligin kolaylikla gdzlenebilmesini saglamistir.

Sonug

Laboratuvar tasarimli HBV DNA kantitatif protokolu gibi
ucuz, standart, rutine kolay uyarlanabilen yoéntemlerin
varlig1 hasta yénetiminde standardizasyonu ve ekonomik
avantaji saglayabilecektir. Tasarlanan bu ydntemin
kantitasyon araliginin genis olmasi ile hastalarin tedavi
endikasyonundan itibaren ayni ybntem ile izlenebil-
mesine olanak vermektedir. Sonu¢ olarak, bu yéntem
klinik viroloji laboratuvarinda HBV DNA o&lgimu igin
uygulanabilir bir yéntemdir. Ancak distik pozitifliklerdeki
farkh sonuglar yine hasta takibinde tek ydntemin
kullanilmasinin uygun oldugunu gostermektedir.
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Bir universite hastanesine bagvuran gebe kadinlarda Toxoplasma gondii
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0z

Amag: Toksoplazmoz, insanlari da igeren sicakkanh hayvanlari enfekte eden zorunlu hiicre igi paraziti olan
Toxoplasma gondii'nin neden oldugu zoonotik karakterli bir hastaliktir. Bu galismada Rize’de Universite hastanesine
basvuran gebe kadinlarda T. gondii seroprevalansinin tespit edilmesi amaclanmigtir.

Gere¢ ve Yontem: Bu retrospektif calismada, hastanemiz gebe poliklinigine 31.07.2009 ile 01.08.2014 tarihleri
arasinda bagvuran 1046 gebenin anti-T. gondii IgM ve 325 gebenin anti-T. gondii IgG antikor degerleri incelendi.

Bulgular: Anti-T. gondii IgG dlgiimiine gore olgularin %55,5’inin sonucu negatif, %3.4’Unln ara deger ve %41.1’inin
sonucu pozitif olarak saptanmistir. Anti-T. gondii IgM 6lgimiine gdre olgularin %94.6’sinin negatif, %1.1’inin ara
deger ve %4.3'Unun sonucu pozitif olarak saptanmigtir.

Sonug: Gebe kadinlarda T. gondii seropozitifik oranlari ilimizde diger illerin ortalamalarinin hafif zerindedir.
Ozellikle gebe ve dogurganlik cagindaki kadinlara bu enfeksiyondan korunma yollari hakkinda egitim verilmesinin
onemli ve gerekli oldugunu disiunmekteyiz.

Anahtar Sozciikler: Toxoplasma gondii, gebelik, seroprevalans.

Abstract

Aim: Toxoplasmosis is a zoonosis caused by the obligate intracellular parasite Toxoplasma gondii, which infects
warm-blooded animals, including human beings. In this study, we aimed to determine the seroprevalence of T. gondii
among pregnant women admitted to an university hospital in Rize.

Materials and Methods: In this retrospective study, 1046 pregnant women admitted to our obstetric outpatient clinic
between 31.07.2009 and 01.08.2014, were investigated for anti-T. gondii IgM antibody and 325 pregnant women
were investigated for anti-T. gondii IgG antibody.

Results: Anti-T. gondii IgG results of the patients were found as negative in 55,5%, gray zone in 3,4% and positive in
41,1%. Anti-T. gondii IgM results of the patients were 94,6% negative, 1,1% gray zone and 4,3% positive.

Conclusion: The seropositivity of T. gondii is slightly higher among pregnant women in our city than other cities. We
think that it is important and necessary to give education to pregnant and fertile women about protection ways of this
infection.

Keywords: Toxoplasma gondii, pregnancy, seroprevalence.

Giris Pozitif testlere iliskin degisken yizdelerle birlikte hemen
Toksoplazmoz, insanlari da iceren sicakkanli hayvanlarr ~ hemen her ilkede, her gesit iklimde ve sosyal ortamda
enfekte eden zorunlu hiicre ici paraziti olan T. gondiinin ~ Pulunmaktadir _(1'_2)- Ik _ trlmest.erc.le bulr—:lgma3|
neden olduju zoonotik (hayvanlardan insanlara durumunda, konjenital enfeksiyon, ciddi hastaliga yol
bulasabilen) karakterli bir hastaliktir. acabilmektedir (3). Konjenital enfeksiyonda, fetiiste dusuk

veya Oli dogumu da iceren g¢ok cesitli belirtiler
gorilebilmektedir. Konjenital toksoplazmozu olan yasayan
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SSS tutulumuna iligkin semptomlar gelistiren goérinlse
gére normal bir bebegdi icermektedir (4). T. gondii, 2
yasam dongusline sahiptir: seksltel dongu yalnizca
kedilerin ince bagirsaklarinda olusurken, aseksuel déngu
enfekte hayvanlar ve insanlarda gergeklesmektedir (5,6).
insanlarda, enfeksiyon, gogunlukla ¢iy veya az pismis
etin tiketiimesi ile bulagsmaktadir. Enfeksiyon, ayni
zamanda, ylkanmamis sebze ve meyvelerin yenmesi,
enfekte kedilerin digkilarina itrah edilen oositleri igeren
suyun igilmesi, kedi digkisi veya topragiyla temasla da
bulasabilmektedir.

Bu enfeksiyon, diinya genelinde, degisik Ulkelerde, ayni
Ulkedeki cografi alanlarda ve ayni bdlgedeki farkl etnik
gruplarda yaygindir (7,8). Bu nedenle, degisik erigkin
insan populasyonlari ile bu popllasyonlarin bireylerinde
%9,1 ile %97,4 arasinda degisen oranlarda anti-T. gondii
antikorlari saptanmistir (9,10). Tirkiye'de seroprevalans
%30.1 ile %60.4 arasinda degismektedir (11). Bu
calismada Rize’'de universite hastanesi gebe poliklinik-
lerine rutin muayene igin basvuran gebe kadinlardaki T.
gondii seroprevalansinin tespit edilmesi amaclanmigtir.

Literatirde, Rize ilinde bu calismayla iligkili veri
bulunmamaktadir.
Gereg ve Yontem
Bu c¢alismada hastanemizin gebe poliklinigine

31.07.2009 ile 01.08.2014 tarihleri arasinda basvuran
1046 gebenin anti-T. gondii IgM ve 325 gebenin anti-T.
gondii IgG antikor degerleri retrospektif olarak incelendi.
Hastalar yas olarak 25 ve alti, 26-35 arasi, 36 ve Ulzeri
olarak 3 gruba ayrildi. Hastalarin antikor degerleri
Hastanemiz Mikrobiyoloji ve Klinik Mikrobiyoloji Seroloji
Laboratuvarinda Abbott firmasinin Architect Toxo-IgG ve
IgM ticari kitleri kullanilarak saptandi. Polikliniklere rutin
gebelik takibi igin bagvuran kadinlardan alinan kan
Orneklerinden  santrifij sonrasi  ayrilan  serumlar
bekletimeden ayni glin igerisinde kemiliminesan
mikropartikil immudnoassay (CMIA) yontemi (Architect,
Abbott, USA) ile caligildi. Sonuglar degerlendirilirken
kitin degerlendirme kriterlerine uygun olarak anti-T.
gondii 1gG igin <1.6 degerler negatif, 1.6-3.0 arasi
degerler ara deger, >= 3.0 degerler pozitif olarak kabul
edildi. Anti-T. gondii IgM icin < 0.5 degerler negatif, 0.5-
0.6 arasi deg@erler ara deger, >= 0.6 degerler ise pozitif
olarak kabul edildi.

istatistiksel analizler icin NCSS (Number Cruncher
Statistical System) 2007&PASS (Power Analysis and
Sample Size) 2008 Statistical Software (Utah, USA)
programi kullanildi. Caligma verileri degerlendirilirken
tanimlayici istatistiksel yéntemler (Ortalama, Standart
Sapma, Medyan, Frekans, Oran, Minimum, Maksimum)
kullanildi. Arastirma oncesi Recep Tayyip Erdogan
Universitesi Girisimsel Olmayan Klinik Arastirmalar Etik
Kurulu’ndan onay alindi.
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Bulgular

Calisma, anti-T. gondii IgG bakilan 325 olgu ve anti-T.
gondii IgM bakilan 1046 olgu Uuzerinde yapilmigtir.
Calismaya katilan olgularin yaslari 18 ile 56 yil arasinda
degismekte olup, ortalama yas 30,73+6,20 yil olarak
saptanmistir. Olgularin %20,9'u (n=68) 25 yas ve altinda
gbzlenirken, %59,7’si (n=194) 26 ile 35 yas arasinda ve
%19,4'0 (n=63) 36 yas ve Ulzerinde godzlenmektedir.
Calismaya katilan olgularin anti-T. gondii IgG &lgimleri
0,00 ile 650,00 arasinda degismekte olup, ortalama
51,83+£129,56 olarak saptanmigtir. Anti-T. gondii 1gG
Olgimine goére olgularin %55,5'inin (n=178) anti-T.
gondii IgG sonucu negatif, %3,4’Unldn (n=11) ara deger
ve %41,1’inin (n=132) anti-T. gondii IgG sonucu pozitif
olarak saptanmigtir (Tablo-1).

Yas! 25 ve daha alti olan olgularin %57,6’sinda (n=38)
anti-T. gondii IgG sonucu negatif gbzlenirken, %6,1’'inde
(n=4) anti-T. gondii IgG sonucu ara deger ve
%36,4’uinde (n=24) pozitif olarak gézlenmektedir. Yasi
26 ile 35 arasi olan olgularin %57’sinde (n=110) anti-T.
gondii IgG sonucu negatif olarak gozlenirken, %2,1'inde
(n=4) ara deger ve %40,9'unda (n=79) anti-T. gondii IgG
sonucu pozitif olarak gdzlenmektedir. Yasi 36 ve Ulzeri
olan olgularin %48,4’inde (n=30) anti-T. gondii 1gG
sonucu negatif olarak gozlenirken, %4,8’'inde (n=3) ara
deder ve %46,8’'inde (n=29) anti-T. gondii IgG sonucu
pozitif olarak gézlenmektedir (Tablo-1).

Tablo-1. Anti-T. Gondii Igg Olciim Sonuglari Mevcut Olan
Olgularin Dagilimlari.

Min — Max Ort+SD
Yas (Yil) 18 - 56 30.73+6.20
Anti-T. gondii IgG 0.00 — 650.00 51.83+£129.56
n %
<25 68 20.9
Yas grup 26-35 194 59.7
236 63 19.4
Anti-T. Negatif 178 55.5
gondii Ara
IgG gore Deger 1 34
sonug Pozitif 132 41.1
<25Yas 26-35Yas 236 Yas
n (%) n (%) n (%)
. 38 110 30
Negatif
AntiT. 9 (%57.6) (%57.0)  (%48.4)
gondii Ara 4 4 3
IgG Deger (%6.1) (%2.1) (%4.8)
sonucu 24 79 29
Pozitif (%36.4)  (%40.9)  (%46.8)

Calismaya katilan olgularin yaslari 15 ile 55 yil arasinda
degismekte olup, ortalama 30.17+6.04 vyl olarak
saptanmistir. Olgularin %23.1’i (n=241) 25 yas ve
altinda gdézlenirken, %59.4’G (n=621) 26 ile 35 yas
arasinda ve %17.51 (n=62) 36 yas ve Uuzerinde
g6zlenmektedir. Calismaya katilan olgularin anti-T. gondii
IgM olgiimleri 0.02 ile 13.86 arasinda degismekte olup,
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ortalama 0,20£0,51 olarak saptanmistir. Anti-T. gondii IgM
Olgimiine gobre olgularin %94,6’sinin  (n=989) anti-T.
gondii IgM sonucu negatif, %1,1’inin (n=12) ara deger ve
%4,3'Unlin (n=45) anti-T. gondii IgM sonucu pozitif olarak
saptanmistir (Tablo-2).

Tablo-2. Anti-T. Gondii Igm Olgiim Sonuglari Mevcut Olan
Olgularin Dagilimlar.

Min-Max Ort+SD
Yas (Y1) 15-55 30,17+6,04
Anti-T. gondii IgM 0,02 -13,86 0,20+0,51
n %
<25 241 23,1
Yas grup 26-35 621 59,4
2 36 183 17,5
Anti-T. Negatif 989 94,6
gondii IgM  Ara Deger 12 11
sonug Pozitif 45 4,3
<25Yas 26-35Yas =236 Yas
n (%) n (%) n (%)
. 224 588 176
Anti-T.  NeGAUT oien ) (94,7)  (%96,2)
gondii Ara
IgM Ded 1 (%0,4) 10 (%1,6) 1 (%0,5)
eger
sonucu
Pozitif 16 (%6,6) 23 (%3,7) 6 (%3,3)

Yasi 25 ve daha alti olan olgularin %92,9'unda (n=224)
anti-T. gondii IgM sonucu negatif gézlenirken, %0,4’tUnde
(n=1) anti-T. gondii IgM sonucu ara deger ve %6,6’sinda
(n=16) pozitif olarak gézlenmektedir. Yasi 26 ile 35 arasi
olan olgularin %94,7’sinde (n=588) anti-T. gondii IgM
sonucu negatif olarak gozlenirken, %1,6’sinda (n=10)
ara deger ve %3,7’sinde (n=23) anti-T. gondii IgM
sonucu pozitif olarak gozlenmektedir. Yasi 36 ve (zeri
olan olgularin %96,2’sinde (n=176) anti-T. gondii IgM
sonucu negatif olarak gozlenirken, %0,5'inde (n=1) ara
deger ve %3,3'Unde (n=6) anti-T. gondii IgM sonucu
pozitif olarak gdézlenmektedir (Tablo-2).

Tartisma

Toksoplazmoz, zorunlu hiicre i¢i paraziti olan T. gondii
tarafindan olusturulan bir hastaliktir (12). Parazitle temas
eden ve immun sistemi saglam olan ¢ogu kisi semptom
gelistrmez veya ates, bas agrisi, kas agrisi ve
lenfadenopatiyi iceren nonspesifik nezleyi andiran
semptomlar yasayabilir (13). Tehlikeli olarak, hamilelikte
bir T. gondii enfeksiyonun bulagsmasi durumunda, parazit
plasenta yoluyla fetise de bulastirilabilir ve konjenital
toksoplazmoz ile sonuglanabilir (14). Enfeksiyon erken
hamilelikte fetal bulas bakimindan kiglk bir risk
tasimakla birlikte (%6’dan daha az), Uglncl trimester-
deki bulas oranlari %60 ile %81 arasinda degismektedir
(15). Tersine, embriyogenez sirasinda T. gondii bulagi
nadir olmakla birlikte, enfeksiyon fetlis Gizerinde ¢ok daha
ciddi etkilerle sonuglanmaktadir. Buna karsilik, Ugtincu
trimesterdeki maternal enfeksiyon, siklikla asemptomatik
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yenidoganlarla sonuglanmaktadir. Yine de, uygun sekilde
tedavi edilmemesi durumunda, bu yenidodanlar ¢cocukluk
ve erken erigkinlik déneminde retinokoriodit ve nérolojik
defisitler gelistirebilirler (16).

T. gondii prevalansi dinyada cografi konuma, sosyo-
ekonomik kosullara, beslenme aligkanliklarina gore
degisiklik gdstermektedir. Toxoplasma seropozitivitesi
Fransa kirsalinda yapilan bir calismada %47 (17) olarak
rapor edilmistir. Brezilya'da %62.8 (18) gibi seropozitiflik
oranlari  bildirilirken Norve¢'te daha dugslk oranlar
bildiriimistir. Norvec'te 35.940 gebe kadin arasinda yapilan
bir galismada anti-T. gondii 1gG pozitifligi orani %10.9
olarak belirtilmistir (19). Turkiye’de bildirilen T. gondii
seropozitiflik oranlari %30.1 ile %60.4 arasinda degismek-
tedir (11). Ulkemizde cografi konuma bagl olarak T. gondii
prevalansi degisik oranlarda rapor edilmistir. Beslenme
aliskanliklarina bagli olarak Giineydogu Anadolu Boélge-
sinde oranlar daha yiiksek bildirilmistir. Ulkemizde gebe
kadinlarda vyapilan c¢alismalarda bildirilen T. gondii
seropozitiflik oranlari istanbul'da 1gG %43, IgM %0.7 (20),
Denizli'de IgG %37, IgM %1.4 (21), Kahramanmaras'ta IgG
%471, IgM %2.26 (22), Afyon'da 1gG %22.7, IgM %1.6
(23), Adiyaman’da 1gG %48.4, IgM %0.65 (24), Artvin'de
1gG %30.3, IgM %1.3 (25), Van'da 1gG %36.0, IgM %0.3
(26), Kayseride IgG %33.9 (27), Edirme’de 1gG %31.95,
IgM %0.97 (28), Sanliurfa’da dodurganlik ¢cagindaki gebe
ve gebe olmayan kadinlarda sirasiyla 1IgG %68.9 ve %63,
IgM %2.8 ve %3.0 olarak bildirilmistir (29). En yliksek
oranlar Sanhurfa’da bildirilmigtir. Bunun sebebi olarak da
yorede ¢ig kofte yeme aliskanliginin gok yaygin olmasi ve
hijyenik kosullarin yetersizliginin gosterilebilecegdi vurgulan-
mistir.

Calismamizda 325 gebe Uzerinde yapilan taramada anti-T.
gondii IgG pozitifligi %41.1 olarak saptanmis, 1046 gebe
Uzerinde de anti-T. Gondii IgM taranmis ve pozitiflik % 4.3
olarak tespit edilmistir. Ug ayri yas grubuna ayirdigimizda
seropozitiflik oranlari 25 yas ve alti grubunda 1gG % 36.4,
IgM %6.6, 26-35 yas grubunda I1gG %40.9, IgM %3.7, 36
yas ve Uzeri grubunda IgG %40.9, IgM %3.3 olarak tespit
edilmistir. Bizim sonuglarimiz genel Turkiye ortalamasinin
icindedir. Ancak seropozitiflik oranlari gtineydogu illeri kadar
ylksek olmamakla beraber, diger illere goére yiksek
bulunmustur. Yas gruplarina gore degerlendirdigimizde ileri
yaslarda seropozitifik oranlari artmaktadir. Bunu yeme
aliskanliklarina ve hijyenik kosullara baglamaktayiz.

Sonug

T. gondii seropozitifik oranlari ilimizde diger illerin
ortalamalarinin hafif Gzerindedir. Bunu yeme aligkanlklari
ve hijyenik kosullara baglamaktayiz. Bu sebeple
bélgemizde T. gondii agisindan tarama yapiimasi uygun
olacaktir. Ozellikle gebe ve dogurganlik gagindaki kadinlara
bu enfeksiyondan korunma yollari hakkinda egitim
verilmesinin  6énemli ve gerekli oldugu kanaatindeyiz.
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Risk factors for febrile neutropenic attacks in patients who were given
chemotherapy treatment for hematological malignancies

Hematolojik malignite nedeniyle kemoterapi verilen hastalarda febril nétropenik atak
gelisimi icin risk faktorleri
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Abstract

Aim Febrile neutropenic attacks are an important problem during and after chemotherapy. We retrospectively
reviewed the records of patients who were administered chemotherapy treatment to identify the risk factors for febrile
neutropenic attacks.

Materials and Methods: A total of 261 inpatient periods that included 154 patients (92 male and 62 female) between
2004 and 2006 were analyzed retrospectively. The median age was 49.5 (range, 17-80) years. Patients’ clinical and
demographic data were collected. We analyzed the relationship between febrile neutropenic attacks and clinical
variables (diagnosis, age, sex, chemotherapy regimen, stem cell transplantation, the length of the neutropenic period,
the presence of central venous catheter, and granulocyte colony stimulating factor [G-CSF] use) by a stepwise
logistic regression model.

Results: Febrile neutropenic attacks were detected in 201 (77%) inpatient periods. A diagnosis of acute leukemia
(OR: 3.36, 95% CI: 1.16-9.78, p=0.02), stem cell transplantation (OR: 8.77, 95% CI: 2.41-31.821, p=0.001), G-CSF
use (OR: 8.46, 95% CI: 3.28-22.04, p=0.000) and length of the neutropenic period = 10 days (OR: 4.01, 95% CI:
0.83-19.24, p=0.001) were risk factors for febrile neutropenic attacks.

Conclusion: Acute leukemia, stem cell transplantation, length of the neutropenic period = 10 days and treatment
with G-CSF were the most important risk factors for febrile neutropenic attacks. The result that G-CSF was a risk
factor for febrile neutropenia was attributed to the fever-inducing effect of this drug. The use of G-CSF should be
questioned in neutropenic patients with fever, especially in those without signs and symptoms of infection.

Keywords: Chemotherapy, febrile neutropenic attacks, hematological malignancy, risk factors.

0z

Amag: Febril nétropenik ataklar kemoterapi sirasinda ve sonrasinda énemli bir problemdir. Biz febril nétropenik atak
icin risk faktdrlerini saptamak icin kemoterapi alan hastalarin kayitlarini geriye déniik olarak inceledik.

Gereg ve Yontem: Toplam 154 (92 erkek ve 62 kadin) hastanin 2004-2006 yillari arasindaki 261 yatis periyodu
geriye dénlik olarak analiz edildi. Ortanca yas 49.5 (17- 80) idi. Hastalarin klinik ve demografik verileri toplandi. Febril
nétropenik atak ve klinik degiskenler (tani, yas, cinsiyet, kemoterapi rejimi, kbk hiicre transplantasyonu, nétropeni
sdresi, santral ven6z kateter varligi ve G-CSF kullanimi) arasindaki iliski logistic regresyon modeli kullanilarak analiz
edildi.

Bulgular: Febril nétropenik atak 201(% 77) yatis periyodunda saptandi. Akut I6semi tanisi (OR: 3.36, % 95 ClI, 1.16-
9.78, p: 0.02), kbk hiicre nakli (OR:8.77, %95 Cl,2.41-31.82, p:0.001), G-CSF kullanimi (OR: 8.46, 95% CI, 3.28-

22.04, p: 0.000) ve nétropenik periyodun = 10 giin olmasi (OR: 4.01, % 95 Cl, 0.83- 19.24, p: 0.001) febril n6tropenik
atak icin risk faktori olarak saptandi.
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Sonug: Akut I6semi, kék hlicre nakli, nétropenik periyodun 10 giinden uzun olmasi ve G-CSF kullanimi febril
nétropenik atak igin risk faktorii olarak saptanmisgtir. G-CSF'nin febril nbtropeni icin risk faktérii olmasi ilacin ates
yapici etkisine baglanmistir. Ozellikle infeksiyon semptom ve bulgusu olmayan febril nétropenik hastalarda G-CSF

kullanimi sorgulanmalidir.

Anahtar Sézclikler: Kemoterapi, febril nétropenik atak, hematolojik malignite, risk faktérleri.

Introduction

Febrile neutropenic attacks (FNA) during and after
chemotherapy treatment are important problems in
patients with malignancies. These attacks can cause
longer inpatient periods, can require more medication
and can be life threatening.

In many studies, a diagnosis of acute leukemia was
reported to be a risk factor for FNA (1-3). In addition,
many other risk factors (such as age, the chemotherapy
protocol, prophylactic antifungal treatment, gastrointestinal
system sterilization, the neutrophil count during the attack,
and thrombocytopenia) were identified as risk factors in
many studies (1-7).

The Multinational Association for Supportive Care in
Cancer score can be used for low-risk patients with solid
tumors, but its usage is limited for hematologic
malignancies (8-9). Here, using practical clinical
parameters, we attempt to identify the risk factors for
febrile neutropenic attacks in patients who were
administered chemotherapy treatment.

Materials and Methods
Patients

A total of 261 inpatient periods that included 154 patients
(92 male and 62 female) between 2004 and 2006 were
analyzed retrospectively. The median age was 49.5
years (range, 17-80) years. The median duration
between the diagnosis and the FNA was 6 months
(range, 1-108 months). Patients were diagnosed with
acute leukemia (68 patients), multiple myeloma (40
patients), or lymphoma (46 patients, Table 1).

Table-1. The Clinical Features and Characteristics of the

Patients.
Age (years, median, range) 49.5 (17-80)
Sex (Male / Female) 92/62
Diagnosis 154
Multiple myeloma 40
Acute leukemia 68
ALL 20
AML 48
Lymphoma 46
NHL 30
HL 16
Stem cell transplantation 77
(261 inpatient periods) 67
Autologous
) 10
Allogeneic
Length of the neutropenic period 10 (1-96)

(days, median, range)
Neutrophil count (/mm?®, median,
range)

68 (0-15400)
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Five myeloablative (busulphan and cyclophosphamide)
and one nonmyeloablative allogeneic conditioning
regimens were administered in 6 of 113 inpatient periods
of acute leukemia patients. Autologous conditioning
regimen (busulphan and cyclophosphamide) was used
in seventeen of them. Remission induction, consolidation
or salvage chemotherapies were administered in 90 of
113 inpatient periods of acute leukemia patients. One
non-myeloablative allogeneic conditioning regimen and 23
myeloablative  autologous  conditioning  regimens
(melphalan) were administered in 24 of 65 inpatient
periods of myeloma patients. Induction chemotherapy
(VAD [vincristine, adriamycin, dexamethasone] or
bortezomib and dexamethasone) or mobilization
chemotherapies (cyclophosphamide) were administered
to 41 of 65 inpatients periods of myeloma patients. Two
myeloablative (busulphan and cyclophosphamide) and
one non-myeloablative allogeneic conditioning regimen
were administered in 3 of 83 inpatient periods of
lymphoma patients. Twenty-seven of them were treated
with autologous conditioning regimen (BEAM [BCNU,
etoposide, cytosine arabinoside, melphalan]). First line
chemotherapy (CHOP for non-Hodgkin lymphoma
patients and ABVD for Hodgkin lymphoma patients) or
salvage chemotherapies (ESHAP or ICE) were
administered in 16 of 83 inpatient periods of lymphoma
patients.

The clinical features and characteristics of the patients
(age, sex, diagnosis, stem cell transplantation, the length
of the neutropenic period, use of granulocyte colony
stimulating factor (G-CSF), the presence or absence of
central venous catheter, neutrophil count, cause of
death, chemotherapy regimen, antibiotic and/or
antifungal treatments, culture results, and interventional
procedures) were documented from the records of the
hematology clinic.

Fluconazole and acyclovir were used as prophylaxis
during the course of autologous and allogeneic
transplantation treatment.

Settings

Our unit contained 3 rooms equipped with positive
pressure isolation and HEPA filtration. Other rooms
which contained 2 or 3 beds were conventional. The
rooms with HEPA filtration were used for allogeneic
transplantation.

Definitions

Fever was defined as a single oral temperature of
38.3°C or a temperature of 38.0°C for 1 hour.
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Neutropenia was defined as a neutrophil count of <500
cells/mm?®. FNA was defined as any febrile period during
the neutropenic period.

Physical examination was performed on all patients to
help determine the cause of the fever. Before antibiotic
treatment, blood cultures were obtained from a
peripheral vein and from the central venous catheter if
available. Urine samples and urine cultures were also
obtained from all patients. The empirical antibiotic
treatment was changed according to the culture and
antibiogram results.

An antibiotic against gram-positive microorganisms was
added to the initial treatment if the fever persisted for
more than 72 hours. An antifungal regimen was added to
the treatment if no microorganism was identified and the
fever persisted for more than 48 to 72 hours. For the
diagnosis of a possible fungal infection, computed
tomography of the sinuses and high resolution computed
tomography of lung was performed. Biopsies of the
possibly infected tissues were performed.

Sterility testing and microbial sampling

For microbiologic cultures, 2 to 3 mL of each sample
was inoculated in blood culture bottles of a commercially
available bacterial detection system (BacT/ALERT 3D
automated system, bioMérieux, Durham, NC, USA). The
blood culture bottles were transported to the Ege
University Medical Faculty Microbiology Laboratory.
Bottles were incubated in the BacT/ALERT 3D system
for a minimum of 7 days or until considered positive.
Positive cultures were subcultured in 5% sheep blood
agar, chocolate agar, eosin methylene blue agar, and
Sabouraud dextrose agar. Mid-stream urine samples
from the patients were transported to the Microbiology
Laboratory. They were quantitatively inoculated in 5%
sheep blood agar and eosin methylene blue agar. All
isolated  microorganisms  were identified using
conventional biochemical procedures and an automated
bacterial identification system (VITEK 2, bioMérieux,
Marcy-I'Etoile, France). In addition, antimicrobial
susceptibility testing was performed for each isolate
according to the Clinical and Laboratory Standards
Institute guidelines.

Statistical analysis

For the univariate analysis, each potential risk factor was
assessed using xz-test or, when appropriate, Fisher’s
exact test. We analyzed the relation between FNA and
clinical variables (diagnosis, age, sex, chemotherapy
regimen, stem cell transplantation, the length of the
neutropenic period, the presence of central venous
catheter, and G-CSF use) by the stepwise logistic
regression model. P values less than 0.05 were
considered significant. The data were analyzed using
computer software (SPSS 16.0, SPPS, Inc., Chicago,
IL).
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Results

The median neutrophil count was 68/mm?® (range, O-
15,400), and the median length of the neutropenic period
was 10 days (range, 1-96 days) (Table 1). A total of 201
(77%) FNA were documented in 261 inpatient periods.
We documented 80.1% of the FNA in 151 inpatient
periods with central venous catheters, and 83.2% of the
FNA were reported in 190 instances of G-CSF use.
There were 151 inpatient periods with central venous
catheters. 77 of them were double lumen dialysis
catheter (32 juguler, 34 femoral and 11 subclavian
dialysis catheters were used), and 74 were port catheter.
Twenty-seven (13.4%) patients died in 201 FNA periods.
The cause of death was related to infection in 21
(10.4%) and disease in 6 (3%) of those patients.

Wide-spectrum  antibiotics against gram-negative
bacteria were administered to all patients during the
FNA. Antibiotics against gram-positive bacteria were
administered in 52.2% of the cases. In cases in which
the fever could not be controlled (44.8%), antifungal
treatment was added to the initial antibiotic treatment.
Antibiotic or antifungal modification was not performed in
138 (68.7%) periods. It was necessary to change the
antibiotic agent, antifungal agent, or both in 31 (15.4%),
13 (6.5%) and 19 (9.5%) attacks, respectively. Proven
fungal infection was reported in 9 (4.4%) febrile attacks.

Cultures were positive in 73 (36.3%) of 201 febrile
periods. A total of 42 (47.8%), 37 (42 %) and 9 (10.2%)
culture results revealed gram-positive bacteria, gram-
negative bacteria and fungal organisms, respectively.
The most commonly isolated gram-negative organisms
were E. coli and K. pneumonia, and the most commonly
isolated gram-positive organisms were Staphylococcus
spp. Seventy-three febrile attacks were documented
microbiologically and 11 (5.5%) were documented
clinically and radiologically; 117 (58.2%) febrile attacks
were accepted as fever of unknown origin (FUO).

Positive results were obtained from blood (49.3%),
central venous catheter (15%), urine (9.5 %) and sputum
(4.1%). The other cultures from which positive results
were obtained (9.5%) were necrotic tissue, central
venous catheter exit site, and abscess. A total of 12.3%
of FNA produced positive results from more than one
culture site.

By univariate analysis, diagnosis (p=0.001), type of the
chemotherapy protocol (p=0.000), neutropenic period
more than 10 days (p=0.000) and treatment with G-CSF
(p=0.000) were documented as risk factors for febrile
neutropenic attack.

By multivariate stepwise analysis, diagnosis of acute
leukemia (OR: 3.36, 95% CI: 1.16-9.78, p=0.02), stem
cell transplantation (OR: 8.77, 95% CI: 2.41-31.821,
p=0.001), treatment with G-CSF (OR: 8.46, 95% CI:
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3.28-22.04, p=0.000) and the length of the neutropenic
period =10 days (OR: 4.01, 95% CI: 0.83-19.24,
p=0.001) were risk factors for FNA (Table-2).

Table-2. Risk Factors for Febrile Neutropenic Attacks.

OR 95% ClI P value

Being diagnosed as 1172 | 1.42-9639 | 0.02
leukemia
Stemcell 6.75 | 1.30-35.01 0.02
transplantation
G-CSF using 8.46 3.28- 22.04 0.000
The length of the
neutropenic period = 4.01 0.83-19.24 0.001
10 days

Discussion

We documented 77% FNA in 261 inpatients periods of
154 patients who were administered chemotherapy
treatment for hematological malignancies. While the
incidence of FNA has been reported to be 13% in
patients with solid tumors, a prospective study reported
a rate of 27.1% for FNA in patients with newly diagnosed
hematologic malignancies (10-12). In our study, the high
incidence of FNA could be due to the inclusion of stem
cell transplanted patients and patients with relapsed and
refractory diseases. We included the patients with stem
cell transplantation to our study because all patients stay
in conventional rooms except 10 patients who were
treated with allogeneic transplantation.

The incidence of FNA (35-92%) has been reported to be
much higher in autologous stem cell transplanted
patients (3, 13-15). We documented an incident rate of
95% of neutropenic febrile attacks in stem cell
transplanted patients. All of the allogeneic stem cell
transplanted patients and autologous stem cell
transplanted patients with acute myeloid leukemia had
FNA. However, for autologous stem cell transplanted
patients with lymphoma and multiple myeloma, the ratio
was 96.3% and 87%, respectively.

The median length of the neutropenic period has been
found to be much higher for hematologic malignancies
than for solid tumors, at 10.3 days vs. 4.4 days,
respectively (1, 10). Here, we found that the median
neutrophil count was 68/mm?, and the median length of
the neutropenic period was 10 days. These results were
consistent with those found in the literature.

In the present study, while the presence of central
venous catheter was not a risk factor for FNA, it has
been documented as a risk factor for bacteremia in low-
risk patients in another study (16). This result could be
due to the fact that most of the patients have a central
venous catheter during chemotherapy treatment at our
clinic.

We documented the incidence of gram-positive and
gram-negative bacteria as 42% and 47.8%, respectively.
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This was consistent with the literature (36.1-48.8% for
gram-positive bacteria and 51.2-58.4% for gram-
negative bacteria) (6, 17, 18). The most commonly
isolated gram-negative microorganisms in our study
were E. coli and K. pneumonia (34.1%). Sacar et al.
found that the percentage of gram-negative
microorganisms was 36.1%, which is comparable to our
study (17). We also found that the most commonly
isolated gram-positive microorganisms were
Staphylococcus spp. (35.1%), which is similar to results
from other studies (30.5-33.7%) in the literature (17, 19).

We found that the incidence of fungal infections
confirmed by culture results was 10.2%. Another study
found that the incidence of fungal infections confirmed
by culture results was 5.6% (17). In our study, the
incidence of proven antifungal infection was 4.4%, and
the incidence of antifungal treatment was 44.8%. The
incidence of antifungal treatment was very high
compared to similar studies in the literature. Hoenigl et
al. found that the incidence of fungal infection and the
use of antifungal treatment were 3.4% and 17%,
respectively (20). Another prospective study revealed
that the incidence of fungal infection was 3.5% (18).
Although the incidence of proven fungal infection was
similar, we found that the incidence of empirical
antifungal treatment was higher at our clinic. The
incidence of mortality (8.4% vs. 6.7-15.6%) was similar
to that reported in the literature (17, 18).

We found that acute leukemia (OR: 3.36, 95% CI: 1.16-
9.78, p=0.02), stem cell transplantation (OR: 8.77, 95%
Cl: 2.41-31.821, p=0.001), treatment with G-CSF (OR:
8.46, 95% CI: 3.28-22.04, p=0.000) and the length of the
neutropenic period = 10 days (OR: 4.01, 95% CI: 0.83-
19.24) were the major risk factors for FNA (Table 2) in
this study. In the literature, acute leukemia (OR: 1.89 for
AML and 2.04 for ALL) has been documented as a risk
factor for FNA in both autologous transplantation and
patients who were treated for hematological
malignancies (1, 3). This may be due to the longer
length of the neutropenic period and the lower nadir
neutrophil counts in acute leukemia patients than in
multiple myeloma and lymphoma patients. We also did
not use G-CSF treatment in acute leukemia patients,
and this strategy may contribute to longer neutropenic
periods and lower neutrophil counts.

Stem cell transplantation increased the risk of FNA by 8-
fold (Table-2). High-dose chemotherapy and mucositis
related to chemotherapy increase the risk of febrile
neutropenic attacks in patients treated with stem cell
transplantation (3, 13-15).

In the literature, it was reported that prophylactic use of
In the literature, it was reported that prophylactic use of
G-CSF decreases the length of neutropenic period and
decreases the risk of infectious complications (21).
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Interestingly, we found that G-CSF use was a risk factor
for febrile attacks in neutropenic patients. In a recent
study with early-stage breast cancer patients, the
prophylactic use of filgrastim decreased the febrile
neutropenic attacks; however, there was still a group of
patients in whom the incidence was increased despite of
prophylactic G-CSF treatment. In that study it was
thought that this increase was associated with three
variables; age, chemotherapy regimen, and primary G-
CSF type (filgastrim). Patients receiving primary
prophylaxis with G-CSF with pedfilgrastim had a febrile
neutropenia incidence of 8% compared with 28% in
patients receiving filgrastim (OR: 4.3; p=0.003), a
difference that remained highly significant in multivariate
analysis (p=0.006) (22). In addition, some studies
reported that treatment with G-CSF could cause febrile
periods in both cancer patients and healthy volunteers
as a side effect (23-26). Since treatment with G-CSF
was found to be a risk factor by both univariate analysis
and multivariate stepwise analysis we should keep in
mind that G-CSF could be responsible for febrile attacks
in neutropenic patients without any infectious signs and
symptoms. This effect could be due to its side effect, not
associated with an infectious event.

It was reported in the literature that a neutropenic period
longer than 10 days was a risk factor for febrile
neutropenic attacks (1, 27, 28). Our results were
consistent with the literature.

Some guidelines provide a general approach to the
management of patients with cancer who have
neutropenia and present with fever, and it gives special
attention to antimicrobial management (29, 30). In the
IDSA guidelines, febrile neutropenia incidence over 80%
has been reported in patients with hematologic
malignancies. Prolonged neutropenia (>7 days) is
considered a risk factor. Frequencies of gram-positive and
gram-negative bacteremia are approximately 57% and
34%, respectively. Gram-positive organisms have become
more common because of increased use of indwelling
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plastic venous catheters, which can allow for
colonization by and entry of gram-positive skin flora.
Coagulase-negative staphylococci are the most common
blood isolates in most centers; Enterobacteriaciae (eg,
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between the groups. The sample size was small and
there was a heterogeneous group of patients with
different malignancies. Only 10 patients were treated
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analyze these patients separately because of the small
number of this patient group.

Conclusion

FNAs were detected in 77% of the inpatient periods of
patients who were administered chemotherapy treatment
for hematological malignancies. Acute leukemia, stem
cell transplantation, the length of the neutropenic period
2 10 days and treatment with G-CSF were the most
important risk factors for febrile neutropenic attacks. The
use of G-CSF should be questioned in neutropenic
patients with fever, especially in those without signs and
symptoms of infection.
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Fiziksel Tip ve Rehabilitasyon poliklinigine bagvuran hastalarda D vitamin
diizeyi ile lipid profili iligkisi

The relationship between vitamin D level and lipid profile in patients admitted to
Physical Medicine and Rehabilitation outpatient clinic
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Amag: Kardiyovaskiler (KVS) hastaliklar, diinya capinda 6nde gelen o6lim sebeplerindendir. Epidemiyolojik
caligmalarda serum 25 Hidroksi D vitamini (25-OH D) ile KVS hastalik risk faktorlerinden olan lipid profili arasinda
negatif korelasyon oldugu gosterilmistir. Bununla birlikte 25-OH D vitamin dlzeyi ile hastalik arasindaki iligkinin
nedensel olup olmadigi veya sadece yasam tarzi ile iligkili bir belirte¢ oldugu durumu belirsizdir. Vitamin D
takviyesinin serum lipid profili zerine etkileri arastiran plasebo kontrolli ¢alismalar farkli sonuglar vermistir. Bu
¢alismanin amaci serum vitamin D konsantrasyonu ile lipid profili arasindaki iligkiyi arastirmaktir.

Gereg ve Yontem: Fiziksel Tip ve Rehabilitasyon poliklinigine agri sikayetiyle bagvuran 204 hasta galismaya dahil
edildi. Hastalarin demografik 6zellikleri kaydedildi. Aglik serum 25-OH D vitamini, total kolesterol, LDL, HDL ve
trigliserid konsantrasyonlari él¢ulda.

Bulgular: Hastalarin ortalama 25-OH D diizeyleri 10.6+6.5 ng/mL, D vitamini eksikligi prevalansi %92.2 idi. Hastalar
25-OH D vitamin duzeylerine gore <20 ng/mL, 20-30 ng/mL ve >30 ng/mL olmak lzere 3 gruba ayrildi. Yuksek D
vitamini konsantrasyonu olan hastalarda D vitamini eksikligi olan hastalara gére serum total kolesterol, TG ve LDL
dlzeyleri distuk ve HDL diizeyi daha ylksek olmasina ragmen, bu fark istatistiksel olarak anlamli degildi (p > 0.05).

Sonug: D vitamini eksikligi prevalansi ve uygun olmayan lipid profilinin olumsuz etkileri géz 6nine alindiginda,
yuksek riskli toplumlarda D vitamini durumunun incelenmesi, dizeltimesi ve korunmasinin uygun olacagi
gorusundeyiz.

Anahtar Sozciikler: D vitamini, kardiyovaskiiler hastalik, lipid profili.

Abstract

Aim: Cardiovascular disease (CVD) is one of the leading causes of deaths worldwide. Epidemiological studies have
shown an inverse association between serum 25-hydroxy vitamin D (25-OH D) and cardiovascular risk factors
including lipid profile. However, it is still unclear whether 25-OH D level is causally related to the disease or is just a
marker of lifestyle. Placebo-controlled trials that examined the effect of vitamin D supplementation on serum lipid
profile have provided divergent results. The aim of this study is to investigate the relationship between serum vitamin
D concentration and lipid profile.

Materials and Methods: Two hundred and four patients admitted to physical medicine and rehabilitation outpatient
clinic with the complaint of pain were included in this study. The demographic characteristics of patients were
recorded. Fasting serum concentrations of 25-OH vitamin D, total cholesterol, high-density lipoprotein (HDL), low-
density lipoprotein (LDL) and triglyceride were measured.

Yazigma Adresi: Asiye Mukaddes EROL

Sevket Yilmaz Egitim ve Arastirma Hastanesi, Fiziksel Tip ve
Rehabilitasyon Kilinigi, Bursa, Turkiye
Makalenin Gelis Tarihi: 05.12.2014  Kabul Tarihi: 08.01.2015

173



Results: The mean level of 25-OH D was 10.6+6.5 ng/mL, the prevalence of vitamin D deficiency was 92.2%.
Patients were classified into 3 groups according to the 25-OH vitamin D levels as <20 ng/mL, 20-30 ng/mL, and >30
ng/mL. Although in patients with higher vitamin D concentration, serum levels of total cholesterol, TG, and LDL were
lower and HDL was higher compared to patients with vitamin D deficiency, this association was not statistically

significant (p>0.05).

Conclusion: Given the prevalence of vitamin D insufficiency and the detrimental consequences of an unfavorable
lipid profile, we believe that investigation, correction, and maintenance of vitamin D status may be indicated in high-

risk populations.

Keywords: Vitamin D, cardiovascular disease, lipid profile.

Giris

Vitamin D yagda eriyen sekosteroid yapida bir
prohormondur. D vitamini igin kaynak olabilecek ¢ok az
sayida yiyecek vardir. Insanlar D vitamin ihtiyacini esas
olarak glineslenerek karsilayabililer. Giines 1s1ginda
bulunan ultraviyole B (UVB) ciltte D vitamini sentezini
baglatir (1). Gegmis bilgilerimiz vitamin D’nin sadece
kemik-kas sisteminde etkileri oldugu seklinde iken,
giderek iskelet sistemi disinda da ©6nemli fonksiyonlari
oldugu anlagiimistir. Birgcok hlicrede vitamin D reseptor
varligi gosterilmistir (2).

Kardiyovaskuler (KVS) hastaliklar, diinya ¢apinda 6nde
gelen 6lUm sebeplerindendir. Epidemiyolojik calismalarda
serum 25 Hidroksi D vitamini (25-OH D) ile KVS hastalik
risk faktorlerinden olan lipid profili 6zellikle de kolesterol
arasinda negatif korelasyon oldugu gosterilmistir (3).
Cesitli arastirmalar koroner kalp hastalidi, hiperlipidemi,
hipertansiyon gibi hastaliklarin, vitamin D eksikligine
benzer sekilde, ekvator bélgesinden uzaklastikga arttigini
gostermektedir (4). Bununla birlikte 25-OH D konsantras-
yonu ile hastalik arasindaki iliskinin nedensel olup
olmadigi veya sadece yasam tarzi ile iligkili bir belirteg
oldugu durumu belirsizdir. Vitamin D takviyesinin lipid
profili  lzerine etkileri arastiran plasebo kontroll
calismalar farkli sonuglar vermistir (3).

Bu calismanin amaci serum 25-OH D konsantrasyonu ile
lipid profili arasindaki iligkiyi arastirmaktir.

Gereg ve Yontem

Fiziksel Tip ve Rehabilitasyon poliklinigine Subat-Mart
2014 tarihleri arasinda agn sikayetiyle basvuran 204
hasta galismaya dahil edildi. Hastalarin yasi, cinsiyeti,
boyu, kilosu, viicut kitle indeksi (VKI), meslegi, eslik eden
KVS hastaliklari, sigara kullanim durumlan ve
hiperlipidemi icin ilag kullanimi varsa kaydedildi. Agn
degerlendirmesinde viziel analog skala (VAS) kullanildi.

Hasta 5-10 dakika dinlendikten sonra oturur pozisyonda
sag kol kalp hizasinda, sistolik ve diastolik kan basinci
Olgumleri yapildi. Sistolik kan basinci 140 mmHg = ve
diastolik kan basinci 90 mmHg = olanlar kan basinci
yuksek olarak kabul edildi (5). Biyokimyasal tetkikler igin
hastalardan serum o&rnekleri sabah ag¢ olarak alindi ve
ayni gun calisildi. Serumda 25-OH D, kolesterol, ylksek
yogunluklu kolesterol (HDL) ve ftrigliserid (TG) duzeyleri

174

Olguldl. Disuk yogdunluklu kolesterol (LDL), Friedewald
formuli ile hesaplandi.

Bu calisma ile ilgili yerel komiteden etik kurul onayi alindi.
Hastalar calisma hakkinda bilgilendirildi ve onamlari
alindi.

[statistiksel Analiz

Elde edilen verilerin dagiliminin  normal dagilima
uygunlugu Shapiro Wilk testi ile incelendi. Tanimlayici
istatistikler, ortalamazstandart sapma seklinde ifade
edildi. Gruplar arasinda istatistiksel olarak anlamli bir
farkin olup olmadig Student’s t veya Mann-Whitney U
testiyle incelendi. Kategorik karsilastirmalar icin Ki-Kare
veya Fisherin Tam Olasilik testi kullanilarak yapildi.
ikiden fazla grup karsilastirimalarinda Kruskal-Wallis
testi ve farkhihida neden olan grubun tespitinde Mann-
Whitney U test kullanildi. p<0.05 igin sonuglar
istatistiksel olarak anlamli kabul edildi.

Bulgular

Calismaya alinan 204 hastanin yas ortalamasi 47.4+11.3
yildi. Hastalarin demografik ve klinik 6zellikleri Tablo-1'de
ve laboratuvar bulgulan Tablo-2’de gdsterilmektedir.

Tablo-1. Hastalarin Demografik ve Klinik Ozellikleri.

Poliklinige
basvuran
hastalar (n=204)

Yas, ortalamat SD, yiIl 474 +11.3
Cinsiyet, n (%)

kadin 171 (83.8)

erkek 33 (16.2)
Sigara kullanimi, n (%)

yok 153 (75.0)

var 51 (25.0)
Agri, ortalamaxSD, (VAS) 74+18
VKi, ortalama+SD, kg/m? 29.9+59
Kardiyovaskduler hastalik, n (%)

yok 152 (74.5)

var 52 (24.5)
Lipid dusuricu ilag kullanimi, n (%)

yok 190 (93.1)

var 14 (6.9)
Sistolik kan basinci, ortalama+SD,
mmHg 135.3+19.9
Diastolik kan basinci, ortalama+SD,
mmHg 80.9+11.2

VKI: Viicut kitle indeksi.
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Tablo-2. Hastalarin Laboratuvar Bulgulari.

Poliklinige
bagvuran
hastalar (n=204)

25-OH D vitamin, ortalama+SD, ng/mL 10.6 £6.5
Total kolesterol, ortalama+SD, mg/dL 198.4 +43.6
LDL, ortalama+SD, mg/dL 116.7 £ 37.9
Trigliserid, ortalama+SD, mg/dL 1474 +91.4
HDL, ortalama+SD, mg/dL 53.5+12.5

LDL: Duasuk yogunluklu lipoprotein, HDL: Yuksek yogunluklu
lipoprotein.

Hastalarin ortalama 25-OH D diizeyleri 10.6£6.5 ng/mL
idi ve % 92.2’sinde vitamin D eksikligi mevcuttu. Hastalar
25-OH D duzeylerine goére <20ng/mL, 20-30ng/mL ve
>30ng/mL olmak Uzere 3 gruba ayrildi. Gruplar arasinda

Tablo-3. 25 Hidroksi D Vitamini Diizeyine gore Lipid Profili.

kan basinci élcimleri, kolesterol, LDL, HDL ve trigliserid
dizeyleri agisindan istatistiksel olarak anlamh fark
saptanmadi (p>0.05). Fakat vitamin D dlizeyi dusuk olan
hastalarda kolesterol, TG ve LDL dizeyleri yiksekken
HDL dizeyi daha disik olarak bulundu. Gruplarin
ortalama kan basinci ve lipid duzeyleri Tablo-3'te
gbsteriimektedir.  Antihiperlipidemik  ilag  kullanan
hastalarda ilag kullanimi olmayanlara goére vitamin D
dizeyi daha yiksek bulundu fakat bu fark istatistiksel
olarak anlamh degildi (p>0.05). Eslik eden KVS hastaligi
olan hastalarda olmayanlarla karsilastirildiginda vitamin
D diizeyleri arasinda anlamli fark yoktu (p>0.05). Sigara
kullanimi olan ve olmayanlarla, VKi>30 olan ve VKi<30
olan hastalar karsilastiriidiginda D vitamin duzeyleri
arasinda da anlamli fark saptanmadi (p>0.05).

25-OH D 25-OH D, 25-OH D,
<20 ng/mL 20-30 ng/mL > 30 ng/mL
(n=188) (n=12) (n=4)
Total kolesterol, ortalama+SD, mg/dL* 199.1+44.4 191.9+37.3 187.0 +20.9
LDL, ortalama+SD, mg/dL" 116.9 + 38.3 116.0 + 38.4 111.5+15.6
Trigliserid, ortalama+SD, mg/dL" 148.1 £ 92.5 145.6 £ 89.5 123.3 +37.1
HDL, ortalama+SD, mg/dL" 53.3+12.6 55.0+12.6 57.2+6.8
* p>0.05
Tartigma total kolesterol (8), LDL(8) ve trigliserid (1,8) arasinda

Calismaya alinan hastalarin %92.2’sinde ortalama 25-
OH D diizeyi 20 ng/mL’in altinda bulundu. ideal D
vitamini yeterlilik diizeyi hakkinda tam bir fikir birligi
olmamasina ragmen serumda Olgilen 25-OH D
dizeyinin <20 ng/mL olmasi, birgok uzman tarafindan
vitamin D eksikligi olarak kabul edilmektedir (6). Bu
¢alismanin sonuglar da, c¢alistigimiz popllasyonda
vitamin D eksikliginin yaygin bir problem oldugunu
gOstermektedir ve Turkiye gibi gunesli bir boélgede
yasamak bile yeterli D vitamin dizeyini garanti
etmemektedir. Yiksek riskli populasyonlarda gunesten
kacinma onerilirken bu gercek dikkate alinmaldir.

NHANES Il calismasinda 25-OH D duzeyleri ile
hipertrigliseridemi, diabetes mellitus (DM), hipertansiyon
ve obezite arasinda negatif korelasyon oldugu
gOsterilmigtir. Ayrica ayni galismada, ortalama sistolik
kan basinci, serum 25-OH D vitamin dlzeyleri yiksek
olanlarda, disuk olanlara gére daha dusuk olarak
bulunmustur (1). Wang ve ark. (7), yaptiklar calismada
vitamin D eksikligi, bilinen risk faktorleri 6tesinde artmis
KVS hastalik riski ile iligkilendirilmis ve hipertansiyonu
olup, 25-OH D vitamin duzeyleri 15 ng/ml‘nin altinda
olan bireylerde, KVS hastalik riskinin 2 kat daha fazla
oldugunu belirtmislerdir. Total kolesterol/HDL orani da D
vitamin  dizeyi dislk olanlarda daha yiksek
bulunmustur. Didger calismalarda 25-OH D dizeyi ile

Cilt 54 Sayi 4, Aralik 2015/ Volume 54 Issue 4, December 2015

negatif iliski, HDL (9) ile pozitif iliski oldugu gdsterilmistir.
Jorde ve ark. (10) tarafindan yapilan metaanalizde, 12
kesitsel ve 10 plasebo kontrolli girisimsel calisma
degerlendirmeye alinmis ve tum kesitsel galigmalarda
serum 25-OH D duzeyi ile HDL arasinda pozitif iligki ve
TG ile negatif iliski bulunmustur. Ote yandan vitamin D
replasmani yapilan calismalarin bazilarinda olumlu
bazilarinda ise olumsuz sonuglar elde edildigi
gOrulmustir. Cahismamizda da diger arastirmalarla
benzer sekilde vitamin D dlzeyi dusuk olanlarda
kolesterol, TG ve LDL duzeyleri yiksekken HDL diizeyi
daha dusuk olarak bulundu fakat bu fark anlamli degildi.

Vitamin D ile hipertansiyon insidansi arasindaki iliski,
yapilan cesitli epidemiyolojik ve klinik ¢aligmalarda
incelenmistir. Forman ve ark. (11) yaptiklar galismada,
dort yillik takip stresinde D vitamini eksikligi (<15 ng/ml)
olan katilimcilarda, optimal vitamin D dizeyi olanlara
goOre hipertansiyon gelisme riski G¢ ila alti kat daha
yilksek bulunmustur. ingiltere’de yapilan kohort bir
calismada hipertansiyonda dahil olmak uzere metabolik
sendromun komponentleriyle vitamin D dizeyi arasinda
ters iligki oldugu gosterilmistir (12). Biz ¢alismamizda
vitamin D diizeyi ile kan basinci arasinda anlamli bir
iliski bulamadik.

Vitamin D’nin KVS hastaliklara karsi altta yatan hangi
mekanizmalarla koruyuculuk gésterdigi tam olarak
anlasiimamakla birlikte cesitli gortsler 6éne surtlmistar.
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ilk olarak, deneysel calismalar, 1,25-OH vit D'nin, renin
gen ekspresyonunu dogrudan baskilamasi yoluyla renin-
anjiyotensin aksinin dizenlenmesinde rol almakta
oldugunu géstermektedir (13). ikinci olarak, vaskiiler diiz
kas ve endotel hiicrelerinde D vitamini reseptorleri
bulunmakta ve bu hiicrelerde 25-OH D’den 1,25-OH D
donisimu yapilabilmektedir. Vitamin D’nin damar etkileri
genis kapsamhdir ve diz kas hicre proliferasyonu,
enflamasyon ve tromboz modiilasyonunu icerir. Ugiincii
olarak, D vitamini eksikligi sekonder hiperparatiroidizmi
tetikler (14). Paratiroid hormonu (PTH) miyosit hipertro-
fisi ve vaskiler yeniden sekillenmeyi artiran bir
hormondur. Diger calismalar PTH’in vaskuler duz kas
hicrelerinden  sitokin ~ saliniminin uyariimasinda
proinflamatuvar bir etkiye sahip oldugunu gdstermektedir
(4,7).

Her ne kadar su ana kadar yapilan ¢alismalarda farki
sonuglar rapor edilse de, Vitamin D’nin kolesteroliin de
Oncu maddesi olan 7-dehidrokolesterolden yapilmasin-

Kaynaklar

dan dolayi lipid profili Gzerine etkisi ilgi ¢ekici bir konu
olmustur. Genel olarak yapilan c¢alismalarin ortak
sonucu yuksek 25-OH D dizeyleri ile daha iyi bir lipid
profili arasinda iligki oldugu yéniindedir (15).

Sonug

Calismamizda D vitamininin lipid dizeyi Uzerine anlamli
bir etkisi saptanmamakla birlikte D vitamini yetersizliginin
yayginhigi ve lipid profili bozuklugunun zararl etkileri g6z
Onine alindiginda, KVS hastaligi olan veya yiliksek risk
tasiyan kigilerde serum D vitamini diizeyinin taranmasi,
dlzeltiimesi ve korunmasinin uygun olacagi gorisin-
deyiz. Vitamin D eksikligi ile artmis KVS hastalik riski
arasindaki  baglantlyi agiklayacak mekanizmalari
anlamak ve vitamin D dizeyinin duizeltimesinin KVS
hastaliklari énlemede etkisini arastirmak icin ileri klinik
calismalara ihtiyac vardir.
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Abstract

Aim: Multiple cancer rates increase with an average increased lifespan. Therefore, many malignant patients are at
high risk for a second primary malignancy. This study aims to evaluate lung cancer patients with a previous
malignancy.

Materials and Methods: Forty-five patients who underwent resection for a second primary lung cancer in our
department between January 2007 and June 2013 were reviewed retrospectively.

Results: The patients included 37 (82.2%) males and eight (17.8%) females. When the patients were evaluated for
the first primary malignancy, the distribution of the malignancies according to the systems was 14 (31.1%) urogenital
malignancies, ten (22.2%) respiratory, six (13.3%) hematological, six (13.3%) endocrine, five (11.1%) malignancies,
and four (8.9%) integumentary malignancies. The comparison of the site of primary malignancy and survival data
showed that the rates of long-term survival were shorter in patients with gastrointestinal system malignancies and the
difference was statistically significant (p=0.028). The long-term survival of patients who received chemotherapy after
the resection of the first primary lung cancer was significantly shorter (p=0.016).

Conclusion: The follow-up of patients should be done more carefully by the consideration of the positive effects of
early diagnosis on cancer prognosis and keeping in mind the risk of primary lung cancer development in a patient
with other system malignancy. We especially recommend caution in administering chemotherapy to patients with
double primary tumors after a lung cancer operation.

Keywords: Lung cancer, second primary neoplasm, operation.
0z
Amag: Yasam stresi uzadikga multipl kanser gérilme sikli§i giderek artmaktadir. Bundan dolayi birgok maligniteli

hastada ikinci bir primer kanser ortaya ¢ikma ihtimali bulunmaktadir. Bu ¢calismada, 6ncesinde baska bir malignite
tanisi bulunan primer akciger kanserli hastalar dederlendirildi.

Gereg ve Yontem: Klinigimizde Ocak 2007 ile Haziran 2013 arasinda éncesinde baska bir malignite tanisi bulunan
ve buna ilave olarak primer akciger kanseri nedeniyle opere edilen 45 hasta retrospektif olarak degerlendirildi.

Bulgular: Hastalar 37 (%82.2) erkek, 8 (%17.8) kadindan olusmaktaydi. llk primer tani gruplari degerlendirildiginde, 14
(%31.1) hastada (irogenital sistem malignitesi, 10 (%22.2) hastada respiratuar sistem, 6 (%13.3) hastada hematolojik
malignite, 6 hastada (%73.3) endokrin organ malignitesi, 5 (%11.2)’inde gastrointestinal sistem ve 4 (%8.9) hastada
deriye ait malignite varligi mevcuttu. ilk primer tam gruplari ile uzun dénem sagkalim analizi yapildiginda,
gastrointestinal sistem malignitesi bulunan hastalarda sagkalimin istatistiksel olarak daha diigiik oldugu goriildii
(p=0.028). Yine akciger operasyonu sonrasinda kemoterapi alan hasta grubunda uzun dénem sagkalim daha kisaydi
(p=0.016).

Corresponding Author: Tevfik llker AKCAM

Dr.Suat Seren Chest Diseases and Sugery Training and
Research Hospital, Izmir, Turkey

Received: 19.01.2015 Accepted: 04.02.2015

177



Sonug: Kanserde erken taninin prognoza olumlu etkisi disindldiginde maligniteli olgularda primer bir akciger
kanseri gelisme riski her zaman akilda tutularak, bu olgularin takibinde daha dikkatli olunmalidir. Ozellikle akciger
kanseri operasyonu sonrasi ¢ift primerli bu hastalara kemoterapi uygulanmasi konusunda ¢ok dikkatli olunmasini

Oneriyoruz.

Anahtar Sozciikler: Akciger kanseri, ikinci primer malignite, operasyon.

Introduction

The second primary malignancy incidence in cancer
patients is 1.7-3.9% (1). The occurrence of two primary
malignancies in the same person is influenced by
several factors. Multiple primary cancers may result from
the treatment of the first tumor or the association of risk
factors, among patient-specific factors (genetic
predisposition, immunodeficiency, smoking, diet, age,
occupational exposure, etc.) (1-5). It is known that the
lungs are the most common location of metastasis for
malignant tumors (6). Therefore, when a second lesion
is detected in the lungs of a patient who has been
previously diagnosed with any organ or tissue
malignancy, the question of whether it is a second
primary or a metastasis comes to mind. The detection
and management of this condition has great importance
for patient prognosis. The present study investigated 45
patients who previously had malignancy in other organs
and who were also surgically treated in our clinic due to
primary lung cancer. In a general context, the objective
was to demonstrate the malignancies associated with
lung cancer. As a secondary aim, the major factors
affecting survival were investigated.

Materials and Methods

Forty-five patients who underwent resection for
secondary primary lung cancer in our department
between January 2007 and June 2013 were reviewed
retrospectively. The patients were evaluated in terms of
age, gender, comorbid disease, smoking history, lung
cancer stage and histopathology, adjuvant therapy,
disease free survival, and long-term survival. For the
purpose of acquiring a general approach, the first
malignancies of the patients were classified into organ
systems. Additional treatments received by the patients
after the lung operation were recorded. The possible
effects of these variables were analyzed.

Long term survival and disease free survival were
analyzed with the Kaplan-Meier method. The log-rank
test was used to evaluate statistical significance of the
potential factors affecting long term survival and disease
free survival. P values less than 0.05 were considered
statistically significant.

Results

The patients included 37 (82.2%) males and eight
(17.8%) females, and their mean age was 63.7 + 8.9
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years (range: 36-76 years; median: 66.0 years). 12
(26.7%) patients had no smoking history, 25 (55.6%)
patients had a history of 1-40 pack years, and eight
(17.8%) patients had a history of more than 40 pack
years. Twenty-eight (62.2%) patients had comorbid
diseases, such as diabetes mellitus, chronic obstructive
lung disease, and hypertension. Thirty-four (75.6%)
patients were classified as early stage (stage 1) and 11
(24.4%) were classified as advanced stage (stage II-llI
and V) non-small cell lung cancer.

According to histopathological diagnosis, 20 (44.4%)
patients had adenocarcinoma, 15 (33.3%) had squamous
cell carcinoma, four (8.9%) had large cell carcinoma, three
(6.7%) had carcinoid tumor, two (4.4%) had
mucoepidermoid carcinoma, and one (2.2%) had adenoid
cystic carcinoma. The type of resection was anatomic in
23 (51.1%) patients and non-anatomic in 22 (48.9%)
patients. Sixteen (35.6%) patients had adjuvant therapy
postoperatively and 10 (22.2%) of these patients had
chemotherapy only. When the patients were evaluated for
the first primary malignancy, the distribution of the
malignancies according to the systems was 14 (31.1%)
urogenital malignancies, ten (22.2%) respiratory
malignancies, six (13.3%) hematological malignancies, six
(13.3%) endocrine  malignancies, five (11.2%)
gastrointestinal  malignancies, and four (8.9%)
integumentary malignancies. The mean of duration
between two primary malignancies was 41.18 + 54.26
months (range: 0-204 months). In the follow-up,
recurrence was seen in five (11.1%) patients, and nine
(20.0%) of the patients died. The mean long-term survival
was 18.00£16.13 months (range:1-62 months),
respectively.

There was no significant difference in terms of survival
between the categories of age, gender, smoking history,
presence of comorbid disease, stage and histopathology
of lung cancer and type of resection (Table-1). The
comparison of the site of primary malignancy and survival
data showed that the rates of long-term survival were
shorter (18.60 + 12.93 months; range 4-33 months) in
patients with gastrointestinal system malignancy and the
difference was statistically significant (p=0.028) (Figure-1).
The long-term survival of patients who received
chemotherapy after the resection of first primary lung
cancer was significantly shorter (9.40+7.24 months) than
who had not received chemotherapy (20.46+17.17
months) (p=0.016) (Figure-2).
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Table-1. Long-term Survival According to Clinical and

Histopathological Parameters.

Long-Term Survival
Alive |  Exitus p
Sex
Male 30 7
Female 6 2 0890
Age (Years)
0-59 11 1
> 60 25 8 0.292
Smoking
History
(pack years)
0 10 2
1-40 19 6 0.735
>40 7 1
Co-morbid
Disease
Present 23 5
Absent 13 4 0.954
Stage
Early 28 6
Advanced 8 3 0.632
Type of
Resection
Anatomic 20 3
Non-Anatomic 16 6 0290

The first and second primary malignancies were
compared in terms of stage and histopathological type.
There was no difference according to histopathological
type, but it was determined that respiratory system
malignancies frequently developed as a second primary
malignancy in patients with advanced stage lung cancer
and the difference was statistically significant (p=0.039).

Second Primary
Malignancy
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|--~"Respiratory

|- ++Endocrine
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- “Gastrointestinal
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Long-Term Survival (month)

Figure-1. Long-term survival analysis according to the system
of second primary malignancy.
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Figure-2. Long-term survival analysis of patients who received
only chemotherapy as adjuvant therapy.

Discussion

In addition to increased life span and the current
increase in the number of options for diagnosis and
treatment, the incidence of a second primary malignancy
in a different organ or in the same organ in the same
patient is increased. The incidence of second primary
malignancy depends on the affected organ, and the
occurrence of a second tumor in the same organ has
been identified mostly in the colon, breasts, and ovaries
(1,2,4,7). The incidence of a second primary lung
malignancy in a patient with a malignancy in an organ
other than the lungs is 1.6-3% (8).

The incidence of a second primary tumor increasing to
10-20% in early stage lung cancer patients who live
more than three years indicates the importance of follow-
up of lung cancer patients (1). If the second primary
tumor is operable in these cases, the five-year survival is
>30% and the 10-year survival is >20% (3). Therefore,
early detection of the second primary cancer will
increase the chance of treatment and extend the life
span. In the present study, the long-term survival was
18.00£16.13 months (range: 1-62 months).

In a study similar to the present study, organ tumors that
developed prior to lung cancer were investigated and the
most common groups of tumors associated with lung
cancer were breast and prostate tumors (8). In the
present study, this was evaluated based on groups and
the urogenital system tumors were placed on top.
However, there was no significant difference in long-term
survival in the patient groups with different tumors in the
other study, whereas the long-term survival was lower in
the group with gastrointestinal system tumors compared
to the other groups in the present study. Furthermore,
another study that investigated second primary tumors
associated with gastric cancer emphasized that the
associated tumor groups had no effect on survival (9).
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In some studies, the most common histological type was
epidermoid carcinoma in patients who developed a
second primary tumor, which was followed by
epidermoid/small-cell and epidermoid/adenocarcinoma
combinations (3,4). In the series of the present study,
the most common histological type was adenocarcinoma
(44.4%), followed by squamous cell carcinoma (33.3%),
and large-cell carcinoma (8.9%).

The incidence of lung cancer is approximately 10%, after
head and neck malignancies. The incidence of a
synchronous lung tumor in these cases is 1%, whereas
the incidence of a metachronous tumor increases to
10% in patients who have survived 23 years (7,10).
When the location of primary malignancies was analyzed
in the present study, the second most frequent group
was respiratory system malignancies with ten cases
(22.2%); laryngeal cancer and lung cancer were
included in this group. Similar etiological reasons are
indicated for this association, and the effect of smoking
is ranked first. Smoking is known to be a very important
etiological agent for head, neck, lung, uterus, and breast
cancers (1,3,5). Therefore, periodic chest radiography
and bronchoscopic examinations are recommended for
patients in the high-risk group. Smoking cessation
following the detection of the first malignancy extends
the time of developing a second primary malignancy. In
the present study, 33 (73.3%) patients were smokers;
however, although smoking had an effect on survival for
disease-free survival and long-term survival, there was
no statistical significance. Additionally, among etiological
factors, genetic studies in recent years have begun to
demonstrate that some mutations cause a predisposition
to cancer. While p53 gene mutation is important in the
lungs, it has been reported that the BRCA1 mutation in
breast cancer might be associated with multiple
malignancies (11,12).

The occurrence of a second malignancy in a patient with
an existing malignancy can be a coincidence or a
multifactorial process. Many factors are questioned
regarding the occurrence of secondary cancers. This
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Effect of bilateral superficial cervical block on postoperative analgesia in
thyroid surgery performed under general anesthesia

Genel anestezi altinda yapilan troid cerrahisinde bilateral yuzeyel servikal blok
uygulamasinin postoperatif analjezi Uzerine etkisi

Ebru Canakg! Nilay Tas  Ozgir Yagan  Tugge Geng

Ordu University Faculty of Medicine, Department of Anesthesiology and Reanimation, Ordu, Turkey

Abstract

Aim: The purpose of this study was to assess the effect of bilateral superficial cervical plexus block (BSCPB),
administered along with general anesthesia in total thyroidectomy surgical operations, on postoperative opioid
consumption and the duration of hospital stay.

Materials and Methods: A total of 150 patients who underwent total thyroidectomy surgical operations under general
anesthesia and had or did not have bilateral superficial cervical plexus blockade (BSCPB), were prospectively
evaluated in terms of their postoperative tramadol needs and durations of hospital stay. At the beginning of the
surgical intervention after anesthesia induction, 75 patients who received BSCPB administered with a 0.5% of 20 mL
levobupivacaine constituted the BSCPB group; on the other hand, 75 patients in the control group received only
general anesthesia and no BSCPB was administered.

Results: No statistically significant difference was found when age, gender, height, weight and ASA (American
Society of Anesthesiologists) physical status classifications of patients in both groups were compared. Only 15
patients out of 75 patients in the BSCPB group (20%) had postoperative opioid needs, whereas this rate was
determined as 85% in 64 patients out of 75 patients in the control group (p<0.05). Similarly, the tramadole
consumption in the BSCPB group was significantly less when compared to the control group (p<0.05). Postoperative
hospital stay in the BSCPB group (2.4+0.6) was also significantly less than that of the control group (4.7+1.6)
(p<0.05)

Conclusion: Bilateral superficial cervical plexus block administered along with general anesthesia in thyroidectomy
operations considerably reduces pain and tramadol need in the postoperative period and lessens the duration of
hospital stay.

Keywords: Thyroidectomy, superficial cervical plexus block, opioid.

6z

Amag: Total tiroidektomi operasyonlarin da genel anesteziye ek olarak uygulanan bilateral yiizeyel servikal pleksus
blogu (BYSPB) nun postoperatif opioid tiiketimi ve hastanede yatis siiresine etkisini degerlendirmeyi amagladik.

Gereg ve Yontem: Genel anestezi altinda total tiroidektomi operasyonu gegiren, bilateral ylizeyel servikal pleksus
blokaji (BYSPB) yapilan ve yapilmayan toplam 150 hasta, postoperatif tramadol ihtiyaci ve yatis siireleri agisindan
prospektif olarak degerlendirildi. Anestezi indliksiyonu sonrasi cerrahi baglangicinda %0.5 lik 20 mL levobupivakain
ile BYSPB uygulanan 75 hasta BYSPB grubunu olusturdu, diger yandan kontrol grubundaki 75 hastaya sadece genel
anestezi uygulandi ve BYSPB yapilmadi.

Bulgular: Her iki gruptaki hastalarin yas, cinsiyet, boy, kilo, ASA (Amerikan Anesteziologlar Birligi) fiziksel durum
siniflandirmasi kargilastirildiginda istatiksel olarak anlamli fark bulunmadi. BYSPB grubundaki 75 hastanin sadece
15 hastada (%20) postoperatif opioid ihtiyaci olurken, kontrol grubunda bu oran %85 (75 hastanin 64°0) olarak
bulundu (p<0.05). Yine BYSPB grubundaki tramadol tliketimi kontrol grubuna gbére anlamli derecede dlisliktii
(p<0.05). Postoperatif dénemdeki hastane yatis sliresi BYSPB grubunda (2.4+0.6), kontrol grubundan (4.7+7.6)
istatistiksel olarak anlamli derecede dligiik bulundu (p<0.05).

Corresponding Author: Ebru CANAKCI

Ordu University School of Medicine, Department of Anesthesia
and Reanimation, Ordu, Turkiye

Received: 13.01.2015 Accepted: 04.02.2015

182


http://www.asahq.org/
http://www.asahq.org/

Sonug: Tiroidektomi operasyonlarinda genel anesteziye ek olarak yapilan bilateral ylizeyel servikal pleksus blogu,
postoperatif dénemde agdriyi ve tramadol ihtivacini 6nemli Olglide azaltmakta ve hastanede yatis sliresini

kisaltmaktadir.

Anahtar Sézciikler: Tiroidektomi, yiizeyel servikal pleksus blogu, opioid.

Introduction

Thyroidectomy is the most commonly applied surgery
procedure in endocrine surgery (1). Many of these cases
complain of severe pain on the incision point especially
on the first day after surgery (2,3). 90% of these cases
have been reported to have severe pain that even
required morphine (4). Reducing the postoperative pain
increases patient’s comfort and ensures that the patient
returns to their daily life activities sooner.

Pain observed after thyroidectomy can be brought under
control through non-steroid anti-inflammatory agents or
opioids. However, it has been reported that non-steroid
anti-inflammatory  agents increase  postoperative
bleeding risk in some cases (2). Opioid analgesics also
have undesired side effects such as postoperative
nausea and vomiting (2). Therefore, wound infiltration
through local anaesthetics, bilateral superficial cervical
plexus block and bilateral combined (superficial and
deep) cervical plexus blocks are frequently used as
postoperative analgesia methods in thyroid operations.
However, there are studies available which provide
different data and information regarding whether these
methods reduce the analgesic requirement in
postoperative period or not (2-7). Bilateral superficial
cervical plexus block (BSCPB) is the most common one
among these administrations in terms of both ease of
administration and efficiency (5-7). The purpose of this
study was to prospectively examine the effects of
BSCPB administration in thyroid surgery performed
under general anaesthesia on postoperative opioid
requirement and duration of hospital stay.

Materials and Methods

Approval of ethics committee was received from 19
Mayis University Clinical Studies Ethics Committee for
our study. In accordance with principles of Declaration of
Helsinki, a total of 150 patients, who had total
thyroidectomy operations under general anaesthesia
between January 2014 and June 2014, and received or
did not receive bilateral superficial cervical plexus
blockade (BSCPB), were prospectively examined in
terms of their postoperative opioid needs and durations
of hospital stay. 75 patients constituted the control group
and did not receive BSCPB. 75 patients, who submitted
their anaesthesia consents and voluntariness consents,
received BSCPB. Patients, who were diagnosed with
Thyroid carcinoma, included in ASA IV risk class and
were younger than 18 and older than 75 years of age,
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were excluded from the study. In accordance with the
anaesthesia protocol we apply in our clinic for all
patients during routine general anaesthesia practices, all
patients received 2.5 mg/kg propofol (Propofol ©1%,
Fresenius Kabi, Deutschland, Germany), 0.6 mg/kg
rocuronium bromide (Esmeron®, MSD, N.V Organon,
Oss, The Netherlands), 1 mcg/kg fentanyl (Talinat® ,Vem
ilag, Istanbul, Turkey) for anaesthesia induction and the
maintenance was ensured with 1-2% sevoflurane
(Sevorane® Liquid, Abbvie ilag, Queensborough, England)
and 50% N,O/O-, when required 0.1 mg /kg rocuronium
bromide (Esmeron®, MSD, N.V Organon, Oss, The
Netherlands) was used for maintenance of muscle
relaxation. In both groups during the perioperative period
was 50 mcg bolus dose of fentanyl is analgesic
consumption.

Seventy five patients received BSCPB with 0.5% of
levobupivacaine hydrochloride 20 mL (Chirocaine®
0.5%, Abbot ilag, Istanbul, Turkey) in the preoperative
period after anaesthesia induction. All BSCPB
administrations were performed by the same
anaesthesia team after intubation using the same
technique. Three-point injection technique was used for
block administration (8). With this technique, after the
head is turned facing the other side, a 22-gauge injector
is inserted on the mid-point of the back verge of the
sternocleidomastiod muscle, the injector is directed
caudally, cephalically and horizontally  (from
sternocleidomastiod muscle) and 10 mL of 0.5%
levobupivacaine hydrochloride (Chirocaine® 0.5%, Abbot
ilag, Istanbul, Turkey) was infiltrated on both sides of
neck with a maximum depth of 1 cm.

All patients received paracetamol 1000 mg (Parol®
flakon 100 mL, Atabay ilag, Istanbul, Turkey) with an
interval of 12 hours, the first dose being within first 24
hours in the postoperative period in the recovery unit,
and with the patients’ consent, those who needed
additional analgesics were administered with 50-100 mg
intravenous tramadole (Tradolex® 100 mg/2 mL amp,
Keymen ilag, Ankara, Turkey). Postoperative pain of the
cases was evaluated by a surgical nurse, who did not
know which groups patients belonged to, with a visual
analogue scale for pain (VAS) in the 0™ hour (recovery
unit), 2" hour, 4™ hour, 6™ hour, 12" hour and 24™ hour.
Severity of pain was assessed on the basis of 10
degrees between 0 (no pain) and 10 (unbearably severe
pain). Additional analgesics were administered to the
cases whose VAS values were 5 and above. Total daily
additional analgesic needs were recorded. In the
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postoperative period, local and systemic complications
related to levobupivacaine administration were recorded.

Patients’ age, gender, height, weight, ASA (American
Society of Anaesthesiologists) physical status
classification, surgery time, duration of postoperative
hospital stay, opioid needs in the postoperative first 24
hours and total opioid amounts used in the same period
were recorded for both groups. SPSS (Statistical
Package for Social Sciences for Windows 18.0) program
was used for the statistical analysis of the study.
Descriptive statistical values were given as mean %
standard deviation and the total opioid amount, which
did not demonstrate a normal distribution and was used
in the postoperative first 24 hours, was given as median,
minimum (min) and maximum (max).

In statistical comparisons; Student’s t test was used for
age, weight, height, surgery time and duration of
postoperative hospital stay, and Mann Whitney U test
was used for the total tramadol amount used in the
postoperative first 24 hours. Chi-Square test and ASA
were used for comparisons of opioid need data in the
postoperative first 24 hours while Fisher exact chi-
square test was used since the expected values for
gender data were lower than 5, and p<0.05 was
accepted to be significant.

Table-1. Demographic Data and Surgery Time
(Mean + Standard Deviation).

BSCPB group Control P

(n=75) group (n=75) value
Age (years) 54.2+8.4 52.9+10.5 0.476
Weight (kg) 71.6+8.4 74.8£10.3 0.699
Height (cm) 169.8+13.7 165.9+10.9 0.648
Female/Male 59/16 53/22 0.739
ASA (I/11711) 16/49/10 21/42/12 0.621
(Sr:jirr?lftrg;)'me 131.5:12.5 138.7+145 | 0.129

BSCPB: Bilateral superficial cervical plexus block
ASA: American Society of Anaesthesiologists.

Results

When patients’ ages, genders, heights, weights, ASA
risk class and surgery times in both groups were
compared, no statistical difference was found (p>0.05)
(Table-1). Comparing the two groups of perioperative
opioid requirements; BYSPB group did not need
additional fentanyl, however, in the all cases in the
control group 2 or 3 times with 50 mcg (maximum 150
mcg) dose was needed fentanyl. 15 out of 75 patients in
the BSCPB group (20% of the cases) had opioid need,
whereas 64 patients in the control group had this need
(85% of the cases) (p<0.05). The median tramadol
amount used for patients in the BSCPB group was 0 mg
(min: 0-max: 75) and 40 mg (min: 0-max: 180) for the
patients in the control group and when these values
were compared, the tramadol amount used in the
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BSCPB group was found to be statistically and
significantly low (p<0.05). When average durations of
hospital stay in the postoperative periods were
compared, it was observed that patients who received
block administration were discharged from hospital in a
significantly shorter time (2.4+0.6 days) than those who
did not receive the administration (4.7+1.6 days)
(p<0.05) (Table-2). When compared in terms of
postoperative complications; every one of our patients in
both groups had no phrenic nerve paralysis and
development in any case still has not developed the
toxicity of local anesthetics.

Table-2. Opioid Needs in the Postoperative First 24 Hours and
Total Duration of Hospital Stay.

BSCPB Control p
group group
(n=75) (n=75) | value
Number of patients
who needed opioid 15 (%20) 64 (%85) | P<0.05
Opioid amount (mg)
(Median min-max) 0.0-75 40.0-180 | P<0.05
Duration of hospital
stay (days)
(Mean * standard 2.4+0.6 4.7+16 P<0.05
deviation)

BSCPB: Bilateral superficial cervical plexus block.

Discussion

As is in all surgical incisions, the pain observed in the
postoperative period is known to be related to the
incision location (9) . Especially the pain observed in the
postoperative period after thyroidectomy is generally
related to deep and superficial incision point (2). The
number of studies conducted on local anaesthetic
administration in order to prevent pain observed in
postoperative period after thyroidectomy is scarce if any
1,2).

The need for analgesics is very high in the postoperative
period after thyroidectomy operations performed with
only general anaesthesia, and it has been reported that
this method increases the rate of nausea and vomiting
which is already high due to the surgical procedure and
affects the patient's comfort and recovery time
negatively (5,10). Similarly in our study, the tramadole
amount used within the first 24 hours and duration of
hospital stay for patients in the control group were found
to be significantly higher compared to the patients who
received block administration.

Even though general anaesthesia is often preferred for
head and neck surgeries, bilateral deep and/or
superficial SPB administrations have become a current
issue for analgesics purposes during and after the
operation (2,11-14). When methods applied by adding
bilateral deep cervical plexus block to BSCPB without
general anaesthesia were examined, it was observed
that patients are discharged from hospital much earlier
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with this method, however patients should be selected
very carefully in terms of surgical procedures, general
conditions of patients and anxiety, otherwise both patient
and surgeon comfort grow worse (15-17).

When neck area was anatomically examined, superficial
branches of cervical plexus innerve neck and shoulder
skin and superficial tissues; on the other hand, its deep
branches innerve front neck muscles, other deep
tissues, diaphragm, and phrenic nerve. In a study
conducted by Pandit et al (18)., on 5 cadavers, they
showed that the deep cervical area was also dyed along
with the superficial cervical area when 30 mL of
methylene blue was injected into the deep cervical fascia
(18). However, sufficient anaesthesia cannot be ensured
on deep tissues on all patients receiving superficial CPB.
Therefore, deep cervical plexus block, sedation or
general anaesthesia administrations are also performed
in addition to superficial cervical plexus blockade. In
surgical practices focusing on the thyroid gland, both
skin incision and manipulations around trachea and
larynx require endotracheal intubation (17,19,20).

Complications induced by phrenic, recurrent laryngeal,
vagus and stellate ganglion involvement may be
observed on the bilateral combined (deep and
superficial) cervical plexus block. Especially phrenic
involvement is afraid for those receiving bilateral deep
cervical plexus block (21). When literature is reviewed,
bilateral phrenic nerve paralysis extending up to 14
hours has also been reported as well as many
successfully performed operations (22). In a study where
deep and superficial cervical plexus block complication
rates were compared, complications were reported to be
higher in the deep cervical plexus block. This was
associated with the fact that the deep technique was
more difficult (23). In our study, the block-related
complications on cases who received superficial cervical
plexus block were not observed.

There have been studies in literature which specify that
the superficial cervical plexus block added to general
anaesthesia reduces the need of intraoperative and
postoperative analgesics (3,11). Herbland et al. (24)
obtained similar results for patients who received and did
not receive bilateral superficial cervical plexus block in
total thyroidectomy operations in terms of their analgesic
needs and postoperative pain scores (24). Similarly in
our study which we conducted for postoperative
analgesic purpose, only 15 out of 75 patients in the
BSCPB group (20%) had postoperative opioid need,
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whereas this rate was found to be 64 out of 75 patients
(85%) in the control group (in which block administration
was not performed) (85%) (p<0.05) and again, when we
compared opioid consumption, the tramadole
consumption in the BSCPB group was found to be
significantly lower than the control group (p<0.05).

It has been reported that side effects related to the
anaesthetic agents and techniques such as systemic
toxic reactions and hematoma may be observed among
patients receiving BSCPB due to the intense vascular
structure of the neck region (25). In our study, no side
effects related to local anaesthesia or injection were
observed in any of the patients receiving block
administration, because our patients were under general
anaesthesia and the airway was safe. Even though the
local anaesthetics, levobupivacaine and bupivacaine
which are frequently used in cervical plexus blocks do
not have many superiorities compared to each other, we

preferred using levobupivacaine for our block
administration due to its less cardiotoxic effects
(5,26,27).

It is seen that the duration of postoperative hospital stay
of patients receiving BSCPB is significantly shorter
(2.4+0.6 days) than those who did not receive block
administration  (4.7£1.6 days) (p<0.05). BSCPB
decreases numerous reasons such as the pain which
determines the duration of postoperative hospital stay
and the corresponding opioid need and bleeding which
may occur due to agitation, and therefore reduces
duration of hospital stay and increases patient
satisfaction. As complied exactly with our study, in
similar studies conducted by Shih et al. (5), and Tekgll
et al. (28). BSCPB was performed along with general
anaesthesia during thyroidectomy operations and the
duration of hospital stay, postoperative opioid need and
the number of patients who had opioid need in the
control group were found to be significantly higher than
the groups receiving BSCPB administered with
bupivacaine and levobupivacaine (5,28).

Conclusion

Bilateral superficial cervical plexus block administered
with 20 mL of 0.5% levobupivacaine and with the three-
point injection technique under general anaesthesia
before thyroidectomy operations reduces the need of
opioid in the postoperative period and the duration of
hospital stay.
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Primary carcinoid tumor of the kidney
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Abstract

Primary renal carcinoid tumor is an exceedingly rare neoplasm which was first reported by Rensick et al. in 1966. In a
recent comprehensive review of the literature, Murali et al. and Romero et al. reviewed the literature up to 2006 and
found 51 and 56 cases, respectively, reported in the literature. The pathogenesis of this tumor is uncertain because
neuroendocrine cells are not found in normal adult renal parenchyma. The clinical presentation is similar to other
renal tumors thus posing diagnostic dilemmas for clinicians. We report a case of primary carcinoid tumor of the right
kidney in a 55-year-old male patient.

Keywords: Carcinoid tumor, renal tumours, neuroendocrine, immunohistochemistry.

(074

Boébregin primer karsinoid tiiméri, ilk olarak 1966 yilinda Rensick ve arkadaglari tarafindan bildirilen ¢ok nadir bir
neoplazmdir. Literatiirii kapsamii sekilde 2006 yilina kadar gézden gegiren Murali ve arkadaslari 51 vakanin, Romero
ve arkadaglar ise 56 vakanin bildirildigini bulmuslardir. Nb6roendokrin hiicreler normal erigkinlerin bébrek
parankiminde bulunmadigindan dolayr bu timériin patojenezi tam olarak agiklanamamstir. Klinik agidan diger

bébrek tiimérlerine benzediginden dolay teshis glicliigl vardir. Biz 55 yasindaki erkek hastanin sag bébregindeki
primer karsinoid tliimérii rapor ettik.

Anahtar Sézciikler: Karsinoid tiimér, renal tiimérler, néroendokrin, immunohistokimya.

Introduction The most common metastases are lymph nodes and
liver. We report a man who had a primary carcinoid
tumor of the kidney without any evidence of metastasis
or carcinoid syndrome.

Carcinoid tumors are low-grade malignant neoplasms
that arise from neuroendocrine cells with malignant
potential that depends on their site of origin (1). These
tumors are neuroendocrine tumors mostly found in the  Case Report
gastrointestinal tract (73.7%) and respiratory tract
(25.1%) (2). Other localizations like ovary, testis,
cervix, biliary duct, breast or gallbladder are rare (3).
On gross examination, renal carcinoids present as
single, well demarcated, solid, yellow or grey colored
tumors. When a carcinoid tumor of the kidney is
suspected, great care must be taken to rule out the
more common occurrence of metastases from an
extrarenal primary site. These tumors usually spread
locally, metastases are rare but their frequency
increases with the increasing tumor size.

A 55-year-old man presented with weakness and fever
as well as right flank pain. Physical examination was
unremarkable except for mild right flank tenderness.
Abdominal computed tomography (CT) scan showed
normal sized kidney with a hypodense round 92x77x64
mm mass in the middle and lower pole of the right
kidney. There was no definite hydronephrosis or
caliectasis. The patient had no other abnormal findings,
such as suspected distant metastasis or lymph node
metastasis. Radical nephrectomy was performed with
the diagnosis of renal cell carcinoma (RCC). Pathologic
study of the nephrectomy specimen showed a well-
defined, tan-colored, round and well encapsulated mass

Corresponding Author: ibrahim GELINCIK in the mid pole of the kidney measuring 7.5x7x6 cm
Namik Kemal University Faculty of Medicine, Department of Figure-1
Pathology, Tekirdag, Turkey (Figure-1a).
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Figure-1. a. Gross specimen is a whitish, soft yellowish solid
mass with well-encapsulated margins and bulging
contour (arrow). Microscopic appearance. b.
Carcinoid cells with tightly packed trabecular pattern
of growth typical of carcinoid tumor are polygonal
with  eosinophilic  cytoplasm, round, rather
monomorphic nuclei with a granular (“salt and
pepper”’) chromatin pattern (x200). ¢c. Showing tumor
cells in the upper right side (arrow) and renal tubules
in the lower left side (arrow head) (x40).

Microscopically, the tumor showed tightly packed
trabecular growth pattern. Tumor cells showed moderate
polymorphism, narrow rim of eosinophilic cytoplasm
surrounded round nuclei with granular (“salt and
pepper”’) chromatin (Figure-b, c).

The mitotic index was 1/50 HPF. No necrosis, mitosis,
calcifications or atypical cells were detected.
Immunohistochemical stains showed positive
chromogranin, synaptophysin, NSE and CD56. 1% of
tumor cells were positive for Ki-67, whereas CK7, CK20,
CD10, and RCC markers were negative. A diagnosis of
typical carcinoid tumor was made with these findings.

Discussion

The first reported case is by Resnick et al. (4) in 1966. In
a recent comprehensive review of the world’s literature,
Murali et al. (5) and Romero et al. (3) reviewed the
literature up to 2006 and found 51 and 56 cases,
respectively, reported in the literature. Korkmaz et al. (6)
reviewed the literature published after these reports and
found 26 more cases reported. The largest report is from
several centers of US which had informed 21 cases of
renal carcinoid during 36 years (7).Their pathogenesis of
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this disease is uncertain because neuroendocrine cells
are not found in normal renal parenchyma, pelvis and
ureter (8), and pre-existing hyperplasia  of
neuroendocrine cells found within the foci of metaplastic
or teratomatous epithelium is the most likely
pathogenesis of the disease.

Several radiographic findings are common in carcinoid
tumors, including no or minimal enhancement,
heterogeneity, and calcifications which were present in
75%, 60%, and 26% of reported lesions, respectively (3).
There is, however, no specific finding on CT or magnetic
resonance imaging (MRI) that can by itself differentiate
renal carcinoid tumors from other types of renal tumors
before surgery. Typically, carcinoid tumors present with
a well-circumscribed, non-enhancing or slightly
enhancing mass on CT with a solid component (3) but
are occasionally associated with cystic components.

Carcinoid tumors are characteristically low-grade
malignant tumors with neuroendocrine differentiation.
They are located mainly in the gastrointestinal (74%)
and respiratory (25%) tracts (2). In <1% of cases,
carcinoid tumors are reported in the genitourinary
system. A classification system established in 2000 and
updated in 2010, differentiates between neuroendocrine
tumors (NETs) and neuroendocrine carcinomas (9). The
proliferation index (Ki-67) is important in this
classification. Thus, tumors are divided into well-
differentiated NETs (<2 cm in size, <2% Ki-67 index),
well-differentiated neuroendocrine carcinomas (>2 cm in
size, >2% Ki-67 index, or angioinvasive), and poorly
differentiated neuroendocrine carcinomas (>20% Ki-67
index). The tumor of our case had minimal mitotic
activity (1/50 high-power field) without vascular,
lymphatic, and perineural invasion or necrosis.

Grossly, carcinoid tumors are usually single, yellowish to
tan to grey tumors. The reported sizes range from 2 to
17 cm (average 6.4 cm). The lesion is usually solid but
occasionally may be associated with a cystic
component. The lesion in our case was solid and in
7.5x7x6 cm sizes. Although renal carcinoid is usually
well demarcated, in several cases, extrarenal spread
with fat tissue infiltration may be seen and 10% show
vascular invasion. Histologically, the growth pattern is
the same as in other locations: trabecular or ribbon-like
arrangement or solid nests with peripheral palisading.
Stroma is highly vascularized. Cells are rather
monomorphic with granular eosinophilic cytoplasm and
blurred cytoplasmic borders.

Nuclei are round to oval, characteristically uniform in
size and shape, with coarse chromatin. The nucleoli are
small. Single mitotic figures may be seen. Calcification,
hemorrhage or necrosis are uncommon. The diagnosis
is confirmed by immunohistochemistry with positive
reactions for common neuroendocrine markers such as
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chromogranin, enolase or synaptophysin (3). In our
case, tumor cells were positive for synaptophysin,
chromogranin, NSE and CD56.

Renal carcinoid tumors are indistinguishable from other
renal tumors such as RCC pre-operatively like in our
case, and histopathology only results in the final
diagnosis (4). The relatively large size of the tumors at
the time of diagnosis is reported to correlate well with the
incidence of metastasis. Outcome is not related to the
presence of metastasis at the time of diagnosis because
some of the patients survived for a long time despite of
the presence of metastatic disease. There was not
metastasis in our case. Complete surgical resection is
the primary treatment of renal carcinoid and curative for
localized disease (10). Partial nephrectomy is a good
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alternative regarding the location and diameter of the
tumor. Lymph node dissection associated with
radical/partial nephrectomy allows for optimal staging of
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radiotherapy). Conventional methods of imaging are
inadequate for detecting smaller carcinoids, so
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CT and MRI when searching for occult or metastatic
disease. Close follow-up after surgery is necessary. In
conclusion, renal carcinoids have better prognosis
compared to other renal neoplasms and nephrectomy is
curative in localized disease and recommended even in
metastatic disease.
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Sercan Gode?

Oz

Duz kas hicrelerinden kaynaklanan, genelde endometrium ve gastrointestinal trakita saptanan leiyomiyosarkom,
nadir gérilen yumusak doku tumérlerindendir. Burun ve paranazal kavitenin en sik goértlen malignite tipi olan
karsinomlara nazaran sarkomlarin insidansi bir hayli disiktir ve bu bdlgenin sarkomlari arasinda leiyomiyosarkoma
az rastlanmaktadir. Bu timdrlerde genelde tercih edilen tedavi cerrahi rezeksiyondur. Bu yazida nadir bir yerlesim
yeri olarak alt konka posteriorundan kaynaklanmis ve endoskopik transnazal cerrahi rezeksiyon ile tedavi edilmis bir
nazal kavite leiyomiyosarkomu olgusu, literatur bilgileri esliinde sunulmaktir.

Anahtar Soézciikler: Nazal kavite, leiyomiyosarkom.

Abstract

Leimyosarcoma is a rare soft tissue tumor originating from smooth muscle cells and it is usually diagnosed in the
endometrium and gastrointestinal tract. Compared with carcinomas which are the most common malignancies of the
nose and the paranasal cavity, the incidence of sarcomas is quite low and leiomyosarcomas are rarely found among
these sarcomas. Surgical excision is the usually preferred treatment choice for these tumors. In this paper, a case
with nasal cavity leimyosarcoma originating from a rare location as the posterior part of lower concha and treated with
endoscopic transnasal surgical excision is presented with the relevant literature.

Keywords: Nasal cavity, leiomyosarcoma.

Girig Bu yazida burun kanamasi ve burun tikanikhgi
sikayetleri ile bagvuran, muayenesinde saptanan nazal
kitlenin LMS olarak belirlenmesi (izerine cerrahi
rezeksiyon ve sonrasinda RT ile tedavi edilen, 3 yil
askin izleminde nuks saptanmayan 57 yasindaki kadin

hasta sunulmaktadir.

Tum yumusak doku sarkomlarinin yaklasik 7%sini
leiyomisarkomlar (LMS), uterus ve gastrointestinal trakt
gibi diiz kas dokusundan zengin organlardan, nadiren
ekstremiteler ve bag-boyun bdlgesi gibi diger vicut
bdlgelerinden kaynaklanmaktadirlar. Bag-boyun bélgesi
LMS’larinin, kan damarlarinin tunika mediasindan,
sirkumvallat papillalardan, tikrik bezi miyoepitelyal
hicrelerinden ya da pluripotent mezenkimal hiicrelerden
kaynaklandiklari dustnutlmektedir (1). Bu tumor tipinin,
sinonazal bolgedeki tumorler icindeki insidansi 1.5%-
2.1% ile bir hayli dusuktir. LMS tedavisindeki en etkili
yontemin cerrahi oldugu konusunda genel bir kani
bulunmaktadir, tedavi basarisindaki en énemli unsur ise
timorin boyutudur (2). Eskiden LMS tedavisindeki rolleri
palyatif olan radyoterapi (RT) ve kemoterapinin (KT) ise
yeni tedavi rejimlerinin tanimlanmasi ile cerrahi sonrasi
uygulanmalari giderek artmaktadir (3).

Olgu Sunumu

57 yasinda kadin hasta, bir yildir ara ara olan burun
kanamasi ve giderek artan tek tarafli burun tikanikhigi
sikayetleri ile basvurdu. Yapilan fizik muayenesinde
endoskopik baki ile gorilebilen sol nazal kavite
posteriorunda koanaya gecisi tama yakin engelleyen
agrisiz kitle saptandi. Dider kulak burun bogdaz
muayeneleri normaldi. Koranal ve aksiyel planlarda elde
edilen paranazal bilgisayarl tomografi (BT) tetkikinde sol
nazal kavite posteriorunda bu bdlgeyi ve koana sol
yarisini tama yakin oblitere ederek nazofarenkse
uzanan, ¢evre kemik dokularda destriiksiyona yol agma-
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saptandi. Pre-postkontrast aksiyel, koronal SE T1A,T2A
ve sagittal postkontrast SE T1A manyetik rezonans
géruntilemede (MRG) sol nazal kavitede egzofitik olarak



hava bosluguna dogru biyime gosteren, koanaya dogru
ilerlemis, alt ve orta konkalar ile arasindaki planlari
sililinmis 3x2.5 cm boyutlarinda kitle saptandi. Kitle

heterojen i¢ yapida T2A serilerde heterojen, orta
derecede hiperintens, kontrastsiz T1A  serilerde
hipointens, postkontrast serilerde belirgin heterojen

opaklasma gdOsteren dizgin lobule kontirli idi ve
cevresindeki yumusak doku planlarinda patolojik sinyal
degisiklikleri eslik etmemekte idi (Sekil-1a).

Sekil-1. a. Olgunun histolojik incelemesinde niikleer atipi goste-
ren, hiperkromatik ve kaba kromatinli kiint ¢ekir-dekleri
olan, eozinofilik stoplazmali, ¢capraz kemerler halinde
fasikller olusturmus uzun, fuziform hiicreler ve ¢ok
sayida mitotik figur izlenmekte (HE,x100). b. Koronal
postkontrast T2 agirlikli MRG serisinde nazal kavite

posteriorundan gegen kesitte belirgin inhomojen
kontrast tutulumu gosteren, egzofitik olarak hava
bosluguna dogru biyume gdsteren, lobule konturll
kitle gorilmekte (beyaz ok).

Histolojik inceleme igin kitleden alinan biyopsinin sonu-
cunun LMS olarak bildiriimesi Gizerine énce olasi tutulum
ve metastaz bdlgelerini degerlendirmek amaciyla yapilan
PET/BT'de nazal kavite haricindeki bolgelerde tutulum
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saptanmamasi Uzerine kuratif cerrahi rezeksiyon
planlandi. Genel anestezi altinda transnazal endoskopik
yaklagimla yapilan cerrahide sol alt konkanin posterioru
ve maksilla medialinden kaynaklanarak nazal kavite ve
oradan nazofarenkse ekzofitik uzanim géstermis yak-
lagtk 5x3 cm boyutlarindaki kitle, peroperatif cerrahi
sinirlardan donuk kesit patolojik inceleme yapilarak
yaklasik 1.5 cm givenli cerrahi sinirlar saglanarak
rezeke edildi (sinirl medial maksillektomi). Cerrahi
spesimenin immunohistokimyasal ve histolojik incele-
mesi LMS ile uyumlu (bol eozinofilik stoplazmal fuziform
hiucre fasikllleri, duz kas aktini ve desmin ile diffiz
pozitif, S-100 ile negatif boyanma patterni, Ki 67
proliferatif indeksi 32%) ve cerrahi sinirlar timor
acisindan negatif olarak saptandi (Sekil-b). Total timor
eksizyonu ile taninin kesinlesmesini takiben, giinlik doz
2 Gray olacak sekilde 35 kez, toplam 70 Gray RT
uygulandi. Tedaviyi takip eden 38 aylik sureg igerisindeki
izleminde hastada lokal rekilrrense ve uzak metastaza
ait bulguya rastlanmadi.

Tartisma

Bas ve boyun bdlgesinin yumusak doku sarkomlari bu
bélgenin nadir timorlerindendir. Fusconi ve ark 2002
yilinda yaptiklari derlemede literatiirde simdiye kadar 41
sinonazal LMS olgusu bulundugunu belirtmiglerdir (4).
Huang ve Antonescu’nun 2003 vyilinda yayimlanan
derlemelerinde sinonazal LMS’'un saptanma yasinin
ortalama 50 oldugu ve 1/1.5 oraniyla kadinlarda biraz
daha sik gorildiga, en sik basvuru sikayetlerinin burun
tikanikligi ve burun kanamasi oldugu belirtiimistir. ilging
olarak LMS’da, leiyomiyomdan farkh olarak agri ve
hassasiyet gorilmez. Sunulan olgu da bu epidemiyolojik
ozelliklerle uyumlu olarak 57 yasinda, kadin cinsiyetteydi
ve en sik basvuru sikayetlerinden olan tek tarafli burun
tikanikligi ve kanamasi ile bagvurmustu ve agrisi yoktu.
Sinonazal bodlge LMS’larinin tani sirasindaki ortalama
blyukligld 3 cm’dir ve izole nazal kavite tutulumu,
paranazal ve kombine sinonazal tutuluma goére daha
siktir (5). Hastamizda da kitle, basvuru sirasinda yakla-
stk 4 cm idi ve paranazal tutulum saptanmamisti.
LMS’lar BT'de genelde nekrotik veya kistik alanlar icere-
bilen, kalsifikasyon géstermeyen, kemik destriiksiyonu-
nun sik oldugu masif kitle olarak gorilirler. MRG'de ise
heterojen, T2 agirhkh imajlarda orta-yuksek sinyal
zenginligindedir (1,5). Sunulan olgunun BT tetkikinde de
kitlede kalsifikasyon yoktu fakat sik gorilen kemik invaz-
yonu o6zelligini géstermemekte, MRG’de ise literatiirle
uyumlu olan heterojen, postkontrast yiliksek sinyal
Ozelliklerinde idi.

Lokal agresif seyretmeye meyilli olan LMS’larinin
prognozu hakkinda yeterince veri yoktur fakat kadin
genital sistemi ve gastrointestinal bdlgeden kaynakla-
nanlara gore sinonazal bélgenin LMS’larinin daha selim
davranis gosterdikleri sOylenebilir. LMS’larda lokal
rekirrens 34%, bolgesel metastaz 15%, uzak metastaz
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35% ve 5 yillik sagkalim 55-73% oranlarinda bildirilmistir
(6). Hastamizda tani sirasinda boyun ve uzak metastaz
ile uyumlu bulgu yoktu ve tedavi sonrasi 3 yili agkin
surede lokal ve/veya uzak metastaz saptanmamistir.
Prognostik faktérler agisindan veriler yeterli olmamakla
birlikte 3 cm’den buyik ve histopatolojik incelemede 5
buyutmelik alanda birden fazla mitozun olmasi kétu
prognozla iligkilendirilebilir. Orbita, pterigomaksiller fossa
ve kafa tabani tutulumu riski artacagindan paranazal
tutulum daha kétl prognoz getirir (7).

LMS tedavisinin temelini guvenli cerrahi rezeksiyon
olusturur. Timoér boyutu 4 cm’den buiyik ise cerrahi
sonrasi RT onerilmektedir (8). Sinonazal bdlge
LMS’larinin  cerrahisi tedavisindeki basari timorin
boyutu ve nazal kavite kaynakli olmasi ile indirekt olarak
iligkilendirilmigtir. Egder cerrahi tek tedavi ydntemi
olacaksa rezeksiyon sinirlari timérden en az 1 cm
uzaklikta olmalidir (7,8). Sinonazal yerlesimli timdrlerde
dusik rejyonel lenf nodu metastaz oranlari nedeniyle
elektif boyun diseksiyonuna gerek yoktur (8,9) LMS

Kaynaklar

tedavisinde molekiler hedefli KT yapilmaya baslanmistir
fakat bu tedavi bas-boyun bédlgesini icermemektedir
cinkii bu bodlge LMS’larinin gen paternleri halen
bilinmemektedir (6). Sunulan olguda &ncelikle guvenli
salim cerrahi sinirlar elde edilerek endoskopik
rezeksiyon uygulanmis ve timoér capr 4 cm’den fazla
oldugu icin de postoperatif RT uygulanmistir. Bdlgesel
lenf nodu metastazi saptanmadigindan boyun diseksi-
yonu uygulanmamis ve literatirde heniz etkinligi
netlesmediginden KT uygulanmamistir. Hastamizin RT
bitiminden sonraki 38 aylik duzenli kontrollerinde hentz
lokal niiks ve uzak metastaz saptanmamis olmasi bu
tedavinin etkili oldugunu disitndirmektedir.

Sonug olarak, bas ve boyun bdlgesinin nadir malignitele-
rinden olan bu LMS olgusu bize 6zellikle bu timorin
tedavisinde cerrahinin temel rol oynadigini ve cerrahi
sonrasi RT uygulamasinin da tedavi etkinligini
artirabilecegini desteklemesi yoninde énemli bir 6érnek
teskil edebilir.

1.

2.
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Co-existence of celiac disease and eosinophilic esophagitis: Is it a coincidence
for the two diseases?

Colyak hastaligi ve eozinofilik 6zefaijit birlikteligi: Bu iki hastalik igin bir tesaduf mu?
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Abstract

Celiac disease and eosinophilic esophagitis are usually considered to be separate gastrointestinal diseases;
however, it appears that they may coexist more often than would be expected. We report the case of a 5-year-old girl
who had positive celiac serology and was assessed as having type 3c celiac disease according to the Marsh
classification with endoscopic pathology. However, the patient’s eosinophils were more than 100 per high-power field
in esophageal mucosal biopsy specimens and she was evaluated as having eosinophilic esophagitis as well. The
relationship between celiac disease and eosinophilic esophagitis is not clear. Nevertheless, coexistence of
eosinophilic esophagitis needs to be considered in children with celiac disease.

Keywords: Celiac disease, eosinophilic esophagitis, endoscopy.

0Oz

Colyak hastaligi ve eozinofilik ézefajit genellikle ayri gastrointestinal hastaliklar olarak degerlendiriimekle beraber
birliktelikleri beklenenden ¢ok daha fazladir. Burada pozitif ¢6lyak serolojisi olan ve endoskopik patoloji sonucunu ile
Marsh siniflamasina gére ¢6lyak hastaligi tip 3c olarak degerlendirilen 5 yasinda kiz hastayr sunmaktayiz. Diger

taraftan hastanin 6zefagus mukoza biyopsi érneklerinde her sahada 100 den fazla eozinofilisi mevcuttu ve hasta
eozinofilik bzefajit olarak da degerlendirildi. Célyak hastaligi ve eozinofilik 6zefajit arasindaki iliski kesin dedgildir.

Bununla birlikte ¢blyak hastaligi olan ¢gocuklarda eozinofilik ézefajit birlikteligine dikkat edilmesi gerekmektedir.

Anahtar Sézciikler: Colyak hastaligi, eozinofilik 6zefajit, endoskopi.

Introduction

Eosinophilic esophagitis (EE) and celiac disease (CD)
are considered to be distinct immunologic diseases of
the gastrointestinal tract. It is a rare case in the literature
of children who underwent upper gastrointestinal
endoscopy for suspected CD, which was confirmed
histologically, were also found to have endoscopic and
histological evidence of EE. Recent case reports and
cohort studies have suggested an association between
CD and EE in pediatric populations (1,2). This case
report aims to make a contribution to the literature by
showing the rare co-existence of the two diseases.
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Case Report

A 5-year-old girl with abdominal pain was admitted to our
clinic 3 months earlier. The patient had a history of
suffering from constipation. Her weight was 15.6 kg (10-
25" percentile) and height was 107 cm (25-50"
percentile). On physical examination, there was no
abdominal tenderness. The white blood cell count was
14.400/mm®, hemoglobin 12 g/dL, hematocrit 35%,
platelet count 554.000/mm?, aspartate aminotransferase
60 IU/l, alanine aminotransferase 28 IU/L, gamma-
glutamyl transferase 9 U/L, total bilirubin 0.45 mg/dL,
direct bilirubin 0.09 mg/dL and other biochemical values
were normal. Celiac serology revealed an IgA antigliadin
antibody titer of 92.8 AU/mL, 1gG antigliadin antibody
titer of >200 AU/mL, an IgA tissue antitransglutaminase
titer of 234.1 AU/mL as positive.

Upper gastrointestinal tract endoscopy revealed reduced
duodenal folds, pale duodenal mucosa, evident
scalloping, fissures of duodenal mucosa and normal
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esophageal mucosa. The pathological examination of
endoscopic duodenal biopsy specimens showed total
villous atrophy, elongation of the crypts, flattened
mucosa and infiltrations of mononuclear cells in the
lamina propria (Figure-la). There was an increased
number of intraepithelial CD3-positive T-lymphocytes in
the surface epithelium. These findings were consistent
with CD and the patient was evaluated as having CD
type 3c according to the Marsh classification.
Eosinophils were more than 100 per high power field in
esophageal mucosal biopsy specimens (Figure-1b). The
patient was also evaluated as having EE.
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Figure-1. a. Total villous atrophy, elongation of the crypts,
flattened mucosa and infiltrations of mononuclear
cells in the lamina propria of duodenum (H&E stain;
x20). b. Eosinophils were more than 100 per high
power field in esophageal mucosal biopsy specimens
(H&E stain; x40).

The patient's skin prick test was negative for all
allergens. There was no peripheral blood eosinophilia
and total IgE was normal (20.3 1U/mL). Specific IgE was
negative for cow’s milk and food panel was normal.
Thyroid function tests and thyroid autoantibodies were
normal, glucose 91 mg/dL and hemoglobin Alc were
5,7%. There was no acid reflux in 24-hours-esophageal
pHmetry. The patient was started on a gluten-free diet.
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Follow-up endoscopy of the patient revealed regression
of the endoscopic and histological findings of celiac
disease, but no decline of the findings of eosinophilic
esophagitis following the gluten-free diet after 6 months.
We continue to follow-up the patient, whose abdominal
pain and constipation have ended, in our clinic.

Discussion

CD and EE are distinct disorders with specific
clinicopathological characteristics. EE is an
immunoallergic disease that characteristically presents
with acute or chronic dysphagia, food impaction,
gastroesophageal reflux symptoms unresponsive to acid
suppression, though it may be asymptomatic.
Endoscopy may reveal longitudinal furrowing, circular
rings, white exudates or normal mucosa in the
esophagus. The pathogenesis of EE includes a T-helper
(Th) 2-type immunological reaction, which is triggered by
exposure to dietary allergens causing infiltration of the
esophageal mucosa by T lymphocytes, mast cells and
eosinophils (3).

On the other hand, CD is a Th 1-mediated autoimmune
disease of the small intestine induced by the ingestion of
gluten (4). CD has classically been diagnosed when
duodenal biopsies have shown typical histologic
alterations and a favorable response has occurred to a
gluten-free diet (4). Patients with CD are known to be at
higher risk for coexisting autoimmune diseases, such as
type 1 diabetes mellitus and autoimmune thyroiditis, but
their risk of developing atopic diseases remains unclear
®)-

In the last few years, some studies have suggested an
association between CD and EE in pediatric populations.
QOoi et al. (1) reported the prevalence of EE to be 3.2%
among 221 children with CD. Leslie et al. (2) reported
the prevalence of EE to be 4% among 250 children with
CD and in this study 3 of 10 children were reported to
have symptoms of CD and EE, esophagus appeared
normal at endoscopy, but biopsies showed evidence of
EE similar to our case. Another study showed that
approximately 30% of children diagnosed as having EE
had normal-appearing esophageal mucosa at
endoscopy (6). Our patient presented with only
abdominal pain and constipation. Leslie et al. (2)
reported that 1 of 10 children with CD and EE presented
with only abdominal pain and normal-appearing
esophageal mucosa at endoscopy but biopsies showed
evidence of EE, as in our case. However, other diseas
that are associated with esophageal eosinophilia were
also excluded for our patient with clinical and laboratory
findings.

CD and EE are two manifestations of food allergy with
different pathogenic mechanisms. A gluten-free diet was
started for the patient. There was no food allergy in our
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case so other food elimination diet was excluded. The
effect of a gluten-free diet on EE in children with both CD
and EE is varied in the reported studies. In two studies,
children who had undergone repeated endoscopic
examinations showed recovery of their duodenal
mucosa but no resolution of esophageal eosinophilia on
a gluten-free diet alone, as in our case (1,2). However,
Quaglietta et al. (7) reported that 6 children with CD and
EE who primarily had the symptoms of EE had all
improved symptomatically on gluten-free diet, and 3
children’s second endoscopy showed significant
reduction in intraesophageal eosinophils. Studies have
also shown that eosinophils may play a role in gliadin-
induced intestinal damage (8). Increased intestinal
permeability in CD may facilitate the exposure of the
intestinal immune system to various antigens and
transport of these antigens to various body sites leading
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Erigkin yasta tani alan Gaucher hastalikh bir olgu

A case of gaucher disease diagnosed at adult age

Oktay Bilgir

izmir Bozyaka Egitim ve Arastirma Hastanesi, Hematoloji Klinigi, izmir, Tiirkiye

Gllsim Akgun GCagliyan

Oz

Gaucher hastaligi, dalak karaciger ve kemik iliginde glukozilseramid birikimi ile karakterizedir. Hastallk otozomal
resesif geger ve lizozomal lipid depo hastaligidir. Glukozilseramid hidrolaz (b-glukozidaz)'da genetik defekt sonucu
retikuloendoteliyal sistem hiicrelerinin lizozomlarda glukoseramid birikir. Gaucher hastaliginda masif splenomegali ve
sitopeniler gorulir. 37 yasinda sitopeniler ve hepatosplenomegali nedeniyle hastanemize basvuran ve erigkin yasta
Gaucher hastaligi tanisi alan olgu sunuldu.

Anahtar Sozciikler: Gaucher, sitopeni, splenomegali.

Abstract

Gaucher disease is characterized by the deposit of glucosylceramide in the spleen, liver and bone marrow. This lipid
lysosomal storage disease shows autosomal recessive inheritance and. Glucosylceramide is stored in lysosomal
bodies of the cells of the reticuloendothelial system as a result of a genetic defect in glucosylceramide hydrolase (b-
glucosidase). Massive splenomegaly and cytopenias are seen in Gaucher disease. We presented a 37-year-old
woman admitted to our hospital with cytopenias and splenomegaly and diagnosed as Gaucher disease in adult age.

Keywords: Gaucher, cytopenia, splenomegaly.

Girig

Gaucher hastaliginin  klinik bulgulari, azalmis b-
glikoserebrosidaz aktivitesi sonucu kemik iligi, dalak,
karaciger, akciger, bobrek gibi organlarda glikosereb-
rosidin birikmesi ile olusmaktadir1. Bu birikime bagli
olarak pansitopeni, hepatosplenomegali, pulmoner infil-
tratlar, kemik lezyonlari, glomerdiler lezyonlar gibi organ
disfonksiyonu bulgulari goérilebilmektedir. No&rolojik
tutuluma goére hastaligin 3 tipi bulunmaktadir. Tip 1
adult (nonndropatik), Tip 2 infantil (akut ndéronopatik),
tip 3 juvenil (subakut ndronopatik) seklindedir. Tip 1
bitin yaslarda, Tip 2 ve Tip 3 daha c¢ok c¢ocukluk
doéneminde gorulur. Tip 2 ve Tip 3 ndrolojik tutulum
nedeniyle daha kéti prognozludur (1,2). Gaucher
hastaliginda kemik iligi baskilanmasi sonucu yada
hipersplenizme bagh olarak sitopeniler ortaya cikabilir
(3). Halsizlik nedeniyle bas-vuran ve erigkin yasta Tip 1
Gaucher hastaligi tanisi alan olgu sunuldu.
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37 yasindaki kadin hasta belirgin halsizlik ve karin agrisi
nedeniyle bagvurdu. Oykisiinde sikayetlerinin gocukluk
doéneminde basladigi, daha o6nce saglk guvencesi
olmamasi nedeniyle tetkik edilemedigi 6grenildi.
Sikayetleri yasam kalitesini bozmasi nedeniyle hasta hig
evlenmemis ve dogum yapmamisti. Soy geg¢misinde
ozellik yoktu. Fizik muayenesinde cilt soluktu, karaciger
kot altinda 10 cm, dalak ise inguinal bdlgenin Gzerinde
palpe edildi. Diger sistem bakilari olagan bulundu.
Hemogramda I6kosit:  5000/mm?®, hemoglobin: 9.2
gr/dL, mcv: 87, trombosit: 67000/mm® saptandi.
Periferik yaymada normokrom normositer eritrositler,
trombosit sayisi 70000 saptandi. Sedimantasyon 96
mm/h bulundu. Biyokimyasal testleri normaldi. Batin
ultrasonda karaciger 260 mm, dalak 350 mm idi. Kemik
iligi aspirasyonunda cekirdekleri eksantrik yerlesimli
soluk ve genis sitoplazmali tipik Gaucher hicreleri
goruldi  (Sekil-a ve  Sekil-b). Hastanin  b-
glikoserebrosidaz enzim dizeyi disik bulunurken,
genetik analizinde heterozigot N370S ve heterozigot
L444P mutasyonu saptandi. Noéroloji ve g6z
muayeneleri normal saptanan hastaya Tip 1 Gaucher
hastaligi tanisiyla imigluseraz 30 IU/kg/giin (1600



IU/glin) dozundan iki haftada bir baslandi. 2 yildir
enzim replasman tedavisi alan olgunun son hemogrami
I6kosit: 6900 mm®, hemoglobin:11.8 gr/dL, trombosit:
92000 mm? idi. Fizik muayenede karaciger ve dalak
boyutlarinda gerileme saptandi. Ultrason kontroliinde
karaciger 50 mm, dalak boyutu 40 mm kugulmustir.
Yasam kalitesinde belirgin dizelme gérulmustur.

Sekil-1. a,b. Kemik iligi aspirasyonunda cekirdegi eksantrik
yerlesimli, soluk ve genis sitoplazmali tipik Gaucher
hicreleri.

Tartisma

Gaucher hastaligi glukoserebrozid birikimi ile seyreden,
otozomal resesif gegis goOsteren, insidansi 1/40000 ile
1/100000 arasinda degisen, nadir bir lipid depo
hastaligidir. ilk kez 1882'de Ernest Gaucher tarafindan
tanimlanmistir. Gaucher hastaliyi Askenazi Yahudi-
lerinde sik goérulmektedir. Bu etnik grupta N370S, 84GG,
L444P, IVS2, R463C mutasyonlarina sik rastlanmaktadir
(2,4).

Hastaligin G¢ Klinik tipi vardir. Tip 1 kronik nonnéropatik
tip tim vyaslarda ortaya c¢ikabilir. Tip 1 Gaucher
hastaiinda masif splenomegali, hipersplenizm,

Cilt 54 Sayi 4, Aralik 2015/ Volume 54 Issue 4, December 2015

hematolojik bulgular, tipik kemik bulgulari goérulirken
santral sinir sistemi tutulumu gérilmez (1,2,5). Olgumuz
Tip 1 Gaucher hastasiydi ve santral sinir sistemi
tutulumu yoktu. Tip 2 akut néropatik tip olarak bilinir.
Santral sinir sistemi agir olarak tutulur. Splenomegali ve
cocuklarda gelisme geriligi gorilir. Genellikle iki yas
altinda o6luimle sonuglanir (1,2,6). Tip 3 subakut
ndéronopatik tip, cocuklukta ortaya cikar. Daha c¢ok ic
organ ve santral sinir sistemi tutulumu gérdlir. Oliim 20-
40 yas civarinda goérulmektedir (1,2).

Tum Gaucher hastaligi tiplerinde normokrom normositer
anemi gOrulmektedir. Anemi, kemik iligi baskilanmasi
sonucu yada hipersplenizme bagl olarak ortaya ¢ikabilir.
Ayrica anemi kronik hastalik nedeniyle kisalmis eritrosit
omri ve demir saliniminda bozulma sonucu gorulebilir.
Gaucher hastaliginda trombositopeniye bagli kanamalar
gorulebilmektedir  (6,7). Olgumuzda tani aninda
normokrom normositer anemi ve trombositopeni vardi,
enzim tedavisi sonrasi dizelmeler goéruldi. Olgumuzda
trombositopeniye bagli kanama izlenmedi.

Gaucher hastaliginda klinik bulgularla birlikte kemik iligi,
karaciger ve dalakta Gaucher hiicrelerinin gorilmesi ile
tani konur. Kesin tani igin enzim aktivitesi ile birlikte
genetik analiz yapilmahdir (4,7). Olgumuzda kemik
iliginde cekirdegi eksantrik yerlesimli, soluk ve genis
sitoplazmali tipik Gaucher hcreleri gorildiu (Sekil1).
Olgumuzun enzim diizeyi ve genetik analiz sonuglari
Gaucher hastaligi ile uyumlu bulundu.

Tip 1 Gaucher hastalikh olgularda b-glukoserebrosidaz
enzim replasmani tedavisi Onerilmektedir. Plesantal
yada rekombinant kaynakli b-glukoserebrosidaz enzim
replasman tedavileri ile kemik ve kemik iligi fonksiyonla-
rinda dizelme, karacier ve dalak bulyikliginde
gerileme gosterilmistir (8,9). Hastamiza rekombinant b-
glukoserebrosidaz analogu olan imugluseraz enzim
replasman tedavisi uygulanmistir. Hastamizda enzim
replasman tedavisi ile yasam Kkalitesinde belirgin
diizelme goruldi. Gaucher hastaliginda bir diger tedavi
secenegi ise hematopoetik kdk hicre naklidir. Aslinda
allojenik kemik iligi nakli basarili bir sekilde Gaucher
hucrelerinin ilikten yok olmasi ve hastaligin klinik
bulgularinin diizelmesini saglamaktadir. ilik nakli enzim
replasman tedavisinden daha ucuz ve daha kalici bir
tedavi sekli olmakla birlikte nakil sirasinda fizik durumlari
en iyi olan hastalarda dahi %10 mortalite oldugu
bilinmektedir (10). Hastamizin HLA uygun allojenik
vericisi bulunmamaktadir. Bu nedenle allojenik kék hiicre
nakli distnilmedi.

Sonug olarak, sitopeniler ve hepatosplenomegalisi olan
erigkin hastalarda olasi etiyolojik nedenler ekarte
edildikten sonra, nadir de olsa Gaucher hastaligi akla
gelmelidir.
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Bir olgu Gizerinden gebelikte adneksiyel kitlelere yaklagim
Approach to the adnexal masses in pregnancy due to a case
Ulkii Mete Ural Yesim Bayoglu Tekin Figen Kir Sahin

Recep Tayyip Erdogan Universitesi Tip Fakiiltesi, Kadin Hastaliklari ve Dogum Anabilim Dali, Rize,
Tarkiye

Oz

Ultrasonografinin yaygin kullanimi ile gebelikte adneksiyel kitlelerin tespiti artmistir. Bu kitlelerin ¢ogu ilk trimester
taramasi sirasinda rastlantisal olarak gorilir. Adneksiyel kitlelerin takibinde genellikle gozlem yeterliyken komplike
olanlar icin cerrahi gerekebilir. Persiste olan blylk kitlelerde torsiyon, riptir ve malignensi riskleri vardir. Cerrahide
ise fetal kayip, preterm eylem ve artmis emboli riski gibi komplikasyonlar gorilebilir. Bu yazida, 24. gebelik
haftasinda tespit edilen dev serdz kistadenom olgusu nedeniyle gebelikte adneksiyel kitlelere uygun yaklasim,
mudahalenin hangi durumlarda gerekli oldugu ve cerrahi yaklasim yontemleri literatir esliginde tartisilmigtir.

Anahtar Sozciikler: Adneksiyel kitle, gebelik, laparotomi.
Abstract

With the widespread use of ultrasound in pregnancy, adnexal masses are more frequently detected. Most of these
masses are diagnosed incidentally at the first trimester screening. In the management of adnexal masses,
observation is usually adequate but surgery may be required for complicated cases. Large persistent adnexal
masses are at risk for torsion, rupture and malignancy. Intraoperative complications may occur such as fetal loss,
preterm labor and increased risk of embolic events. In this article, we present a case of giant serous cystadenoma
detected in the 24th week of gestation and discuss the appropriate approach to adnexal masses in pregnancy, the
cases in which intervention is required and surgical procedures.

Keywords: Adnexal mass, pregnancy, laparotomy.

Girig Kompleks kitlelerde cerrahi yaklasimi erteleme karari,
malignitenin getirdigi riskler ile gereksiz cerrahinin anne
ve fetus igin olusturdugu riskler dengelenerek
alinmaldir. Gézlemsel yaklasimi tercih eden hastalar,
over torsiyonu, riptur, ilerleyen gebelik haftalarinda
cerrahi gereksinim olusmasi, malignite tanisinda
gecikme gibi olasiliklar konusunda bilgilendirilmelidirler.
Cerrahi yaklasimin tipi konusunda fikir birligi yoktur. Agn,
hastanede kalis, infeksiyon riski ve iyilesme siresi gibi
yararlar géz 6niine alindiginda, cerrah yeterli deneyim,
editim ve beceriye sahipse laparoskopik yaklasim
laparotomiye tstindur (1).

Gebelik sirasinda rapor edilen adneksiyel kitle insidansi
81'de 1 ile 8000'de 1 seklinde degismektedir (1).
Antenatal gebelik takibi ve aneploidi taramasi igin
ultrasonografinin  yaygin  kullanimi  ile  gebelikte
adneksiyel kitle tespit edilme orani da artmistir. Bu
kitlelerin malignite olasihgr %1-8 civarindadir (2).
Malignite riski disinda, ikinci trimestere kadar persiste
olmasi, torsiyon, riUptir ve dodum distosisi gibi
komplikasyonlar da gelisebilir.

Asemptomatik ve benign goérinumli kitlelerde gdézlem
uygun tedavi vyaklasimidir. Semptomatik olmayan
kompleks kitlelerde de doguma veya postpartum ©Olgu Sunumu

doneme kadar beklemek kabul edilebilir bir yaklasim 57 yaginda ilk gebeligi olan hasta karin agrisi sikayeti ile
olarak onerilmektedir (3). gebe poliklinigine basvurdu. Son adet tarihine gére 24
haftalik gebeligi mevcut olan takipsiz hastanin yapilan
ultrasonografik incelemesinde gestasyonel haftasi ile
uyumlu tekil canli gebelik ve tim batini dolduran iginde
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papiller yapilar yer almayan dev bir kistik kitle izlendi.
Yapilan manyetik rezonans goérintilemede 26x18 cm
capinda unilokule kist gérildi (Sekil-1a). CA 125 duzeyi
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(231U/dl) normal sinirlarda idi. Batinda serbest mayi
bulunan hastanin karin agrisi sikayetinin artmasi tGzerine
laparatomiye alindi  (Sekil-1b). intraoperatif frozen
inceleme sonucu serdz kistadenom gelmesi uzerine sol
ovaryen kistektomi yapilarak isleme son verildi. Ameliyat
sonras! takipte obstetrik bir problem yasanmamasi
Uzerine hasta postoperatif dérdiinct giin taburcu edildi.
Tokoliz uygulanmadi. Doguma kadar yakin takibe alinan
hastanin obstetrik muayenesi normaldi. Hasta 39.
gebelik haftasinda vaginal yolla 3480 gr agirhginda
saghkl cocuk dogurdu.

a: 04.03.2014
Ti: 12:44:52

5cm/LE

, SAWE3TT C 217
TR: 520,120971679687. f & Zoom 1,00

TE: 80 MR

Sekil-1. a. Adneksiyel kitlenin MRI gériintiisii. b. intraoperatif
gOrinidm.

Tartigma

Gebelikte en sik goérilen adneksiyel kitleler fonksiyonel
kistlerdir. Korpus luteum kisti (%13-17), benign kistik
teratom (%7-37), serdz kistadenom (%5-28), misindz
kistadenom (%3-24), endometrioma (%0.8-27), para-
ovaryan kist (%5), leiomyom (%1-2.5) benign kitleleri
olusturur (4). Gebelikte tespit edilen adneksiyel kitlelerin
malignite olasiligr yaklasik %1-8 civarindadir (2).

Kitlelerin ultrasonografik morfolojisi ve boyutu malignensi
potansiyelini beliremede &énemlidir ve kompleks
gOrunim arttikgca malignensi olasiligi da artmaktadir.
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Tomografi ve manyetik rezonans gorintileme
yontemleri, ultrasonografinin yanitsiz kaldigi durumlarda
yardimci olabilir. Tomografi karin agrisinin obstetrik
olmayan nedenlerinin ayiriminda daha iyi bir rezollsyon
saglayabilir. Yapilan bir calismada anne ve fetusin
tomografide en az 2-4 rad radyasyona maruz kaldigi
belirtiimistir (4). Kontrast madde plasental bariyeri gegtigi
icin ve etkileri net olarak bilinmedigi icin kullanimi
konusunda dikkatli olunmalidir. Manyetik rezonans,
ultrasonografi ile tam olarak goriilmesi zor olan blylk
kitlelerin degerlendiriimesinde, malignensi suphesinin
dislanmasi ve apandisit, inflamatuar barsak hastaliklari
gibi durumlarin tanisinda da yardimci, gebelikte genel
olarak guvenli bir ydntemdir (5).

CA-125 seviyeleri gebelikte 6zellikle de ilk trimesterde
yukselir. Timor belirteglerinin gebelikte gdsterdigi genis
varyasyondan ve etkilesimden dolayi dikkatli degerlen-
dirilmesi gerekir. Bunlarin asil 6nemi, seviyelerini takip
ederek timor kontroll hakkinda fikir olusturabilmektir.

Gebelikteki adneksiyel kitlelere yaklagsim konusunda net
bir fikir birligi yoktur. Bu kitlelerin ¢ogu spontan olarak
kaybolmaktadir ve cerrahi miidahale gerekmemektedir.
Basit yapisal gériinime sahip olmasi, 5-6 cm’den kiguk
olmasi ve 16. gebelik haftasindan 6nce tani almasi
rezolisyona ugrama olasiiginin yuksek oldugunu
yansitan Ozellikledir. Daha kompleks yapida olan bazi
kitlelerin bile tamamen dlzelebildigi bildirilmistir(3).
Ultrasonografi ile risk siniflamasi yapilarak, disik
malignite  olasihgi  olan gebe popllasyonunda,
asemptomatik olan kompleks kitlelerde asemptomatik

olan kompleks kitlelerde bile cerrahi postpartum déneme
kadar ertelenebilir.

Gebelikte persistan adneksiyel kitleler; %1-22 torsiyon,
%1-9 ruptir ve %2-17 dodum obstriksiyonuna sebep
olabilir (6). Torsiyon ve riptire bagh akut abdomen
gelisme riskinin ylksek oldugu blylk kitlelerde cerrahi
digunulebilir. Persiste olan, blyuk, noduller yapilar
iceren ve kalin septasyonlari (>3 mm) olan kompleks
kitlelerde malignite olasiigi %10’un Ulzerindedir ve
g6zlemsel tedavi sonuglar kétulestirir. Malignite stphesi
olan ve klinik olarak semptomatik adneksiyel kitleye
cerrahi mudahale igin en uygun dénem gebeligin orta
dénemini olan 12-27. haftalar arasidir (7). Gebenin
izleme alinmasi ya da cerrahi miidahale gerekliligi karari
hastanin fiziksel semptomlari ve malignite suphesinin
derecesine goére verilmelidir.

Geleneksek olarak gebelikte adneksiyel kitlelere cerrahi

yaklagim laparotomi ile yapilmaktadir. Ancak son
zamanlarda gebelikte bu kitlelerin  ydnetiminde
laparoskopinin roli  hakkinda tartismalar artmistir.

Cerrahi prosedirden bagdimsiz olarak gebelik sirasinda
cerrahi uygulanan hastalarda, cerrahi uygulanmayanlara
g6re prematirite riski %22 civarinda artmaktadir (8).

Ege Tip Dergisi



Ruptur ve torsiyon gibi acil cerrahi mudahalelerde, planh
cerrahiye gore risk daha da artmaktadir.

Gebelikte pndmoperitoneum olusturulmasina iligkin fetal
riskler acgisindan verilerin eksikligine bagl kaygilar
vardir. Laparoskopide karbon dioksit inflizyonu, gebe
uterusun Veress ignesi, trokar veya cerrahi aletlerle
yaralanmasi ve karbon dioksitin, karbonik asite maternal
olarak doénustirilmesine bagh olarak fetal asidoz
gelismesi gibi olasi riskler mevcuttur. Literatirde,
gebelikte laparoskopik prosedir uygulanmis 500’den
fazla yayin yer almaktadir (9). Bu calismalarda maternal
end tidal karbondioksit monitérizasyonu ile mikemmel
fetal sonuglar saglanabilecegi gO0sterilmistir. Diger
taraftan, postoperatif agrinin az olmasi, daha az narkotik
gereksinimi, kisa hastanede kalim siresi, erken
mobilizasyon, daha az kan kaybi, enfeksiyon olasiliginin
dusuk olmasi ve uterin traksiyon ihtiyacinin az olmasina
bagli daha az uterin irritabilite gibi laparoskopiye ait
avantajlar vardir. Ayrica laparoskopide postoperatif
glnlik aktiviteye donts hizli oldugu igin tromboemboli
riski daha azdir.

Gebelerde cerrahi gerektiren adneksiyel kitle sayisi
sinirh oldudu icin teknikleri kargilastiran calismalarin
yapilma olasihgi duasuktir. Cerrahi  yaklagimin tipi
konusunda diizey | kanit yoktur. Dizey Il kanitlar
gebelikte laparoskopinin risklerinin laparotomi ile benzer

Kaynaklar

oldugunu desteklemektedir. Su an bu teknikleri
karsilastiran prospektif galismalar yoktur. Ancak birgok
g6zlemsel calisma gdstermistir ki, gebelikteki adneksiyel
kitlelere laparoskopik yaklagim teknik olarak mumkin ve
gebelikte kontrendike olarak kabul edilmemelidir (9).

Amerikan Gastrointestinal ve Endoskopik Cerrahi Der-
nedi, gebelik sirasinda laparoskopinin tum gebelik
haftalarinda uygulanabilecegini, adneksiyel kitlenin
spontan rezollsyonu igin gereken slrenin taninmasi ve
ileri gebelik haftalarinda preterm eylem riskini azaltmak
icin acil olmayan vakalarda cerrahinin mid-trimesterde
planlanmasini  dnermektedir. Hastalar, vena kava
kompresyonunu azaltmak ve kardiyak doénusu arttirmak
icin sol ya da sad yan pozisyonda konumlan-
dirlmahdirlar.  Intraoperatif —karbondioksit monitéri-
zasyonu yapilmahdir, rutin kan gazi monitdrizasyonuna
gerek yoktur. Laparoskopik giriste acik Hassan teknigi
tercih edilmelidir. Veress ignesinin kullanimi kontrendike
degildir. Trokarlar fundustan en az 6 cm yukariya veya
sol Ust kadrana yerlestirilmelidirler. intraopertatif yeterli
vendz donusu ve uteroplasental dolagimi saglamak igin
karin ici basinci 15 mmHgy1 gegmemelidir. Cerrahi
oncesi profilaktik tokoliz endikasyonu yoktur (10).
Adneksiyel kitlelere laparoskopik yaklagim, bu konuda
egitimli, deneyim ve beceri dizeyi yiksek uzmanlar
tarafindan gerceklestiriimelidir.
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Spondiloartropati klinigi ile seyreden bir idiyopatik hipoparatiroidi olgusu
A case of idiopathic hypoparathyroidism presenting with spondyloarthropathy
Merve Bergin Korkmaz Ayhan Askin
Ozlem Akan

Atatiirk Egitim ve Arastirma Hastanesi, Fiziksel Tip ve Rehabilitasyon Klinigi, izmir, Tirkiye

Secil Demirdal Korhan Bayram Alev Gurgan

Hikmet Kogyigit

Oz

idiyopatik hipoparatiroidi paratiroid hormonun yetersiz salgilanmasina bagll olarak ortaya c¢ikan nadir bir
endokrinopatidir. Hipokalsemi, hiperfosfatemi, disik parathormon seviyeleri ile kendini gosterir. Uzun sire tani
alamayan vakalarda kas-iskelet sistemi ile ilgili olarak yaygin agri, postir bozukludu, vertebra hareketlerinde kisitllik
ortaya cikar. Periartikller, paraspinal, vertebral kalsifikasyonlar nedeniyle spondilartropati benzeri radyolojik
degisiklikler meydana gelir. Bu olgu sunumunda, asemptomatik hipokalsemi ve spondilartropati benzeri klinik
bulgulari olan bir idiyopatik hipoparatiroidi olgusunun tartisilmasi amaclandi.

Anahtar Sozciikler: Hipoparatiroidi, hipokalsemi, kalsifikasyon, spondiloartropati.

Abstract

Idiopathic hypoparathyroidism is a rarely seen endocrinopathy characterized by insufficient parathyroid hormone
secrection. It is manifested by hypocalcemia, hyperphosphatemia and lower parathyroid hormone level. Widespread
pain, postural dysfunction, limited range of motion of the vertebrae occur in cases of delayed diagnosis.
Spondyloarthropathy-like radiographic changes occur due to periarticular, paraspinal, vertebral calcifications. In this
case report we aimed to discuss a case of idiopathic hypoparathyroidism has asymptomatic hypocalcemia and

spondyloarthropathy-like clinical findings.

Keywords: Hypoparathyroidism, hypocalcemia, calcification, spondyloarthropathy.

Girig

idiyopatik hipoparatiroidi  (IHP) hipokalseminin nadir
gorilen nedenleri arasindadir. Etiyolojisi tam olarak
bilinmemekle birlikte paratiroid bezi yoklugu, atrofisi, yagh
dejenerasyonu, yetersiz parathormon (PTH) sentezi veya
etkisine bagli olarak gelisebilmektedir. Hipokalsemi,
hiperfosfatemi, disik PTH dulzeyleri tipik laboratuvar
bulgularidir (1). Bazi hastalar herhangi bir hipokalsemi
semptomu vermeden inflamatuvar karakterde bel-boyun
agrisiyla karsimiza gelebilmekte, bu nedenle tani almalari
gecikebilmektedir (2). Uzun sire tani alamayan vakalarda
hipokalsemi klini§i olmaksizin yaygin agdr, postur
bozuklugu, vertebra hareketlerinde kisitliliga ilave olarak
radyolojik  incelemelerde  periartikiiler,  paraspinal,
vertebral, subkutandz kalsifikasyonlar ve ligaman
kalsifikasyonlari goriilmesi, bu hastalara spondilartropati
(SpA) teshisi koyulmasina ve gereksiz tedavilerin
uygulanmasina sebep olmaktadir.
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Bu olgu sunumunda hipokalsemi semptomu vermeyen ve
SpA benzeri bulgular olan bir IHP olgusunun tartigiimasi
amaclanmistir.

Olgu Sunumu

Altmis U¢ yasinda erkek hasta poliklinigimize SpA 6n
tanisiyla yonlendirilmisti. Yaklasik 10 yildir arahkh
devam eden, istirahatle gegmeyen, hareketle azalan bel
agrisi ve bel-boyunda 30 dakika suren sabah tutuklugu
sikayeti vardi. GUn boyunca devam eden yorgunluk hissi
ve agrilari nedeniyle gunliik islerini yapmakta zorla-
niyordu. Dokuntl, aft, ishal, karin agrisi, agiz kurulugu,
yakin zamanda gegirilmis bir enfeksiyon, ates, kilo kaybi
tanimlamiyordu. Major bir travma ya da gegirilmis bir
operasyon Oyklsi yoktu. Sistemik bir hastalik igin
herhangi bir ilag kullanim &ykusu bulunmamaktaydi.
Fizik muayenesinde hasta antefleksiyonda tipik
ankilozan spondilit (AS) postiriindeydi. Servikal-
torakolomber vertebra hareketleri kisithydi. Tragus-duvar
mesafesi 13 cm, ¢gene manubrium sterni mesafesi 5 cm,
modifiye Schober 2 cm, el parmak-yer zemin mesafesi
22 cm, goégus ekspansiyonu 3 cm olarak 6lgiildii. FABER
testi (+/+), sakroiliak kompresyon testi (-/-), Mennel testi



(-/-) olarak saptandi. Periferik eklemler ile diger sistem
muayeneleri normaldi. Trousseau ve Chvostek belirtisi
negatifti.

Laboratuvar incelemede serum kalsiyum: 4.5 mg/dL
(8.4-10.2), fosfor: 5.8 mg/dL (2.3-4.7), paratiroid hormon
< 2.5 pg/mL (19.8-74.9), sedimentasyon 45mm/saat iken
tam kan sayimi, C-reaktif protein, romatoid faktor,
karaciger ve bdbrek fonksiyon testleri, tiroid stimulan
hormon, albimin dizeyi, antinikleer antikor testleri,
brucella aglutinasyon testleri normal olarak bulundu.

Konvansiyonel radyografik incelemelerde serviko-
torakolomber interspindz ligamanlarda ve bilateral stpe-
rior asetabular marjinde Kkalsifikasyonlar, torakolomber
sindesmofitler saptandi. Sakroiliak eklemler bilateral
skleroz artisi diginda normaldi (Sekil-1). Tiroid lojuna
yonelik yapilan ultrasonografik inceleme normal saptan-
di. Elde edilen bulgularla hastaya sikayetlerine yonelik
nonsteroid antiinflamatuvar ilag (NSAIi) baslandi ve ev
egzersiz programi verildi. Hasta hipoparatiroidi tanisiyla
endokrinoloji  poliklinigine ydnlendirildi. Kalsiyum ve
kalsitriol suplementasyonu yapildi. Hasta rutin poliklinik
takibine alind1.

Sekil-1. Hastanin
Bilateral
yonlar (siyah oklar), kapsuler kalsifikasyonlar (blyuk
beyaz oklar), irregtiler kemik proliferasyonlari (kuiglk

anteroposterior  pelvis  réntgenogrami.
superior asetabuler koselerde kalsifikas-

beyaz oklar) gorilmektedir. Sakroiliak eklemler
minimal skleroz artigi diginda normal gorinimdedir.

Tartisma

Hipoparatiroidinin en sik sebebi boyun bdlgesine
uygulanan cerrahi girisimlerdir. IHP hipokalseminin nadir
gorilen nedenleri arasindadir ve paratiroid bezinin
yoklugu ya da atrofisi sonucunda yetersiz PTH salgilan-
masina bagli olarak gelisir. Etiyolojisi tam olarak
bilinmemekle birlikte otoimmunite ve genetik faktérlerin
rol oynadidi disinilmektedir. Konjenital ya da edinsel
olarak gorilebilmektedir. Konjenital formda dogustan
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paratiroid bezinin yoklugu s6z konusu iken edinsel
formda paratiroid bezine kargi otoimmin yanit tespit
edilmigtir (3).

Laboratuvar incelemede disuk serum iyonize kalsiyum
dizeyi, hiperfosfatemi, disik PTH dizeyi saptanir.
Alkalen fosfataz dlzeyi normaldir. Genelde hipokalse-
miye bagli semptomlarla kendini gosterir (3). En sik
néromuskdler irritabiliteye baglh olarak el, ayak, agiz
cevresinde parestezi saptanmaktadir. Yorgunluk, anksi-
yete, hafizada zayiflama, depresyon, frontal lob ve bazal
gangliyon  Kkalsifikasyonlarl,  psédotimdr  serebri,
Chvostek, Trausseau belirtisi gorulebilir. Semptomlar
hipokalseminin baglangi¢ zamani ve olusma hizina bagli
olarak degisiklik gdsterebilir. Uzun sureli hipokalsemide
myopatiye bagli kas glg¢suzligu de saptanabilmektedir
(4). Ayrica olusan yumusak doku kalsifikasyonlarina
bagl olarak boyun, omuz, bel ve kalgada agri, vertebra
hareketlerinde kisitlilik tespit edilebilmektedir (2,5).
Hastamizda klasik hipokalsemi semptomlari yoktu ve
sadece inflamatuvar karakterde bel-boyun agrisi, sabah
tutuklugu sikayeti bulunmaktaydi. Bununla birlikte labo-
ratuvarinda hipokalsemi, hiperfosfatemi, hipoparatiroidi
tespit edildi.

Parathormon bdébrekte 25-OH Ds vitamininin 1-25 OH»
Ds’e hidroksilasyonunu saglamaktadir. Bagirsaklardan
ve bdbreklerden kalsiyum emilimini, bébreklerden fosfat
atilimini  arttirmaktadir.  Hipoparatiroidizmde hiperfos-
fatemiye bagh olarak, yapilan radyolojik incelemelerde
frontal, bazal gangliyon kalsifikasyonlari, yumusak doku,
ligaman kalsifikasyonlari, sindesmofitler, sakroiliak
eklemde skleroz gorilebilmektedir (2,5,6). Hastamizin
konvansiyonel  rontgenogramlarinda  torako-lomber
interspindz ligamanlarda ve bilateral sUperior asetabular
marjinde  kalsifikasyonlar, torakolomber vertebral
sindesmofitler, bilateral sakroiliak eklemlerde skleroz
artis1 saptanmigtir.

Spondilartropati klinigini taklit eden ilk vaka 1948 yilinda
Busher ve ark. (2) tarafindan tarif edilmistir. Korkmaz ve
ark. (7), inflamatuvar bel-boyun agrisi bulunan, son 3
yildir AS tanisiyla tedavi alan, radyografilerde posterior
paraspinal ligamanlar kalsifiye, sakroiliak eklemleri
korunmus, laboratuvarinda disik PTH saptanmasinin
ardindan IHP tanisi alan bir vaka bildirmiglerdir. Sivrioglu
ve ark. (6), AS ve diffuz idiopatik iskelet hiperostozisi
(DISH) ile karnigan iki vaka rapor etmislerdir. Goswani ve
ark. (2), IHP tanili 40 hastay! radyolojik olarak incelemis,
14 hastada sakroileit, spondilit, asetabular kalsifikasyon
gibi AS benzeri bulgular saptamiglardir. Jiang ve ark. (8)
tarafindan sistemik lupus eritematozus, hipoparatiroidizm,
AS'i beraber iceren bir vaka rapor edilmistir. Bu birliktelik
otoimmunite ile iligkili bulunmustur. IHP’nin kalsiyuma
duyarl reseptérlere karsi gelisen otoantikorlar nedeniyle
gelistigi sonucuna varimigtir. Kajitani ve ark. (5)
inflamatuvar bel-boyun agrisi, sabah tutuklugu, ishal,
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epilepsi, katarakt 6ykiisii olan dental anomali ve kognitif
bozukluk saptanmasinin ardindan IHP teshisi alan bir
vaka bildirmislerdir.

Sabah tutuklugu, vyorgunluk, ylriylis ve postir
bozukluklari SpA ve IHP kliniginde gorulebilmektedir.
SpA’da genellikle erken dénemde sakroiliak eklemler
tutulur, daha cok eklemin Ust zonlari etkilenir ve
erozyonlar tespit edilebilir. IHP’de ise daha ¢ok sakroiliak
eklemde erozyon olmaksizin eklemin alt zonlarinda
skleroz artigl, asetabuler alanda kalsifikasyon tespit
edilmektedir. Bu hastalarda SpA’li hastalarin aksine
sindesmofitler torasik, Ust lomber vertebralarda daha sik
goruldr, disk mesafesi korunmustur. Grafide siklikla
anterior spindz ligamanlarda kalsifikasyon saptanirken
IHP’li hastalarda posterior ligaman kalsifikasyonu
gorilebilmektedir. SpA’da HLAB27 pozitifligi sik iken IHP
hastalarinda genel popiilasyondan daha sik degildir
(9,10). DISHde daha ¢ok anterior spinal ligaman
kalsifikasyonu gorulur. Sakroiliak eklemler korunmustur.
Genelde diyabet, hipotiroidi gibi altta yatan bir hastalik
vardir (6,9).

Kaynaklar

Ayirici tanida diger hipoparatroidi nedenleri, miyozitis
ossifikans, herediter multipl ekzositoz, epifizyal displazi,
ailesel bazal gangliyon kalsifikasyonu da disindlmelidir.
Hastamizin herhangi bir cerrahi girisim, sistemik
hastalik, radyoterapi, ailesel hipoparatroidi dykusunin
olmamasi, normal bébrek fonksiyonu ve magnezyum
dizeyi, Addison, kandidiyazis, tip 1 diyabet, hipotiroidi,
pernisiydz anemi, alopesi, vitiligo gibi otoimmunite ile
ilgili olabilecek bulgularin, kraniyofasiyal ve iskelet
anomalilerinin  eslik etmemesi diger hipoparatroidi
nedenlerinin diglanmasini saglamistir (1,3).

Sonu¢ olarak, IHP’li hastalarinin genellikle tanisi
gecikmekte ve bu hastalar SpA, DISH tanisi ile tedavi
edilmektedirler. Bu tedaviler hastalarin semptomlarini
duzeltmemekle birlikte koétllestirebilmektedir. Bu durum
ciddi bir mali yik ve yan etki profilini de beraberinde
getirmektedir. SpA dislndlen hastalarda rutin olarak
kalsiyum, fosfor, alkalen fosfataz, PTH bakilmali ayirici
tanida IHP akla getirilmeli, antinflamatuvar ve
imminsupresif tedaviye yanit vermeyen ya da
semptomlari kotilesen hastalarda tani yeniden gézden
gecirilmelidir.
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Hipertrofik kardiyomiyopatili hastalarin risk siniflandirmasinda goriintiileme
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The role of cardiac imaging modalities in risk stratification of patients with hypertrophic
cardiomyopathy
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0z

Hipertrofik kardiyomiyopati (HKM) genetik gegisli bir kalp hastaligidir. Geng sporcularda ani kardiyak élimiin (AKO)
en sik nedenidir. Bu dlimlerin 6nlenebilmesi icin hekimler blylk 6zen gostermektedir. Ani kardiyak 6lim agisindan
yuksek riskli hastalar implante edilebilen kardiyoverter defibrilatér tedavisi igin adaydirlar. Ani kardiyak o6lim
acisindan ylksek riskli bu bireylerin saptanabilmesi icin yapilan risk siniflandirmasinda kardiyak géruntileme
yontemleri 6énemli bilgiler saglamaktadir. Gorlintileme yontemleri ile elde edilen bilgilerin dogru yorumlanmasi ve
Onlemlerin alinmasi bu hastalar igin hayat kurtarici olmasi nedeniyle buyik 6nem tasimaktadir. Teknolojideki
gelismeler yiksek riskli hastalarin erken tespitine 6nemli katkilar saglamaktadir. Bu derlemede biz HKM'li hastalarin
risk siniflandirmasinda gértntiileme yontemlerinin yeri ve 6énemini degerlendirdik.

Anahtar Sozciikler: Hipertrofik kardiyomiyopati, ani kardiyak 6lim, kalp gortintiileme yontemleri.

Abstract

Hypertrophic cardiomyopathy (HCM) is a genetic cardiac disorder. It is the most common reason of sudden cardiac
death (SCD) in young athletes. Prevention of these deaths is of high concern among physicians. Patients with high
risk of SCD are canditates for implantable cardioverter device therapy. Cardiac imaging modalities provide important
data in risk stratification for identifying HCM patients with high risk of SCD and interpreting the data obtained by
different imaging modalities is important for prevention of SCD in this population. In this review, we evaluated the role
of imaging modalities and their values in risk stratification of patients with HCM.

Keywords: Hypertrophic cardiomyopathy, sudden cardiac death, cardiac imaging modalities.

Girig Hastalar genellikle klinik olarak asemptomatik olup
tesadifen fizik muayenede Uflirim ve/veya elektrokar-
diyografik (EKG) anormallik saptanmasi sonucu yapilan
ekokardiyografi ile tani almaktadirlar. Bazi hastalar ise
nefes darligi, goégus adrisi ve presenkop sikayeti ile
basvurabilmektedirler. Klinik bulgularin temelinde; diyas-
tolik disfonksiyon, sol ventrikil ¢ikis yolunda tikaniklik,
miyokard iskemisi, mitral yetersizligi, atriyal ve
ventrikiler aritmiler ve otonom disfonksiyon yer
almaktadir. Hipertrofik kardiyomiyopatinin en korkulan
Klinik seyri ani kardiyak élimdir (AKO). Hastalar genel
olarak normal yasam surelerini tamamlasalar da
hipertansiyon  gibi diger sebeplerin diglanmasi ile  pastanki bireylerin %1'inde AKO gelisebilmektedir (3).
konulmaktadr (3). Ani kardiyak &lim riskine sahip yiiksek riskli bireylere

“implante edilebilir kardiyoverter defibrilatér (ICD)”

tedavisi uygulanmaktadir. Ginimizde HKM ile ilgili

Hipertrofik kardiyomiyopati (HKM) en sik goriilen genetik
kardiyomiyopatidir. Toplum genelinde gortlme orani
%0,2'dir (1). Otozomal dominant gecis gdstermekte olup
hastaligin gelisimine neden olan sarkomerik genlerle
iligkii 600’den fazla mutasyon tanimlanmistir (2).
Hastaligin fizyopatolojisinde kardiyak hipertrofi,
miyositlerin diziliminde bozulma, intertisyel aralikta fibrozis
ve intramiyokardiyal arteriyollerin displazisi rol almaktadir.
Tani temel olarak sol ventrikil (SV) hipertrofisi (SVH)
varliginda SVHye sebep olabilecek aort darhidi ve

Yazisma Adresi: Kamil TULUCE klinik calismalar, yuksek riskli hastalarin secimi ve
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Tablo-1. Hipertrofik Kardiyomiyopatide Ani Kardiyak Oliim
Gelisiminde Kabul Géren Risk Faktorleri.

1. Hipertrofik kardiyomiyopati ile iligkili 1 veya 1’den fazla ani
Olim oykusi

2. Son zamanlarda gelisen 1 veya 1’den fazla agiklanamayan
senkop

3. Sol ventrikilde asin kalinlasma ( 230 mm)

. 24 saatlik Holter EKG’de sureksiz ventrikuler tagikardi

5. Egzersize bagl geligsen hipotansiyon ve azalmig kan
basinci yaniti

N

En az 1 risk faktdriine sahip olan birgok HKM hastasinda
AKO gelismemektedir. Bu nedenlerden dolayi hekimler
tarafindan yeni belirte¢ arayisi devam etmektedir. Yeni
gelistirilen goérintuleme yontemleri ile birlikte kardiyak
yapi ve fonksiyonun daha detayli incelenmesine; dinamik
obstriiksiyonun ciddiyetinin, mitral kapak anormalliklerinin,
miyokard iskemisinin, miyokardiyal fibrozisin ve miyokard
metabolizmasinin degerlendirimesine odaklanilmistir (4).
Bu derlemenin amaci, HKM'li hastalarin klinik izieminde
yuksek riskli bireylerin saptanmasinda kullanilabilecek
g6rinttleme ydntemlerinin degerlendiriimesidir.

Ekokardiyografi

Transtorasik ekokardiyografi (TTE), HKM siiphesi olan
hastalarin baslangi¢c degerlendiriimesinde, takibinde ve
taramasinda sinif | dizeyinde onerilen goérintileme
yontemidir (3).

M-mod ekokardiyografi

Hipertrofik kardiyomiyopatide ilk tanisal ekokardiyografik
kriter M-mod ekokardiyografi ile konulmustur. Tki boyutlu
ekokardiyografi ile de gosterilebilen asimetrik septal
hipertrofi, mitral kapagin sistolik éne hareketi (SOH)
(Sekil-1), kuglik SV boyutu, septal hareketsizlik, aort
kapaginin erken kapanmasi M-mod ile saptanabilen
bulgulardir (5). M-mod ile septum ve serbest duvarda sol
ventrikil kalinliginin 15 mm {zerinde olgulmesi ve
septum/serbest duvar kalinlik oraninin 1,3-1,5 élgliimesi
asimetrik septal hipertrofi olarak degerlendirilir.

Sekil-1. Hipertrofik kardiyomiyopatili

hastanin apikal dort
bosluk goérintisinde mitral kapagin sistolik 6ne

hareketi (beyaz  ok)  gortimektedir. (ivs:
Intervetrikller septum, SA: Sol atrium, SV: Sol
ventrikul, SVCY: Sol ventrikil ¢ikis yolu)
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Mitral kapagin sistol esnasinda 6ne dogru hareketi ile
asimetrik septal hipertrofinin birlikteligi HKM i¢in tani
koydurucu olarak kabul edilmekte iken, son yayinlanan
yayinlarda yalanci sistolik éne hareketin (psédo-SOH)
hipertansiyon ve 6n yikin disik oldugu (anemi vb.)
hiperdinamik sol ventrikilde de olabilecedi gosterilmistir
(5-7).

Ventrikiil hipertrofisinin degerlendirilmesi

Klasik olarak yetigkin toplumda HKM dusundirecek
duvar kalinhgi degeri 215 mm olarak kabul edilmistir (8).
Hipertrofik kardiyomiyopatinin ayirici tanisinda, aort
darhgi, atlet kalbi, mitokondrial hastaliklar, Fabry
hastaligi, PRKAG2 mutasyonu, Danon hastaligi, glikojen
depo hastaliklari, Noonan sendromu gibi hastaliklar yer
almaktadir. Hipertrofik kardiyomiyopatide SV hipertrofisi
genel olarak asimetrik olup anterior septum en ¢ok
etkilenen bolgedir. Olgularin %40’inda iki veya daha
fazla segmentte hipertrofi gdzlenmektedir (9). Bazi
olgularda hipertrofi SV serbest duvari veya apekste izole
olarak da gorilebilmektedir. Bu tip olgularda tani igin
dikkatli bir gorintileme gerekmektedir. Sol ventrikdl
apeksi tutulmus olgularda (apikal HKM) intraventz
madde enjeksiyonu ile yapilan kontrast ekokardiyografi
duvar sinirlarinin net bir sekilde belirlenmesini saglaya-
rak dogru tani konulmasini saglamaktadir (10). Apikal
HKM tanisinda kardiyak manyetik rezonans géruntileme
(KMR), kontrast ekokardiyografiye ustundir. Kontrast
ekokardiyografi KMR’nin bulunmadi§i merkezlerde veya
¢cekilmesinin sakincali oldugu hastalarda sinif lla
endikasyonla 6nerilmektedir (3).

Sol ventrikilin herhangi bir bdlgesinde 6lgllen
maksimum duvar kalinliginin  230mm olmasi uzun
doénem risk belirteci olarak degerlendirilmistir (Sekil-2)
(11). Sol ventrikil hipertrofisinin derecesi yasam boyu
degisiklik gostermektedir. Sol ventrikiil morfolojisinde en
belirgin degisiklik ve artis ergenlik caginda goériimek-
tedir. Bu nedenle aile bireylerine ergenlik ¢caginda (12 ile
18-21 yas arasi) ylillik, yetiskin cagda ise (>18-21 yas) 5
yil arayla ekokardiyografik takip dnerilmektedir (3).

Sekil-2. Belirgin septal hipertrofisi (beyaz ¢izgi) olan bir
hipertrofik kardiyomiyopatili hastanin parasternal
uzun eksen gorintiisidir.  (IVS: Intervetrikiiler
Septum, SA: Sol atrium, SV: Sol ventrikul)
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Sag ventrikil (SaV) segmentlerinden iki veya daha
fazlasinin hipertrofiye olmasi sag ventrikul hipertrofisi
(SaVH) olarak tanimlanmaktadir. iki boyutlu ekokardi-
yografi ile SaVH’'nin degerlendirilmesi glgtir. Hipertrofik
kardiyomiyopatili hastalarin birgogunda hafif SaVH tespit
edilmekle birlikte klinik ve prognostik 6nemi henlz
bilinmemektedir (12).

Sol ventrikiil sistolik fonksiyonunun degerlendirilmesi

Transtorasik ekokardiyografi, SV ejeksiyon fraksiyonunun
(SVEF) degerlendirimesinde ilk kullaniimasi gereken
gorintileme ydntemidir. Hipertrofik kardiyomiyopatili
hastalarin SVEF’si genel olarak normal veya artmistir.
Sol ventrikul EF’nin <%50 saptanmasi halinde buna son
evre (burn out) HKM adi verilmektedir. Bu durum
olgularin %2-5'inde gorilmektedir ve oldukga koti
prognoz gostergesidir (13). Son dénem HKM olgularinin
sadece %50’'sinde SV kavitesinde bir miktar genisleme
veya SV kalinhginda gerileme go6zlenmektedir. Cok
kiicUk bir grupta ise belirgin hipertrofi ile dilate olmamis
bir ventriklin birlikteligi gérilebilmektedir (14).

Doppler ekokardiyografi

Sirekli dalga Doppler ekokardiyografi, HKM hastalarinda
sol ventrikll c¢ikis yolu (SVCY) obstriksiyonunun
(SVEYO) degerlendirimesinde  kullanilan  temel
yontemdir (Sekil-3) (15). Hastalarin yaklasik %25’inde
istirahat halinde SVCY’de 230 mmHg zirve gradiyent
saptanmaktadir. Bu durum obstriktif HKM olarak
adlandiriimaktadir. SVCYO varhigi semptomatik durum,
AF gelisme riski, embolik komplikasyonlar ve o6limle
iliskilidir. Hastalarin ¢ok kuglk bir kisminda SVCGY
gradiyentine SaV c¢ikis yolu gradiyenti de eslik
edebilmektedir (16). Obstriiktif HKM hastalarinin biiylk bir
cogunlugunda SOH’e bagli olarak gelisen mitral kapak
‘koaptasyon’ bozukluguna bagl olarak mitral yetersizlik
gorilmektedir. Renkli akim Doppler ekokardiyografi ile
mitral yetersizliginin varli§i ve derecesi belirlenebilmek-
tedir. Sistolik 6ne hareket varliginda genel olarak mitral
yetersizlik akimi sol atrium arka duvarina dogru
olmaktadir (Sekil-4). Sol atriumun merkezine ve 6n
duvarina dogru uzanan mitral yetersizlik jet akimi yapisal
mitral kapak hastaligini dustundirmelidir.

Diyastolik disfonksiyonun degerlendiriimesinde tartisma-
siz Onerilen yontem ekokardiyografidir. Diyastolik
disfonksiyon neredeyse tim HKM hastalarinda
gOrulmektedir. Diyastolik disfonksiyon ile miyokardiyal
fibrozisin birbiriyle yakin iligkili oldugu gd6zlenmistir.
HKM'li olgularda izovolimetrik gevseme zamani uzamig
ve diyastolik erken dolus azalmistir (17). Sol ventrikll
sertliginin artmasi ile birlikte sol atriumun ventrikdl
dolumuna katkisi artmistir (18).

Diyastolik disfonksiyonun belirlenmesinde diger bir
yontem doku Doppler ekokardiyografidir. Hipertrofik
kardiyomiyopatili hastalarda diyastolde transmitral akim
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Uzerinden elde edilen maksimum E velositesinin erken
diyastolde doku Doppler ile olgilen E' velositesine
oraninin (E/E' orani) sol ventrikil dolum basinci ve
egzersiz kapasitesi ile iligkili oldugu belirlenmistir (19).
Septal E/E' oraninin 215 olmasinin HKM hastalarinda
ani kardiyak olum ile iligkili oldugu gdsterilmistir (20).
Hipertrofik  kardiyomiyopatili  hastalarda  diyastolik
disfonksiyona bagli olarak SV dolum basinglarinin
artmasi sol atriumda (SA) yeniden sekillenmeye ve
genislemeye sebep olmaktadir. Sol atrium boyutlari da
HKM hastalarinda énemli bir prognostik géstergedir (21).
Sol atrium hacim Olgimi On-arka duvar SA ¢ap
Olgimiinden daha degerli bir ydntemdir (22). Sol atrium
hacim indeksi (hacim/viicut ylzey alani) hastaligin
ciddiyeti ile dogrudan iliskili olup SA hacim indeksinin
34mL/m? lzerinde oldugu hastalarda ve SA hacminde
yilda >3 mL artis olan hastalarda prognozun daha kétu
oldugu gosterilmistir (23).

— TERAOW (e

Sekil-3. Istirahatte sol ventrikiil gikis yolundan siirekli akim
Doppler ile 35 mmHg (beyaz oklar) gradiyent alinan
hipertrofik  obstriktif  kardiyomiyopatili  hastanin
goruntusuddr.

Sekil-4. Hipertrofik kardiyomiyopatili hastada mitral kapagin
sistolik 6ne hareketine bagli gelisen egzantrik mitral
yetersizlik jeti (beyaz ok) goérulmektedir. (SA: sol
atrium)
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Egzersiz ekokardiyografi

istirahat halinde SVGYO saptanmayan olgularin
%50’sinde egzersiz ile birlikte 230 mmHg zirve gradiyent
saptanmaktadir (24,25). Egzersiz ekokardiyografi ile
HKM hastalarinin %50’sinde sistolik disfonksiyon ve
%7,9'unda duvar hareket bozuklugu gelistigi gosteril-
migstir (26). Egzersiz ekokardiyografide cok degiskenli
analizler sonucunda HKM hastalarinda maksimum duvar
kalinhgi, metabolik esdeger (MET), dinlenim ve egzersiz
duvar hareket skor indeksi majér kardiyak olaylar
acisindan bagimsiz risk faktorleri olarak belirlenmistir
(27).

Egzersiz TTE, istirahat halinde obstriksiyon tespit
edilmeyen olgularda dinamik obstriiksiyonun ortaya
konmasinda ve obstriksiyon derecesinin belirlenme-
sinde sinif lla kanit diizeyi ile dnerilmektedir (3).

Strain (gerilme) goriintiileme

Hipertrofik  kardiyomiyopatili hastalarda hipertrofiye
olmus ve sertlesmis duvarlarda anatomik butinlagun
bozuldugu, kalsiyum ve glukoz metabolizmasinin
degistigi, subendokardiyal iskemiye baglh olarak
miyokardiyal duvar hareketlerinde farkliliklar olustugu
gozlenmistir  (28). Bu farkhliklar normal sistolik
fonksiyonlara sahip HKM hastalarinda dahi gorilebil-
mektedir. Ozellikle ciddi sekilde hipertrofiye olmug
segmentlerde longitudinal ve radiyal sistolik miyokardiyal
deformasyon azalmistir (29). Benek takibi (speckle
tracking) ekokardiyografi teknigi ile miyokardin burkulma
hareketleri kantitatif ~ olarak  incelenebilmektedir.
Hipertrofik  kardiyomiyopatili hastalarda SV orta
bdlgesinin donlsu saat yoninde iken normal bireylerde
ise ters yonde olmaktadir (30). 'Strain rate' gérintileme
teknigi ile hipertansiyona bagh gelisen SV hipertrofisi ile
HKM'ye bagli SV hipertrofisi ayirt edilebilmektedir (31).
'Strain’ goriintileme SA fonksiyonlarinin degerlendirilme-
sinde de oldukga degerlidir. Doku Doppler ve iki boyutlu
“strain” ile yapilmig incelemelerde atrium fonksiyon-
larinin HKM hastalarinda diger ikincil nedenlerle iligkili
hipertrofi hastalarina gére daha fazla azaldigi gdsteril-
migstir (32). “Strain” ekokardiyografinin HKM’li hastalarda
prognozun belirlemesindeki yeri su an igin net olarak
bilinmemektedir.

Kardiyak manyetik gorintilleme

Kardiyak MR, HKM arastirmalarinin en umut vaat eden
goruntileme yontemidir. Kardiyak MR her iki ventrikilin
fonksiyonlarinin, duvar kalinliklarinin ve miyokardiyal
doku karakterizasyonunun dogru ve net bir sekilde
tanimlanmasini saglamaktadir. Son zamanlarda KMR
sayesinde HKM'de yeni bakis agilari gelistiriimis ve kotl
prognostik etki olusturabilecek bir dizi yeni belirtegler
bulunmustur (33,34).

Kardiyak MR, endokardiyal sinirlarin belirlenmesinde ve
miyokard segmentlerinin hipertrofi acgisindan degerlen-

208

dirilmesinde TTE’ye gére daha (istiindiir. Ozellikle apikal
HKM ve mid-ventrikiler HKM'ye ikincil gelisen apikal
anevrizmalar TTE ile siklikla gdzden kagmaktadir.
Hipertrofik kardiyomiyopati tanisinin ekokardiyografi ile
net konulamadigi vakalarda sinif | endikasyonla KMR
Onerilmektedir (3). Kardiyak MR, kétu prognostik faktor
olarak degerlendirilen miyokardiyal fibrozisin degerlen-
dirilmesinde en Ustiin yontemdir (35).

Ventrikiil hipertrofisinin degerlendirilmesi

Hipertrofik  kardiyomiyopatili  hastalarin ~ %12’sinde
hipertrofi bélgeseldir. Kalbin en sik bdlgesel hipertrofi
gbrilen alanlari TTE ile degerlendiriimesi en zor olan
anterolateral serbest duvar, posterior duvar, septum ve
apekstir. Moon ve ark. (36) yaptidi bir calismada, EKG
anormallikleri nedeniyle HKM agisindan TTE ile
degerlendirilip negatif saptanan 10 olguda KMR ile apeks
veya lateral duvara lokalize HKM tanisi konulmustur.
Kardiyak MR, SV kitlesinin degerlendiriimesinde en ideal
yontemdir. Kardiyak MR ile ol¢cilen SV kitlesinin HKM
hastalarinda klinik sonlanim agisindan hassas bir
0ngordiricl oldugu gosterilmistir (37,38).

Sag ventrikulin retrosternal yerlesiminden dolay! TTE ile
net bir sekilde degerlendiriimesi oldukga zordur. Bu
nedenle KMR SaV’nin degerlendirimesinde TTE'den
daha avantajlidir (33). Kardiyak MR ile HKM hastalarinin
%20’sinde TTE ile 6lgulen maksimum duvar kalinhginda
(=8mm) artis saptanmistir (33).

Geg gadolinyum tutulumu

Gadolinyumlu KMR HKM'de oldukga fazla gorilen
intertisiyel fibrozisin  gorintilenmesinde degerli  bir
yontemdir. Gadolinyum fibrozisli alanlarda birikir ve daha
ge¢ temizlenir. Ge¢ gadolinyum tutulum (GGT) miktari ile
kollajen ylizdesi arasinda dogrudan bir iligki bulunmak-
tadir (39). Gadolinyumun dagilim o6zelligi nedeniyle
vaskiler nedenli iskemi ile vaskiler nedenli olmayan
iskeminin ayrimi saglanabilmektedir (40). iskemik nedenli
olmayan gadolinyum tutulumu vaskiler perfiizyon
alanindan bagimsiz olup subendokardiyal bolgede
olmaktadir. iskemik nedenli gadolinyum tutulumu dogru-
dan vaskiiler beslenme alani ile iligkili olup subendokar-
diyal veya transmuraldir (41).

Hipertrofik kardiyomiyopatili hastalarda miyokardiyal
fibrozisin aritmiye yatkinlik olusturdugu dusuniimektedir.
Nitekim GGT miktari ile 24 saatlik Holter EKG kayitla-
rinda elde edilen ventrikuler aritmileri arasinda kanitlan-
mig bir iligki bulunmaktadir (42,43). ileriye dénik bazi
calismalarda AKO gelisen veya uygun ICD soklamasi
alan HKM hastalarinda GGT’nin daha fazla goruldugi
belirlenmistir (44). Hipertrofik kardiyomiyopatili hastalarin
yaklasik %65’inde fibrozisin kaniti olan GGT saptanmasi
nedeniyle GGT'nin tek basina pozitif olmasinin kardiyak
olaylari 6n gbérmede iyi bir parametre olamayacagini
disUnitlmektedir (45). Eldeki mevcut veriler bu konuda
yapillmis genis c¢aph ileriye dénlik calisma yapilmamis
olmasindan dolaylr GGT'nin AKO agisindan tek bagimsiz
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risk faktori olamayacagini belitmektedir (45). Fakat yine
de bazi otérler GGT'yi ICD takilmasi karari agisindan orta
risk grubuna sokmayi tercih etmislerdir (46).

Secilmis hastalarda AKO icin kullanilan temel risk
faktorlerinin aydinlatici  olmadigi durumlarda GGT'yi
degerlendiren KMR sinif IIb endikasyonla énerilmektedir
(3).

Sol ventrikiil gikig yolu obstriikksiyonu

HKM hastalarinda SVCY obstriiksiyonunda mitral kapak
altt yapilarin énemli etkisi bulunmaktadir. Ozellikle
anterior papiller kasin normal hastalara gore farkl
yerlesimi gibi papiller kas anormalliklerinin yuksek
oranda bulunmasi bu durumu destekler niteliktedir (47-
49). Kardiyak MR mitral kapak ve papiller kas yapilarinin
degerlendiriimesinde, mitral 6n yapragin septuma temas
noktasinin tespitinde ve HKM ile karisabilecek SVCY
gradiyenti olusturan tablolardan biri olan subaortik
membranin tanisinda da degerli bir ydéntemdir. Bu
yapilarin TTE ile net degerlendirilemedigi durumlarda
sinif | endikasyonla KMR 6nerilmektedir (3).

iskemi

iskemi testleri HKM hastalarinda tani testlerinden biri
olarak degerlendirimemektedir. Fakat ileri donem risk
belirteci olarak kullanilabilmektedir. Negatif yeniden
sekillenme gelismeden o6nce iskeminin belirlenmesinin
ve tedavisine odaklaniimasinin HKM'nin dogal seyrini
olumlu yonde etkileyebilecegi dusiniimektedir (50).
iskeminin HKM’de iki 6nemli sekeli mevcuttur ve bunlar
prognostik agidan 6nemlidir. Mid-ventrikiler hipertrofisi
olan hastalarda darlik boélgesindeki gradiyentle beraber
kronik mikrovaskuler iskeminin varligi apikal duvarin
incelmesine ve hatta anevrizma gelismesine sebep
olmaktadir. Bu duruma tiikenmis apeks (burn out apex)
adi verilmektedir (Sekil-5) (51). Apikal anevrizma
gelisenlerde yillik kardiyak olay gelisimi %10a
cikmaktadir (51). Ayrica apikal anevrizma gelisimi SV'de
trombus gelisimine de sebep olabilmektedir.

Sekil-5. Mid-ventrikiler hipertrofisi olan bir hastada kardiyak
manyetik rezonans goruntilemede saptanan apikal
anevrizma (asteriks) gorulmektedir. (SA: Sol atrium,
SV: Sol ventrikdil.
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Hipertrofik kardiyomiyopatide risk degerlendiriimesinde
yeni KMR teknikleri gelistiriimekte olup klinik agidan
deger kazanabilmesi icin daha fazla calismaya gerek
vardir. T1 haritalama teknigi standart GGT teknigine
gore fibrozisin degerlendiriimesinde daha hassastir (52).
'Kardiyak manyetik rezonans spektroskopi' teknigi
miyokardiyal dokunun enerji durumunu belirlemektedir
(53). Ayrica “vaskuler stifness teknigi” ile aort sertligi
degerlendiriimektedir. Aortik sertligin  HKM'de risk
siniflandirmasinda 6nemli bir parametre olabilecegi
dusunilmektedir (54).

Niikleer goriintileme

Gated blood-pool radyoniklid anjiyografi, SV ve SaV
hacimlerinin ve ayni zamanda EF’lerinin degerlendiril-
mesini saglar. Radyonklid anjiyografi ile ayni zamanda
ventrikilin asimetrik hipertrofisi degderlendirilebilmek-
tedir. Ekokardiyografi ve KMR’nin yiiksek uzaysal
¢6zUnUrligu nedeniyle nikleer incelemeye bu amacla
pek gerek duyulmamaktadir (3).

Nukleer yontemler ile HKM hastalarinda iskeminin varligi
ve ciddiyeti tespit edilebilir. Talyumla tespit edilebilen
bolgesel perflizyon bozuklugu prognostik agidan
onemlidir (55,56). Fakat “single photon emition
computed tomography (SPECT)” ile belirlenen iskemik
perfizyon defektlerinin varligi epikardiyal koroner
lezyonlarin tespiti agisindan yalanci pozitiflige neden
olmaktadir (57). Hipertrofik kardiyomiyopatili hastalarda
rutin olarak SPECT 0&nerilmemekle birlikte gégdis agrisi
olup koroner arter hastaligi agisindan dusik olasilikh
hastalarda sinif lla endikasyonla disunlebilir (3).

Pozitron emisyon tomografisi

Pozitron emisyon tomografisi (PET) kardiyovaskiler
arastirmalarda bdlgesel kan akiminin degerlendiriime-
sinde 6nemli yere sahiptir. Pozitron emisyon tomografisi
galismalarinda HKM hastalarinda koroner akim
rezervinin normal hastalara gére azaldigi belirlenmigtir
ve bu durum kétl prognostik gostergesi olarak degerlen-
diriimektedir (58). Gunlik klinik pratikte rutin iskemi
degerlendirimesi amaciyla HKM hastalarina PET
inceleme yapilmamaktadir.

Gelecek agisindan miyokardiyal metabolizmayi, sempatik
innervasyonu ve [ adrenerjik reseptér yogunlugunu
belirleyebilmek amaciyla yeni radyofarmasétik ajanlar
denenmektedir. Bu ydntemlerin etkinligi ile HKMnin
patofizyolojisi, kalp yetersizligi ve AKO agisindan riskli
gruplarin tespiti miimkin olabilecektir (59-63).

Bilgisayarli tomografi

Bilgisayarli tomografinin (BT) yuUksek kontrast rezolis-
yonu sayesinde HKM'li hastalarda duvar kalinliklarinin
dogru Olgiimi, ventrikiiler hacmin, miyokard kitlesinin,
miyokard duvar sinirlarinin ve HKM fenotipinin tespiti
mumkin olabilmektedir (64,65). Kardiyak BT ile es
zamanli olarak koroner anatomi ve “miyokardiyal bridge”
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varligi da degerlendirilebilmektedir (66).

Kardiyak BT'nin HKM hastalarinda TTE ve KMR ile
birebir karsilagtirimasinin olmamasi nedeniyle rutin
kullanimi 6nerilmemektedir. Suboptimal TTE goriintisu
olan ve sakincali bir durumun olmasi nedeniyle KMR
cekilememis hastalarda BT kullanilabilir. Bu durumlarda
geriye donuk elektrokardiyografik sinyal ayirici yéntemin
(retrospektif gated) ylksek radyasyon maruziyetine
sebep olmasi nedeniyle kullaniimamali; bunun yerine
ileriye donuk (prospektif) inceleme teknigi uygulanmalidir

Sonug

Hipertrofik kardiyomiyopatide risk siniflandirimasinda
gOruntileme yontemleri oldukga énemli bir yere sahiptir.
Sol ventrikdl hipertrofisi disinda, SA genislemesi, son
donem kalp yetersizligi, apikal anevrizma, SVCY
gradiyentinin 30 mmHg’nin lzerinde olmasi, perfliizyon
defekti, azalmig koroner akim rezervi, ge¢ gadolinyum
tutulumu gérintileme ydntemleri ile saptanabilen ani
Olim risk belirtegleridir (Tablo-2) (68).

Ekokardiyografi genel olarak ilk bagvurulan gérintileme

(67).

Tablo-2. Ani Kardiyak Olim icin Risk Faktorleri ve Segilecek

yontemi olmakla beraber KMR, BT, PET ve nikleer
incelemelerin bazi durumlarda avantajli yénleri bulun-

Goriintileme Yodntemleri. maktadir. Kardiyak MR SV fonksiyonlarinin, duvar

kalinhginin, SVGY obstriksiyonunun, mitral yetersiz-

Risk faktorleri Goriintiileme yontemleri

Maksimum duvar kalinhgi =23 cm
SA hacim indeksi > 34 mL/m?

SVEF (< % 50)

Apikal anevrizma

SVQCY gradiyent > 30 mm Hg

liginin, SA hacminin degerlendirimesinde TTE’ye
alternatif bir ydntem olup miyokardiyal fibrozisin
degerlendiriimesinde ise altin standart gorintuleme
yontemidir. Miyokardiyal iskeminin degerlendiriimesinde
BT ve nukleer incelemeler 6nerilimektedir. Glinimizde
her seye ragmen HKM hastalarinda gelisebilecek
istenmeyen olaylarin 6ngérilmesinde kullanilacak yeni

TTE, KMR, Kardiyak BT
TTE, KMR, Kardiyak BT
TTE,radyonuklid anjiyografi,
KMR, Kardiyak BT

Kontrast ekokardiyografi,
KMR, Kardiyak BT

Doppler ekokardiyografi

Perflizyon defekti SPECT
Azalmis koroner akim rezervi PET parametrelere ihtiyag olup bu konuda yapilacak buyik
Geg gadolinyum tutulumu KMR ve ileriye dénlk calismalara ihtiyag vardir.
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Ogretimsel videolarin hemsirelik beceri egitiminde kullanimi
The use of instructional videos in nursing skills training
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Sayin Editér,

Hemsirelik meslegi, biligssel, psikomotor ve tutumsal
davraniglarin kazandiriimasi gereken bir meslektir (1).
Bu baglamda, hemsirelik egitimi 6gdrencilere belirtilen
rolleri kazandiracak yeterlilikte biligsel, duyusal ve
psikomotor &grenme alanlarini kapsayan bir egitim
sistemini ve yenilikgi uygulamalarin kullaniimasini
gerektirmektedir (2). Bu dogrultuda psikomotor beceri
egitimi gunimuizde gdbsterme yontemi ve beceri
listelerinin kullaniimasi gibi geleneksel yontemlerin yani
sira gergek Kklinik senaryolar, rol oynama, video
gosterimi, simule hasta ve standardize hasta gibi
yontemlerin kullaniimasi ile daha etkin bir bicimde
yuratilmektedir (3). Teknoloji beceri egitiminde daima
Onemli bir rol oynamistir. Teknolojinin bir unsuru olan
videolar, hemsirelik &grencilerinin beceri 63renmesini
kolaylastirmaktadir  (3). Egitim-6gretim ortamlarinda
ogretimsel videolarin kullanimi pedagojik bir ara¢ olarak
tanimlanmakta ve teori ile uygulamay! birlestirdigi
diisiiniilmektedir. Ogretimsel videolar gériintii ve sesin
ayni anda 6grenciye verilmesi ile hem bilgi deposu hem
de iyi bir gosteri araci olarak iki yonlu iletisim ortami
saglamaktadir. Ogretimsel videolarin egitim-6gretim
ortamlarinda kullaniimasi bilissel fayda (gok ve iyi
O0grenme, bellekte tutma, hatirlama), psikolojik fayda
(motivasyon, 6grenme zevki) ve bilgileri gorsellestirme
kolayligi gibi etkileri vardir. Ogrenme siireci igerisinde
video kullanimi, dgrenciler tarafindan anlamli zihinsel
etkinlikler olusturmasina ve yorumlama, kritik distinme,
problem ¢bézme becerileri gibi bilissel yetenegin
odrencilerde gelismesine yardimci olmaktadir. Ayrica,
egitim materyali olarak video kullanimi  &grenci
motivasyonu uzerinde pozitif bir etkiye sahiptir (4).

Tiim bu bilgiler ve gerekgeler 1s1§inda izmir Katip Celebi
Universitesinde hemsirelik égrencilerinin  psikomotor
beceri egitimlerinde video destekli 6gdretim ydntemi
kullaniimaktadir. Hemsirelik Esaslari Anabilim Dali
Ogretim elemanlarimiz tarafindan psikomotor beceri

egitimi verilen her bir beceri igin islem adimlan
dogrultusunda tim uygulamalarin video c¢ekimleri
yapiimigtir.

Yazigma Adresi: Esra AKIN KORHAN

izmir Katip Celebi Universitesi Saglk Bilimleri Fakiiltesi,
Hemsirelik Esaslari Anabilim Dali, Izmir, Tirkiye

Makalenin Gelis Tarihi: 28.07.2015  Kabul Tarihi: 25.08.2015

Her bir psikomotor beceriye ait ilgili teorik bdlim
anlatildiktan sonra s6z konusu becerinin uygulandigi
video goriintist 6grenciye gosteriimis ve daha sonrada
izleyebilmeleri icin dgrencilere verilmistir. Bu asamalar-
dan sonra egitimci tarafindan beceri laboratuvarinda s6z
konusu  becerilerinin  6gretimi  gergeklestiriimistir.
Ogrencilere hem 6gretimsel video destekli hem de
demonstrasyon yonteminin birlikte kullanildidi bir 6gretim
stratejisi ile psikomotor beceri kazandiriimigtir. Bu
yenilik¢i yaklasimin ise 6grencilerin psikomotor beceri
gelisimlerini olumlu yonde etkiledigdi ve becerilerine iligkin
bilgi diizeylerini arttirdigi gortlmustir.

Bu konuyu etik agisindan ele aldiimizda, hemsirelik
lisans egitim programi igerisindeki psikomotor becerinin
gelisgtiriimesi calismalarinin  énemli bir yeri oldugu
distnilmelidir. Ozellikle gérev-merkezli (deontolojik)
anlamda degerlendirdigimizde, bir hemsgirelik 6grenci-
sinin edinmis oldugu bilgi birikimini belli egitim
modelleriyle uygulamaya calismasi, onun mesleginde
daha az hata yapan ve meslegini severek yapmasini
destekleyen bir yoniu ortaya c¢ikarabilir. Bdylece
hemsirelikte bilgi, beceri ve karar vermenin bir arada
degerlendiriimesiyle (5) karar vermenin kolaylasacagini
ve bunun da tibbin temel etik ilkelerinden olan “yarar
saglama” konusuna olumlu bir katkida bulunacagini
disuinebiliriz. Bir hemsirelik 6grencisinin alacagi bilissel,
duyussal ve psikomotor beceri egitimi, onun profesyonel
meslek yasantisini gelistirir, mesleki suistimallerin dnune
gecer, mesleki etik ve ahlaki sorumluluklarini pekistirir.
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ANAHTAR SOZCUKLER DiziNi

Bilgisayarli tomografi, ESWL, Ureter tasi, 1

KOAH, kombine preparat, LABA, pnémoni, 4

Multipleks PCR, solunum virUsleri, 8

Makdla, optik koherens tomografi, 15

c-Kit, kok hlicre, Nanog, ovaryum, tirotoksikoz, 19

Akut myeloid I6semi, inv16, CBFBETA-MYH11, RT-PCR, 26
Endometrial polip, histeroskopi, uterin raptdr, 30

Fabry hastaligi, hemodiyaliz, son dénem bobrek yetmezligi, 33
Nasal miyaz, yodun bakim, 36

Enterokutandz fistl, fitik, ince barsak, intraperitoneal mesh, 39
Bilateral, kapiller hemanjiom, over, 41

Hipokalemi, meyan koku, paralizi, rabdomyoliz, 43

Oftalmik anestezi, 46

Akilcr antibiyotik kullanimi, bilgi diizeyi, dis hekimligi, 55
Keratokistik odontojenik tumér, parakeratinizasyon, rekurrens, 59
Mesane timoéri, prostat adenokarsinomu, radikal sistoprostatektomi, sagkalim, 65
GUlndbirlik anestezi, metoklopramid, postoperatif bulanti-kusma, 70
Akrep sokmasi, Adiyaman, ¢ocuk, Malatya, 74

Komplikasyon, folat, homosistein, ikinci trimester, gebelik, B12 vitamini, 78
Fasiyal dipleji, Guillain Barré sendromu, sugicegi, 83

Gec¢ cocukluk, Morgagni hernisi, radyografi, 86

Holt Oram sendromu, kardiyak defekt, 89

Malign transformasyon, matir kistik teratom, over, 92

Anevrizmal kemik kisti, petréz kemik, altinci kraniyel sinir felci, 95
Gastrik kanser, adrenal metastaz, cerrahi tedavi, 98

Blastokist, epiblast, germ tabakalari, soy 6zellikleri, 101

t(4;11) MLL-AF4 translokasyonu, gercek zamanh RT-PCR, 107
Trabekilektomi, bleb yetersizligi, 5-FU, 5-fluorourasil, 111

Polis, sigara kullanimi, pasif igicilik, tutin dizenlemeleri, 114

Adrenal insidentaloma, subklinik Cushing sendromu, 1 mg Dexametazon supresyon testi, feokromositoma, Conn
sendromu, operasyon yontemi, 120

Anestezi, prostat biyopsisi, tekrar biyopsi, 124

Adolesan, riskli davraniglar, 127

Erdheim-Chester hastaligi, manyetik rezonans géruntileme, kardiyak tutulum, nérolojik bulgular, 134
Serebellopontin agl, ¢ocukluk, medulloblastom, 137

Psddotimdr serebri, vitamin B12 eksikligi, idiopatik hipoparatiroidizm, 139

Histeroskopi, uterin riptir, endometrial polip, 142

Kondrom, yumusak doku tiimérleri, manyetik rezonans goriintileme, diz, 145

Piperasilin, tazobaktam, kemik iligi baskilanmasi, nétropeni, trombositopeni, 148

Obstetrik anestezi, 151



Kronik HBV enfeksiyonu, HBV DNA kantitasyonu, gergek zamanli PCR, 159
Toxoplasma gondii, gebelik, seroprevalans, 163

Kemoterapi, febril nétropenik atak, hematolojik malignite, risk faktorleri, 167
D vitamini, kardiyovaskiler hastalik, lipid profili, 173

Akcider kanseri, ikinci primer malignite, operasyon, 177
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Ege Tip Dergisi, Ege Universitesi Tip Fakiiltesi'nin yayin
organi olup, U¢ ayda bir yayimlanir ve dort sayi ile bir cilt
tamamlanir. Dergi; tum tip alanlanyla ilgili nitelikli klinik ve
deneysel arastirmalari, olgu sunumlarini ve editore
mektuplari yayimlar.

Ege Tip Dergisi, bilimsel yayinlara agik erisim saglar. Dergi
basimindan hemen sonra, makalelerin tam metinlerine
Ucretsiz ulagilabilir. Yazarlardan makale yayimi icin herhangi
bir icret talep edilmez.

Dergide yayimlanmak Uzere gonderilen yazilarin daha 6nce
baska bir yerde yayimlanmamis veya yayimlanmak Uzere
gonderilmemis olmasi gerekir. Daha o©nce kongrelerde
sunulmus caligmalar, bu durum belirtimek kosuluyla kabul
edilir. Makale, yazar(lar)in daha 6nce yaymladigr bir
yazisindaki konularin bir kismini igeriyorsa bu durum
belirtiimeli ve yeni yazi ile birlikte 6nceki makalenin bir
kopyasi da Yayin Birosu’na gonderilmelidir.

Gonderilen yazilar; Editor, Editér Yardimcisi ya da Yayin
Kurulu Uyesi tarafindan incelenir. Editér, Editér Yardimcisi ya
da Yayin Kurulu Uyesi, yayin kosullarina uymayan yazilari
yayinlamamak, diizeltmek Uzere yazar(lar)a geri gdndermek,
bicimce duzenlemek veya reddetmek vyetkisine sahiptir.
Editér, Editér Yardimcisi ya da Yayin Kurulu Uyesi, uygun
gordigu yaziyr incelenmek Uzere danigman(lar)a goénderir.
Gerekli oldugu durumlarda, yazar(lar)dan diizeltme istenebilir.
Yazardan dizeltme istenmesi, yazinin yayimlanacagi
anlamina gelmez. Bu duzeltmelerin en ge¢ 21 gun icinde
tamamlanip dergiye gonderilmesi gereklidir. Aksi halde yeni
basvuru olarak deg@erlendirilir. Sorumlu yazara yazinin kabul
veya reddedildigine dair bilgi verilir.

Dergide yayimlanan yazilarin etik, bilimsel ve hukuki
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Yayin Kurulu’nun géruglerini yansitmaz.

Dergide yayimlanmasi kabul edilse de edimese de, yazi
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génderilir.
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yazilar, Ingilizce 6zetleri ile yer alir. Yazinin hazirlanmasi
sirasinda, Turkge kelimeler igin Tirk Dil Kurumundan
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sirimden yararlanarak hazirlanmigtir. Bu konudaki bilgiye
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onamlari mutlaka alinmali, aydinlatiimis onam ile Etik Kurul
onayl alindigi bilimsel yazinin iginde belirtiimelidir.

Fotograflarda ylUzu belli olan hastalardan yazili izin alinmali
ve Dergi Editérluglne posta ya da faks yoluyla iletilmelidir.
Ege Tip Dergisi, deney hayvanlari ile yapilan calismalarda,
genel kabul géren ilgili etik kurallara uyulmasi zorunlulugunu
hatirlatir. Ainmis Etik Kurul Onayi, makale ile birlikte sisteme
yuklenmelidir.

Yazar(lar), ticari baglanti veya galisma igin maddi destek
veren kurum varliginda; kullanilan ticari Gran, ilag, firma vb.
ile nasil bir iligkisi oldugunu sunum sayfasinda Editére
bildirilmelidir. Bdyle bir durumun yoklugu da yine ayri bir
sayfada belirtiimelidir.

YAZI TURLERI
Yazilar, elektronik
adresine gonderilir.
Orijinal makaleler, 3000 sézcilk sayisini asmamali, “Oz (250
sOzclkten fazla olmamali), Giris, Gereg ve Yontem, Bulgular,
Tartisma, Sonug, Kaynaklar” bélimlerinden olugmalidir.

Olgu Sunumu, “Oz, Giris, Olgu Sunumu, Tartisma,
Kaynaklar” seklinde dizenlenmelidir. En fazla 1000 sézcuk
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ve 10 kaynak ile simirlidir. Bir tablo veya sekil ile
desteklenebilir.
Editére Mektup, yayimlanan metinlerle veya mesleki

konularla ilgili olarak 500 s6zcugu asmayan ve bes kaynak ile
bir tablo veya sekil icerecek sekilde yazilabilir. Ayrica daha
once dergide yayinlanmis metinlerle iligkili mektuplara cevap
hakki verilir.

Yayin Kurulu'nun daveti lzerine yazilanlar disinda derleme
kabul edilmez.

MAKALENIN HAZIRLANMASI

Dergide yayinlanmasi istenilen yazi icin asagidaki kurallara
uyulmalidir.

a) Yazi; iki satir aralikli olarak, Arial 10 punto ile yazilmaldir.
b) Sayfalar baslk sayfasindan baslamak Uzere, sad Ust
kdsesinde numaralandiriimahdir.

c) Online makale sistemine yiiklenen word dosyasinin baslik
sayfasinda (makalenin adini igeren baslik sayfasi), yazarlara
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Kaynaklar
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Dipnotlarda sirasiyla su semboller kullanilabilir: *, 1, %, §, .

Sekiller

Sekil, resim, grafik ve fotograflarin timu “Sekil” olarak
adlandinimal ve ayri birer .jpg veya .gif dosyasi olarak
(yaklasik 500x400 piksel, 8 cm eninde ve 300 dpi
¢ozunurllikte) sisteme eklenmelidir. Sekiller metin iginde

kullanim siralarina gore Arabik rakamla numaralandiriimali ve
metinde parantez icinde gdsterilmelidir.

Sekil Alt Yazilari

Sekil alt yazilan, her biri ayri bir sayfadan baslayarak,
sekillere karsilik gelen Arabik rakamlarla cift aralikli olarak
yazilmaldir. Seklin belirli bélimlerini isaret eden sembol, ok
veya harfler kullanildiginda bunlar alt yazida agiklanmalidir.
Baska yerde yayinlanmig olan sekiller kullanildiginda, yazarin
bu konuda izin almig olmasi ve bunu belgelemesi gerekir.

Olgiimler ve Kisaltmalar

Tum Olglimler metrik sisteme (Uluslararasi Birimler Sistemi,
Sl) gére yazilmaldir. Ornek: mg/kg, ug/kg, mL, mL/kg,
mL/kg/h, mL/kg/min, L/min, mmHg, vb. Olgimler ve
istatistiksel veriler, ciimle baginda olmadiklari strece rakamla
belirtiimelidir. Herhangi bir birimi ifade etmeyen ve dokuzdan
kicuk sayilar yazi ile yazilmalidir.

Metin icindeki kisaltmalar, ilk kullanildiklar yerde parantez
icinde acgiklanmalidir. Bazi sik kullanilan kisaltmalar; iv, im,
po ve sc seklinde yazilabilir.

ilaglarin yaziminda jenerik isimleri kullaniimalidir.
iletigim

Ege Universitesi Tip Fakiiltesi Yayin Biirosu
Bornova 35100-iZMIR

Tel 0 232 3903103/ 232 3903186
Faks 0232 3422142

E-posta editor@egetipdergisi.com.tr
Web adresi www.egetipdergisi.com.tr

Kontrol Listesi

e Tiirkge ve Ingilizce baslik

o Tiirkge ve Ingilizce 6zet

o Tiirkge ve Ingilizce anahtar sézciikler (En fazla 5 sézciik)
o ki satir aralikl yazilmis metin (Arial, 10 punto)

e Kurallara uygun hazirlanmis tablo ve sekiller

o Kurallara uygun yazilmig kaynaklar

¢ Imzali “Yayin Hakki Devir Formu” (makale yayin igin kabul
edildikten sonra istenmektedir)


http://www.nursingworld.org/AJN/2002/june/wawatch.htm
http://www.cancer-pain.org/
http://www.cancer-pain.org/

INFORMATION FOR AUTHORS

AIMS AND SCOPE

Ege Journal of Medicine is the official journal of Ege University
Faculty of Medicine with four issues published quarterly. Its
purpose is to publish high-quality original clinical and
experimental studies, case reports and letters to the editor.

Ege Journal of Medicine provides open access for academic
publications. The journal provides free access to the full texts of
all articles immediately upon publication. The journal does not
request any charges for article processing or article submission.
There is no charge for readers to download articles, case
reports and reviews for their own scholarly use. The journal is
free to all at any time. To provide this the journal relies on
financial resources of Ege University, the voluntary work of its
editorial team and advisory board, and the continuing support of
its network of peer reviewers.

The Journal will not consider manuscripts any that have been
published elsewhere, or manuscripts that are being considered
for another publication, or are in press. Studies previously
announced in the congresses are accepted if this condition is
stated. If any part of a manuscript by the same author(s)
contains any information that was previously published, a
reprint or a copy of the previous article should be submitted to
the Editorial Office with an explanation by the authors.

All manuscripts are reviewed by the Editor, Associate Editor or
a member of the Editorial Board. The Editor, Associate Editor
and the member of the Editorial Board have right not to publish
or send back to author(s) to be amended, edit or reject the
manuscript. For further review, the Associate Editor or Editorial
Board member sends the article to the refree(s). If necessary,
author(s) may be invited to submit a revised version of the
manuscript. This invitation does not imply that the manuscript
will be accepted for publication. Revised manuscripts must be
sent to the Editorial Office within 21 days, otherwise they will be
considered as a new application. The corresponding author will
be notified of the decision to accept or reject the manuscript for
publication.

Statements and suggestions published in manuscripts are the
authors’ responsibility and do not reflect the opinions of the
Editor, Associate Editors and the Editorial Board members.

The manuscript will not be returned to the authors whether the
article is accepted or not. Copyright fee is not paid for the
articles published in the journal. A copy of the journal will be
sent to the corresponding author.

Language of the Journal

The official languages of the Journal are Turkish and English.
The manuscripts that are written in Turkish have abstracts in
English, which makes the abstracts available to a broader
audience.

Authorship Criteria

After accepted for publication, all the authors will be asked to
sign “Coyright Transfer Form” which states the following: “This
work is not under active consideration for publication, has not
been accepted for publication, nor has it been published, in full
or in part (except in abstract form). | confirm that the study has
been approved by the ethics committee.” All authors should
agree to the conditions outlined in the form.

Ege Journal of Medicine has agreed to use the standards of the
International Committee of Medical Journal Editors. The
author(s) should meet the criteria for authorship according to
the "Uniform Requirements for Manuscripts Submitted to
Biomedical Journals: Writing and Editing for Biomedical
Publication. It is available at www.icmje.org.

Ethical Responsibility

Patient anonymity should be preserved and all studies on
patients must include a statement that informed consent and
approval of ethical committee were obtained. Written
permission from identifiable patients appearing in photographs
(as in case reports) must be obtained by the author(s) and must
be surface mailed or faxed to the Editorial Office.

Any experiments involving animals must include a statement in
the Materials and Methods section giving assurance that all
animals have received humane care in compliance with the
Guide for the Care and Use of Laboratory Animals
(www.nap.edu/catalog/5140.html) and indicating approval by
the institutional ethical review board.

Note also that for publishing purposes, the Journal requires
acknowledgement of any potential conflicts of interest. This
should involve acknowledgement of grants and other sources of
funds that support reported research and a declaration of any
relevant industrial links or affiliations that the authors may have.

TYPES OF MANUSCRIPT

Manuscripts should be
www.egetipdergisi.com.tr.
Original Articles should not exceed 3000 words and should be
arranged under the headings of Abstract (not more than 250
words), Introduction, Materials and Methods, Results,
Discussion, Conclusion and References.

Case Reports should not exceed 1000 words and 10
references, and should be arranged as follows: Abstract,
Introduction, Case Report, Discussion and References. It may
be accompanied by a figure or a table.

Letter to the Editor should not exceed 500 words. Short relevant
comments on medical and scientific issues, particularly
controversies, having no more than five references and one
table or figure are encouraged. Where letters refer to an earlier
published paper, authors will be offered right of reply.

Reviews are not accepted unless written on the invitation of the
Editorial Board.

PREPARATION OF MANUSCRIPTS

All articles submitted to the Journal must comply with the
following instructions:

a) Submissions should be doubled-spaced and typed in Arial 10
points.

b) All pages should be numbered consecutively in the top right-
hand corner, beginning with the title page.

¢) The title page should not include the names and institutions
of the authors.

d) The manuscript should be presented in the following order:
Title page, Abstract (English, Turkish), Keywords (English,
Turkish), Introduction, Materials and Methods, Results,
Discussion, Conclusion, Acknowledgements (if present),
References, Figure Legends, Tables (each table, complete with
title and foot-notes, on a separate page) and Appendices (if
present) presented each on a separate page.

Title

The title should be short, easy to understand and must define
the contents of the article.

Abstract

Abstract should be in both English and Turkish and should
consist “Aim, Materials and Methods, Results and Conclusion”.
The purpose of the study, the setting for the study, the subjects,
the treatment or intervention, principal outcomes measured, the

submitted online via
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type of statistical analysis and the outcome of the study should
be stated in this section (up to 250 words). Abstract should not
include reference. No abstract is required for the letters to the
Editor.

Keywords

Not more than five keywords in order of importance for indexing
purposes should be supplied below the abstract and should be
selected from Index Medicus Medical Subject Headings
(MeSH), available at www.nIm.nih.gov/meshhome.html.

Text

Authors should use subheadings to divide sections regarding
the type of the manuscript as described above. Statistical
methods used should be specified in the Materials and Methods
section.

References

In the text, references should be cited using Arabic numerals in
parenthesis in the order in which they appear. If cited only in
tables or figure legends, they should be numbered according to
the first identification of the table or figure in the text. Names of
the journals should be abbreviated in the style used in Index
Medicus. The names of all authors should be cited when there
are six or fewer; when seven or more, the first three should be
followed by et al. The issue and volume numbers of the
referenced journal should be added.

References should be listed in the following form:

Journal article

Tkacova R, Toth S, Sin DD. Inhaled corticosteroids and survival
in COPD patients receiving long-term home oxygen therapy.
Respir Med 2006;100(3):385-92.

Supplement

Solca M. Acute pain management: Unmet needs and new
advances in pain management. Eur J Anaesthesiol 2002;
19(Suppl 25): 3-10.

Online article not yet published in an issue

Butterly SJ, Pillans P, Horn B, Miles R, Sturtevant J. Off-label
use of rituximab in a tertiary Queensland hospital. Intern Med J
doi: 10.1111/j.1445-5994.2009.01988.x

Book

Kaufmann HE, Baron BA, McDonald MB, Waltman SR (eds).
The Cornea. New York: Churchill Livingstone; 1988:115-20.

Chapter in a book
McEwen WK, Goodner IK. Secretion of tears and blinking. In:
Davson H (ed). The Eye. Vol. 3, 2nd ed. New York: Academic
Press; 1969:34-78.

Journal article on the Internet

Abood S. Quality improvement initiative in nursing homes: The
ANA acts in an advisory role. Am J Nurs [serial on the Internet]

2002 [cited 12 Aug 2002]. Available from:
www.nursingworld.org/AJN/2002/june/wawatch.htm

Website

Cancer-pain.org [homepage on the Internet]. New York:

Association of Cancer Online Resources [updated 16 May
2002; cited 9 Jul 2002]. Available from: www.cancer-pain.org
An organization as an author

The Intensive Care Society of Australia and New Zealand.
Mechanical ventilation strategy in ARDS: Guidelines. Int Care J
Aust 1996;164:282-4.
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Tables

Tables should be complementary, but not duplicate information
contained in the text. Tables should be numbered consecutively
in Arabic numbers, with a descriptive, self-explanatory title

above the table. All abbreviations should be explained in a
footnote. Footnotes should be designated by symbols in the
following order: *,1, 1, §, 1.

Figures

All illustrations (including line drawings and photographs) are
classified as figures. Figures must be added to the system as
separate .jpg or .gif files (approximately 500x400 pixels, 8 cm in
width and at 300 dpi resolution). Figures should be numbered
consecutively in Arabic numbers and should be cited in
parenthesis in consecutive order in the text.

Figure Legends

Legends should be self-explanatory and positioned on a
separate page. The legend should incorporate definitions of any
symbols used and all abbreviations and units of measurements
should be explained. A letter should be provided stating
copyright authorization if figures have been reproduced from
another source.

Measurements and Abbreviations

All measurements must be given in metric system (Systéme
International d'Unités, Sl). Example: mg/kg, pg/kg, mL, mL/kg,
mL/kg/h, mL/kg/min, L/min, mmHg, etc. Statistics and
measurements should always be given in numerals, except
where the number begins a sentence. When a number does not
refer to a unit of measurement, it is spelt out, except where the
number is greater than nine.

Abbreviations that are used should be defined in parenthesis
where the full word is first mentioned. Some common
abbreviations can be used, such as iv, im, po, and sc.

Drugs should be referred to by their generic names, rather than
brand names.
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EGE TIP DERGISI
YAYIN HAKKI DEVIR FORMU

Makalenin Bagligt:

Sorumlu yazarin;

Adi, soyad:

Adresi:

Tel: E-posta: imza:

Biz, asadida isimleri olan yazarlar, bu makalenin yazilmasi yaninda, c¢alismanin planlanmasi,
yapilmasi ve verilerin analiz edilmesi asamalarinda da aktif olarak rol aldigimizi ve bu c¢alisma ile
ilgili her turlt sorumlulugu kabul ettigimizi beyan ederiz. Makalemiz gegerli bir galismadir. Hepimiz
makalenin son halini gézden gecirdik ve yayinlanmasi icin uygun bulduk. Ne bu makale ne de bu
makaleye benzer icerikte baska bir calisma hicbir yerde yayinlanmadi veya yayinlanmak Uzere
gonderiimedi. Gerekmesi durumunda makale ile ilgili butlin verileri editérlere géndermeyi de
garanti ediyoruz.

Ege Tip Dergisi’nin bu makaleyi dederlendirmesi ve yayinlamasi durumunda, makale ile ilgili tim
telif haklarimizi Ege Tip Dergisi’'ne devrettigimizi beyan ve kabul ederiz.

Yazarlar olarak, telif hakki ihlali nedeniyle Uglncl sahislarca istenecek hak talebi veya
acllacak davalarda Ege Tip Dergisi Editér, Editdér Yardimcilari ve Yayin Kurulu’nun higbir
sorumlulugunun olmadidini yazarlar olarak taahhit ederiz. Ayrica, makalede higbir su¢ unsuru
veya kanuna aykiri ifade bulunmadigini, arastirma yapilirken kanuna aykiri herhangi bir
malzeme ve yontem kullaniimadigini, g¢alisma ile ilgili tim yasal izinleri aldigimizi ve etik
kurallara uygun hareket ettigimizi taahhat ederiz.

Yazar Adi, Soyadi imza Tarih
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EGE JOURNAL OF MEDICINE
COPYRIGHT TRANSFER FORM

Title of Manuscript:

Corresponding author’s;

Name, surname:

Address:

Tel. E-mail: Signature:

We all the authors certify that, we have all participated sufficiently in the conception and
design of this work and the analysis of data, as well as the writing of the manuscript to take
public responsibility for it. We declare that the manuscript represents valid work. We have all
reviewed the final version of the manuscript and approve it for publication. Neither this
manuscript nor one with substantially similar content under our authorship has been
published or being considered for publication elsewhere. Furthermore, we declare that we
will produce the data upon which the manuscript is based for examination by the editors or
associates if requested.

In consideration of the action of Ege Journal of Medicine in reviewing and editing this
submission (manuscript, tables and figures) all copyright ownership is hereby transferred,
assigned or otherwise conveyed to Ege Jounal of Medicine, in the event that such work is
published by Ege Journal of Medicine.

We also warrant that Editor, Associate Editors and the Editorial Board members of Ege
Journal of Medicine will not be held liable against all copyright claims of any third party or in
lawsuits that may be filed in the future. We acknowledge that the article contains no libellous
or unlawful statements, we did not use any unlawful method or material during the research,
we obtained all legal permissions pertaining to the research, and we adhered to ethical
principles during the research.

Author Name, Surname Signhature Date
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