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Distal Ureter Taslarinin Tedavisinde Ureterorenoskopik
Litotripsi ve Viicut Disi Sok Dalga Litotripsisinin

Karsilastiriimasi

Comparison of Ureterorenoscopic Lithotripsy and Extracorporeal Shock Wave Lithotripsy in

the Management of Distal Ureteral Stones

Kiirsat Gecen', Emrah Coguplugil?, Aslan Demir', Mert Ali Karadag', Ramazan Kocaaslan'

!Kafkas Universitesi, Trp Fakiiltesi, Uroloji Anabilim Dals, Kars; *Tatvan Asker Hastanesi, Uroloji Klinigi, Bitlis

ABSTRACT

AIM: To compare the efficiency of ureterorenoscopic lithotripsy
(URS) and extracorporeal shock wave lithotripsy (ESWL) in the
treatment of distal ureteral stones.

METHODS: The data of all patients with a single distal ureter stone
were investigated, retrospectively. The patients were divided into
two groups according to the management options as ESWL and
URS. The success and complication rates of the groups were
compared.

RESULTS: There were 112 and 108 patients in ESWL and URS
groups, respectively. Patients’ age, stone size and gender were
similar in both groups. The average stone size was 10.8 mm.
Postoperative success rate defined as the removal of all the stones
was higher in URS group (89.8%) than ESWL group (59.8%), and
the difference was significant (p<0.05).

In URS group, ureteral perforation, urinary tract infection, and post-
operative fever were encountered in 3.24%, 6.4% and 9.2% of the
patients, respectively. Urinary tract infection and fever were noted
in 4.4% and 7.9% of patients in ESWL group. However, the compli-
cation rates did not differ significantly between groups. The proce-
dure had to be repeated 2.8 times in ESWL group and none of the
patients in ESWL needed a double-J stent. In contrary, 28 patients
in the URS group required the insertion of a double-J stent.
CONCLUSION: Although ESWL is a non-invasive and reliable
outpatient procedure that can be used in the treatment of distal
ureteral stones, URS seems more successful. However, the inva-
siveness of URS is its disadvantage.

Key words: extracorporeal shock wave lithotripsy; kidney calculi; lithotripsy; ureter

OZET

AMAG: Distal lreter taslarinin tedavisinde; lreterorenoskopik litot-
ripsi (URS) ve viicut disi sok dalga litotripsinin (ESWL) etkinliklerini
karsilastirmasi amaclanadl.

Yard. Dog. Dr: Kiirsat Cegen, Kafkas Universitesi Trp Fakitltesi, Uroloji Anabilim
Daly, Kars, Tiirkiye, Tel. 0474 225 11 50 Email. kursat_cecen36@yahoo.com.tr
Gelis Taribi: 01.02.2014 o Kabul Tarihi: 11.04.2014

YONTEM: Tek distal (ireter tasi olan hastalarin dosyalan geriye dé-
nik incelendi. Hastalar uygulanan tedavi segeneklerine gére ESWL
ve URS gruplanina aynidi. Gruplar; tedavi basarisi ve komplikasyon
oranlan acisindan karsilastirildi.

BULGULAR: ESWL ve URS gruplarinda sirasiyla 112 ve 108 hasta
yer aldi. Yas, tas boyutu ve cinsiyet degiskenleri gruplar arasinda
farklilik géstermedi. Ortalama tas boyutu 10,8 mm’di. Operasyon
sonrasi tassiz hasta orani, URS grubunda %89,8 ve ESWL gru-
bunda %59,8°di. Gruplar arasi fark istatistiksel olarak anlamiydi
(p<0,05).

URS grubunda (reter perforasyonu, idrar yollari enfeksiyonu ve
ates sirasiyla hastalarin %3,24, %6,4 ve %9,2’sinde gériildi. ESWL
grubunda idrar yollari enfeksiyonu ve ates sirasiyla %4,4 ve %7,9
oraninda tespit edildi. Ancak, komplikasyon orani iki grup arasinda
anlamli olarak farklilik géstermedi. ESWL hastalarinda islem orta-
lama 2,8 defa tekrarlandi, ancak hi¢ birinde double-J kateterine
ihtiyag olmadi. Buna karsin, URS grubunda 28 hastada double-J
kateteri takilmasi gerekti.

SONUC: ESWL, distal lreter taslarinin sagaltiminda gdvenilir ve
ayaktan uygulanabilir bir islem olsa da, URS daha etkin bir yéntem-
dir. URS’nin invaziv olmasi dezavantajidir.

Anahtar kelimeler: viicut disi sok dalga litotripsi; bobrek tasi; litotripsi; Lireter

Girig

Hayatn her hangi bir doneminde triner sistem tagi
hastalig: riski %5-12 arasinda degisir. Erkeklerin
%131, kadinlarin ise %7’si bundan etkilenir. Hastalarin
%50’sinde beg yillik takipte tag hastalig: tekrar: goriile-
bilir'. Bunlardan tireter taglari, tedavi edilmeden takip
edildiginde %50’si kendiliginden digebilir. Ancak ta-
sin ¢ap1 8 mm Ustiine ¢ikuginda bu oran %20’lere iner”.
Bu taglar tireterin farkli bolgelerinde bulunmakla bera-
ber, genelde tireterin ti¢ ayr1 anatomik darlik bolgesin-
de tespit edilir**.
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Tedavide dikkat edilecek en 6nemli fakeorler tagin yeri,
boyutu ve sayisidir’. Genelde ¢ap1 10 mm’yi gecen tag-
larin kendiliginden diigmesi beklenmez ve miidahale
gerekir’. Ureter taglarinin tedavisinde agik veya lapa-
roskopik litotomi, iireterorenoskopik litotripsi (URS),
viicut digt sok dalga litotripsi (ESWL) ve perkiitan
antegrad URS giiniimiizde siklikla kullanilan yontem-
lerdir. Literatiirde URS, ESWL'ye gore daha etkili bir
yontem olarak ileri siiriilse de, distal tireter taglarinin
tedavisi icin ilk secenek olarak hem ESWLyi hem de
URS’yi 6neren galigmalar bulunmaktadir®-*°. Distal
iireter taglarinin tedavisinde URS ve ESWL yiiksek ba-
sar1ve ditgiitk komplikasyon oranlariyla etkin ve giivenli
yontemler olarak 6nerilmiglerdir® .

Calismamizda distal iireter taslarinin tedavisinde URS
ve ESWL'nin giivenlik ve etkinlik a¢isindan kargilagti-
rilmasini amagladik.

Yontem

Kars Devlet Hastanesi, Kafkas Universitesi ve Ozel
Kars Sifa Poliklinigi tiroloji kliniklerinde 2006-2013
yillar1 arasinda distal treter tagt tanist alan hastalarin
dosyalari geriye doniik olarak incelendi. Caligma 6nce-
si yerel Etik Kurul onay1 alindi.

Daha 6nceden de tanimlandi@s gibi, sakroiliyak eklem
alt sinirinin altinda bulunan taglar distal tireter tagi ola-
rak kabul edilip caligmaya alindi." Calismada yalnizca
URS veya ESWL uygulanan hastalar yer aldu.

Tedavi oncesi degerlendirmede kullanilan serum fire,
serum kreatinin ve tam idrar tahlili (TIT) verileri kay-
dedildi. Tas tanist i¢in tedavi dncesi yapilan intravenoz
piyelografi (IVP), iiriner ultrasonografi (USG) ve bil-
gisayarli tomografi (BT) tetkikleri incelenerek tag bo-
yutlar1 kaydedildi. Birden fazla sayida tagi olan ve daha
once tag icin bagka tedavi alan hastalar ¢aligma dig1 bi-
rakildi. Caligmada yer alan hastalar tedavi yontemleri-

ne gore URS ve ESWL gruplarina ayrildi.

URS islemini yapan cerrahlar ve uygulanan anes-
tezi yontemleri kaydedildi. Ureterorenoskopi sira-
sinda Wolf 7.5F rijid itreteroskop - Richard Wolf
Endoscopy cihazi (Almanya ve RZ 8F iireteroskop
- RZ Medizintechnik, Almanya) kullanild:. URSde
kullanilan farkl: litotriptorlerin etkinliginin farkli ol-
masindan dolay: sadece pnémotik litotriptorle iglem
yapilan hastalar ¢alismaya katildi (Elmed Vibrolith-
Elmed, Tiirkiye). URS grubunda double-] kateter
uygulanan hastalar belirlendi. Islem 6ncesinde ve
sonrasinda gelisen komplikasyonlar; (perforasyon,

2

kanama, vs.) islemin bagarisizli§1, operasyon sonrasi
ates (>38,5 C°) ve idrar yollar1 enfeksiyonu (IYE)
kaydedildi. URS sonrast ii¢ aylik dénemde hasta dos-
yalar1 gozden gegirildi ve direk triner sistem grafisi
(DUSG), USG, BT veya IVP tetkiklerinden hastaya
ozgln uygulanan tetkikler incelendi. Bagari tagin ta-
mamen temizlenmis olmasi seklinde tarif edildi.

URS ve ESWL grubunun tamaminda islem 6ncesi tam
idrar tahlili yapildi ve pyiiri olan hastalar idrar kilti-
rit ile antibiyogram1 sonucuna gore tedavi edildi. URS
isleminden 6nce profilaktik olarak birinci kugak sefa-
losporin antibiyotikler kullanildi. ESWL 6ncesi profi-
laktik antibiyotik kullanimi yokeu.

ESWL grubuna alinan hastalarda Multimed Klasik -
Elmed (Tiirkiye ve Lithostar Plus - Siemens, Almanya)
cihazi kullanildi. Seans sayisi, kullanilan ok dalga
sayist, uygulanan anestezi yontemi ve tag kirmada uy-
gulanan gii¢c miktar1 kaydedildi. ESWL 6ncesinde ve
sonrasinda olugan IYE, ates (>38,5 C°) ve kanama gibi
komplikasyonlar kaydedildi. URS grubunda oldugu
gibi ESWL'nin son seanstan sonraki ti¢ aylik dénemin-
de hasta dosyalari gozden gegirildi ve DUSG, USG,
BT veya IVP tetkiklerinden hastaya 6zgiin uygulanan
tetkikler incelendi. Bagar1 tagin tamamen temizlenmis

olmasi seklinde tarif edildi.
Caligmada istatistik analiz i¢in SPSS 16 programi kul-

lanild1. Yag, cinsiyet, tag boyutu parametrelerinin dagi-
limin1 saptamak icin Shapiro Wilk testi kullanilds. Iki
grubun tedavisindeki etkinlik ve komplikasyonlarinin
kargilagtirilmasi icin Mann Whitney U testi yapildi. Bu
testlerde p<0,05 anlamli olarak kabul edildi.

Bulgular

Calismamizda 344 hastanin verileri retrospektif ola-
rak incelendi. Bunlardan calisma protokoliine uygun
olan 220 hasta ¢aligmaya katldi. URS grubunda 108,
ESWL grubunda 112 hasta yer ald1.

Caligmaya alinan hastalarin ortalama yag1 39,8+1,13
(19-67), erkek/kadin orani 1,11/1 (116/104) olarak
hesaplandi. Ortalama tag boyutu 10,742,82 mm (6-
19) olarak bulundu. Her iki grubun yas, cinsiyet ve tag
boyutu dagilimlar Tablo 1'de 6zetlenmistir. ESWL ve
URS gruplari arasinda yas, cinsiyet ve tas boyutu da-
gilimlar istatistiksel olarak anlamli bir farklilik goster-

medi (p>0,05).

URS grubunda 97 (%89,8) hastada hig tas kalmamus-
t. Islemin basarisiz oldugu hastalara bakildiginda;
dort (%4,32) hastada islem sirasinda tagin bobrege
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Tablo 1. Distal iireter taslarinin sagaltiminda URS ve ESWL uygulamasinin karsilastinimasi

URS (N=108)
Ortalama Yas (yil) 39,9
Ortalama Tas Boyutu (mm) 10,8
Erkek/Kadin Orani 1,031
idrar Yolu Enfeksiyonu (%) 6,4
Ates (%) 9,2
Tassizlik Orani (%) 89,8

ESWL (N=112) p degeri*
39,7 >0,05
10,6 >0,05

1,191 >0,05
4.4 >0,05
7.1 >0,05
59,8 <0,05

*Karsilastirmada Mann Whitney U tesit kullaniimistir. URS, ireteroenoskopi; ESWL, viicut disi sok dalga tas kirma.

retrograd migrasyonu, dort (%4,32) hastada iiretere
giriste bagarisizlik (6dem, darlik vs.) ve ii¢ (%3,24) has-
tada tagin ¢ikarilamamasi (rezidii tag) sebepti. Rezidii
taglara daha sonra ESWL uygulanmug, tireteral darlik
saptanan hastalara agik treteroneosistostomi ve {ire-
terolitotomi yapilmisti. ESWL grubundaki hastalarin
67’sinde (%59,8) hig tag kalmamusti, ancak 45 hastada
(%40,2) basarisiz olunmustu. Islemin basarisiz oldugu
hastalara daha sonra URS yapilmisti. Kargilagtirmada
URS, ESWL'ye gore taglari gidermede istatistiksel ola-
rak anlamli olarak daha bagariliyd: (p<0,05).

ESWL grubunda ortalama seans sayis1 2,8 (1-4) ve se-
anslar arasi siire 5 ile 7 giin arasindaydi. Islem sirasinda
analjezi 75 mgdiklofenak sodyum veya 100 mg petidin
ile saglanmig ve iglem yiziistii pozisyonda yapilmigti.
Ortalama 3000 (2500-3500) sok dalgas: ve 15-20kV
gii¢ kullanilmigt1. Taglarin tamami opakti ve hi¢bir has-
taya double-J kateter uygulanmamugti.

URS islemini farkli merkezlerde farkli dort cerrah ta-
rafindan yapilmus, islem sonrasi 25 (%23,14) hastaya
double-] kateter uygulanmis ve en ge¢ bir ay icinde
cikarilmigti. Hastalara spinal yada genel anestezi yapil-
mus, anestezi kaynakli komplikasyon gelismemisti.

Calismada URS ile ESWLnin komplikasyonlart istatis-
tiksel olarak kargilagtirildi. Her iki grupta olugan komp-
likasyonlar Tablo 1'de 6zetlendi. Ates ve IYE agisindan
iki grup arasinda istatistiksel olarak anlamli bir fark go-
riilmedi (p>0,05). URS islemine 6zel bir komplikasyon
olan iireteral perforasyon ti¢ (%3,24) hastada olugmus ve
bunlarin tamamu parsiyel perferasyon olarak degerlendi-
rilerek double-J kateter uygulanarak tedavi edilmigti.

Tartisma

Calismamizda URS’nin distal iireter taglarinin sa-
galumi agisindan ESWL'ye gore anlamli olarak daha

bagarili oldugu goriildii (p<0,05). Ancak, caligmami-
zin retrospektif olmasi, farkli merkezlerden, olasi, ho-
mojen olmayan hasta ve sagaltum standartlarini iger-
mesi verilerin incelenmesi ve sonuglar ¢ikartlmasinda
sinirlamalara sebep olmaktadir.

Ureter taglarinin giincel tedavisinde URS ve ESWL
stklikla kullanilan etkili ve giivenli tedavi yontemle-
ridir. Her iki yontem icinde yiiksek bagar1 ve digik
komplikasyon oranlari bildirilmektedir®. Buna ek
olarak, 5 mmden kiiciik taglarin %68’i ve 5 mm'den
biiytik taglarinda %47’si kendiliginden diigmektedir'.
Prospektif, randomize bir ¢aligmada distal treter tag:
olan 64 hasta degerlendirilmis; ESWL ve URS sonrast
kontrollerini tamamlayan hastalarin tamaminda tagla-
rin giderildigi bildirilmistir®. Bu ¢aligmada; ESWL'nin
URS’ye gore anlamlt derecede daha kisa siirdiigiinii,
daha siklikla ayaktan miidahale olarak uygulandigini,
daha az diziiri ve yan agris1 yaptigi bildirilmis ve distal
iireter taglarinda ESWL'nin URS’ye tercih edilebilece-
gi sonucuna varilmigtir®,

Bir bagka prospektif, randomize ¢aligmada distal tireter
tast olan 80 hasta incelenmigtir. ESWL uygulanan has-
talara gére URS uygulanan hastalarda tag boyutundan
bagimsiz olarak daha hizli sekilde taglar giderilmigtir'.
Ayrica bu galismada URS uygulanan hastalarin tama-
minda tagsizlik saglanmig, fakat ESWL uygulanan has-
talarin %10’unda tagsizligin saglanmasi igin URS’ye
gerek duyulmugtur. Yazarlar, sonug olarak distal tire-
ter taglarinin tedavisinde ilk secenek olarak URS’yi
onermislerdir®.

Avrupa Uroloji Dernegi tedavi kilavuzuna bakildigin-
da'%; meta-analizlerde 10 mm'den kiiciik distal iireter
taslarinda URS’nin basar1 oran1 %97 (%96-%98) ve
ESWL'nin basar1 oran1 %86 (%80-%91) olarak bildi-
rilmigtir. Yine 10 mmden biiytik distal tireter taglarin-

da ise bagari orant URS icin %93 (%91-%95), ESWL

3
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icin %74 (%57-%87) olarak bildirilmistir. Bu tedavi
kilavuzunda 10 mm’den kiiciik distal treter taglarinin
tedavisinde URS ve ESWL ilk segenek olarak sunu-
lurken, 10 mm'den biiyiik taglar icin URS ilk secenek,
ESWL ikinci segenck olarak sunulmustur.

Bizim ¢aligmamizda giincel literatiirle uyumlu ola-
rak URS sonrasi tagsizlik orani %89,8 iken ESWL
sonrasi tagsizlik orani %59,8'dir. Ayrica ESWL gru-
bundaki hastalarin %40,2’sinde tagsizligin saglan-
mast icin URS’ye gerek duyulmustur. Caligmamizda
ESWL'nin bagar1 orani literatiire gére dusik sap-
tanmigtir. Ancak tag boyutuna bakildiginda taglarin
ortalama boyutunun 10 mm’den biiyitk olmasi ve ¢a-
ligmaya alinan hastalarda 19 mm’ye varan tag boyut-
larinin olmasi nedeniyle ESWL'nin basarisizlik orani
aciklanabilir.

Literatiirde tag boyutu ile bagar1 arasinda iligki oldu-
gunu gosteren yayinlar mevcuttur”. Bu yayinlarda tag
boyutu arttik¢a bagar1 orani diigmektedir. Chin-Pao ve
arkadaglar1 bagar1 oranlarini tag boyutuna gore degerlen-
dirmiglerdir’. Buna gore 6-10 mm boyutundaki taglar
icin URS ile %97,9 bagari, ESWL ile %86,8 basari bil-
dirmiglerdir. Yine bu yazarlar, 11-15 mm boyutunda-
ki taglar icin URS ile %94,6 ve ESWL ile %79,5 basari
bildirirken, 16-20 mm boyutundaki taglar igcin URS ile
%77,8 ve ESWL ile %69,2 basar1 bildirmiglerdir>. Ek
olarak 21 mm ve daha biiyiik taglar icin URS ile %66,7
ve ESWL ile %33,3 bagari oldugunu bildirmiglerdir. Tag
boyutu arttika ESWL'nin basar1 sansinin diigmesi bi-
zim ¢aligmamizda da etkili bir fakt6r olabilir.

ESWL veya URS ile tedavi edilen taglarin kimyasal
analizleri yapilmamigtir. Bu nedenle calismamizda
taglarin kimyasal yapist bilinmemektedir. Bu durum
ESWL'nin etkinligini etkilemis olabilir. Bu ¢aligma-

mizda eksik kalan énemli bir noktadir.

URS sonrast iireteral hasar ve perforasyon, iireteral
aviilsiyon, tagin migrasyonu, kanama, renal kolik, idrar
yolu enfeksiyonu, ates (>38,5 °C), tirinom, hematom,
obstriiksiyon, piyelonefrit ve tirosepsis gibi komplikas-
yonlar gériilebilir'®'”. URS ile iireteral perforasyon ve
tireteral darlik gelisimi sirasiyla %0—4 ile %0-2 ara-
sindadir®1°318, Bizim caligmamizda, URS uygulanan
ti¢ (%2,7) hastada parsiyel iireteral perforasyon, dért
(%3,7) hastada tagin bobrege migrasyonu, 10 (%9,2)
hastada ates ve yedi (%6,4) hastada idrar yolu enfek-
siyonu gelistigi gortldi. Perforasyon gelisen hastalar
double-J kateter uygulanip, 30 giin sonra gekilerek te-
davi edildi.
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ESWL sonrast parcalara ayrilan taglarin neden oldugu
tas yolu, bu kirintilarin yeniden bitytimesi, renal kolik
ile birlikte daha az siklikla bakteriiiri, sepsis ve hema-
tom gibi komplikasyonlar goriilebilir®-*!. ESWL gru-
bunda sekiz (%7,1) hastada ateg ve bes (%4,4) hastada
IYE gelismis ve bunlar uygun kiiltiir antibiyogram so-
nucuna gore tedavi edilmisti. Hicbir hastada tag yolu
olusmadi. Bu komplikasyonlar agisindan gruplar ara-
sinda anlamli bir fark yokeu.

Literatiirde URS'de ESWL'ye gore daha fazla double-]
kateter uygulandig bildirilmektedir. Bizim ¢aligma-
mizda da 3 parsiyel perforasyon ve 25 tireteral muko-
zal 3dem nedeni ile 28 (%25,9) URS yapilan hastaya
double-J kateter uygulanirken, ESWL grubundaki
hi¢bir hasta i¢in double-]J kateter uygulanmasina ge-
rek duyulmamigti. Caligmadaki hastalarin tamaminda
alt treterde tek tas diginda diger triner sistemde tag
olmamas: double-J kateter uygulama ihtiyacini azalt-
muis olabilir.

URS genel veya spinal anestezi ile yapildigindan anes-
tezi riski daha fazladir. ESWL'de ise intravenoz sedas-
yon ve analjezi ile yapilabilir’2. Caligmamizda URS
grubundaki hastalara spinal veya genel anestezi altinda
islem yapilmigti. Anesteziile ilgili bir komplikasyon tes-
pit edilmedi. ESWL grubundaki hastalara ise anestezi
yapilmaksizin sadece parenteral analjezi altinda iglem
yapildi. Her ne kadar literatiirde analjezi veya anestezi
yapilmaksizin ESWL uygulandiginda %90 basar: ta-
nimlayan ¢aligmalar olsa da, bizim ESWL grubumuzda
sadece parenteral analjezi ile bagar1 oran1 %59.8'di*.
ESWL grubundaki diisik bagar1 oraninin 6nemli bir
sebebi de uygulanan anestezi yonteminin yetersiz kal-
masi olabilir. Caligmamizin geriye doniik olmasi tasari-
mui kisitlayici fakeordiir ve hastalarin agri skorlamasi bu
nedenle yoktu. Bu konuda daha kapsaml: klinik pros-
pektif caligmalara ihtiyag oldugu kanisindayz.

Sonug

Distal treter taglarinin tedavisinde ESWL, invaziv
olmayan, daha az anestezi ihtiyact duyulan, daha az
morbidite oranlari olan, ayaktan uygulanan ve nadiren
tireteral kateterizasyon gerektiren bir yontemdir. Diger
taraftan, URS secilmis hastalarda, daha hizli siirede
tagsizlik ve ESWL'ye gore yiiksek bagari orani ve kisa
iyilesme stiresi saglamasi ile giivenli ve etkin bir mini-
mal invaziv teknikeir.
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ABSTRACT

AIM: The aim of our study was to analyze the factors affecting the
diagnosis, treatment, follow-up and cost of stroke patients admit-
ted to the emergency department.

METHODS: In this retrospective study we analyzed the records of
319 patients admitted Afyon Kocatepe University Medical School
Emergency Department with various causes and finally diagnosed
with stroke. Demographic and clinical findings including the age,
gender, smoking and drinking habits, neurological examination
findings, general health status during admission, computerized to-
mography findings, stroke types, prognosis, cost, death and hos-
pital discharge rates were studied.

RESULTS: Stroke patients constituted 1%of the patients admit-
ted Emergency Department. The gender distribution was approxi-
mately even (51.9% male and 49.1% female). Most of the stroke
patients were over 60 years-old (63.6%). Unilateral weakness was
the most frequent presenting complaint (31.1%) and 14.9% of the
patients were transported with ambulance.

Nearly half of the stroke victims (45.1%) arrived hospital within the
first three hours of the onset of the symptoms and 84.1% of them
had a Glasgow Coma Scale (GCS) between 14 and 15. The aver-
age GCS and sPO2 scores were statistically lower than the other
patients admitting emergency department and 9.4% of them were
lost. In addition, cost and death rate were higher in patients with
hemorrhagic stroke.

CONCLUSION: The mortality, morbidity rates and the expendi-
tures are higher in patients with hemorrhagic stroke. Transport of
the stroke patients, as early as possible, into the emergency de-
partment with ambulances equipped with advanced medical facili-
ties may decrease the catastrophic results of stroke.

Key words: ambulances; economics; emergencies; emergency service;
epidemiology; hospital; mortality; stroke
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AMAC: Calismamizin amaci acil servise basvuran inme hastalarinin
tani, tedavi, izlem ve maliyetlerini etkileyen ézellikleri incelemektir.
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YONTEM: Bu retrospektif calismada Afyon Kocatepe Universitesi
Tip Fakliltesi Acil Servisine cesitli sebeplerle basvuran ve sonunda
inme tarisi konulan 319 hastanin kayitlan incelendi. Yas, cinsiyet,
sigara ve alkol kullanim aliskanliklari, nérolojik muayene bulgular,
basvuru sirasindaki saglik durumlari, bilgisayarli tomografi bulgulari,
inme tipleri, prognoz, maliyet, éltim ve taburculuk oranlarini da iceren
demografik ve klinik bulgular incelendl.

BULGULAR: Acil servise basvuran hastalarin %1’inde inme vardi.
Cinsiyet dagiimi yaklasik olarak esitti (%51,9 erkek ve %48,1 ka-
din). inme hastalarinin goguniugu 60 yasin (stiindeydi (%63,6). En
sik basvuru yakinmasi tek yanli gligsizliktii (%31,1) ve hastalarin
%14,9’u hastaneye ambulans ile getirilmisti.

Hastalarin yaklasik yanisi (45,1%) belirtiler olustuktan sonraki ilk
li¢ saat icinde hastaneye varmisti ve %84,1’inde Glasgow Koma
Skalasi (GKS) 14 ile 15 arasindaydl. Ortalama GKS skorlar acil ser-
vise basvuran diger hastalardan dlsikti ve bunlarin %9,4°0 kay-
bedildi. Ek olarak, hemorajik inmesi olan hastalarda maliyetler ve
6lim orani daha ylksekti.

SONUC: Hemorajik inmeli hastalarda morbidite, mortalite oranlari
ve maliyet daha yiiksektir. Inme hastalarinin, gelismis tibbi dona-
nimi olan ambulanslarla acil servislere olabildigince hizli tasinmasi
inmenin felaket sonuclarini azaltabilir.

Anahtar kelimeler: ambulans; ekonomi; aciller; acil servis; epidemiyoloji;
hastane; mortalite; inme

Giris

Serebrovaskiiler hastaliklar (SVH), nérolojik hasta-
liklar i¢inde en sik rastlanilan hastaliklardir'. Dinya
Saglik Orgiiti’ne gore inme; 24 saatten uzun siiren
veya 6liimle sonuglanan, vaskiiler nedenler diginda go-
riniirde bagka bir neden bulunamayan, hizli gelisen ve
serebral iglevlerin fokal veya global bozuklugudur®

Diinya olim istatistiklerine gore, kalp hastaliklar1 ve
kanserden sonra tigiincti mortalite ve birinci morbidite
nedenidir'”.

Yapilan toplum tabanli ¢aligmalarda, inmelerin %67,3-
80,5’inin iskemik inme, %6,5-19,6’sin1n primer intra-



serebral kanama, %0,8-7,0’sinin subaraknoid kanama
(SAK) oldugu saptanmis ve %2-14,5'inde herhangi

bir neden ortaya konamamugtir®.

Inme ile iligkili mortalite oranlar1 azalirken, inme insi-
dansinda artig olmasi, inme sekeli ile yagayan kisi say1-
sinda artiga neden olmugtur. Inme gegiren kisiler; ailesi,
toplum ve saglik sistemi tizerinde gittik¢e artan bir yiik
olugturmakeadir®’.

Caligmamizda, cesitli sebeplerle acil servise gelerek
akut inme 6n tanis1 konulan hastalarda tani, tedavi ve
takip siiregleri ile maliyete etki eden faktorlerin ortaya
konmasi amaglanmigtir.

Yontem

Calisgmamiz, Ocak 2008 - Aralik 2009 tarihleri ara-
sinda Afyon Kocatepe Universitesi Tip Fakiiltesi Acil
Servisi'ne ani kas giici kayb1 ve ani konugma bozuk-
lugu gibi sebeplerle gelen akut inme ve gegici iskemik
atak (GIA) tanilarini almig olan 319 hastanin dosya
kayitlarinin retrospektif olarak taranmasi ile yapildi.
Dosya kayitlarina ulagilamayan 11 hasta caligma digi
birakilarak 308 hasta ¢aligmaya alindi. Caligma sirasin-
da Helsinki Deklarasyonu Kriterlerine uygun olarak

hastalarin kimlik ve saglik bilgileri korundu.

Hastalarin dosya kayitlarindan yas, cinsiyet, acil servise
gelis sikayeti, sikayetlerin baglangi¢ stireleri, acil servi-
simize bagvuru anina kadar gegen siire (3 saat alt, 3-6
saat, 6-24 saat, 24 saat iistii ve bilinmiyor), acil servise
gelis sekli, sigara ve alkol kullanim aligkanliklari, noro-
lojik muayene bulgulary, acil servise gelisteki Glasgow
koma skoru (GKS) ve vital bulgulari (kan basinci,
nabiz, ates, solunum sayisi, parsiyel oksijen satiiras-
yonu), acil servise bagvuru aninda bakilan kan sekeri
diizeyleri, acil serviste ¢ekilen bilgisayarli tomografi
(BT) sonucu, tan1 konulan inme tipleri (hemorajik, is-
kemik, GIA), hastanin prognozu (hastanin tedavisi ve
tedaviye verdigi yanit) ve tedavi maliyetleri incelendi.
Hastalarin hastanede kalig siireleri ve toplam maliyetle-
ri medulla sisteminden ¢ikarildi ve ayrica maliyet grup-
lar1 olugturuldu.

Gruplar arasinda cinsiyet, yas grubu, GKS, gelisteki
kan gekeri diizeyleri, sistolik ve diyastolik tansiyon ol-
gtimleri, viicut 1s1s1, satiirasyon diizeyleri (sPO,), prog-
noz ve maliyet kargilagtirma testleri yapildi.

Istatistiksel Analiz

Verilerin istatistik analizi SPSS 17 paket programi kulla-
nilarak yapildi. Fark analizlerine bakilirken, parametrik
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ol¢timii yapilan veriler icin T-testi ve ANOVA, para-
metrik olmayan verilerin analizi i¢in Chi-Square analizi
yapildi. Parametrik analizlerde Levene Testi ile verile-
rin homojenligine bakilarak, homojen olan veriler i¢in
ANOVA degeri, homojen olmayan veriler i¢in Welch
testi degerleri alindi. Biitiin analizler %95 giiven arali-

ginda (p degeri <0,05 anlamlilik diizeyinde) yapildi.

Bulgular

Caligmaya 308 hasta alind1. Bir hasta ¢aligmanin yapil-
digs iki yillik donemde inme nedeniyle iki kez acil ser-
vise bagvurdu. Bu hastanin her bagvurusu ayr bir giris

olarak degerlendirildi.

Calismada yer alan hasta sayisi iki yillik dé6nemde acil
servise yapilan hasta bagvurusunun %1’ini olusturmak-
taydi (Sekil 1). Hastalarin %48,1’i kadin ve %51,9’u er-
kekti. Cinsiyetlere gore yas ortalamasi incelendiginde
gruplar arasinda istatistiksel olarak anlamli bir farklilik

yoktu (p=0,488).

Hastalarin yag gruplarina gére dagilimlar incelendi-
ginde, %63,6 (n=196) hastanin “60 yas isti”; %22,1
(n=68) hastanin “51-60 yagarast”; %8,1 (n=25) hasta-
nin “41-50 yas arast” ve %6,2 (n=19) hastanin da “40
yas ve altu” yas grubunda oldugu goriildii. Hastalarin
demografik 6zellikleri Tablo 1” de gosterilmistir.

Hastalarin acil klinigine gelis yakinmalari incelendigin-
de; en sik kargilagilan yakinmanin sirastyla %31,2 orani
ile tek tarafli kas giigsuizligii ve ikinci sirada %27,3 ora-

n1 ile konugma bozuklugu oldugu goriildii (Tablo 1).

Toplam Orneklem Hacmi
308; 1%

29337; 99%

@ Diger hasta sayisi g Omeklem Sayisi

Sekil 1. Acil servise basvuran hastalarda inme orani.
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Tablo 1. Acil servise basvuran inme hastalarinin bazi 6zellikleri ve basvuru belirtileri

N (%) Acile basvuru belirtisi N (%)
Yas Gruplari >60 yas 196 (63,6) Tek tarafli kas gli¢stizligu 96 (31,17)
51-60 yas 68 (22,1) Konusma bozuklugu 84 (27,27)
41-50 yas 25(8,1) Biling kaybi 53 (17,21)
<41 yas 19 (6,2) His kaybi 42 (13,64)
Serebro-vaskiiler olay tipi iskemik 212 (68,8) Dengesizlik 12 (3,90)
GIiA 58 (18,8) Bas agrisi 12 (3,90
Hemorajik 35(11,4) Genel durum bozuklugu, vertigo 9(2,92)
Kitle 3(1,0) Kusma 10 (3,25)
Prognoz Oliim 29(9,4) Gorme bozuklugu 6 (1,95)
Taburcu 251 (81,5) Hafiza kaybi 5(1,62)
Tedavi Reddi 21(6,8) N6bet gecirme 3(0,92)
Sevk 7(2,3) Adizda kayma 2(0,61)
Cinsiyet [Kadin/Erkek] 148 (48,1)/160 (51,9) ki ayakta kuvvetsizlik 1(0,32)

GIA, gegici iskemik atak.

Hastalarin  semptom = siireleri degerlendirildiginde,
genel olarak (%45,1 oraninda) hastalarin ii¢ saatin al-
tinda bir semptom stiresinde acil servise geldigi tespit
edilirken, 32 kisinin ise sikayet olusumu ile acil servise
bagvuru zamani arasinda gegen siire tespit edilemedi.

Hastaneye gelis sekilleri degerlendirildiginde; hasta-
larin %79,5’i hastaneye kendi olanaklar ile gelirken,
%14,9’u ambulansla gelmis ve hastalarin %5,5’inde has-
taneye getirilme yolu ile ilgili kayita rastlanilamamigtir.

Hastalarin anamnezlerinde, 287 hastada sigara ya
da alkol kullanim 6ykiisii saptanmadi. Hastalarin ek
sistemik hastaliklar1 incelendiginde, %25,7 hastada
Diabetes Mellitus (DM) en sik goriilen komorbid
faktordi. Ek sistemik hastaliklarin dagilimi Tablo 2’te
verilmigtir. Hastalardaki olast kardiyak problemleri or-
taya koyma adina ¢ekilen elektrokardiyografi (EKG)
bulgular1 incelendiginde, hastalarin %76,9’'unda nor-
mal siniis ritmi saptanirken, %21,4tinde atrial fibrilas-
yon (AF) gézlendi. Dért hastanin ise dosya kayitlarin-
dan EKG bulgularinin kaydedilmedigi tespit edildi ve
caligma digt birakildi.

Hastalarin nérolojik muayene sonuglari degerlendiril-
diginde; %49 hastada hemipleji veya hemiparezi gori-
lirken; %20,4 hastada normal nérolojik muayene bul-

gular tespit edildi.

Bagvuru aninda ¢ekilen bilgisayarli tomografide (BT),
123 hastada anterior sirkiilasyon lezyonu, 27 hasta-
da posterior sirkiilasyon lezyonu, 19 hastada lakiiner
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infarkt ve 35 hemorajik infarke tespit edilirken, 104
hastada fokal alan gozlenemedi. Hemorajik kompo-
nentli inme tanisi alan hastalarin 26’sin1n intraparanki-
mal kanama, dokuzunun subaraknoid kanama (SAK)
tanst aldig1 goriildii. Iskemik inme tanust ile yatigt ya-
pilan ti¢ hastada ilerleyen donemde intrakraniyal kitle
tespit edildi. Hastalarda konulan tani tipleri de Tablo
I'de 6zetlenmistir.

Hastalarin inme tiplerine gore siniflandirildigr iske-
mik, hemorajik ve GIA’a bagli inme gruplarinda, yaslar
arasindaki farkin istatistiksel olarak anlamli olmadig
tespit edildi (p>0,05). Her ii¢ hasta grubunun da yas

ortalamasi genellikle 61’in tistiindeydi.

Tablo 2. Acil servise basvuran inme hastalarinda saptanan ek hastaliklar

Hastaliklar Hasta sayisi (%)
Diabetes Mellitus 78 (25,7)
Hipertansiyon 76 (25,1)
Onceki stroke 72 (23,7)
Koroner arter hastaligi 42 (13,9)
Kalp kapak replasmani 19 (6,3)
Dislipidemi 12 (3,9
Karotis endarterektomi 2(0,6)
Pulmoner emboli 1(0,3)
Atriyal fibrilasyon 1(0,3)




Hemorajik, iskemik inmeli ve GIA’li hastalarin cinsiyet
dagilimlar arasindaki fark istatistiksel olarak anlamli de-
gildi (p>0,05). Analiz sonuglarina gére en bityitk GKS
ortalamasy; GIA grubu hastalarda goriiliirken, en kiigitk
ortalama ise hemorajik hasta grubunda gorilmiis olup,
hasta gruplarinin GKS ortalamalarina gore aralarindaki
fark istatistiksel olarak anlamli bulunmugtur (p<0,001).

Hasta gruplarina gére tansiyon arteryel degerleri ince-
lendiginde; sistolik (p<0,001) ve diyastolik (p=0,001)
tansiyon degerleri arasindaki fark istatistiksel olarak
anlamli bulunmugtur. Diyastolik ve sistolik tansiyon
degerleri hemorajik grupta en yiiksek diizeyde tespit
edilmigtir. En yiiksek kan sekeri degeri hemorajik in-
meli grupta goriiliirken (187,8+97,0 mg/dl), en diisitk
deger GIA grubundayd: (147,6+47,5 mg/dl), fakat
gruplar arasindaki fark istatistiksel olarak anlamli de-
gildi (p=0,300). En yiiksek ortalama viicut 1sist dege-
ri GIA grubunda goriiliirken (36,5540,3), en diisiik
deger ise hemorajik hasta grubundayd: (36,3+0,4°C),
fakat gruplar arasindaki fark istatistiksel olarak anlamli
degildi (p=0,920). sPO, ortalama degerinin en yiiksek

Tablo 3. Acil servise basvuran hastalardaki inme tiplerinin karsilastirmalari
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GIA grubunda oldugu (95,83+2,58), iskemik inmeli
hasta grubunun degerlerinin buna yakin oldugu; en dii-
siik degerin ise hemorajik grupta oldugu (92,77+7,46)
tespit edildi ve bu fark, istatistiksel olarak anlamli ola-
rak yorumland: (p=0,002).

Hemorajik grupta mortalite orant %42,9’ken (n=15),
ayni oran iskemik grubunda %6,2 (n=13) olup, GIA
grubunda ise mortalite olmadig1 gézlendi (p<0,001).
Inme tiplerine gore toplam maliyetler arasindaki ilis-
ki incelendiginde, gruplar arasindaki fark istatistiksel
olarak anlamliydi (p<0,001). GIA hastalarinin tedavi
maliyetleri daha digiikken, hemorajik ve iskemik inme
tiplerinde maliyet daha fazlaydi. En yitksek maliyetin
hemorajik grupta oldugu gorildi. Bu kargilagtirmalar
Tablo 3’te verilmigtir.

Tartisma

Inme, norolojik hastaliklar icinde en sik goriilen has-
talik grubudur. Oliim sebepleri iginde kalp hastaliklart
ve kanserden sonra tigiincii siray1 almakeadir'. Cinsiyet
inme etyolojisinde onemli faktorlerinden biridir ve

Hemorajik inme iskemik inme GIA p degeri

Yas 64,20+14,54 65,95+13,15 61,71+14,34 0,102
Cinsiyet (K/E) 12/23 102/110 33/25 0,107
Glasgow koma skoru 12,1£3,5 14,4+1,3 15,0+0,0 <0,001
Kan basinci, Sistolik 165,1+32,9 114,2+27,9 147,1+28.1 <0,001
(mmHg) Diyastolik 93,9+21,0 82,6+16,2 82.0+14,1 0,001
Kan sekeri 187,8297,0 166,3+75,9 14762475 0,300
Viicut isisi 36,3+0,4 36,4+1,2 36,5+0,3 0,920
sPO, ortalamasi 92,77+7,46 94,23+521 95,83+2,58 0,002
izlem sonucu Oliim 15 (%42,9) 13 (%6,2) - <0,001

Taburcu 17 (%48,6) 183 (%86,7) 50 (%86,2)

Tedavi ret - 12 (%5,7) 8 (%13,8)

Sevk 3 (%8,6) 3 (%1,4) -
Maliyet 0-499 2 (%5,7) 54 (%25,5) 50 (%89,3) <0,001
i) 500-999 8 (%22,9) 68 (%32,1) 6(%10,7)

1000-1499 5 (%14,3) 24 (%11,3) -

1500-1999 - 24 (%11,3) -

2000-2499 4(%11,4) 8 (%3,8) -

2500-2999 1 (%2,9) 6 (%2,8) -

>3000 15 (%42,9) 28 (%13,2) -

GIA, Gegici iskemik atak.
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yapilan literatiir aragtirmasinda erkek hasta orani kadin
hasta oranindan yiiksektir®®. Bizim calismamizda da
literatiirle uyumlu olarak erkek hasta sayisi kadin hasta
sayisindan oran olarak fazlaydi, ancak bu fark ¢aligma-
muzda istatistiksel anlamli degildi (p>0,05).

Inme riski yasla orantili olarak artar. Geng yastaki inme-
lerin oran1 %4-10 arasindadir®®. Inmenin gergeklestigi
yas gruplar farkli caligmalarda 60 ile 70 yag arasinda
yogun olarak bulunmugtur®". Bizim ¢alismamizda da
literatiire ve yagh popiilasyonda inme oraninin fazlalig:
gercegine uygun olarak hastalarin buyiik cogunlugu 60
yas ve ustiindeydi.

Inme nedeni ile bagvuran hastalarda sikayet degisken-
lik gosterebilir. Kiyan ve arkadaglarinin yapuiklari calig-
mada, en sik goriilen sikayet tek tarafli kas giigsiizlugu
ve ikinci sirada konugma bozuklugu olarak saptanmig-
tir'!. Bizim ¢aligmamizda da, bu ¢aligma ile uyumlu ola-
rak en sik goriilen sikayet tek tarafli kas giigsuizlugii ve
ikinci sirada konugma bozukluguydu''.

Inme semptomlarinin basladigi zaman ile acil servise
bagvuru anina kadar gegen siire agisindan yapilan ince-
lemede hastalarin buyiik cogunlugunun semptomlarin
baslamasindan itibaren ilk ti¢ saat i¢inde bagvurdugu-
nu belirten ¢aligmalar oldugu gibi'""?, Hakbilir ve ar-
kadaglarinin yaptigi calismada oldugu gibi, hastalarin
%44,4’tintin ti¢ saatten daha geg bir siirede acil servise
bagvuruda bulundugu ¢aligmalar da vardir’. Bizim ¢a-
lismamizdaki hastalarin ¢ogunlugu ti¢ saatin alunda
semptom siiresinde acil servise bagvurdugu sonucu-
nun, hastalarin inme hakkinda bilingli olmalarina bagli
olabilecegini distiniiyoruz.

Williams ve arkadaglarinin ¢aligmalarinda, acil servi-
se erken gelen hastalarin %811, ge¢ gelen hastalarin
%38’inin ambulans kullandigini  belirtmiglerdir'.
Bizim ¢aligmamizda hastalarin biiyik ¢ogunlugunun
kendi olanaklari ile gelmis olmast hastane 6ncesi saglik
hizmetleri konusunda halkin yeterli bilgiye sahip olma-
digin1 digindiirmekeedir.

Inmeli hastalarda sigara ve alkol tiiketiminin yiiksek ol-
dugunu belirten ¢aligmalar oldugu gibi diisiik oldugu-
nu belirten caligmalarda vardur”!"'3'4, Bizim caligma-
mizda alkol ve sigara titketim orani oldukga digtikeii.
Bu denli diigiik sigara ve alkol titketimi oraninin, hasta-
larin ileri yagta olmast, hasta toplulugumuzun yaklagik
yarisinin kadin olmasi ve ¢alismamizin yiracildaga
bolgenin etnik ve kiiltiirel nedenlerinden dolayr kadin-
larda sigara ve alkol kullanim oraninin diisitk olmasin-

dan kaynaklanabilecegi diistiniildii.
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Inme etiyopatogenezine deginen yazilarda sikliklainme
hastalarinda, seker hastaligi (DM) ve hipertansiyonun
(HT), (6zellikle medikal tedaviyle kontrol altina alina-
mayan hastalarda) ciddi risk fakedrii olduguna yonelik
giivenilir kanitlar bulunmakeadir'!'. Caligmamizda da
toplumumuzdaki DM ve HT'li hastalarda uzun do-
nemde DM ve HT nin damarsal yapilarda bozukluga
neden olabilecegi diisiincesinden yola ¢ikarak, inme in-
sidansinin hastaliksiz toplum bireylerine nazaran daha

yiiksek oldugu gortlmekeedir.

Ozellikle iskemik inme etiyolojisi incelendiginde atriyal
fibrilasyonlu (AF) hastalarda tiim viicutta emboli riski-
nin dahayiiksek oldugu goriilmektedir. Hastalarimizda
AF en sik rastlanan kardiak patoloji olarak saptanmig
olup, literatiirle uyumlu bulunmugtur'".

Norolojik muayene bulgularinin arasindan, iki farkli
calismada en fazla hemipleji ve hemiparezi gortlmis-
tur'"¢. Bizim calismamizda da, bu ¢aligmalarla uyumlu
olarak en fazla hemipleji/hemiparezi tespit edildi.

Inme tanisinda en sik kullanilan radyolojik tan1 yén-
temi BT’dir. Literatiirde bilgisayarli tomografide
anterior sirkiilasyon bulgularinin ¢ogunlukta oldu-
gunu gosteren ¢aligmalar oldugu gibi”*'”, herhangi
bir patolojik BT bulgusu saptanmadigini belirten
caligmalar da vardir'!. Bizim caligmamizda hastala-
ra ¢ekilen BT de biiyiik oranda anterior sirkiilasyon
tespit edildi. Bakar Ergin ve arkadaglarinin yaptiklart
caligmada, inme klinik tablosu ile ¢ekilen BT lerde
iskemik inme tanisi ile servise yatirilan hastalarda,
serviste ¢ekilen kontrol MRG’sinde kitle oldugunu
tespit ettiklerini belirtmiglerdir’®. Bizim ¢aligmamiz-
da da ti¢ hastada MRGde kitle ve bir hastada hemo-
rajik infarke tespit edilmistir. Bu sonuglar degerlen-
dirildiginde MRG’nin daha duyarli bir tetkik oldugu
ve acil serviste erken dénemde yapilmasinin tani ve
tedavideki gecikmenin 6nlenmesine neden olacag:
dugtnilmektedir.

Literatiirde inmeli hastalarin tani dagilimlari ince-
lendiginde sirasiyla iskemik inme, hemorajik inme ve
GIA'n iigiincii sirada oldugu goriilmiigtiir'®"”. Bizim
calismamizda ise iskemik inme birinci sirada yer alirken
ikinci sirada GIA oldugu tespit edilmistir. Hemorajik
inmenin alt gruplari degerlendirilirken Navarette ve ar-
kadaglar1 yaptiklari ¢aligmada; %21 subaraknoid kana-
ma ve %58 intraparankimal kanama oldugunu belirt-
miglerdir®. Bizim ¢aligmamizda da, intraparankimal
kanama oraninin daha yiiksek oranda tespit edildigi

gortldi.



Inme, erken dénem mortalitesi gz oniine alindiginda,
prognozu en kétii, non-travmatik hastaliklardandur.
Literatiirde inmeli hastalarda 6liim orani %12,7 ile
%33 arasinda degismektedir™**'. Bizim ¢aliymamizda
da 6lim orani %9,4 olarak tespit edilmigtir. Bu, has-
talarin erken donemde acile bagvurup, erken tani ve
tedavi alamamalarindan ve yeterli yogun bakim bulu-
namamasindan kaynaklaniyor olabilir.

Calismamizda hemorajik, iskemik inme ve GIA arasin-
da yas ortalamasi olarak anlaml: fark yokeu (p>0,05).
Literatiirde iskemik inme yag ortalamalar farkli ca-
ligmalarda 65,5+8,2, 63,5+13,6 ve 70,0+11,0 olarak
belirtilirken®'®*?, hemorajik inme i¢in 59,13+15,30,
71,9+12.4 ve 52,94+16,4 olarak belirtilmektedir'®42°,
Bizim caliymamizda da yas ortalamalari literatiirle
uyumludur.

Ersoy ve arkadaglarinin ¢aligmalarinda iskemik has-
ta grubunda %50 kadin ve hemorajik grupta %51,6
oraninda kadin hasta oldugu belirtildi'. Efstathiou
ve arkadaglarinin yapuklari ¢aligmada iskemik inme
grubunda %50,5 erkek ve hemorajik grupta ise %51,2
oraninda erkek hasta oldugu belirtilmisti'®. Bizim
bulgularimiz da, bu ¢aligmalarla uyumluydu.

Calismamizdaki bulgulara gére en biiyitk GKS orta-
lamasi GIA grubu hastalarda (15,00+0,00) goriiliir-
ken, en kiigiik ortalama ise hemorajik hasta grubunda
(12,1443,47) tespit edildi (p<0,05). Bu da GKS orani-
nin disitk oldugu grup olan hemorajik inmede, 6liim
oranlarinin yiiksek olmasini agiklamakeadir.

Inmeli hastalarda tansiyon ile ilgili yapilan caligma-
larda, acil servise bagvuru aninda hastalarin hiper-
tansif bulgulara sahip oldugunu belirten ¢aligmalar
vardir'®'"13, Efstathiou ve arkadaglarinin yaptig: calig-
mada, sistolik kan basinci ortalamas: iskemik inmeli
hastalarda 161,7+21,5 mmHg, hemorajik inmeli has-
talarda ise 165,4+15,3 mmHg ve diyastolik kan ba-
sinct ortalamasi iskemik inmeli hastalarda 96,5+11,5
mmHg iken hemorajik inmeli hastalarda 100,5+8,6
mmHg olarak bulunmugtur'®. Bizim ¢aligmamizda, bu
caligma ile uyumlu olarak diyastolik ve sistolik tansi-
yon degerleri hemorajik inme grubunda en yiiksek
olarak tespit edildi. Hastalarin acile ilk bagvuru aninda
bakilan kan sekeri diizeylerinde hipoglisemik hasta tes-
pit edilmedi. En yiiksek kan gekeri degerinin hemora-
jik inmeli hasta grubunda tespit edilmesi, bu grupta en
fazla hasarin goriilmesi, artmig stres hormonlarindan
kaynaklanabilir.
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Akut iskemik inmede ateg (>37,5°C), morbiditeyi ve
olim oranini arttirdigindan iyi bir ates kontrolu gerek-
lidir®. Boysen ve arkadaglari, yaptiklar: ¢caligmada iske-
mik inmeli hastalarin %5,3’inde ve hemorajik inmeli
hastalarin %5,0’inde viicut 1sisint >37,5°C buldular?.
Saini ve arkadaglari tarafindan 5305 akut iskemik inme
hastasinin degerlendirildigi caligmada ilk geliste 5128
hastanin atesi 6l¢iildii, ortalama deger 36,8°C (36,4
37,1) bulundu ve toplam hasta sayisinin 976’sin1n bi-
rinci hafta sonunda oldigi goralda*'. Calismamizda,
inme gruplar arasinda istatistiksel olarak, ates agisin-
dan anlamli fark tespit edilmedi.

Rofte ve arkadaglarinin yaptiklari galigmada bazal sPO,
degeri ortalamast 94,5+1,7 bulundu'. Bizim ¢aligma-
mizda ise hemorajik inmeli hastalarda 92,77+7,46,
iskemik inmede 94,245,21 ve GIA grubunda ise
95,842,58 bulundu. Hemorajik inmeli hasta grubunda
sPO2 degeri en diigiiktii ve bu grubun oksijen tedavisi-
ne ihtiyaci daha fazlaydi.

Oliim orani hemorajik inmelerde iskemik inmelere
gore daha fazladir. Hemorajik inmelerde, 6lim ¢o-
gunlukla erken dénemde olur®. Inme tiplerine gére
olim orani kargilagurildiginda; fark, istatistiksel ola-
rak anlamli bulundu. Literatiirle uyumlu olarak bizim
calismamizda da hemorajik inmeli hastalarda o6lim
orani daha yiiksekti. Hemorajik inme grubunda acil
servise geliste GKS bulgulari da daha digiiktii. Bunun
da mortalitenin yiiksek olmasinda etkili olabilecegini
distinmekeeyiz.

Inme, ekonomiye olumsuz etkisi en fazla olan hasta-
liklardan biridir*. Inme hastalarinin yagam boyu ma-
liyetinin incelendigi bir ¢aligmada, ilk yil icinde SAK
ve intraserebral kanamanin maliyetinin iskemik inme
hastalarindan daha yiiksek oldugu goriildi?’. Inme
merkezleri ile yapilan bir ¢aligmada, inme merkezle-
rinde hasta takibinin daha maliyetli oldugu belirtildi*”.
Bizim ¢aligmamizda ise yiiksek morbidite ve yogun ba-
kim ihtiyacindan dolay1 en yiiksek maliyet hemorajik
inmeli hasta grubunda tespit edildi.

Sonug

Akut inme acil servise bagvuran hastalarin %1’ini olug-
turmaktadir. Inme sonrast 6liim en sik hemorajik in-
melerde meydana gelmektedir. Hemorajik inmeli has-
talarda morbidite, mortalite oranlar1 ve maliyet daha
yitksektir. Inme hastalarinin, gelismis tibbi donanimi
olan ambulanslarla acil servislere olabildigince hizli ta-
sinmast inmenin felaket sonuglarini azaltabilir.

1
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Akromiyoklavikiiler Eklem Cikigi Tedavisinde Klavikula
Hook Plagi Teknigi ve Fonksiyonel Sonuclari

Clavicle Hook Plate Technique and Its Functional Results in the Treatment of Acromioclavicular

Joint Dislocation

Mehmet Ali Baran, Yasar Mahsut Dincel, 0zan Beytemiir, Sever Gaglar, Oktay Adanir, Ender Alagdz
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ABSTRACT

AIM: Surgical treatment options of dislocations of acromioclavicu-
lar joints vary. We aimed to evaluate the surgical and functional
results of clavicle hook plate technique used in our patients suf-
fered from acromioclavicular joint dislocation including Rockwood
grade 3 and 5 injuries.

METHODS: In this retrospective study, the records of 24 pa-
tients, operated with the same technique were evaluated. During
data analysis, the characteristics were presented with descriptive
statistics.

RESULTS: There were 20 male and 4 female patients. Rockwood
grade 3 and 5 injuries were seen in 11 and 13 patients, respec-
tively, and all of them were treated by using clavicle hook plaque
technique. The mean follow up time was 27.6 (6-50) months by us-
ing direct X ray graph. The functional results were evaluated using
Constant-Murley scores.

The plates were removed from a patient complicated with infection
and another patient with movement limitation in the postoperative
fifth and third months, respectively. In addition, one of the plates
was removed at the thirteenth month after one portion of the plate
was broken. The rest of the patients were without any complaint.
We demonstrated degenerative changes in the X- rays of four pa-
tients. Constant — Murley shoulder score was perfect in 20 (83.3%)
patients and good in 4 (16.7%) patients.

CONCLUSION: Clavicle hook plate technique used in the surgical
management of acromioclavicular joint dislocations seems easy to
apply and has favorite outcomes with a low incidence of obligatory
removal.

Key words: acromioclavicular joint; dislocation; plate
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AMAC: Akromiyoklavikiler eklem cikiginin cerrahi tedavi sece-
nekleri oldukga cesitlilik gbstermektedir. Biz bu yazimizda Tip 3 ve
Tip 5 akromiyoklavikiler eklem cikiklarinda klavikula ¢cengel (hook)
plagi uyguladigimiz olgulan ve fonksiyonel sonuglarini incelemeyi
amacladik.

YONTEM: Bu retrospektif calismada, ayni teknikle ameliyat edilmis
24 hastanin verileri incelendi. Veri analizinde, ézellikler tanimlayici
istatistiklerle sunuldu.

BULGULAR: Inceledigimiz 24 hastadan 20’si erkek ve dordii ka-
dindi. AkromiyoklavikUler eklem c¢ikigi olgularin 11 tanesi Rockwood
Tip 3, 13 tanesi Rockwood Tip 5 eklem cikigiydi. Tim hastalar klavi-
kula cengel plagi teknigi ile tedavi edildi. Hastalar ortalama 27,6 ay
(6 ay-50 ay) takip edildi ve takip direkt grafi ile yapildi. Fonksiyonel
sonuglar Constant-Murley omuz skorlamasi ile degerlendirildii.

Bir hastada enfeksiyon nedeni ile ameliyat sonrasi besinci ayda,
bir hastada ise hareket kisitliligi nedeni ile ameliyat sonrasi dg¢lncii
ayda plak cikartildi. Bir olguda ise plagin cengel kisminin kirlmasi
nedeni ile ameliyat sonrasi 13. ayda plak ¢ikartildi. Diger hastalarda
sikayet olmadi. Dért olguda direkt grafide dejeneratif degisiklikler
saptandi. Constant-Murley omuz skorlamasi 20 hastada mikem-
mel (%83,3) ve dbrt hastada iyi (%16,7) olarak saptandi.

SONUC: Akromiyoklavikiler eklem cikigi cerrahi tedavisinde klavi-
kula cengel plagi ydntemi cerrahi agidan kolay uygulanabilen, imp-
lant cikartilmasina nadiren ihtiya¢ duyulan ve fonksiyonel sonuclar
acisindan basarill bir ydntem gibi g6ztikmektedir.

Anahtar kelimeler: akromiyoklavikiiler eklem; ¢ikik; plak

Giris

Akromiyoklavikiiler eklem yaralanmalari genellikle
sporcu geng erkeklerde gériilmekeedir'. En sik ya-
ralanma omuz tizerine diigme sonucu, omuz lzerine
gelen direke darbe ile olur. Darbe sonucu omuza uy-
gulanan kuvvet akromiyonu mediyale ve agag: iter.
Herhangi bir kirik olusmazsa 6nce akromiyoklavikiiler
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baglar gerilir ve sonrasinda yirtillir. Uygulanan kuvvet
daha da devam ederse korakoklavikiiler ligamani gere-
rek deltoid ve trapezius kaslarinin yirtilmasina ve so-
nunda korakoklavikiiler baglarin yirulmasina neden
olur’.

Akromiyoklavikiiler eklem ¢ikigi omuz gevresi gikikla-
rinin %12’sini olugturmakeadir'? Tedavisi ile ilgili ke-
sin bir goris birligi olmayip, tartigmalar halen devam
etmektedir.

Rockwood tarafindan akromiyoklavikiiler eklem yara-
lanmalar1 altr sinifa ayrilmigtir. Tip 1 cikiklarda sadece
akromiyoklavikiiler eklemde gerilme olup, radyolojik
bir bulgu gériilmemektedir. Tip 2 ¢ikiklarda ise akro-
miyoklavikiiler baglarda yirtilma s6z konusu olup kora-
koklavikiiler baglar saglamdir. Tip 3 ¢ikiklarda hem ak-
romiyoklavikiiler baglar hem de korakoklavikiiler baglar
yirtilmig olup, klavikulanin distali superiora deplase ol-
mugtur. Tip 4 ¢ikiklarda klavikulanin distali posteriora
dogru yer degistirmistir. Tip 5 ¢ikikea Tip 3 ¢ikiktan
daha siddetli bir durum s6z konusudur. Klavikulanin
distali ¢evre kas dokularinin da tam kat yirtlmas ile,
cklem mesafesinin %100’tinden fazla yukar1 deplase ol-
mustur. Tip 6 ¢ikikea ise klavikulanin distali inferiora
deplase olup olduk¢a nadir goriilmektedir. Genellikle
Tip 1 ve 2 cikiklarda konservatif tedavi uygulanir. Tip
4, 5 ve 6 ¢ikiklarda ise cerrahi tedavi 6n plandadir. Tip

medbay

Sekil 1. Klavikula gengel plagi.

14

3 cikiklar tartigmali olup genellikle genglerde ve akeif

sporcularda cerrahi tedavi tercih edilir'2.

Cerrahi tedavi secenekleri oldukea cesitlilik gostermek-
tedir. Biz de bu yazimizda Tip 3 ve Tip 5 akromiyok-
lavikiiler eklem ¢ikiklarinda klavikula ¢engel (hook)
plagi uyguladigimiz olgular1 ve fonksiyonel sonuglar
incelemeyi amagladik.

Yontem

Incelememizde akromiyoklavikiiler eklem ¢ikig1 ne-
deni ile cerrahi tedavi olarak klavikula ¢engel plag:
uyguladigimiz 24 hastayr (20 erkek, 4 kadin) retros-
pektif olarak degerlendirdik. Caligmada Helsinki
Deklarasyonu ilkelerine uygun olarak katilimeilarin
bireysel haklarina sayg: gosterildi.

Inceledigimiz tiim hastalar ayni cerrahi teknik ve sagal-
um yoéntemiyle takip edildiler. Tum hastalarda genel
anestezi alunda gezlong pozisyonunda, akromiyoklavi-
kiiler eklem tizerinden transvers cilt insizyonu ile ame-
liyata alindilar. Akromiyoklavikiiler eklem goriildiik-
ten ve diskin durumu degerlendirildikten sonra eklem
rediikte edilerek, klavikula ¢engel plaginin ug¢ kismi
akromiyonun posterioruna gelecek sekilde yerlegtiri-
lip, genellikle iki ya da ti¢ vida ile tespit sagland1. Skopi
kontroliinden sonra herhangi bir bag tamiri yapilma-
dan ameliyat sonlandirilds (Sekil 1 ve 2).
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Sekil 2. Ameliyat sonrasi direkt grafi.

Ameliyat sonrasi 4-6 hafta siire ile omuz kol askis1 kul-
lanildi. Bu yaralanmalarda kol agirlig1 deplase edici gii¢
oldugundan, klasik pandiiler omuz hareketleri verilme-
di. Bunun yerine supin pozisyonda abdiiksiyon egzer-
sizleri uygulandi. Alt hafta sonra tiim hareketlere izin
verildi. Ugiincii aydan sonra giiclendirme egzersizleri
verildi.

Bulgular

Inceledigimiz hastalarin yag ortalamast 36’yd1 (17-
56). Yaralanma nedenleri 18 olguda (%75) arag ici
trafik kazasi, dort olguda (%16,6) spor aktivitesi es-
nasinda diigme, iki olguda (%8,3) ise is kazasiydi.
Akromiyoklavikiiler eklem ¢ikigi olan olgularin 11 ta-
nesinde Rockwood Tip 3, 13 tanesinde ise Rockwood
Tip S eklem cikigi vardi. On sekiz olguda sag taraf, alu
olguda sol taraf yaralanmast mevcuttu. Tim hastalar
ortalama iki giin (1-4) igerisinde ameliyat edildiler.

Hastalar ortalama 27,6 ay (6-50 ay) takip edildi.
Hastalarin radyolojik takibi direkt grafi ile yapildi.
Fonksiyonel sonuglar Constant-Murley omuz skorla-
mast ile degerlendirildi.

Bir hastada ge¢ donemde enfeksiyon nedeni ile ameliyat
sonrasi beginci ayda, bir hastada ise hareket kisitlilig1 ne-
deni ile ameliyat sonrasi tigiincii ayda plak ekstirpe edildi.

Kafkas J Med Sci
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Sekil 3. Ameliyat sonrasi ge¢ dénemde plakta kiriima.

Bir olguda ise plagin ¢engel kisminda kirllma nedeni ile
ameliyat sonrast 13’tincii ayda plak ekstirpe edildi (Sekil
3). Diger hastalarda plak ckstirpasyonu yapilmadi.

Dort olguda direke grafide dejeneratif degisiklikler
(eklem araliginda daralma, klavikula distali ve ak-
romiyonda osteofitler) saptandi. Constant-Murley
omuz skorlamasi ortalama 92 (86-95) olarak bulun-
du. Yirmi hastada mitkemmel (%83,3), dort hastada
(%16,7) iyi olarak saptandi. Hi¢bir hastada patoloji ve
fonksiyon kayb1 tekrarlamadi. Diger hastalarda sika-
yet yaratmadigindan plak ¢ikartulmadi. Dért hastada
direkt grafide uzun donemde dejeneratif degisiklikler
goriildii (Tablo 1).

Tablo 1. Ameliyat sonrasi gériilen komplikasyonlar

Komplikasyonlar Hasta sayis
Enfeksiyon 1
Plak kiriimasi 1
Hareket kisitliligi 1
AC eklemde dejenerasyon 4
Niiks 0
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Tartisma

Akromiyoklavikiiler eklem yaralanmalari tim eklem
yaralanmalarinin %4tint olusturmaktadir'?. Literatiire
bakildiginda tedavi se¢encklerinin dénemsel olarak degi-
siklik gosterdigi ve tarugmalarin halen devam ettigi anla-
stlmaktadir. Rockwood Tip 4, 5 ve 6 eklem ¢ikiklarinda
cerrahi tedavi 6nerilmektedir. Rockwood Tip 3 eklem
cikiklarinda ise cerrahi tedaviyi 6nerenler oldugu gibi
konservatif tedaviyi de savunanlar mevecuttur®. Genel
yaklagim ise geng ve atletik hastalarda ve aktif sporcularda
cerrahi tedaviyi biraz daha 6n planda tutmak geklindedir.
Ancak tiim tedavi yontemlerinin avantajlari ve dezavan-
tajlar1 hastaya anlatilmali ve birlikte karar verilmelidir.

Akromiyoklavikiiler eklem ¢ikig1 tedavisinde birgok
yontem bulunmakrtadir. Tedavi yaklagimlart genel ola-
rak ti¢ baglik altinda incelenir. Bunlar eklem igi sabitle-
meler, korakoklavikiiler tespitler ve bag tamirleri ile re-
konstriiksiyonlaridir'. Her bir yéntemin bir¢ok avantaj
ve dezavantajlari bildirilmigtir.

Korakolavikiiler vida ile tespit yonteminde omuz ab-
ditksiyonu ile beraber klavikulanin rotasyon hareketi
kisitlanacagindan, erken dénemde implanun ¢ikarul-
mas1 gerekir' =,

Hook plak uygulamalari son yillarda giderek artmakta-
dir. Hem akromiyoklavikiiler eklem ¢ikiklarinin teda-
visinde hem de distal klavikula kiriklarinin tedavisinde,
bu yontem kullanilmaktadir®"?. Hatta, bu yéntemin
medial klavikula kirig1 tedavisinde de kullanildig: bil-
dirilmigtir’. Genel olarak erken dénemde oldukga ba-
sarili sonuglar bildirilmigtir®®.

Cengel plaginin diger implantlara goére daha uzun
stre yerinde birakilmasi, eklem kapsiilii ve baglarin
iyilesmesi i¢in yeterli siireye izin verir’~'. Ayrica ¢engel
plaginin yapug stabil tespit erken omuz hareketlerine
de izin verir. Hem vertikal hem de horizontal planda
yaptg tespit, klavikulanin fizyolojik hareketlerine izin
vermekte ve sonug olarak eklemde artrit, sertlik gibi
komplikasyonlar1 azaltmaktadir®7!12,

Cengel plak uygulamasinin diger bir avantaji ise kolay
uygulanabilir olmast ve minimal diseksiyon gerekeir-
mesidir. Ameliyat siiresi diger yontemlere gore daha ki-
sadir. Ayrica kilitli plak yapisini igermesi ilave stabilite
saglamakeadir'".

Uyguladigimiz ¢engel plak yontemi fonksiyonel sonug-
lar acisindan da oldukea bagarilidir. De Baets ve arka-
daglar1 gengel plak yontemi ile tedavi ettikleri akromi-
yoklavikuler eklem ¢ikig1 olgularinda Constant-Murley
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omuz skorunu ortalama 91,7 bulmuglardir. Bizim ¢alis-
mamizda ise bu skor ortalama 92 bulunmus ve litera-
tirle uyumlu oldugu goralmigtir!.

Bu yontemi enfeksiyon agisindan degerlendirdigimiz-
de Kienast ve arkadaglarinin ¢aligmasinda, 313 hastada
enfeksiyon orant %1,91 saptanmigtir. Bizim caligma-
mizda bu oran %4,1 saptanmig olup literatiire gore
yitksek bulunmugtur. Ancak bu sonugta olgu sayimizin
az olmasinin etkisi oldugunu diisiinmekeeyiz?.

Her ne kadar erken donemde oldukga basarili sonuglar
bildirilmisse de uzun dénem sonuglar hakkinda kesin bir
bilgi yoktur**¢. Ge¢ komplikasyonlar arasinda akromi-
yoklavikiiler eklemde artrit, akromiyonda osteoliz, plak
kirilmasi, rotator manget yirug ve hareket kisitlilig bu-
lunmaktadir®*>¢1141¢. Bizim olgularimizda igerisinde
bir olguda hareket kisitlilig, bir olguda plak kirilmas: ve
dort olguda ise dejeneratif degisiklikler saptandi.

Uygulama esnasinda plagin yerlesimine oldukea dik-
kat edilmelidir. Plagin kanca kismi1 akromiyonun biraz
posteriorunda olmalidir. Aksi takdirde hareket kisitlili-
g1 ve agr gibi komplikasyonlar olugabilir®’.

Cengel plak uygulamasinin en 6nemli dezavantaji pla-
gin cikarilmasi gerektiginde anestezi gerektirmesidir™®'2.
Literatiirde plagin erken ¢ikarilmasini 6nerenler oldugu
gibi, ¢ikarilma zamani konusunda kesin bir fikir birligi
yoktur. Bizim olgularimizda yalnizca dort olguda, sika-
yetler (enfesiyon, kirilma, hareket kisitlilig1) nedeni ile
plaklar ekstirpe edildi ve tim sikayetler plak ekstirpas-
yonundan sonra geriledi. Diger olgularda sikayet olug-
madig i¢in plak ¢ikartilmadi. Enfeksiyon olugan hasta-
mizda, plak ekstirpasyonu ve ampirik oral antibiyotik
tedavisi ile gikayetler tamamen kayboldu.

Son yillarda akromiyoklavikiiler eklem cikigi tedavi-
sinde 6n ¢apraz bag rekonstriiksiyonunda endobutton
sistemleri (korakoklavikiiler tespit amaci ile) kullanil-
maktadir®. Bu tedavi yontemi ile ilgili bagarili sonuglar

bildirilmekeedir.

Tedavi segenekleri degerlendirilirken, yontemin hem
stabil bir tespit saglamasi hem de klavikulanin fi-
yolojik hareketlerini de engellememesi gerektigini
distiniiyoruz.

Sonucg

Sonug olarak akromiyoklavikiiler eklem ¢ikigt cerrahi
tedavisinde ¢engel plak yontemi, kolay uygulanabilen,
fonksiyonel sonuglar agisindan da basarili bir secenek

gibi gozitkmekeedir.
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ABSTRACT

The destiny of prostate cancer patients has been dramatically
changed since the introduction of prostate specific antigen (PSA)
into clinical use in late 1980s. Currently more men are diagnosed
with localized, small, less aggressive and non-lethal prostatic car-
cinoma. Besides radical prostatectomy, cryosurgical ablation of
the prostate, brachytherapy and high-intensity focused ultrasound
have been accepted as alternative treatment options in clinically
localized prostatic carcinoma.

In this review, we aimed to evaluate the success and complica-
tion rates of alternative focal treatment options as the primary out-
come. The secondary outcome of this review was to define the
candidate patients eligible for these procedures.

We searched the Medline using specified expressions including
“focal treatment alternatives of prostatic carcinoma”, “high-inten-
sity focused ultrasound and cryosurgery of prostatic carcinoma”
and “radiofrequency ablation of prostatic carcinoma”. A total of
1173 papers related to the focal treatment options were analyzed
and only 45 of them related to the subject were included.

There wasn’t a controlled trial dealing with the topic. American
Urologic Association guidelines have accepted cryosurgical ablation
of the prostate as a therapeutic option; however the high-intensity
focused ultrasound is still considered as an experimental treatment
option, although it has been developed as a minimally invasive proce-
dure with reduced morbidity and potentially with the same therapeu-
tic efficacy in comparison with the surgical or non surgical options.

For patients meeting the variable criteria for regular follow up visits
without intervention but experiencing anxiety with the feeling of los-
ing active treatment options, focal therapies may be ideal alterna-
tives. However, focal therapy options should be spared for patients
with low to moderate risks. The radiologic and clinical stages should
be below T2b and T2a, respectively. In addition, all candidates
should be informed that the alternatives are considered as experi-
mental and they may need an alternative treatment option in time.
Focal therapy alternatives may be more realistic treatment options
in the near future; however, well designed multicenter prospective
randomized trials are required to provide evidence based data.

Key words: cryotherapy; high-intensity focused ultrasound ablation; minimally
invasive surgical procedures; prostatic neoplasms; therapeutics

Yard. Dog. Dr. Mert Ali Karadag, Kafkas Universitesi Tip Fakiiltesi, Urolt)ji
Anabilim Dal, Kars, Tiirkiye, Tel. 532 558 43 24 Email. karadagmert@yahoo.com
Gelis Taribi: 13.03.2014 o Kabul Taribi: 03.02.2015

18

OZET

1980’lerin sonundan itibaren, prostata 6zgl antijenin (prostate
specific antigen, PSA) klinikte kullanilimaya baslanmasiyla prostat
kanseri hastalarinin kaderi dramatik olarak degisti. Glintimiizde
daha fazla sayida erkek lokalize, kiiclik, daha az agresif ve 6lim-
cll olmayan prostat kanseri tanisi almaktadir. Klinik olarak lokalize
prostat kanserinin tedavisinde, giinimUizde radikal prostatektomi-
nin yani sira, prostatin Kriyo—cerrahi ile ablasyonu, brakiterapi ve
ylksek yogunluk odakli ultrasonografi de alternatif tedavi segenek-
leri olarak kabul edilmektedir.

Bu derlemede, birincil sonu¢ olarak lokalize prostat kanserinde
fokal tedavi alternatiflerinin basarisi ve komplikasyon oranlar be-
lirlemeyi amacladik. Derlemenin ikincil sonucu ise bu islemler icin
uygun olan aday hastalarin tanimlanmasiydi.

“Prostat kanserinin fokal tedavi alternatifleri”, “yliksek yogun-
luk odakli ultrasonografi ve prostat kanserinin Kkriyocerrahisi” ve
“prostat kanserinin radyofrekans ablasyonu” tanimlamalariyla
Medline taramasi yaptik. Toplamda 1173 makale degerlendirildi
ve bunlardan icerik olarak uygun bulunan 45 tanesi derlemede
kullanildl.

Konuyla ilgili kontrollti calisma yoktu. Amerikan Uroloji Dernedi ki-
lavuziar, prostatin kriyocerrahi ablasyonunu tedavi edici bir yén-
tem olarak kabul etmektedir; ancak cerrahi ve cerrahi disi alterna-
tiflerle kiyaslandiginda, daha az morbidite ve olasilikla ayni tedavi
etkinligine sahip minimal invasiv bir ydntem olarak gelistiriimesine
ragmen ylksek yogunluk odakli ultrasonografi ise hala deneysel
olarak kabul edilmektedir.

Girisim yapilmadan dlizenli takip edilme kriterlerini yakalayan ancak
aktif tedavi sansini kacirma hissiyle anksiyete yasayan hastalarda,
fokal tedaviler iyi alternatifler olabilir. Ancak, fokal tedavi sece-
negi dlislik ve orta dereceli riski olan hastalar icin saklanmalidir.
Radyolojik ve klinik evre sirasiyla T2b ve T2a’nin altinda olmalidir.
Ek olarak, adaylar alternatiflerin deneysel oldugu ve zaman icinde
tedavi seceneginin degistiriimesine ihtiyaclan olabilecegi ybniinde
bilgilendirilmelidirler. Yakin gelecekte fokal tedavi alternatifleri daha
gercekci tedavi seceneklerine déntsebilirler, ancak kanita dayall
veri saglamak icin iyi desenlenmis, cok merkezli randomize pros-
pektif calismalara ihtiyac vardir.

Anahtar kelimeler: kriyoterapi; yiiksek yogunluklu odaklanmis ultrason;
minimal invazif cerrahi islemler; prostat neoplazileri; tedaviler



Introduction

The incidence of prostatic carcinoma (PCa) has in-
creased all over the world since the clinical use of
prostate specific antigen (PSA) as a screening tool.
The screening policy has caused an increase in over
detection and over treatments of clinically insig-
nificant tumours that do not threaten patients’ life.
Opverdetections of PCa bring a new dilemma about
the patients’ quality of life (QoL). In addition, patients
with clinically insignificant tumours experience seri-
ous anxiety following the diagnosis of localized pros-
tate cancer and search for curative treatment methods
with permanent curative results. For patients meeting
the variable criteria for regular follow up visits without
intervention but experiencing anxiety with the feeling
of losing active treatment options, focal therapies may
be ideal alternatives.

Besides radical prostatectomy, cryosurgical ablation of
the prostate (CSAP), brachytherapy and high-inten-
sity focused ultrasound (HIFU) have been accepted
as alternative treatment options in clinically localized
prostatic carcinoma (PCa)'~*.

American Urologic Association guidelines have ac-
cepted cryosurgical ablation of the prostate as a ther-
apeutic option. However the high-intensity focused
ultrasound is still considered as an experimental
treatment option, although it has been developed as
a minimally invasive procedure with reduced mor-
bidity and potentially with the same therapeutic ef-
ficacy in comparison with the surgical or non surgical
options.

Cryosurgery of the Prostate

Cell death is induced by dehydration in cryosurgery,
which depends on freezing techniques. Dehydration
causes protein denaturation, vascular stasis, micro-
thrombus and direct rupture of cellular membranes by
ice crystals. As a result of this cascade, microcirculation

is detoriated with apoptosis and ischaemia'*.

For freezing prostate tissue 12-15F and 17F cryo-
needles are used under the guidance of transrectal
ultrasound (TRUS). Thermo-sensors and a urethral
warmer are placed at the level of external sphincter and
bladder neck. A temperature of -40°C is achieved in
the mid-prostate gland and the neurovascular bundle
with a two freeze thaw cycles.

CSAP is indicated with a tumor extended beyond the
prostate' . The optimal size of the prostate should be
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below 40 ml. In case where the prostate size is more
than 40 ml, the size should be reduced using hor-
monal therapies for avoiding the technical difficul-
ties during placing the cryoprobes. PSA levels and
Gleason score should be less than 20 ng/ml and 7,
respectively. Patients having a life expectancy of more
than 10 years should be informed about the lack of
evidence dealing with long term results of the treat-
ment modalities.

It is important to bear in mind that patients undergo-
ing radical prostatectomy (RP) have a very low mor-
tality risk (2.4%) for the next 10 years following the
surgery’. Enhanced techniques like third generation
cryosurgery, transperineal, gas driven probes have
evolved the outcomes of the modality®!'. Globally
accepted PSA level after this procedure has not been
defined yet, due to lack of certain success and failure
universal criteria depending on PSA levels. Some
centers accept PSA values <0.1 ng/ml as a therapeu-
tic success level, whereas some use the failure criteria
of American Society of Therapeutic Radiology and
Oncology (ASTRO) which requires three consecu-

tive inclines in PSA level.

If a PSA nadir value is achieved <0.5 ng/mL with sec-
ond generation CSAP, the low risk and high risk pa-
tients’ biochemical disease free survival rates (BDFS)
at five years are 60% and 36%, respectively®’. A copi-
ous of authors had investigated the role of cryoabla-
tion. Onik et al. reported 48 patients, who under-
went targeted focal therapy with the avoidance of
treatment of one neurovascular bundle'. The follow
up period for all patients was at least two years and
overall median follow up was 4.5 years. Disease spe-
cific survival was 100%, and 94% of the cases had a
stable PSA. Potency was preserved in 36 of 40 patients
(90%), who were also potent before the treatment. All
of them were continent, and 24 of the patients with a
stable PSA value and a routine second prostate biopsy
one year later had been disease free.

Lambert et al. preferred cryoablation to treat 25 pa-
tients with hemiablation of the prostate®. They re-
ported that 21 patients (88%) were free of biochemical
recurrence, which was defined as a reduction of PSA
more than 50% at the 28th month of follow up. Of
seven patients, who underwent post treatment biopsy,
two patients had cancer in the contralateral gland and
one patient had cancer in the area of the previous cryo-
surgery. The potency rate was 71% and there was no
urinary incontinence.
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Ellis et al. treated 60 patients with focal cryoablation of
one lobe of prostate’. Eighty percent of the patients was
free of biochemical recurrence during a median follow

up of 15 months, which was based on ASTROs failure

criteria of three successive rises in PSA.

In a study, results of 31 patients, who underwent cryo-
therapy hemi-ablation were reported by Bahn et al.”.
The biochemical recurrence free rate was 92% accord-
ing to ASTRO criteria during a median follow up of
70 months. A mean of 2.3 post treatment biopsies
were performed to these patients. Of the 25 patients,
who had a follow up biopsy, 24 (96%) did not have any
evidence of cancer. Potency was preserved in 89% and
neither incontinence nor other complications were
reported.

Longetal. reported CSAP results of 975 patients, who
were enrolled into three risk groups®. The study period
was 24 months and PSA thresholds were considered
1.0 ng/mL and <0.5 ng/mL. The five year BDFS rate
for low risk group according to PSA values mentioned
above was 76% and 60%, respectively. Intermediate
risk group had a BDFS rate of 71% and 45%. The value
was 61% and 36% for high risk group.

A recent meta-analysis studied the results of 566 cryo-
surgery related publications'é; although there were
no controlled trials, validated biochemical surrogate
end points and survival data available for analysis.
Depending on the definition of failure and risk groups,
progression-free survival (PFS) of cryosurgery was re-
ported to be between 36-92% (projected 1- to 7-year
data). Approximately 72-87% of cases had negative bi-
opsy results; however none of the data included biopsy
results after the use of third generation cryotherapy
machines.

PSA was evaluated in 63% of patients (110/176) dur-
ing a 12 months period with regards to third genera-
tion machines®!. Seventy-three percent (n=80) of
these patients had a PSA nadir value below 0.4 ng/mL.
Ifa cut off value of 0.4 ng/mL was used, 64.6% (42/65)
of low risk patients would live free of biochemical
progression.

Bahn et al. have reported a study having a longer fol-
low up period’. The outcomes of 590 patients, who
underwent CSAP for locally advanced and localized
PCa were analysed. If a PSA cut off value lower than
0.5 ng/mL was used, seven year BDFS of low, medium
and high risk groups would be 61%, 68% and 61%,

respectively.
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In a recent report, nerve sparing cryosurgery was de-
fined as an experimental option"”. Nine patients having
unilateral PCa, which was confirmed on repeated bi-
opsy specimen, underwent nerve sparing cryosurgery.
CSAP was performed to the side of the positive biopsy,

whereas negative side was protected against freezing.

Complications of CSAP for Primary Treatment
of PCa

Erectile dysfunction is observed in 80% of patients and
new generation systems seem not to affect the outcome
of erectile dysfunction. The complication rates of third
generation system are pelvic pain in 1.4%, inconti-
nence in 4.4%, tissue sloughing in 3% and urinary re-
tention in about 2% of the cases®!". Fistula formation
is a rare occasion and reported in <0.2% in modern se-
ries. Transurethral resection of the prostate (TUR-P)
is required for approximately 5% of the patients due to
subvesical obstruction.

In a clinical phase II trial, 75 men who underwent
CSAP have been investigated for quality of life and
sexuality following the procedure'®. Most of the com-
plaints disappeared during a 12 months period after
CSAP according to the prostate-specific FACT-P
questionnaire. Interestingly, when the data at 36
months was compared with 12 months’ data, no sig-
nificant changes were noted. In terms of sexuality, 37%
of men were able to achieve intercourse 3 years after

CSAP.

In a recent, prospective, randomized clinical trial,
244 men having organ confined PCa were enrolled
to undergo either CSAP or external beam radiother-
apy (EBRT)". Sexual functions of these patients were
compared at the postoperative period. EBRT group re-
ported better sexual function after a follow up of three
years.

HIFU of the Prostate

HIFU of the prostate was first reported in 1994 for
treatment of benign prostatic hyperplasia. Gelet et
al. first reported the results of its use for treating focal
prostate cancer in 1996%. This technique depends on
the damage caused by ultrasound’s mechanical vibra-
tions over a threshold of human’s hearing threshold.
It allows the focusing of ultrasound beams on a very
narrow area ranging between 1-3 mm to 8—15 mm,
depending on the transducer’s characteristics*'. Tissue
damage is achieved by mechanical/thermal effects and



cavitation®”. HIFU creates a temperature over 65°C
and malignant tissues are damaged by coagulative ne-
crosis. This heat produces cavitations due to the release
of gas bubbles. Granulation tissue is formed by co-
agulation necrosis of the prostate with inflammatory
response®.

There are two commercially available transrectal
HIFU devices for treating the prostate: Ablatherm
(Edap-Technomed, Lyon, France) and Sonoblate’ 500
(Focus surgery, Indianapolis, USA). Both systems are
approved for clinical use in many countries. The target
treatment zone is heated for three seconds and then
cooled for six seconds. The upper limit of the size of
the prostate that can be treated by HIFU is 50 cm?, due
to limitations of ultrasound beams range. Thus, prior
to treatment many centers prefer to perform TUR-P
or androgen deprivation therapy to reduce the size of
the prostate to the proper limits*.

HIFU can be performed in the lateral position under
general or spinal anesthesia. Ten gr/hour prostate tis-
sue is heated, thus the procedure is time-consuming.

Results of HIFU in Prostate Gancer

Success criteria and oncological outcome of HIFU in
prostate cancer create a dilemma, because there is not
an international consensus about the outcome. A lim-
eted number of PCa cases, <1000, have been reported
in the literature.

In a published review, 150 articles dealing with onco-
logical and functional results of HIFU were reported'®.
Like in CSAP, neither controlled trials and validated
biochemical surrogate endpoints nor survival data
were available for analysis. According to this recent re-
view, HIFU had a PFS of 63-87% (3 to 5 year data),
however, the median follow up period of these studies
was between 12 and 24 months only'®.

Focal HIFU ablation was initially performed in 10 pa-
tients with a first generation machine undergoing sub-
sequent radical prostatectomy®. Residual tumour was
detected in seven of these patients. In another study,
Muto et al. performed HIFU in 70 patients, 29 of them
with localized prostate cancer, who had unilateral bi-
opsy based evidence of cancer®. The ipsilateral transi-
tional zone and bilateral peripheral zones were focally
ablated. Negative biopsy rates at six and 12 months
were 88.1% and 81.6%, respectively, during a median
follow up of 34 months without differences between
patients undergoing focal and whole gland ablation.
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Although sexual function was not assessed, the qual-
ity of life evaluation showed no significant differences
in urinary morbidity between focal and whole gland

therapy based on the UCLA-PCI and IPSS scores.

In one of the largest single center study, the results of
227 patients who underwent HIFU (Ablatherm) for
clinically organ confined T1-T2 PCa were analysed
after a median follow up period of 27 months (12-121
months). The mean number of cycles per session was
419%. The projected five-year BDFS was 66% and it
decreased to 57% in patients with PSA values between
4-10 ng/mL. Forty-three percent of patients required
retreatment due to the persistence of the residual de-
siase. The rate of incontinence and bladder neck stric-
ture decreased over time to 9% and 6% from 28% and
31%, respectively.

In another study, pre-treatment PSA value decreased
to 2.4 ng/mL from 12 ng/mL*. However, positiviness
of the prostate biopsies were 50% (n=7) during fol-
low-up. Uchida et al. reported a three year biochemi-
cal recurrence free survival rate of 82% for 63 patients
with clinical T1 or T2 cancers with the Sonoblate® .
Urethral strictures were noted in 24% of the patients.

A European multicenter study reported the efficacy of
HIFU involving the data of 559 low and intermediate
risk PCa patients®. During a follow-up of at least of six
months, a negative biopsy rate of 87.2% was reported
in 288 men. Re-treatment rate was 28%. After a follow
up period of six months, PSA nadir was 1.8 ng/mL and
determined in 212 patients. In addition, it was men-
tioned that a PSA nadir value might be achieved after
12-18 months following the initial procedure.

Blana et al. reported the outcomes of 146 patients af-
ter a median follow-up of 22.5 months, who under-
went HIFU. At the initiation of therapy, mean PSA
level was 7.6 ng/mL and it decreased to 0.07 ng/mL
after three months. However, the median PSA value
increased to 0.15 ng/mL at the end of 22 months.
Analysis was available in 137 men and 93.4% of these
patients revealed a negative control biopsy. Treatment
failure was found to be strongly associated with PSA
nadir (p<0.001)*". Treatment failure rates of patients
with a PSA nadir of 0-0.2 ng/mL, 0.21-1.00 ng/mL
and >1ng/mL were 11%, 46% and 48%, respectively.
Same authors have recently updated the outcomes
in a study involving the data of 163 men, who were
treated for clinically organ confined PCa. The actual
DES rate was 66% at Sth year and salvage treatment
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was required in 12% of patients during a mean 4.8+1.2
years of follow-up®~.

In another study, HIFU was used for treating 517 men
havinglocally advanced or organ confined PCa*. They
accepted the biochemical failure criteria included in
Phoenix guidelines, as PSA nadir of +2ng/mL. The
BDFS was 72% for the entire cohort after a median fol-
low-up of 24 months. The BDFS rate of patients having
Tlc, T2a, T2b, T2c and T3 stage at five years was 74%,
79%, 72%, 24% and 33%, respectively (p<0.001). The
same rate of low/intermediate and high-risk groups at
S years was 84%, 64% and 45%, respectively (p<0.001).
The BDEFS rate of patients, who were treated with or
without neoadjuvant hormonal therapy at seven years
was 73% and 53%, respectively (p<0.001). Various de-
grees of erectile dysfunction was observed at the post-
operative period in 28.9% (33/114) of patients who

were potent preoperatively.

The records of one hundred and thirty seven patients
having PCa undergoing HIFU were evaluated retro-
spectively in a study**. During a mean follow up period
of 36 months, disease relapsed in 22% of the patients.
The overall five-year DFS rate was 78%. DEFS rate of
low, intermediate and high risk group at five years was
91%, 81% and 62%, respectively. Dysuria (n=33) and
urge incontinence (n=16) were common side effects
and repeated in 24.1% and 11.8% of patients after re-
moving the urethral catheter.

Bouiter et al. evaluated the risk of incomplete tran-
srectal HIFU ablation in terms of the location of PCa
(basis/mid/apex)®. They analysed the outcomes of
99 patients undergoing HIFU ablation (Ablatherm)
with a 6mm safety margin at the apex. They performed
systematic biopsies at three and six months after the
initial treatment. Residual cancer was observed in
36.4% (n=36) of patients. Fifty of the biopsy sextants
(8.4%) were positive; eight (16%) were in the basis,
12 (24%) were in the mid and 30 (60%) were in the
apex. Statistical analysis revealed that the mean (95%
CI) probability for a sextant to remain positive after
HIFU ablation was 8.8% for basis, 12.7% for mid, and
41.7% for the apex. Erectile dysfunction and inconti-
nence were less common, when a 6mm safety margin
was used at the apex. It was mentioned that, in terms of
location of residual cancer, apex was significantly the
more frequently affected part.

During a mean follow-up period of 47 (2-70) months,

Komura et al. reported the oncological outcomes of
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144 patients having T1/T2 PCa’*. Disease parameters
relapsed in 39% of the patients. Urethral stricture was
observed in 40% of the patients at the postoperative
period. Interestingly, the value of five year DFS was
significantly better in patients having stricture, when
compared with patients without strictures (78.2% vs
47.8%, p<0.001) and more aggressive treatment was
required for the carcinomas located at the apex of the
prostate.

Complications of HIFU

Urinary retention is one of the most common side
effects of HIFU and observed in nearly all patients.
The patients are catheterized trans-urethrally or via
a suprapubic tube for 12 and 35 days*****’. Bladder
neck or urethral strictures seem to be the frequent late
side effects according to the reports from whole gland
HIFUs. Impotence is not investigated well in most of
the studies, however ranges between 20% and 50%.
Urethrorectal fistula is a rare; but challenging compli-
cation. The rate of fistulas has been reported exceed-
ingly low in many series due to the use of new devices
and modified software in the market, rectal cooling
and robotic control of rectal distance.

Elterman et al. evaluated the frequency and type
of complications in 95 patients having clinically
organ-confined PCa, who underwent HIFU with
Sonablate-500" device?”. Two percent of the patients
developed significant erectile dysfunction and 17%
(7/41) had significant incontinence during a mini-
mum follow-up of six months. Twenty (21.1%) and 17
(17.9%) patients required surgical treatment for late
and early inferovesical obstruction, respectively.

Miscellaneous Modalities

Vascular targeted photodynamic therapy (VTP) in-
volves the generation of cytotoxic agents in situ that
results in tissue ablation and cell death. A photosen-
sitizing drug, which is achieved by systemic or local
administration, is activated with a specific wavelength
light. It causes localized coagulation necrosis and vas-
cular thrombosis around the tip of the optic fiber. The
fiber is applied transperineally and ablation volume is
titrated to 18cm? in size step by step®.

The use of the photosensitizer Tookad (WST09) in
the VTP of prostate cancer has been investigated in a
recent study. Huang et al. reported that clinically sig-
nificant volume of normal canine prostate tissue might



be destroyed with Tookad-VTP*. A pilot trial involv-
ing six patients, who had undergone focal VTP for
clinically organ confined cancer showed evident abla-
tive changes on MRI and achieved an average rate of
67% PSA declines®. Ahmed et al. reported a dose re-
sponse by an increase in the volume of hypoperfusion
observed on the post treatment MRI in 27 men*'. This
technology appears as a promising alternative; how-
ever long term follow up and quality of life outcomes

need to be defined.

Laser induced interstitial thermotherapy (LITT) is an-
other encouraging alternative that depends on the use
of one or two source fibers for targeted necrosis and
thermal coagulation. Lindner et al. reported LITT in
12 patients with low risk prostate cancer (T1c or T2a,
PSA <10 ng/ml, 30% or less cores involved). Location
was established with 12 sextant biopsies and multi-
parametric MRI*2. The most common side effect was
perineal discomfort (25%). The results of the treat-
ment were evaluated by using MRI and biopsies. Four
patients had residual tumour in the treated areas while
six patients were disease free.

Pretherapeutic Assessment of Candidates for
Focal Treatment

TRUS-guided biopsy regimens are not sufficient for
selecting candidates due to systematic and random er-
rors. A template—guided approach with transperineal
prostate biopsy is the current gold standart for select-
ing the patients eligible for focal therapy®*. This ap-
proach can rule in and rule out 0.5 and 0.2 mL volume
PCa foci with 90% certainty, when a 5 mm sampling
frame is used®.

The destiny of prostate cancer patients has been dra-
matically changed since the introduction of prostate
specific antigen (PSA) into clinical use in late 1980s.
Currently more men are diagnosed with localized,
small, less aggressive and non-lethal prostatic carcino-
ma. Besides radical prostatectomy, cryosurgical abla-
tion of the prostate, brachytherapy and high-intensity
focused ultrasound have been accepted as alternative
treatment options in clinically localized prostatic
carcinoma. For patients meeting the variable criteria
for regular follow up visits without intervention but
experiencing anxiety with the feeling of losing active
treatment options, focal therapies may be ideal alter-
natives. However, focal therapy options should be
spared for patients with low to moderate risks. The
radiologic and clinical stages should be below ¢I2b

Kafkas J Med Sci

and cT2a, respectively. In addition, all candidates
should be informed that the alternative therapies are
considered as experimental and they may need an al-
ternative treatment option in time. Focal therapy al-
ternatives may be more realistic treatment options in
the near future; however, well designed multicenter
prospective randomized trials are required to provide
evidence based data.
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ABSTRACT

A wide spectrum of benign, premalignant, and malignant lesions
may involve the vulva. The challenge facing the clinician is to dif-
ferentiate normal variants, benign findings, and potentially serious
diseases, and this is not always easy. Syringomas are benign neo-
plasms of the eccrine sweat glands. They commonly occur in the
lower eyelid and upper malar areas, appearing less frequently in
the upper lip, axillae, extremities, buttocks, chest, abdomen, or
thigh with the involvement of the vulva being rare. These lesions
most often found in women around the time of adolescence. In this
paper we present an incidentally diagnosed vulvar syringoma in a
47-year old female without any involvement of other parts of the
body. Due to their clinical presentation and associated symptoms,
vulvar syringomas should be considered in the differential diagno-
sis of any flesh colored or non-pigmented papules and nodules of
the vulva, vulvar pain syndrome, and pruritus vulva.

Key words: neoplasms; sweat glands; syringoma; vulva

OZET

Benign, premalign ve malign lezyonlarin genis bir spektrumu vulva-
yi tutabilmektedir. Klinisyenin karsilastigi sikinti normal varyantlar,
benign bulgular ve potansiyel tehlikeli hastaliklari ayirt edebilmektir
ve bu her zaman kolay degildir. Siringomalar ekrin ter bezlerinin
benign neoplazileridir. Siringomalar siklikla alt géz kapaginda ve
yukari malar bélgelerde gérilmekte, daha az siklikta yukari dudak,
aksilla, ekstremiteler, kalgalar, géglis veya karinda olup vulva tutu-
lumu nadirdir. Bu lezyonlar siklikla adolesan dénemine yakin kadin-
larda gériliir. Bu yazida diger viicut alanlarinin tutulumu olmaksizin
47 yasindaki bir kadinda tesadlifen tani almis bir vulvar siringoma
olgusunu sunduk. Klinik prezentasyonlari ve iliskili semptomlar ge-
regi, vulvar siringomalar vulvanin herhangi bir seffaf renkli veya pig-
mente olmayan papll ya da nodtillerinin, vulvar agri sendromunun
ve vulvar pruritusun ayirici tanisinda ele alinmalidir.

Anahtar kelimeler: neoplaziler; ter bezleri; siringom; vulva
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Introduction

A wide spectrum of benign, premalignant, and malig-
nant lesions may involve the vulva. The challenge for
the clinician is to differentiate normal variants, benign
findings, and potentially serious diseases, and this is
not always easy.

Syringomas are benign neoplasms of the eccrine sweat
glands. They commonly occur in the lower eyelid and
upper malar areas, appearing less frequently in the up-
per lip, axillae, extremities, buttocks, chest, abdomen,
or thigh with the involvement of the vulva being rare'”.
Vulvar syringomas typically present as multiple, one
to two mm, flesh-colored to yellow papules arranged
bilateral and symmetrical on the major labia, however
solitary lesions have also been reported™. Simultaneous
involvement of the peri-orbital skin, cheeks or neck is
common. Most lesions are non-regressing and asymp-
tomatic, but in contrast to lesions elsewhere, heat and
sweating, menstruation, or pregnancy may provoke pru-
ritus in vulvar syringomas®’. The occurrence of syrin-
goma is twice more common in women than men, with
adolescence being the most common time of onset’.

In this paper, we present an incidentally diagnosed vul-
var syringoma case without any involvement of other
body sites in a 47-year old female.

Case Report

A 47-year old, multiparous patient was admitted our
clinic with a complaint of menorrhagia and urinary in-
continence refractory to medical treatment.

On the dermatological examination; multiple, flesh-
colored, millimetric papules were seen on the right
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Figure 1. The appearance of vulvar syringoma (black arrows).

and left labia majors (Figure 1). She did not complain
about any exacerbation of the pruritus. There was no
history of similar lesions elsewhere or in any other
family members. The result of the systemic examina-
tion was also unremarkable. Written informed con-
sent was obtained from the patient for publication of
this brief case report and the accompanying images.
The patient underwent a total abdominal hysterec-
tomy, transobturator tape sling insertion and vulvar

biopsy.

The histological examination of the hysterectomy spec-
imen was unremarkable but the vulvar lesion was deter-
mined to be syringoma (Figure 2 and 3). Microscopic
examination of the vulvar lesion showed a well-defined
nodular proliferation of the ducts lined with keratin-
ized epithelial cells in the upper dermis; some of the
ducts had comma-like tails which created a tadpole like
appearance. The surrounding stroma included collagen
and some ducts were filled with homogenous eosino-
philic material with the appearance of tubular struc-
tures, cords and solid cell islands.

The vulvar lesion was diagnosed as an isolated, benign,
asymptomatic vulvar syringoma and no treatment was
recommended to the patient.

Discussion

Syringomas are most common in females, present-
ing during adolescence, and most commonly appear-
ing on the face’. Isolated vulvar syringomas area are
very rare. Genital syringomas have commonly been
described in association with extra genital lesions®.
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Figure 3. Epithelial cell groups with dilated tubules, cords or solid appearance,
some of which are tadpole shaped. The cell groups are surrounded by collagen-
ous stroma (H&EX100).

Thus, examination of the whole body is essential when
a suspected syringoma is found in the vulvar region.
In a review of 18 cases, two other clinical appearances
of vulvar syringoma have been described: milium-like
whitish cystic papules and lichenoid papules®.

The diagnosis of the syringomas must be confirmed by
a histopathology examination. Some of the ducts pos-
sess a small comma like tail of epithelial cells giving the
appearance of a tadpole. Solid nests and strands of cells
with basaloid appearance may be present.

Syringoma usually presents as multiple discrete or
grouped, small, firm, and flesh colored papules.
Histologically, syringomas are characterized by numer-
ous dermal tumors composed of multiple small ducts



of an eccrine type, usually lined by two layers of cuboi-
dal epithelium? Our case showed the typical clinical
and histological findings of vulvar syringoma.

Asymptomatic lesions are usually not detected by the
clinicians due to their clinical characteristics. However,
vulvar syringomas are usually noticed during routine
gynecological examination in case where they cause
severe pruritus at the vulvar region. The vulvar syringo-
ma lesions should be differentiated from flesh colored
or non-pigmented papules and nodules of the vulva
including sebaceous glands and hyperplasia, vestibu-
lar papillae, acrochordon, cysts, lipomas, genital warts,
molluscum contagiosum, and lymphedema. The dif-
ferential diagnosis for vulvar syringoma is broad and
the clinical and histopathological examination may
exclude such diseases as epidermoid cysts, steatocys-
toma multiplex, Fox—Fordyce disease, lymphangioma
circumscriptum, angiokeratoma, allergic and irritant
contact dermatitis’.

Treatment is not necessary in asymptomatic lesions.
Low to mild potent topical corticosteroids may be pre-
scribed in cases of severe itching. In some patients, topi-
cal atropine or tretinoin provides symptomatic relief*’.
Most of the symptomatic patients do not improve fol-
lowing medical therapy and topical steroids, thus sur-
gery is required. Surgical treatment may include exci-
sion, cryotherapy, carbon dioxide laser ablation, and
electro-desiccation. Excision or ablation is curative. We
did not recommend any treatment in our case.

In conclusion, syringoma may be seen on vulva with-
out extragenital involvement during perimenopausal
period. Syringoma should be seriously considered
in the differential diagnosis of any multicentric,
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symmetrically flesh colored or non—pigmented pap-
ules and nodules of the vulva with or without pruri-
tus. The differential diagnosis of this benign entity is
important to prevent the use of unnecessary medica-
tions and/or surgery.
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ABSTRACT

A 34 year-old man was brought to emergency room after a car ac-
cident. Left upper eyelid laceration was sutured during transport,
because the frontal sinus was open. In this paper, we report a case
of a man with craniofascial trauma diagnosed through a simple
usual examination in the emergency room and received the proper
interventions.

Key words: blepharoptosis; levator-oculomotor synkinesis; orbital fractures;
wounds and injuries

OZET

Araba kazasi sonrasi 34 yasinda bir erkek hasta acil servise getirildi.
Tasinma sirasinda, list géz kapag, frontal sinlis acik oldugu icin di-
kilmisti. Bu yazida, acil serviste basit genel muayene ile tani ve uygun
tedavi alan kraniyofasyal yaralanmali bir erkek hastayr sunuyoruz.

Anahtar kelimeler: blefaropitoz; okiilomotor-levator sinkinezi; orbita kiriklari;
yaralar ve hasarlar

Introduction

Craniofascial traumas can lead to eyelid edema, com-
pression or damage of occulomotor nerve and ptosis.
Clinical course and prognosis may depend on the qual-
ity of the management efforts. In this paper, we report
a case of a man with craniofascial trauma diagnosed
through a simple usual examination in the emergency
room (ER) and received the proper interventions.

Case Report

A 34 year-old man was brought to ER after a car ac-
cident. Left upper eyelid laceration was sutured during
transport, because the frontal sinus was open.

Uzm. Dr. Sabit Kimyon, Sebitkamil Devler Hastanesi Gaziantep, Tiirkiye
Tel. 0505 581 44 50 Email. pamukcn.can@gmail.com
Gelis Taribi: 26.01.2014 o Kabul Tarihi: 12.10.2014

28

The patient is evaluated in ER. He was able to count
fingers from a distance of six meters. Bio-microscopic
evaluation was unremarkable except mildly dilated
pupil on the left side. Levator muscle function was
evaluated by making the patient to look up and
down.

Levator muscle function and upper skin crease were
absent on the left side (Figure 1). The sutures on the
left upper eyelid were opened. At the level of the su-
perior fornix, levator palpebra superior muscle was
detached and the laceration was at the base of the
brow (Figure 2). Although the anterior wall of the
frontal sinus was fractured, the aeration of the sinus
was good and there was no bone fragments inside it.
In addition, an irregular laceration of the upper cana-
licular system with tissue loss was observed.

Initially, levator muscle was sutured from both edges.
Then the conjunctiva and skin were sutured with 8.0
polyglactine and 6.0 polyglactine surgical sutures, re-
spectively. Lower canalicular system was patent. The
upper canalicular system was not operated due to the
tissue loss and irregular laceration. The patient also
had corneal hypoestesis.

During the six months of postoperative visits the pa-
tient had ptosis of the left eyelid (Figure 3). Levator
functional test result was 4 mm at last visit, thus
a secondary 10 mm levator resection surgery was
performed.

At the final stage, cosmetic satisfaction was accept-
able (Figure 4) and the patient did not request for a
frontalis suspension surgery. In addition, he had no
complaint about epiphora and the lower canalicular
system was still intact.



Figure 1. Appearance of the patient in emergency room. Upper left eyelid was
not moving upword.

Figure 2. The appearance of the injury following the removal of previously placed
sutures: A) Superior fornix conjunctiva and levator palpebrae superioris muscle
complex; B) Lacrimal gland; C) Opening of the frontal sinus to the fracture line; D)
Superior orbital rim and fragmented fracture of the anterior wall of the frontal sinus.

Discussion

Traumatic ptosis is common after deep eyelid lacera-
tions and avulsions. In these cases exploration and tis-
sue identification is necessary in order to reunite the
damaged structures, appropriately.

In 16% of the eyelid traumas, lacrimal system is also in-
volved!. Thus, lacerations adjacent to medial canthus
need nasolacrimal irrigation in order to see if there is

Kafkas J Med Sci

Figure 3. The appearance of the eyelid after six months during upward and
downward gaze.

7

Figure 4. Appearance of the patient after left levator muscle resection surgery.

any lacrimal system damage. Our case had an irregular
upper canalicular laceration with tissue loss, thus we
only repaired the upper eyelid without including the
upper canalicular system.

In eyelid trauma cases, even if there is periocular edema,
levator muscle will form a skin crease (Figure 5). Because
our patient didn’t have a skin crease, we had the suspi-
cion of a levator muscle laceration and confirmed it after
the removal of the previously placed sutures. Although
the suspicion of occulomotor nerve paralysis occurred
at that stage, we reunited the edges of the levator muscle
to form the anatomic unity, because the ptosis following
trauma and ischemia can improve spontaneously in four
to six months®. Therefore, we needed to wait six months
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Figure 5. Three different patients with orbital trauma. Note that the skin crease
is preserved despite periorbital edema and ecchymosis (arrows).

before assessment of a need for a surgical intervention.
Superior branch of the occulomotor nerve lies parallel
to the inferior wall of frontal sinus, thus in our case, the
occulomotor nerve might have been affected from fron-
tal bone fractures. We assumed that our patient’s ptosis
was resulted from the damage of the superior branch of
the occulomotor nerve following the fractures of the
anterior and inferior wall of the frontal sinus. However,
the superior eyelid was not functioning and it didn’t im-
prove after six months.

After six months time, the levator function test was
still 4 mm. Prosis was more severe at the lateral side of
the eyelid. A secondary surgery including the frontalis
suspension or levator resection was considered at that
time. The severity of ptosis and levator function loss
helps to choose the better management option?. In our
case the ptosis was not severe and levator function was
4 mm, thus we decided to perform a levator resection
procedure. In non-traumatic cases, levator muscle is lo-
cated under the preaponeurotic fat pockets below the
orbital septum. In traumatic cases, fibrosis, atrophy of
preaponeurotic fat pockets and deformation of orbital
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septum can complicate the surgery. Thus, the surgeon
must be aware of that the secondary procedures are
harder. In our patient we could find levator aponeuro-
sis and resected it 10 mm.

Common complications in secondary surgeries are
bleeding due to fibrosis, conjunctival button hole forma-
tion, troubled localization and mobilization of levator
muscle, notching of the eyelid and entropion®. We didn’t
experience any of these complications. In secondary sur-
geries, further fibrosis can be avoided by using cauteriza-
tion cautiously. By limiting the resection at 18 mm in
secondary surgeries, entropion may also be avoided®.

Traumatic neurogenic ptosis should be considered in
the differential diagnosis of traumatic ptosis. Satchi et
al. described three cases of neuropraxia of the nerves of
the levator palpebrae superioris®. It is stated that trau-
matic neuropraxia to the innervation of the levator pal-
pebrae superioris may occur in certain types of upper
eyelid injury, most notably when there is significant
forward traction applied to the upper eyelid. In our
case traumatic neurogenic ptosis was not considered in
differential diagnosis, hence there was an avulsion of
levator muscle.

Craniofascial traumas need multi-systemic approach.
Cooperation of neurosurgeons, plastic surgeons, oto-
laryngologists and ophthalmologists may prevent fur-
ther complications which may be underestimated at
emergency room, however may decrease future comfort
of the patients. Skipping canalicular laceration, levator
muscle laceration or small corneal perforation may result
with repeated operations with lower optimal results and
even result in organ loss. In conclusion, proper multidi-
ciplinary approach to cases at ER will decrease the need
for further surgeries and improve the patient’s comfort.
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Acute Hepatitis-A Infection Induced Anemia in
Concurrence of Glucose-6-Phosphate Dehydrogenase

Deficiency and Thalassemia Trait: A Case Report

Glukoz-6-Fosfat Dehidrogenaz Eksikligi ve Talasemi Tasiyiciligi Birlikteliginde, Akut Hepatit-A
Enfeksiyonunun Tetikledigi Anemi: Bir Olgu Sunumu
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ABSTRACT

Thalassemia and glucose-6-phosphate dehydrogenase (G6PD)
deficiency are genetic disorders causing hemolytic anemia.
Coinheritance of thalassemia and G6PD deficiency can be pres-
ent in regions where both hematological disorders have a high in-
cidence. Infections may trigger hemolysis in both thalassemia and
G6PD deficiency. My aim is to present a patient with both G6PD
deficiency and thalassemia trait where | believe the hemolysis
was triggered by acute hepatitis A virus (HAV) infection. Pallor,
jaundice, growth-development retardation and hepatospleno-
megaly were found in a three-year-old male patient. Laboratory
tests revealed anemia, reticulocyte elevation (6%), target cells in
the peripheral smear, (+++) hemoglobin in the urine and no eryth-
rocyte on urine microscopy. The patient’s HbA2, HbA and HbF2
ratios were 4.20%, 76.10% and 19.7%, respectively. The father’s
HbA2 was high (5.03%) while the mother’s HbA2 was normal
(2.65%). A heterozygous codon 15G/A mutation was found in the
patient’s beta-globulin gene DNA sequence analysis.

In conclusion, intravascular hemolysis and coinheritance of
different disorders must be considered and peripheral smear
(erythrocyte morphology) and urine microscopy should not be
neglected if anemia and significant hyperbilirubinemia are pres-
ent in patients with hepatitis A infection.

Key words: thalassemia; glucose-6-phosphate dehydrogenase deficiency;
hepatitis A; hemolytic anemia

OZET

Talasemi ve glukoz-6-fosfat dehidrogenaz (G6PD) eksikligi he-
molitik anemiye neden olan genetik bozukluklardir. Her iki hema-
tolojik bozuklugun yliksek siklikta gérildigl bolgelerde talasemi
ile G6PD eksikliginin birlikte kalitimi bulunabilir. Bununla beraber,

Yard. Dog. Dr. Zafer Bigakes, Kafkas Universitesi Trp Fakiiltesi Cocuk Saglgr
ve Hastaliklar: Anabilim Daly Cocuk Hematolojisi Birimi, Pasagayirs, Kars,
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enfeksiyonlarin hem talasemide ve hem de G6PD eksikliginde
hemolizi tetikledigi bilinmektedir. Amacim; hemoliz tetiklemesini
akut hepatit A (HAV) virlisii enfeksiyonun yaptigini disindigim
hem G6PD eksikligi ve hem de talasemi tasiyicisi olan bir hastayi
sunmaktir. Ug yasindaki erkek hastada, solukluk, sarilik, biydime-
gelisme geriligi ve hepatosplenomegali tespit edildi. Hastada
anemi, retikilosit yiiksekligi (%6), periferik yaymada hedef hiic-
re, idrarda hemoglobin (+++), idrar mikroskobisinde eritrosit
negatifligi vardi. Hastanin HbA2, HbA ve HbF oranlar sirasiyla
%4,20, %76,1 ve %19,7’ydi. Babanin HbAZ2’si yiiksek (%5,03),
annenin HbA2’si ise normal (%2,65) olarak bulundu. Hastanin
beta-globulin geni DNA dizi analizinde heterozigot codon 15G/A
mutasyonu tespit edildi.

Sonug olarak; hepatit A enfeksiyonu olan hastalarda anemi ve be-
lirgin hiperbilirubinemi varsa intravaskiler hemoliz disdndlmeli,
hastaliklarin birlikte kalitimi ihtimaline karsi periferik yayma (eritro-
sit morfolojisi) ve idrar mikroskobisi ihmal edilmemelidir.

Anahtar kelimeler: talasemi; glukoz-6-fosfat dehidrogenaz eksikligi; hepatit
A; hemolitik anemi

Introduction

Thalassemia and glucose-6-phosphate dehydrogenase
(G6PD) deficiency are genetic disorders resulted with
hemolytic anemia. Coinheritance of thalassemia and
G6PD deficiency can be present in regions where both
of the hematological disorders have high incidences.
G6PD deficiency was reported in 37 of 410 thalasse-
mia patients (9.02%) in a study’.

Infections are known to trigger hemolysis in both
thalassemia and G6PD deficiency. Although the as-
sociation of G6PD deficiency and acute hepatitis
A virus (HAV) infection was previously reported,
I could not find a report of association of the three
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entities in the same patient®>>. My aim is to present a
patient with G6PD deficiency and thalassemia trait
where I believe the hemolysis was triggered by acute

HAY infection.

Case Presentation

A three-year-old male patient diagnosed with acute
HAY infection one month ago at another hospital was
referred to our hospital for investigation of the etiol-
ogy of icterus and anemia.

The child had growth-development retardation (height
and weight 3 and 10% of children at his age), pallor,
scleral icterus, hepatomegaly (3 cm under the rib mar-
gin) and splenomegaly (4-5 cm under the rib margin)
in the clinical examination.

Previous laboratory examination which was performed
10 days ago at another hospital revealed the results as
follows: leukocyte count, 10.14x10°/uL; hemoglo-
bin (Hb), 7.9 g/dL; hematocrit (Het), 24.9%; eryth-
rocyte number, 4.06x10°/uL; mean corpuscular vol-
ume (MCV), 63.3 fL; mean corpuscular hemoglobin
(MCH), 19.5 pg; mean corpuscular hemoglobin con-
centration (MCHC), 31.7 g/dl; platelets, 391x10°/
uL; aspartate aminotransferase (AST), 537 U/L;
alanine transaminase (ALT'), 519 U/L; total bilirubin
(Tbil), 19 mg/dL; direct bilirubin (D.bil), 13 mg/dL;
anti HAV IgG, 3.2 s/co (0-1); and anti HAV IgM,
12.5s/co (0-1.2).

Laboratory findings of the patient at the moment of
hospitalization were: Total bilirubin, 5.79 mg/dL;
direct bilirubin, 1.26 mg/dL; lactate dehydrogenase
(LDH), 395 U/L; C-reactive protein (CRP), 1.85
(0-0.5) mg/dL; vitamin B, , 373.9 pg/mL; and folate,

12’

5.87 ng/ml. During further examination, fragmented
erythrocytes, target cells, a few normoblasts, anisocy-
tosis, poikilocytosis and polychromasia were seen in
the peripheral blood smear (Fig. 1). Hemolytic anemia
was considered due to the presence of anemia, icterus
and hepatosplenomegaly in addition to the peripheral
blood smear findings. Also, a reticulocyte value and
corrected reticulocyte percentage were 6.34% and
3%, respectively. Further laboratory examination for
hemolytic anemia revealed a negative direct Coombs’
test, normal osmotic fragility, 0.316 U/g, G6PD; 44.7
mg/dL (36-195) of haptoglobin. There was (+++)
hemoglobin in the urine with no erythrocytes or cells.
Hemoglobin electrophoresis results were as follows:
HbA,, 42% (1.5-3.7); HbA, 76.10% (94-99); and
HbE 19.7,, (0-2). Among examined serological tests,
Anti-HAV IgM was positive while brucellosis, HIV,
HCV, HBsAg, and TORCH results were negative.
Blood subgroups could not be studied.

For the further investigation of causes of hemolytic
anemia, I performed hemoglobin electrophoresis and
some laboratory analysis of the patient’s family mem-
bers which are presented in Table 1.

Because, the Hb was 6.9 g/dL and Hect 22.0% at the
moment of hospitalization, I transfused erythrocyte
suspension at a dose of 10 ml/kg. The post-transfu-
sion control hemogram revealed Hb of 9.4 g/dL and
Hct of 33.2%. After the improvement of the general
condition of the patient, he was discharged from the
hospital.

Three months later the patient admitted to the hos-
pital with complaints of fatigue, icterus and diar-
rhea. Follow-up results of the third month were as:

Leukocyte count, 6.1u/L; Hb, 7.5 g/dL; Hct, 25.2%;

Table 1. Hemoglobin electrophoresis and certain laboratory values of the patient and family members

Hb Hct  Erythrocyte  MCV RDW Feritn ~ SDyg/dL  SIBCug/dL  HbA,%  HbA% HbF %
g/dL % 10%/pL L % ng/mL  (60-180) (155-355) (1.5-3.7)  (94-99) (0-2)
Patient 6,9 22,0 4.06 63.3 18.2 254.9 51 205 4.20 76.10 19.7
(6-24)
Sister 17 35.5 5.11 71 13.9 80.2 30 294 265 96.91 0.44
(6-24)
Father 12.1 36.5 7.0 56 131 108.5 45 207 5.03 94.75 0.22
(23-70)
Mother 106 31.2 4.87 68 146 25.2 7 431 2.65 96.91 0.44
(23-70)

Hb, hemoglobin; Hct, hematocrit; MCV, mean corpuscular volume; RDW, red cell distribution width; SIBC, serum iron-binding capacity.
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platelets, 257.000 p/L; MCV, 67 fL; MCH, 19.8 pg;
MCHC, 29.8 g/dL; RDW, 17.9%; T.bil, 5.13mg/
dL; D.bil, 0.69 mg/dL; LDH, 392 U/L; iron, 81 pug/
dL; serum iron-binding capacity (SIBC), 205 ug/dL;
CRP, 0.94 (0-0.5) mg/dL; and ferritin, 510.1 ng/
mL. Haptoglobin was <5.83 mg/dL (36-195), while
hemoglobin (+++) in the urine and microscopy re-
vealed no erythrocyte. The tests performed to verify
intravascular hemolysis due to G6PD deficiency re-
vealed that the reticulocyte count, absolute reticu-
locyte number and corrected reticulocyte percent-
age were 4.8%, 225.6x10°/uL and 2.68, respectively.
Hemoglobinuria disappeared during follow-up. Due
to the low Hb (7.5 g/dL) and Hct (25.2%) values, I
transfused another erythrocyte suspension at a dose

of 15 ml/kg.

In addition to the previous hemoglobin electrophore-
sis findings of the patient and family, the heterozygous
codon 15G/A mutation was found on PCR DNA
sequence analysis performed for the beta-globulin
(HBB) gene 1,2 and 3 exons. However, alpha thalasse-
mia deletion could not be analyzed. The findings sug-
gested thalassemia trait. The patient was lost to follow-
up after the family moved to another city.

Discussion

Viral hepatitis is the most common etiological fac-
tor of acute hepatitis in childhood in the world and
in Turkey. Today the viral hepatitis infection is still
important as it was in the past®. More than 90% of
children younger than 5 years living in a low socio-
economic community and more than 90% of young
adults of developing countries have a history of acute
HAV. However, only 10% of children under the age
of 15 experience the infection in developed countries
and there are some countries where young adults have
never encountered HAV.

Although Turkey is considered to be a region with a
moderate level of endemicity in terms of HAV infec-
tion, infection rates can vary according to the geo-
graphical region and socio-economic level, particularly
in parts where the seroprevalance of HAV infection
varies between 85-100%.

Viral hepatitis is a systemic infection that primarily af-
fects the liver, and is characterized by hepatic cell ne-
crosis and inflammation. Acute HAV infection is the
primary inflammatory acute infection where the caus-
ative agent is the Hepatitis A virus of the Picornaviridae
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family. The virus can also infect other tissues, however
the clinical picture is almost entirely due to inflamma-
tion of the liver. The infection can cause various acute
clinical scenarios from being asymptomatic to fulmi-
nant hepatitis. However, its most important feature
differentiating it from other hepatitis types is the lack
of chronicity. The complications of acute HAV infec-
tion can be observed in two forms as hepatic (recur-
rent, fulminant cholestatic and autoimmune hepatitis)
and extrahepatic (skin, nervous system, urinary sys-
tem, gastrointestinal tract, and hematological system)
involvement®.

Hemolytic anemia has been reported as a compli-
cation of acute hepatitis in 23% of the patients.
However, the hemolytic anemia incidence can in-
crease up to 70-87% in patients with G6PD deficien-
cy’. A study performed by Chau et al. showed that
the acute hemolysis incidence was 4% (17/434) in
patients with acute HAV and reported G6PD defi-
ciency in only 53% (9/17) of the patients with acute
hemolysis’. Another study found the association of
G6PD deficiency and acute HAV infection as 9%
(18/200) and reported that hemolysis was observed
in 44% (8/18) of these patients'’.

G6PD is an enzyme with an important role in the re-
dox metabolism of all acrobic cells. G6PD deficiency is
estimated to affect around 400 million people world-
wide and it is the most common erythrocyte enzyme
deficiency. The disorder is most frequently encoun-
tered in tropical Africa and Asia, the Middle East,
the Mediterranean region and Papua New Guinea
(5-25%)"". The frequency of this enzyme deficiency
in Turkey is reported to vary between 0.5 and 20%
depending on the geographical area and/or ethnic
group'.

Clinical findings in G6PD deficiency are acute hemo-
lytic anemia triggered by exogenous agents, non-sphe-
rocytic chronic hemolytic anemia, neonatal jaundice,
and favism. Acute hemolysis can develop with oxida-
tive stress in these patients. Multiple drugs, fava and
infections have been reported to trigger the acute he-
molytic anemia in G6PD deficiency. The acute form
of hemolytic anemia seen with fava (Viciafaba) con-
sumption is called favism®. Vetch (Vicia sativa) is a
feed plant from the favas (Fabaceae) family and has an
important place in animal nutrition. Vetch (Vicia sa-
tiva) has been reported to trigger hemolysis and cause
severe hemolytic anemia in an eight-year-old patient

with G6PD deficiency'.
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The severity and duration of hemolysis in patients with
G6PD deficiency is variable. Signs develop within
two—three days after the intake of the oxidative sub-
stance. Development of hemoglobinuria, described as
dark-colored or cola-like urine, is inevitable after in-
travascular hemolysis'®. Although the smear findings
primarily indicated thalassemia (target cells) in my pa-
tient, there was three-positive hemoglobin in the urine
with no erythrocytes on urine microscopy. The G6PD
level was checked for intravascular hemolysis and was
found to be low. However, haptoglobin was within
normal limits as 40 mg/dL (36-195). Hemoglobin
analysis in the urine was repeated during an acute he-
molytic attack three months later and was three—posi-
tive again. There was no erythrocyte on urine micros-
copy and the haptoglobin level was low at <5.83 mg/
dL. Normal haptoglobin levels at the beginning may
depend (may it began to decrease) on the priorly in-
creased haptoglobulin level. Depending on the hapto-
globin consumption, its level decreases with hemolysis,
while the level can be normal when the production is
also increased in response to infection/inflammation.

Inherited hemoglobin disorders (sickle cell anemia
and thalassemia) are among the most common inher-
ited single gene disorders. About 1.5% of the world’s
population (80-90 million people) is estimated to
carry the beta thalassemia trait. The prevalence of
beta thalassemia is high in Mediterranean countries,
the Middle East, Asia, Southeast China, and Far
East countries as well as the North African coast and
South America'”'®, The frequency of beta thalassemia
in Turkey was found 2.1%°.

The mean prevalence of thalassemia trait was 5.2% and
the frequency of G6PD deficiency in males was 1.3%
in a study conducted on the Calabrian community of
South Italia. The possibility of inheriting both abnor-
malities in the heterozygous form was reported 0.13%
in females and 0.07% in males®.

The beta thalassemia trait frequency in Turkey was re-
ported 2.1% while the G6PD enzyme deficiency rate
varied between 0.5 and 20%'>'¢. However, I could not
find any information on the possibility of co-inheri-
tance of both abnormalities together in a heterozygous
form. I assume that the possibility of co-inheritance
should be considered when evaluating patients in com-
munities where both diseases are commonly seen.

Patients with a clinical and hematological picture not
severe as thalassemia major, but experiencing a more
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severe course than thalassemia minor are considered to
have thalassemia intermedia. Thalassemia intermedia’s
clinic is also very heterogenous. It may be completely
asymptomatic until adulthood and is usually character-
ized only by a mild anemia that does not require trans-
fusion in the majority of patients. Patients with thalas-
semia intermedia with a more severe clinical picture
are usually diagnosed between the ages of 26 years
and continue their life without requiring transfusions
or transfusions are rarely required. However, growth
and developmental delay can be present'”'*. In my case,
thalassemia intermedia was considered, because patient
was 3 years old, suffered from developmental delay, and
required transfusion. In addition, the growth and de-
velopment delay would have been associated with the
chronic anemia and low socioeconomic status (malnu-
trition). However, the patient’s mother was not a carrier
of thalasemiaand PCR DNA sequence analysis revealed
a heterozygous codon 15G/A mutation, pointing more
towards thalassemia trait than thalassemia intermedia.

Beta thalassemia trait can appear in three different ways:

The first is the 8-thalassemia trait with high A2 which is
the most common P-thalassemia trait type with HbA2
values of 3.5-8% and HbF values of 1-5%. Most of
the single base mutations that result in -thalassemia
typically cause elevated HbA2 in the carriers. B+ and
(0 mutations result in different clinical appearances in
the heterozygote patients. Transfusion-dependent ane-
mia is seen in homozygous children together with the
thalassemia intermedia phenotype at times. My patient
was heterozygous but the HbF value was higher than
the carriers (19.7%).

The second is the B-thalassemia trait with normal
A2. The HbA2 level is low or normal. This type of
(-thalassemia trait should be differentiated from silent
carriers with hypochromous hypocytic anemia. Both
the f and & gene are damaged in the same chromosome
or separate chromosomes. The homozygous child is se-
verely affected when one of the parents has the same
type and the other is a classical carrier. I did not con-
sider this kind of B-thalassemia trait in my patient, as

the HbA?2 level was high.

The third -thalassemia trait is with high A2 and high
E This is a different variant. Both HbA2 and HbF (5-
20%) levels are high. B gene deletion is present, but the
dandy genes are intact'. The high levels of both HbA2
(4.20%) and HbF (19.7%) in my patient indicated the
presence of this type of -thalassemia.



I was unfortunately unable to investigate the patient
further (for alpha thalassemia deletion, etc.) as he was
lost during the follow-up. However, I believe that it
would be informative to share the concurrence of these
three disorders as I have not come across any similar
reports in the literature.

In conclusion, the hemoglobinopathies, thalassemias
and G6PD deficiency are inherited erythrocyte dis-
orders that are commonly seen in various regions of
the world including Africa, the Mediterranean re-
gion and Asia. Acute hepatitis A infection is an in-
fectious disease that is also common in the same re-
gions. Intravascular hemolysis and coinheritance of
different disorders must be considered and peripheral
smear (erythrocyte morphology) and urine microsco-
py should not be neglected if anemia and significant
hyperbilirubinemia are present in patients with hepa-
titis A infection. Patients deficient with the G6PD
enzyme activity, and particularly the health care em-
ployees should be vaccinated against the hepatitis A
and hepatitis B viruses, particularly in areas where
these viruses are endemic.
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ABSTRACT

Acute abdomen and hypothyroidism are two commonly encoun-
tered conditions in clinical practice, individually. However, simul-
taneous occurence of both is an infrequent and crucial condition
which requires a multidisciplinary approach.

We present the management of a 69 year-old, obese woman di-
agnosed with clinical symptoms of severe hypothyroidism and
acute appendicitis. She was operated under general anesthesia
and discharged from hospital after postoperative intensive care
unit follow up.

Key words: abdomen; acute; appendicitis; critical care; hypothyroidism

OZET

Akut batin ve hipotiroidizm klinik pratikte sik rastlanan iki ayrn du-
rumdur. Ancak hipotiroidinin eslik ettigi akut batin sik rastlanma-
yan, multidisipliner yaklasim gerektiren zor bir durumdur.

Bu yazida agir hipotiroidi ve akut apandisiti olan 69 yasindaki
obez kadinin sagaltimi sunuldu. Genel anestezi altinda ameliyat
edilen hasta postoperatif yogun bakim (nitesi takibinden sonra
taburcu edildi.

Anahtar kelimeler: karin; akut; appendisit; kritik bakim; hipotiroidi

Introduction

Association of severe thyroid diseases with surgical
emergencies is rarely encountered in clinical practice'.
The condition is crucial and occurs in patients with
extremely malfunctioning thyroid glands and may be
life-threatening”™*. Appendectomy for appendicitis is
the most commonly performed emergency operation

Uzm. Dr. Mebmet Aziret, Kars Devlet Hastanesi, Genel Cerrabi Biliimii,
Kars, Tiirkiye, Tel. 474 212 56 68 / 3119 Email. mhmtaziret@gmail.com
Gelis Taribi: 28.10.2014 o Kabul Tarihi: 14.11.2014
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worldwide and early surgical treatment is the gold
standard treatment option®. Herein, we presented an
appropriate management of acute abdominal surgical
disease superimposed on overt hypothyroidism.

Case Report
A 69 year-old, obese (body mass index was 32 kg/m?)

woman was evaluated in the emergency room. She had
abdominal pain, constipation, loss of appetite and nau-
sea. The symptoms had begun two days ago.

The woman was confused (Glasgow Coma Scale:
14/15; eye response: 4, motor response: 6, verbal re-
sponse: 4) and had slow-relaxing reflexes, therefore her
medical history was taken from her son. She had no
known disease or past surgery, gave vaginal births to
nine children.

On physical examination, her facial skin was rough,
wrinkled and dry, also her hair was poured. Abdominal
wall was distended and defensive. In addition, there
was rebound tenderness in the right lower quadrant.
Laboratory examination revealed a white blood cell
count, hemoglobin, creatinine, urea and CRP values of
164 L, 10.1 g/dL, 1.34 g/dL, 66 mg/dL, and 12.6
mg/dL, respectively.

Abdominal X-ray was unremarkable. On computed
tomography (CT) scan dirty mesenteric fat plans due
to inflammation in the right lower quadrant were de-
termined in addition to a 35 mm hyper-dense mass in

the left liver lobe (Fig. 1).

An emergent exploratory laparotomy with a median
abdominal incision was performed under general an-
esthesia. During the beginning of the anesthesia induc-
tion, the patient had deep bradycardia and hypotension
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Figure 1. Appearance of dirty mesentery in the right lower quadrant (arrow).

Figure 2. Appendectomy specimen.

and needed 1 mgintravenous atropine, intense fluid re-
placement and the administration of vasoconstrictive
agent infusion throughout the operation.

Abdominal exploration revealed an edematous and
inflamed appendix with 200-300 ml of serous fluid
around it. The remaining intra abdominal structures
were normal in appearance and color. Following ap-
pendectomy (Fig. 2), the mass in the liver (type 5 hy-
datid cyst) was palpated; however emergent surgical
treatment was not necessary in that case. A drain was

placed in pouch of Douglas and abdominal wall was
closed anatomically.

We tried to awake the patient from general anesthesia,
however the depth of spontaneous breathing and con-
sciousness could not be maintained at satisfactory levels,
thus the patient was transferred to the intensive care unit
and connected to a mechanical ventilator. Intravenous
methylprednisolone was given for suspicious adrenal
gland insufficiency, because the patient was hypoglyce-
mic in early postoperative phases of the operation.
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Table 1. The laboratory findings on postoperative day 1

Laboratory test Measured value Normal range

Free-T3 0.78 pg.mL™" 2.5-3.9 pg.mL™"

Free-T4 0.1 ng.mL™ 0.54-1.24 ng.mL'

TSH 0.81 miU.L™ 0.34-5.60 miU.L™
Prolactin 0.59 pg.L™! 2.7 10 19.64 pg.L™
Growth Hormone <0.030 ng.dL™ 0109.88 ng.dL™

FSH 2.04 miU.mL"" 16.74 to 113.6 mlU.mL"" for PMP*
LH 0.78 miU.mL" 10.87 to 58.64 miU.mL"" for PMP*
Estradiol 3 pg.mL™ 20-40 pg.mL™"

ACTH 9.6 pg.mL™" 10 to 60 pg.mL™"

Cortisol 8.4 g.dL” 6.7-22.6 g.dL™

*PMP, post-menopausal period.

The laboratory findings of the patient were summa-
rized in Table 1.

Stress dose intravenous methylprednisolone was start-
ed upon the endocrinology specialist’s suggestion.
Hemodynamic clinical picture and blood glucose level
returned to normal levels, and thus, the vasoconstric-
tive agent was discontinued after gradual dose decrease.

The woman gained consciousness and was weaned
from the mechanical ventilator on the second postop-
erative day. Levothyroxine at a dose of 25 pg via naso-
gastric tube was added to the treatment after three days
of metilprednisolone use and then dose was increased

day by day.

The intestinal gas was discharged after 72 hours and
following the removal of the nasogastric tube oral
regimen was started. An elective pituitary magnetic
resonance imaging (MRI) was performed and a con-
sultation was requested from neurosurgery depart-
ment. MRI revealed that suprasellar cistern was her-
niated into the sella and pressed the pituitary gland.
The diagnosis was empty sella as the cause of central
hypothyroidism.

The woman was discharged on postoperative ninth day
with a prescription containing daily doses of oral levo-
thyroxine and prednisolone.

The pathological examination of the operative speci-
men was reported as acute phlegmoneus appendicitis.
The long term follow up the patient has been unevent-

ful (Fig. 3).
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Discussion

Thyroid hormones have multiple functions and affect
almost all of the body. They have important role in
neuromuscular stimulation, cardiac contractility and
vascular tone, electrolyte balance, regulation of men-
strual cycle and skin tonus'*®.

Hypothyroidism is a condition characterized by inade-
quate production of thyroid hormones or by insufficient
effect on the target organs. It may occur primarily or
secondarily®’. Hashimoto’s thyroiditis, thyroidectomy,

/

Figure 3. The appearance of patient on postoperative day nine.



sub-acute thyroiditis and drugs (antithyroid drugs,
lithium) are causes of primary hypothyroidism.

Hashimoto’s thyroiditis is the most common inflam-
matory disorder of thyroid gland and leading cause of
hypothyroidism*¢. In Framingham study, the preva-
lence of hypothyroidism was 4.4 % and increased with
age (>60 years)®. In addition, hypothyroidism was

more frequent in women (5.9%) than men (2.3%)®.

A review published by the American College of
Physicians in 1998 estimated that depending on the
population studies, overt hypothyroidism was seen in
2% of women over 69 years and 0.1 of men over 59
years’. Our patient was a 69 year-old woman.

Hypothyroidism includes a broad spectrum of symp-
toms ranging from symptomless to serious cardiac and
central nervous system diseases. The symptoms of ab-
dominal pain, constipation, dyspepsia, hair loss, skin
flaking, sleepiness and confusion, bradycardia, and
electrolyte imbalances may be seen. The rates of mor-
tality and morbidity increase with advanced severity
of the symptoms***!°'2. Our patient had most of the
above-mentioned symptoms.

A study published by the Yaylali et al. implicated hypo-
thyroidism as a cause of dyspepsia as a result of reduced
gastro-esophageal motility'. In addition, Vantrappen
et al. determined development of a small intestinal
bacterial overgrowth (SIBO) that was depended on
intestinal dysmotility in hypothyroidism. Moreover,
the symptoms and signs are aggravated with severe
hypothyroidism®. The gastrointestinal ~dysmotil-
ity accompanying hypothyroidism may significantly
complicate the situation and alter the management of
the postoperative patient. Atony and hypomotility of
the gastrointestinal tract are well described entities in
these patients who may develop postoperative paralytic
or myxedema ileus'. Similarly, Rodrigo et al. report-
ed a case with acute kidney injury and paralytic ileus,
probably as a result of associated hypothyroidism'.
Abdominal pain and constipation were superior symp-
toms in our patient before the diagnosis of acute ap-
pendicitis; however the situation was not complicated
with an ileus in pre- or post-operative period.

The diagnosis of acute appendicitis still represents one
of the most challenging emergency problems of sur-
gery'>">. The patients usually admit to the hospital with
appetite loss, nausea and abdominal pain. The diagno-
sis may cause confusion in elderly patients with meta-
bolic diseases'!. Physical examination, laboratory
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findings and abdominal CT helps in diagnosis. There
is always muscular defense and rebound tenderness in
right lower quadrant and immediate open or laparo-
scopic appendectomy is gold standard for treatment of
acute appendicitis'®"’.

Low levels of free-T3, T4 and high TSH are deter-
mined in primary hypothyroidism while in secondary
hypothyroidism, a low or normal level of TSH, which
is expected to increase logarithmically due to decreased
levels of free-T'3/ T4, are detected”"”. Our patient had
a normal value of TSH, but low levels of free-T3 and
T4 and a severe clinical picture of hypothyroidism.
The levels of prolactin, growth hormone, ACTH were
all lower than normal. The cortisol level also seemed
normal according to laboratory cut-off values. In ad-
dition, FSH and LH levels were under normal levels.
The free-T4 is the treatment guiding parameter for
secondary hypothyroidism while it is TSH for pri-
mary hypothyroidism. Thus, it is important to reveal
the underlying cause and the type of hypothyroidism
to manage the disease. A history of thyroid surgery,
excessive bleeding in the previous births or multi par-
ity, intracranial mass or neck radiation therapy should
be investigated. In addition, the presence of antibod-
ies against thyroid hormones and thyroid nodules may
cause hypothyroidism'®".

In patients with severe hypothyroidism, reduced car-
diac output and blood volume, abnormal baroreceptor
function, decreased hepatic metabolic function and
diminished renal extraction may occur and the sensi-
tivity to anesthetic and sedative agents may develop™.
Sedative, analgesic and hypnotic agents may yield a
myxomatous coma in severe hypothyroidism?!. On the
other hand, level of cortisol should be measured for
concomitant adrenal insufficiency*>. Our patient had
deep bradycardia and hypotension following anesthe-
sia induction and could not awaken from general anes-
thesia; that’s why she was followed up in intensive care
unit and connected to a mechanical ventilator. Both
the hypothyroidism and hypocortisolemia were the
possible causes.

The cornerstones in the treatment of overt hypothy-
roidism are the relieving of symptoms and avoiding
progression of disease to myxomatous coma*. Severe
hypothyroidism is usually treated by oral replacement
of levothyroxine which is classically administered as
a once-daily dose of 1.6 mg/kg (or 25-50 mg daily).
Levothyroxine should be increased by controlling the
levels of TSH***. The initial dose in elderly patients
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with ischemic heart disease should be 25 mg daily*.
Levels of free T3 and T4 should be maintained in
normal ranges in patients requiring elective surgery.
During emergency surgery regional anesthesia may
be preferred. Thoracic epidural anesthesia may be an
option in upper gastrointestinal surgeries to cause less
postoperative pain and morbidity**.

Conclusion

The management of association of severe hypothyroid-
ism and an acute abdominal surgical disease requires a
multidisciplinary approach and an advanced hospital
facilities.
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