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Extremity localized intramuscular hemangiomas, follow up or surgery?

Ekstremite yerlesimli intramiiskiiler hemanjiyomlarda
takip mi? cerrahi mi?
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OZET
Giris ve Amac¢: Bu ¢alismada ekstremite yerlesimli kas i¢i hemanjiyom tanili, takip ve tedavisi yapilmis 44
hastanin geriye doniik analizi incelenmistir
Yontem ve Gerecler: Hastalarin 25’1 kadin, 19’u erkek idi. Hemanjiomlarin 22°si uylukta, 8’1 bacakta, 6’s1
onkolda, 4’1 dirsekte, 2’si iist kolda, biri omuzda ve biri popliteal bolgede idi. Malignite siiphesi olan 10 hastaya
tru-cut biyopsi yapildi. Diger hastalara klinik ve radyolojik olarak tani konuldu. Hastalarin 32’si izleme
alinirken, 12’sine cerrahi eksizyon uygulandi.
Bulgular: Higbir hastada ameliyat i¢i istenmeyen durum olmadi. Cerrahi gruptaki 3 hastaya embolizasyon
uygulandi. Postoperatif takiplerde 1 hastada enfeksiyon, 2 hastada niiks saptandi.
Tartisma ve Sonu¢: Semptomatik ekstremite yerlesimli kas i¢i hemanjiyomlarda kitlede progresyon olmasi,
ekstremite fonksiyon bozuklugu olmasi, malignite siiphesi ve giderilemeyen agri durumlart diginda, izlemin
giincel tedavi yontemi oldugunu diisiinmekteyiz.
Anahtar Kelimeler: Intramuskiiler (kas i¢i) hemanjiyom, cerrahi.

ABSTRACT
Introduction: In this study, we evaluated the retrospective analysis of 44 patients with the diagnosis of
extremity located intramuscular hemangiomas.
Methods: Twenty five of the patients were female, and nineteen male. Twenty two of the hemangiomas were in
thigh,8 were in cruris, 6 were in forearm,4 in elbow,2 in arm, one in shoulder, one in popliteal area. Tru-cut
biopsies were performed to ten of them who had malignancy potential. The other patients were diagnosed with
clinical and radiological signs. Thirty two patients were followed up. Twelve were treated with total excision.
Results: No intra operative complications were recorded. Three patients were treated with embolization, one
patient was recorded with local infection, two were recorded with recurrence
Discussion and Conclusion: The current treatment of the symptomatic extremity located intramuscular
hemangiomas is conservative follow up, if the patient has not progressive mass, extremity dysfunction,
malignancy suspicion or intractable pain.
Key words: intramuscular hemangioma, surgery.

Giris

Hemanjiomlar hayatin ilk 10 yilinin en sik
rastlanilan tiimoérlerinden olup genellikle cilt
ve mukozal yiizeylerde izlenirler. Iskelet
kasindan koken alan hemanjiomlar ise nadir
goriiliip tim hemanjiomlarin %1 inden azini
olustururlar. Hemanjiomlarin etiyolojisi belli
olmaylp Godanich ve Capanacci gibi bazi
yazarlar lezyonu hamartom, Mulliken gibi
bazi yazarlar ise lezyonu vaskiiler tiimor olarak
kabul etmektedir (1,2).

Intramiiskiiler (kas i¢i) hemanjiom
tanim1 ilk kez 1843’te Liston tarafindan
yapilmustir. 1867°de Virschow ilk vertebral

hemanjiom vakasini yaymlamistir (3). Lezyon
genellikle geng yas grubunda goriilmekte olup,
hastalarm %80-90°1 30 yas altindadir. Kadin-
erkek cinsiyette goriilme sikligr esittir. Siklikla
alt ekstremitelerde ve o6zellikle de uylukta ele
gelen kitle olarak goriiliir. Kitle iizerindeki
ciltte renk degisikligi bulunmaz. Oldukga nadir
gorillen intramiiskiiller hemanjiomlar tim
benign vaskiiler timérlerin %0.8’ini olusturur.

Hastalar siklikla yumusak dokuda
kitle, aktiviteyle artan agr1 ve siglik sikayetiyle
bagvurur (2,4,6). Tanida manyetik rezonans
incelemeden  yararlanilmaktadir. ~ Tedavi
lezyonun yerlesim yerine, sinirlarina, hastanin
yagina gore farklilik gostermekte olup,
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tedavide izlem, kortikosteroidler, kriyoterapi
uygulamasi, sklerozan ajan enjeksiyonu, arter
ligasyonu, embolizasyon ve cerrahi eksizyon
secenekler arasindadir ( 5,7).

Bu c¢alismada klinigimizde tanist
konulan 44 intramiiskiiler hemanjiomlu olguyu
retrospektif olarak inceledik.

Gere¢ ve Yontem

Saglik Bakanligi Ankara Onkoloji Egitim ve
Arastirma Hastanesi Ortopedi ve Travmatoloji
Kliniginde 2003-2013 tarihleri arasinda takip
ve tedavisi yapilan 44 ekstremite yerlesimli
intramiskiiler —hemanjiom olgusu  klinik
Ozellikleri ve tedavi yaklagimlart yoniinden
degerlendirilmistir.

Hastalarimizin 25’1 kadin, 19’u erkek
olup ortalama yas 27.3 (3-56) olarak bulundu.
Lezyonlarin yerlesimi 13 olguda iist ekstremite
(%29.5) , 31 olguda alt ekstremite (%70.5) idi.
Ust ekstremite yerlesimli olanlarin 6’s1 énkol,
4’1 dirsek, 1’1 omuz, 2’si ise {ist kol yerlesimli
idi. Alt ekstremite hemanjiomlarinin ise 22’ si
uyluk, 8’1 kruris ve 1’1 de popliteal bolge
yerlesimli idi. Uyluk yerlesimi %50 goriilme
sikligr ile ile en sik goriilen bolge idi (Resim
1). Hastalarin tamamm ilgili ekstremitede
ozellikle egzersizle artan agr1 ve sislik
sikdyetiyle geldi. 5 cm’den, biiyiik derin
yerlesimli olan olgulara malignite siiphesi ile
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tru-cut biyopsi yapildi. Diger hastalara klinik
ve radyolojik yontemlerle tani konuldu. Direk
grafilerde  patolojik  bulgu  saptanmadi.
Manyetik rezonans incelemelerde T2 agirlikli
kesitlerde hiperintens lobiile yapili heterojen
kitle lezyonu saptandi.

Bulgular

Izleme alman 32 olgu aktivite kisitlama ve non
steroidal anti-inflamatuar tedaviye alinarak 6
aylik periyodlarla kontrole ¢agrildi. 12 tanesine
genis cerrahi eksizyon uygulandi. Izleme
alinanlardan dirsek yerlesimli olan bir hastaya
(Resim 2) dirsek eklem hareketlerinde kisitlilik
olmasi; omuz ve popliteal yerlesimli olan 2
hastaya ise kitlede progresyon olmasi
nedeniyle cerrahi uygulandi. Cerrahi gruptaki 3
hastaya embolizasyon sonrasi genis cerrahi
eksizyon yapildi. Hastalarin ortalama takip
siiresi 52 ay (12-120) idi. Ameliyat sonrasi
takiplerde yara yeri enfeksiyonu goriilen 1
hastaya debridman ve parenteral antibiyotik
tedavisi uygulandi.

Cerrahi uygulanan hastalarin
tamaminda agr1 sikayetinde gerileme saptandi.
Postoperatif dénemde damar-sinir
yaralanmasina ait komplikasyon olmadi.
Takiplerde uyluk yerlesimli 2 hastaya niiks
nedeniyle re-eksizyon uygulandi.

Resim 1: A-B.Aksiyel MR goriintiisiinde yiiksek sinyalli kivrimli alanlar, vaskiiler kanallardaki yavag kan

akiminin gostergesi. C. Sagital mr goriintiisiinde kubital bolgedeki sinyal artis1 gdsteren lezyon D. Ekstremite

anjiografide vaskiilarizasyon artig1 gériiniimi
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Resim 2: A-B. Uyluk distalde intramuskuler hemanjiom tanisi olan hastanin aksiyel ve sagital mr gériintiileri.

C-D. Hastanin 5 yillik takip sonrasi kontrol aksiyel ve sagital mr goriintiileri E-F. Hastanin 10 yillik takip

sonrasi kontrol aksiyel ve sagital mr goriintiileri
Tartisma

Hemanjiomlar en sik goriilen yumusak doku
tiimorleridir. Siklikla cilt, cilt alt1 doku, dalak
ve karacigerde goriilirken, kas icinde,
ekstremitelerde ve gogiis duvarinda nadiren
gorilir (1,8).

Intramuskiiler hemanjiom ilk kez
1843’te  Liston tarafindan tanimlanmus,
Virschow ise 1867°de ilk vertebral hemanjiom
vakasini yaymlamistir (6,8). Lezyon genellikle
geng yas grubunda goriilmekte olup, hastalarin
%80-90’1 30 yas altindadir. Kadin-erkek
cinsiyette goriilme sikligi esittir. Siklikla alt
ekstremitelerde ve oOzellikle de uylukta ele
gelen kitle olarak goriliir. Kitle tizerindeki
ciltte renk degisikligi bulunmaz. Oldukea nadir
gorillen intramiiskiller hemanjiomlar tiim
benign vaskiiler tiimdrlerin %0.8’ini olusturur
(5,9,10). Malignlesme potansiyelleri yoktur.
Ekstremite agrisinda nadiren akla gelirler.
Klinik  olarak  genelde  asemptomatik
olabilecekleri gibi yumusak dokuda ele gelen
kitle ve agr1 ile kendini belli ederler. Kitle

tizerinde izole pulsasyon alnabilir. Ekstremite
sarkitildiginda sislikte artis ve kaldirildiginda
ise kitle biiyiikligiinde azalma goriilebilir.
Ilgili bolgede kas kontraktiirii ve kas
giicstizligii gelisebilir (11). Aktivite sonrast
artis gosteren kronik ekstremite agrisi ile yeni
ele gelen kitle wvarh@  intramiskiiler
hemanjiomlar igin tipiktir. Egzersiz sonrasi
vaskiiler geniglemeye bagli hemanjioma dogru
kan akimindaki ¢ogalma agrida artisa neden
olur (6,12,13).

Tamda manyetik rezonans
incelemeden yararlanilmaktadir. Manyetik
rezonans incelemede T1 ve T2 agirlikhi
kesitlerde yiliksek sinyal tutulumlu Iobiile
alanlar goriiliir. T2A goriintillerde fibroz
dokuyu, hizli kan akimi olan vaskiiler yapilar
veya fokal kalsifikasyonlar1 temsil eden
noktasal veya retikiiler tarzda diisiik sinyalli
alanlar bulunabilir. Direk grafilerde % 25
oraninda kalsifiye flebolitler goriilebilir. Bazi
kompleks lezyonlarda cerrahi eksizyon veya
embolizasyon karar1 vermek i¢in anjiyografi
faydali olabilir (13,14) . Tedavide izlem,
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sistemik kortikosteroid kullanimi, kriyoterapi
uygulamasi, sklerozan ajan enjeksiyonu, arter
ligasyonu, embolizasyon ve cerrahi eksizyon
segenekler arasindadir (7,8).

Biitiin izole intramiiskiiler
hemanjiomlarda konservatif tedavi ve izlem ilk
secenektir. Timor boyutlarinda hizli artis,
tedaviye yanitsiz inat¢1 agri, kozmetik ya da
fonksiyonel bozukluk, ani gelisen
trombositopeni, ciltte lokal nekroz riski,
kitlede malignite siiphesi olmasi durumunda
cerrahi tedavi segenekleri gboz Oniinde
bulundurulabilir.(13,15). Hemanjiomlarin
kompleks ve infiltratif yapisindan dolay1
cerrahi eksizyon uygulanacak hastalarda ¢evre
normal kas dokusu da cerrahi eksizyon
sinirlarina dahil edilmelidir. Yetersiz cerrahi
uygulanan olgularda niiks ihtimali yiiksek
olup, iyi smurl, tek kas grubunda yerlesmis,
cevre dokulara minimal invazyon gosteren
olgular cerrahi eksizyon agisindan uygun olan
hastalardir (15). Cerrahi sonrasi rekiirrens
orant % 18 ile % 61 arasinda degismektedir.

Cerrahi eksizyonun en sik goriilen

komplikasyonu ise kanamadir (13,16).
Cerrahi dis1 tedavi yontemleri ise yan etkileri
ve uzun donem basarisiz sonuglari nedeniyle
nadiren tercih edilmektedir. Cerrahi i¢in uygun
olmayan hastalarda skleroterapi, radyoterapi,
kortikosteroidler ve embolizasyondan
yararlanilabilir (6,13). Ozellikle ¢ikarilamayan
lezyonlarda embolizasyon agri  kontrolii
yapmasi, cerrahi esnasinda kan kaybini azaltict
ve postoperatif rekkiirens riskini azaltic
etkisiyle tercih edilmektedir. Bazi segilmis
vakalarda c¢oklu lezyon i¢i skleroterapi
uygulamasinda  basarili  sonuglar  elde
edilmistir.  Kortikosteroid  kullanimi  ve
radyoterapi ise primer olarak sistemik
hastaliklarda tercih edilmekte olup
intramiskiiler hemanjiomlarda nadiren
kullanilmaktadir( 11,16).

Sonu¢ olarak ekstremite yerlesimli
intramiiskiiler hemanjiomlar nadir goriilen
timorler olmasi ve genellikle asemptomatik
olmalart nedeniyle stk akla gelmeyen
lezyonlardir. Tedavilerinde eger kitle kiiciik ve
asemptomatik ise, kozmetik bozukluga neden
olmuyorsa, medikal tedaviyle hastanin agrilar
giderilebiliyorsa ilk tedavi yontemi izlemdir.
Konservatif tedaviye ragmen kitle boyutlarinda
artis, inatg1 agri, ilgili ekstremitede fonksiyonel
bozukluk ya da malignite siiphesi varligi
cerrahi tedavi uygulamayi diislindiirmelidir.
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Manyetik rezonans inceleme yiiksek oranda
tan1 koydurucu olsa da kesin tani icin siipheli
lezyonlarda tru-cut biyopsi uygulamas: gerekir.
Cikartilamayacak kadar biiylik lezyonlarda
hem cerrahi sirasinda kanamay1 azaltmak hem
de kitle boyutlarii kiigiiltmek amaciyla
embolizasyondan faydalanilabilir. Eger
yapilacaksa cerrahi eksizyon yiiksek niiks
oranlar1 nedeniyle genis olarak ve c¢evre
normal dokular1 da igerecek  sekilde
uygulanmalidir.

Cikar Catismasi: Yok
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Hematolojik kanserli hastalarda Invaziv fungal enfeksiyonun erken
tanmisindabeta glukan testi ne kadar etkilidir?

How effective is beta glucan test in early diagnosis of invasive fungal
infection in patient with hematologic malignancy?
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OZET
Giris ve Amag: invaziv fungal enfeksiyonlar (IFE) siklikla immiin siipresif hastalarda goriilmektedir. Antifungal
tedavi basarisi i¢in erken tan1 anahtar 6neme sahiptir. Betaglucan (BG) testi mucormikoz ve kriptokoklar disinda
birgok mantar patojeni tespit edebilir. Bu calismada betaglucan diizeyinin hematolojik kanserli ve IFE’li
hastalarda tanisal bir arag olarak degerlendirmeyi amagladik.
Yontem ve Geregler: Indiiksiyon veya konsolidasyon tedavisi alan, klinik ve radyolojik IFE bulgular1 olmayan
14 giinden uzun siireli ndtropeni beklentisi olan 46 hasta calismaya dahil edildi. Hastanede yattiklar1 siire
icerisinde haftada 2 defa kan galaktmannan (GM) ve BG diizeyleri dlgiildii. Sensitivite, spesifite ve ongdrglen
degerlerin yorumlanmasi i¢in Metod A (kanitlanmig + muhtemel grup vs non-IFE) ve Metod B (kanitlanmis +
muhtemel +olast grup vs non-IFE ) degiskenleri tanimlandi.
Bulgular: Metod A’da; BG testinin sensitivitesi, spesifitesi, pozitif dngériilen deger (POD), Negatif 6ngoriilen
deger (NOD) sirastyla %68.75, %84.1, %52.4, %91.4 olarak tespit edildi. Metod B’de; BG testinin sensitivitesi,
spesifitesi, POD, NOD sirastyla %60, %88.9, %71.4, %82.8 olarak tespit edildi.
Higbir hastada ameliyat igi istenmeyen durum olmadi. Cerrahi gruptaki 3 hastaya embolizasyon uygulandi.
Postoperatif takiplerde 1 hastada enfeksiyon, 2 hastada niiks saptandi.
Tartisma ve Sonug:. Bizim verilerimiz ve mevcut literature dayanarak BG ve GM’nin IFE tanisina katki
saglayan non-invaziv test oldugu sonucuna vardik.
Anahtar Kelimeler: invaziv fungal enfeksiyonlar, beta glukan, galaktomannan, sensitivite, spesifite

ABSTRACT
Introduction: Invasive fungal infections (IFI) are commonly seen in immunosuppressive patients. Early
diagnosis is key to optimizing antifungal treatment success. Betaglucan (BG) assay can detect most of the fungal
pathogens except mucormycosis and Cryptococcus. In this study we aimed to evaluate the value of BG as a
diagnostic tool in patients with hematological malignancy and IFI.
Methods: Forty-six hematological malignancy patients under induction and consolidation chemotherapy that
expected to have neutropenia for more than 14 days with no clinical and radiological signs of IFI are included in
this study. Blood Galactomannan (GM) and BG levels were measured 2 times in a week during the
hospitalization period. Method A (proven + probable groups vs non IFI) and Method B (proven + probable +
possible groups vs. non IFI) variables were determined to assess the sensitivity, specifity and predictive values.
Results: In method A; BG test’s sensitivity, specifity, positive predictive value (PPV), negative predictive value
(NPV) was determined as 68.75%, 84.1%, 52.4%, 91.4% respectively. In method B (proven + probable +
possible groups vs. non IFI) BG test sensitivity, specifity, PPV, NPV was determined as 60%, 88.9%, 71.4%,
and 82.8% respectively.
Discussion and Conclusion: Depending on our data and present literature; we conclude that BG and GM is a
non-invasive contributory test for the diagnosis of IFI The current treatment of the symptomatic extremity
Key words: Invasive Fungal Infections, Beta glucan, galactomannan, sensitivity, specifity
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Invasive fungal infections (IFI) are commonly
seen in immunosuppressive patients with
hematological malignancy [1], solid organ and
hematopoietic stem cell transplantation with
serious morbidity and mortality [2, 3]. Routine
azole prophylaxis decreases invasive Candida
infections and mold infections become as a
major concern. Aspergillus is responsible for
approximately 90% of mold infections [4].
Early diagnosis is key to optimizing antifungal
treatment success [5]. Diagnosis is challenging
in patients with hematological malignancy due
to hemorrhagic diathesis and poor performance
status. Biomarker assays offer the advantage of
ease of performance, safety, avoidance of
invasive diagnostic procedures, and earlier
diagnosis. Two tests - galactomannan (GM)
and beta glucan (BG) - are globally
commercialized. Survival rates from Invasive
Aspergillosis (IA) in patients with AML and
HCT have improved over the past decade due
to earlier diagnosis and therapy [6 - 10].

BG is secreted from the pathogen
fungi’s wall during the infection and serum BG
level is thought to be an indicator for fungal
infection [11]. BG assay can detect most of the
fungal pathogens except mucormycosis and
Cryptococcus, encountered in patients with
AML and undergoing HCT [5, 12]. A meta-
analysis of more than 1700 patients with
hematological malignancies showed an
excellent specificity, but the sensitivity was
less promising [13]. In this study we aimed to
evaluate the value of BG as a diagnostic tool in
patients with hematological malignancy and
IFI.

Materials And Methods:

Eighty-one IFI episodes in 46 hematological
malignancy patients over 18 years old were
prospectively monitored between April 2008
and January 2009. Patients under induction or
consolidation chemotherapy that expected to
have neutropenia for more than 14 days with
no clinical and radiological signs of IFI are
included in this study.

Patients; under 18 years old, with
neutropenia period lasting less than 14 days,
poor performance condition with life
expectancy less than one month, received

103

antifungal medications one month prior to
study were excluded from the study.

Patients were followed up closely for the
signs and symptoms of sino-pulmonary
infection during their hospitalization period.
An episode was determined as a fever and/or
infection period in  post-chemotherapy
neutropenia state.

Blood GM and BG levels were measured 2
times in a week during the hospitalization
period. Samples collected for GM analysis
were studied as manufacturer’s (Platelia ®
Aspergillus; Bio-Rad Labaratories, Marnes-la-
Coquette, France) instructions with monostep
sandwich  Enzyme immunoassay (EIA)
method. Samples with index value > 0.5 were
considered positive and underwent repeated
testing to ensure positive results. Samples for
BG were studied through manufacturer’s
(Fungitell assay; Cape-Cod Inc, USA)
instructions. Results >80pg/ml was considered
as positive. Serum samples for BG were
collected, stored and studied, in endotoxin and
glucan free equipments to avoid false positive
results. Positive episode was determined based
on 2 consecutive positive results for both GM
and BG. Method A and Method B variables
were determined to assess the sensitivity,
specifity and predictive values. Proven and
probable IFI patients were determined as true
positive and non-IFI patients were determined
as true negative for Method A. Proven,
probable and possible IFI patients were
determined as true positive and non-IFI
patients were determined as true negative for
Method B.

All the episodes were determined on the
basis of European Organization for Research
and Treatment of Cancer (EORTC), National
Institute of Allergy and Infectious Diseases
(NIAID) and Mycoses Study Group (MSG)
criteria.

Statistical Analysis:We use SPSS 13
software for statistical analysis. Pearson chi-
square test is used to investigate; whether sex,
disease state is a risk factor for IFI. Forward
logistic regression analysis was performed for
variables considered to be a risk factor for IFI.

RESULTS:
Patients mean age was 40.3 + 13 (18-66 years).

Underlying diseases were AML (n=33), ALL
(n=8), NHL (n=3), refractory MM (n=2).
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Twenty-seven (33.3%) patients were newly
diagnosed malignancy, 31 (38.3%) patients
had disease in remission, 11 (13,6%) patients
had recurrence of primary disease and 12
(14.8%) patients had refractory disease.
Totally, 18 of 46 patients died during follow
up period. Mean episode duration was 31.3 +
13.7 days (13-81 days). Seventy-six of the
episodes were neutropenia and mean duration
of neutropenia was 10 days. Patients’
characteristics were depicted on Table 1.

We compared mean age, Sex,

neutropenia and  hospitalization  period,
neutrophil count, underlying disease in IFI and
non-IF1 patients in order to determine the risk
factors. Mean age was 43.4 +12.5 (18-66
years) and male/female ratio was 11/7. No
significant differences were observed about
sex, age, underlying disease and disease status
between the groups (P>0.05).
Days with neu #<500, days with neu #<100
and hospitalization period were all found to be
risk factors for IFI (p=0.002, p=0.02 and
p=0.01 respectively). Prolonged neutropenia
and hospitalization period increased the risk
for IFI.

The subgroup analysis of 81 IFI
episodes were as follows: 2 proven sinonasal
mucormycosis (2.5%), 2 proven sinonasal
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Table-1: Patients’ Characteristics
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aspergillosis (2.5%), 14 probable invasive
pulmonary aspergillosis (IPA) (17.3%), 7
possible IPA (8.6%), 2 possible invasive
candidiasis (2.5%) and 54 non-IFI (66.7%).

Throughout the study 719 serum
samples were analyzed to determine BG levels.
Mean BG test number for each episode was
8.8. The number of samples studied for each
episode was 10.7 in proven group, 11.5
probable group, 11.2 possible group, and 7.6
non-1FI groups. Mucormycosis cases (n=2) had
negative test results as expected and they were
excluded from the study.

In method A (proven + probable
groups vs non IFI); BG test’s sensitivity,
specifity, positive predictive value (PPV),
negative predictive value (NPV) was
determined as 68.75%, 84.1%, 52.4%, 91.4%
respectively. GM test sensitivity, specifity,
PPV, NPV was determined as 68.75%, 98.4%,
91.7%, and 92.5% respectively (Table 1).

In method B (proven + probable +
possible groups vs. non IFI) BG test
sensitivity, specifity, PPV, NPV was
determined as 60%, 88.9%, 71.4%, and 82.8%
respectively. GM test sensitivity, specifity,
PPV, NPV was determined as 47.8%, 98.2%,
91.7%, and 82.1% respectively (Table 2).

Proven Probable Possible Non Total
IFI IFI IFI IFI
Episode # 4 14 9 54 81
Neutropenic episode # 4 14 8 50 76
Patients # 4 14 9 34 46
Mean Age 47.5+5.3 42.2+13.8 42.0+11.6 41.3+13.9 40.3+13.1
Range 42-53 18-66 23-59 18-66 18-66
Expired patient # 0 6 3 9 18
Episode duration 35.2+16.4 39.8+18.5 40.6+19.5 27.3+8.7 31.3+13.7
Range 14-54 21-81 18-21 13-46 13-81
Background diseases
AML 4 9 9 40 62
ALL 0 4 0 7 11
NHL 0 0 0 4 4
MM 0 1 0 3 4
Host factors

Episodes with steroid 0 3 0 10 13
Neu<500 24+7.6 19.5+£7.4 18.5+6.7 13.3+6.7 15.5£7.5
Range 17-32 11-38 10-31 0-28 0-38
Neu<100 15+£3.8 12.247.5 14.849.3 7.7+4.7 9.7+6.4
Range 10-18 3-28 0-31 0-21 0-31
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#: Number, IFI; Invasive Fungal Infection, AML: Acute Myeloid Leukemia, ALL: Acute Lymphoblastic
Leukemia, NHL: Non-Hodgkin Lymphoma, MM: Multiple Myeloma, Neu: Neutrophil

Table-2: Comparison of BG and GM results for groups

METHOD A (%) METHOD B (%)

BG Senstivity 68.75 60

GM Senstivity 68.75 47.8
BG Specifity 84.1 88.9
GM Specifity 98.4 98.2
BG NPV 914 82.8
GM NPV 92.5 82.1
BG PPV 52.4 71.4
GM PPV 91.7 91.7

BG: Beta Glucan, GM: Galactomannan, NPV: Negative Predictive Value, PPV: Positive Predictive

Value

Table-3: Studies about BG

Studies Test Sensitivity Specifity PPV NPV
Ostrosk Z L (14) BG (60 pg/ml) 69.9 87.1 83.8 75.1
Ostrosk Z L (14) BG (80 pg/ml) 64.4 92.4 89 73
Kawazu M (16) GM 100 93 55 100
Kawazu M (16) PCR DNA 55 93 40 96
Kawazu M (16) BG (60 pg/ml) 55 93 40 96
Obayashi T (18) BG (30 pg/ml) 95.1 85.7 41.1 99.2
Obayashi T (18) BG (60 pg/ml) 85.4 95.2 70.4 98
Obayashi T (18) BG (80 pg/ml) 78 98.4 86.7 97.1
Senn L (19) BG 63 96 79 91
Pazos C (20) BG 87.5 89.6 70 96.3
Our present study BG (80 pg/ml 68.7 84.1 52.4 91.4
Method A)
Our present study BG (80 pg/ml 60 88.9 71.4 82.8
Method B)

14: Reference number 14, 16: Reference number 16, 18: Reference number 18, 19: Reference number
19, 20: Reference number 20, BG: Beta Glucan, GM: Galactomannan, NPV: Negative Predictive

Value, PPV: Positive Predictive Value

DISCUSSION:

BG antigen is a fungal cell wall structure of all
fungus except Zygomycetes and Cryptococcus
neoformans [11]. This antigen can be detected
in serum and other body fluids. It has been
shown that BG can be positive before the
clinical symptoms and radiological signs [14-
20]. Various studies show that this test’s
sensitivity and specifity varies between 55-
95% and 77-96%, respectively [14-20]. The
differences among studies are due to

population heterogeneity and ‘positive result’
description.  Different cut-off values for
positivity and the number of positive results all
affect test results.

In this prospective study we evaluated
the reliability of serial serum BG levels
assessment for diagnosis of IFI in patients with
hematological malignancies.

The cut-off values of non-invasive
diagnostic tests affect from statistical
parameters dramatically. BG levels increase
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during the progression of IFI, so low antigen
levels are important in diagnosis of early IFI
[19]. Actually, most of the patients with low
antigen levels and in possible groups undergo
empiric or prophylactic anti-fungal therapy,
which is usually curative for most of the
conditions among IFI population.

Some technical problems complicate
BG test results such as requirement of glass
tubes without endotoxin and glucan, false
positivity with albumin and immunoglobulin
and cross-reaction with some kind of
medications. Because all these might affect
the results it is crucial to interpret the results in
view of clinical, radiological and other

Cikar Catismasi: Yok
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Early Surgical Results of Patients With Pertrochanteric Fractures Treated
With Proximal Femoral Locked Plates

Proksimal Femoral Kilitli Kompresyon Plagi ile Tedavi Edilen Femur
Pertrokanterik Kirikli Hastalarin Erken Donem Sonuclari

Sezgin Semis, ismail Burak Atalay, Selcuk Yilmaz, Murat Arikan, Emre Ozanlagan
Saglik Bakanlig1 Ankara Onkoloji Egitim Ve Arastirma Hastanesi, Ortopedi Ve Travmatoloji Klinigi

Dergiye Ulagma Tarihi: 23.10.2015 Dergiye Kabul Tarihi: 02.11.2015 Doi: 10.5505/a0t.2015.21939

OZET

Giris ve Amac: Bu calismamizda amacimiz; proksimal femoral kilitli kompresyon plag: ile tedavi etti§imiz,
pertrokanterik kirig1 olan 48 hastanin, erken donem radyografik ve klinik sonuglari ile tedavi yonteminin stabil
olmayan kiriklarda da avantajlarini ortaya koymaktir.
Yontem ve Gerecler: Hastalarin 28’1 kadin, 20’si erkek idi. Hastalarin 8 inde subtorkanterik kirik, 40 hastada
intertrokanterik kirik mevcuttu. Hastalarimizin hastaneye bagvuru anindan sonra ameliyat olma siireleri ortalama
2,2 giin olarak belirlendi. Hastalarin tamamina proksimal femoral kilitli kompresyon plag: ile stabilizasyon
yapild.
Bulgular: Hastalarin ortalama takip siiresi 11,8 ay olarak belirlendi. 48 hastanin 1’inde derin ve 2’sinde yiizeyel
olmak tizere 3 (%6) hastada enfeksiyon gelisti. 48 hastanin 43’iinde (%89) kaynama saglandi.
Tartisma ve Sonu¢: Calismamizda, pertrokanterik femur kiriklarinin tedavisinde proksimal femoral kilitli
kompresyon plaginin kullanilmasi ile post operatif morbiditenin daha diisiik, kaynama siiresinin ise daha kisa
oldugunu bulduk.
Anahtar Kelimeler: Pertrokanterik kirik, Proksimal femur kilitli plak

ABSTRACT
Introduction: The aim of this study is to analyze the early radiologic and clinical results of 48 patients with
pertrochanteric fractures treated with proximal femoral locked plates and the advantage of this treatment method
in non stable fracture patterns
Methods: 28 female and 20 male patients were analyzed. Subtrochanteric fractures in 8 and intertrochanteric
fractures in 40 patients were recorded. The mean period for operation after admission to hospital is 2.2 days.
Proximal femoral locked plate was used for reconstruction in all patients.
Results: Patients were followed up for a mean period of 11.8 months. 1 deep and 2 superficial infections were
recorded. Bony union was examined in 43 of 48 patients (89%).
Discussion and Conclusion: In this study, we analyzed that, proximal femoral locked plate is a good surgical
option for pertrochanteric fractures as it provides low morbidity rates and shorter union time.
Key words: Pertrochanteric fracture, Proximal femoral locked plate

Giris

Pertrokanterik  kiriklarin =~ %95’ yaslilarda
diisiik ve orta enerjili travmalarla diger %51
gen¢ niifusta yiiksek enerjili travmalarla
meydana gelir (1). Yasam siiresinin artmasina
paralel olarak oOzellikle instabil trokanterik
pargali kirik tiplerinin sikligi artmaktadir (2,3).
Bu hasta grubunda uygulanacak tedavi
yontemleri, en kisa siirede hastanin ayaga
kaldirilmasina ve hareketliligine izin veren,
yeterli rediiksiyon ve saglam bir tespit
saglayan, boylece hastanin kirik 6ncesi duruma
dénmesini saglayarak onemli
komplikasyonlarin oniine gegilmesini hedef
almalidir (4).

Hastalarin yataga bagimliliktan

kurtarilip daha erken mobilize edilmeleri ve
kirik 6ncesi yasam standartlarina daha erken
donebilmeleri, cerrahi tedavi metodlar1 ile
mimkiin olmaktadir. Tedavide kiriga uygun
implant se¢imi de olduk¢a 6nemlidir. (1,5).
Bu calismamizda amacimiz; proksimal femoral
kilitli kompresyon plag: ile tedavi ettigimiz,
pertrokanterik kirigr olan hastalarm, erken
donem radyografik ve klinik sonuglart ile
tedavi yonteminin stabil olmayan kiriklarda da
avantajlarini ortaya koymaktir.
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Gere¢ ve Yontem

2012-2014  yillann  arasinda  Saghk
Bakanligt Dr. Abdurrahman Yurtaslan
Onkoloji Egitim ve Arastirma Hastanesi
Ortopedi ve Travmatoloji Klinigi’ne
bagvuran 48 pertrokanterik kirigi olan
hastaya acgik ve/veya kapali rediiksiyon ve
Proksimal Femoral Kilitli Kompresyon
Plagi ile fiksasyon ameliyat1 yapildi.

Hastalarin 28 1 erkek (%358), 20 si
kadind1 (%42). Hastalarin yas ortalamasi
57,2 idi (Yas aralig1 23-90). Hastalarin 8
(%17) inde subtrkanterik kirik, 40 (%83)
hastada intertrokanterik kirikk mevcuttu
(Tablo 1). Hastalardan alinan dykiiye gore,
kiriklarin ~ olus nedenleri 9  olguda
yiiksekten diisme, 7 olguda trafik kazasi,
32 olguda evde diisme sonucudur (Tablo
2). Pertrokanterik kirik nedeniyle tedavi
edilen hastalarin 5 tanesinde eslik eden
baska kiriklar mevcuttu.

Tablo 1: Hastalarin kirik tipine gére dagilimi

45
40
35 A
30 +
25
20 ~
15 ~
10

INTERTROKANTERIK ~ SUBTORKANTERIK
KIRIK KIRIK

Hastalar Klinik olarak
degerlendirildikten sonra  radyolojik
tetkiklere gecildi. Tiim hastalara standart
pelvis on-arka grafisi ve etkilenen kalganin
on-arka ve yan grafileri ¢ekildi. Kalca 6n-
arka grafisi cekilirken uyluk 15 derece i¢
rotasyona alinarak anteversiyon diizeltildi
ve proksimal femurun ger¢ek On-arka
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grafisi ¢ekilmis oldu. Hicbir hastada
bilgisayarli tomografi ¢ekim ihtiyaci
olmadi. Kirik tespit edilen hastalara 2 kg
cilt traksiyonu tatbik edildi. Dahili yonden
gerekli testler ve anestezi konsiiltasyonlari
yapild.

Tablo 2: Kirik olus nedenleri

WEVICi DUSME
W YUKSEKTEN DUSME

-— TRAFIK KAZASI

——— 7 TRAFKKAZASI
T/ YUKSEKTENDUSME

T/ Wi DUSME

Subtrokanterik  kirigi olan hastalarda
Seinsheimer smiflamasi, intertrokanterik
kirigr  olan  hastalarda  Boyd-Grifin
siiflamast  kullanildi.  Intertrokanterik
kirigt olan 40 hastanin 14’1 tip 1 (35), 8’1
tip 2 (%20), 13 i tip 3 (32), Sitip 4 (%13)
olarak siniflandirildi . Subtrokanterik kirigi
olan 8 hastanin; 3 i tip 2 (%37), 3 ii tip 3
(%37), 2 si tip 4 (%25) olarak
siiflandirildi.

Biitiin hastalara operasyondan 30
dk once 1.kusak sefalosporin grubundan 1
gr IV antibiyotik uygulandi ve ameliyat
sonrast 3 giin devam edildi.

Tiim hastalara hastaneye yattig
andan itibaren antitromboembolik tedavi
olarak duisiik molekiil agirlikli heparin
baslandi ve ameliyat sonras1 20.gline kadar
devam edildi. Hastalarin tamamina yiiksek
uyluk antitromboembolik c¢orap ameliyat
sonrasi 6.haftaya kadar uygulanda.

Hastalarin  higcbirinde agik kirik
saptanmadi ve hi¢bir hastada damar sinir
yaralanmasi goriilmedi. Hastalarin
ortalama hastaneye bagsvuru stiresi 1.3
giindii (1-4 giin). Ge¢ bagvurularin sebebi
bazi hastalarin dis merkezdeki bagka bir
hastaneden klinige sevk edilmeleri ve bazi
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hastalarin dahili problemlerine yonelik
uygun tedavi slireleri tamamlamalariydi.
Hastalarin  hastaneye basvuru anindan
ameliyat olma stireleri ortalama 2.2 olarak
belirlendi.

Hastalar ameliyat masasimna supin
pozisyonda yatirildi.  Higbir  vakada
traksiyon masasi kullanilmadi. Rediiksiyon
icin sirasiyla abdiiksiyon, dis rotasyon,
addiiksiyon ve i¢ rotasyon manevralari
yapildi. Trokanter majoriin 2 cm
proksimalinden baglayan distale dogru
uzanan ortalama 12 cm insizyon yapildi.
Minimal invaziv plak osteosentezi (MIPO)
yapilan 6 hastada insizyon uzunlugu 5 cm
idi. Vastus lateralis proksimal
muskulotendindz bileskeden L flep olarak
kaldirildi. Kirik rediiksiyonu sonrasi uygun
plak ve proksimale en az 3 adet 6.5 mm
kaniillii kilitli vida, distale uygun sayida
45 mm Kkortikal kilitli  vida ile
stabilizasyon saglandi.

MIPO yapilan 6 hastada
rediiksiyonu takiben trokanter majorun
tepesinden baslayan 5 cm insizyon
yapildiktan sonra plak trokanter major
iizerinden  distale dogru  kaydirildi
Proksimal vidalarin tespitinden sonra
eksternal guide yardimiyla distal vidalar
yerlestirildi.

Hastalar standart olarak ameliyat
sonrast 1. giinde fizyoterapist esliginde
yatak basinda oturtulduktan sonra yiiriite¢
veya koltuk degnegi yardimiyla yiik
vermeden mobilize edildi. Diz ve kalga
ROM egzersizleri operasyon sonrast 1.
giinde kademeli olarak baglandi

Biitiin  hastalarin  rutin  olarak
operasyon sonrasi 6. hafta kontroliinden
sonra kontrollii olarak yiik vermesine izin
verildi. Hastalar klinik ve radyolojik olarak
post-op 6. Hafta, 3. Ay, 6. Ay ve 12. Ay’da
kontrole ¢agirilarak takip edildi.

Bulgular

Hastalarin ameliyat oncesi risk
degerlendirmesi ASA kriterlerine gore
Anestezi Klinigi tarafindan

degerlendirilmistir. Ameliyat ettigimiz 48
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hastanin 9’u ASA 1 (%18), 19°u ASA 2
(%39), 10’u ASA 3 (%20) ve 10 hasta
ASA 4 (%20) olarak bulunmustur. (Tablo
3)

Pertrokanterik kirik nedeni ile
proksimal femoral anatomik plak tespiti
yapilan olgularin takip stiresi ortalama 11,8
ay olarak belirlendi (3-24 ay).

Tablo 3: Hasta ASA skorlamalari
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Hastalarin operasyon sirasinda ve
post op donemde drenden gelen kanama
miktarlarinin ortalamasi 260,4 cc olarak
bulundu. MIPO uygulanan 6 hastanin
kanama miktarlarmin ortalamasi 175,3 cc
olarak hesaplandi. 14 (%29) hastamizda
post op kan transfiizyonu ihtiyaci oldu.
Ortalama kan transflizyonu miktar1 1,8
tiniteydi.

48 hastanin 1’inde derin ve 2’sinde
ylizeyel olmak iizere 3 (%®6) hastada
enfeksiyon gelisti.

Pertrokanterik ~ kirik  nedeniyle
ameliyat edilen toplam 48 hastanin
43’iinde (%89) kaynama saglandi. Bu 43
hastanin 5 inde (%11) varusda kaynama
goriildii. Komplikasyonsuz olarak
kaynama goriilen hasta sayist 38 di (%79).
Pertrokanterik  kirik  nedeniyle opere
ettigimiz hastalarin ortalama kaynama
siiresi 17,6 hafta olarak belirlendi. MIPO
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yaptifimiz 6 hastanin ortalama kaynama
stiresi 15,4 haftaydi.

Pertrokanterik kirik nedeniyle opere
ettigimiz 48 hastanin 5’ine psodoartroz
nedeniyle reoperasyon uygulandi (%11).
Reoperasyon uygulanan hastalarin 3’1
subtorkanterik kirik 2’si de intertrokanterik
kirik olan hastalardi.

Subtrokanterik kirik olup
psodoartroz tanisi alan 3 hastadan 2’sine
implant  degistirilmeden  psodoartroz
cerrahisi ve iliak otojen greft uygulandi bu
hastalarin takiplerinde operasyon sonrasi
ortalama 4. ayda komplikasyonsuz tam
kaynama goriildii. Subtrokanterik kirik
olup psodoartroz tanisi alan diger hastada
6. Ay kontroliinde medial korteks

111

devamliliginda bozulma goriilmesi
nedeniyle implant c¢ikarimitiliak otojen
greftleme+Proksimal femoral ¢ivileme
yontemiyle rekonstriksiyon yapildi.
Hastanin takiplerinde klinik ve radyolojik
olarak sorun goriilmedi.

Intertrokanterik kirik olup
psodoartroz tanist1 alan hastalardan 1
hastaya ameliyat sonrasi 8. Ayda implant
cikarimi ve total kalca protezi uygulandi.
Diger hastaya ise takiplerinin 7. Ayinda
derin doku enfeksiyonu goriilesi iizerinde,
implant ¢ikarimi+debritman ve eksternal
fiksator uygulamasi yapilda.

Resim 1. Sag femur intertrokanterik kirtk preoperatif grafi Resim 2. Sag femur intertrokanterik kirik
postoperatif 1. giin grafisi Resim3. Sag femur intertrokanterik kirik postoperatif 4. ay grafisi

Tartisma ve Sonug¢

Bu c¢alismamizda femur pertrokanterik
kirigr olan ve proksimal femoral Kilitli
kompresyon plagi ile tedavi ettigimiz 48
hastanin  erken  donem  sonuglarini
inceledik. Intertrokanterik kalga
kiriklarinda kadm-erkek oraninin degisik
diizeylerde olmak ile birlikte kadin

predominansinin korundugu
gozlenmektedir(6,7,8). Bizim
calismamizda  hastalarin  kadin-erkek
dagilimi  litaretiirden  farkli  olarak

erkeklerde %48 kadinlarda %42 olarak
belirlenmistir. Bu farkin sebebinin; hasta
yas ortalamasinin literatiire gore daha
diisik olmasi ve hastalarimiz arasinda
yiiksekten diisme ve trafik kazasina bagh
ameliyat edilen erkek hastalarin sayisinin

fazla olmasina baglh
diistinmekteyiz.

Ganz ve ark. 1376 olguluk
serilerinde hastalarin %70’inde ev kazasi,
%]10’ununda trafik kazasi, %9’unda is
kazas1 ya da spor yaralanmasi, %]11’inin
ise nedeninin belirlenemedigini
bildirmislerdir (9). Bizim ¢alismamizda 48
hastanin kirik olus nedenleri; 9 olguda
yiiksekten diisme, 7 olguda trafik kazasi,
32 olguda evde diisme sonucu oldugu
belirlenmistir.

Clawson ve Melcher, femur {ist ug
kiriklarinin nedeni olarak ilk sirayr basit
diismelerin, ikinci siray1 trafik kazalarinin
aldigin belirtmislerdir (10).

oldugunu
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Kalga kg olan hastalarda
ameliyat sonrast Oliim oranlan ile ilgili
birgok farkli sonug bildirilmistir. Yapilan
caligmalarda gorildigii lizere en sik
mortalite ilk 3 ay igerisinde olmaktadir
(11). Kalga kirig1 bulunan 406 hastalik bir
caligmada Kenzora yillik mortalite oranini
%14 olarak vermistir (12). 1966’da
Horowitz ve arkadaslar1 mortalite oraninin
konservatif tedavi ile %34,6 cerrahi tedavi
ile %17,5 oldugunu bildirmislerdir. Ege ve
arkadaslarinin  yaptiklar1 bir ¢alismada
konservatif tedavi ile %34 olan mortalite
oraninin cerrahi tedavi ile %14’e indigi
belirtilmistir. Bizim calismamizda
takiplerimiz boyunca sadece 1 hasta genel
durum bozuklugu ve kardiyak problemlere
bagh kaybedilmistir. Oliim oranimizin
diisiikk olmasin1 ¢aligmamizdaki hasta yas
ortalamasmin literatlirdeki hasta yas
ortalamasindan daha gen¢ olmasina
bagladik.

Trokanterik bolge kiriklar
kaynamamast %]1-2 oranindadir (6,7,13).
Bizim c¢alismamizda kaynamama orani
%11 olarak belirlenmistir. Bu hastalarin
2’sinde gelisen enfeksiyon nedeni ile
kaynamama gelismis olup, diger iki olguda
ileri derecede varus malpozisyonu, bir
olguda ise kirik posteromedial
bolgesindeki kemik defekti nedeni ile
kaynamama ile karsilasildi.

Azboy ve arkdaslarinin yaptigi
caligmada  proksimal femoral kilithi
kompresyon plagr ile tedavi edilen
hastalarin ortalama kaynama siiresi 17
hafta, agili plakla tedavi edilen hastalarin
ortalama kaynama siiresi 18 hafta olarak
bulunmustur (13).

Bizim c¢alismamiza dahil edilen
hastalarimizin ortalama kaynama siiresi
17,6 hafta olarak olup, literatiirle uyumlu
olarak  bulunmustur. Calismamizda 5
hastada kaynamama ve 2 hastamizda
kisalik tespit edildi. Varus gelisen 5
hastanin grafilerinde proksimal vidalarin
migre oldugu goriildi. Bu hastalarin
postoperatif grafileri incelendiginde, 2
hastada  kirigr  intraoperatif  stabil
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rediiksiyonun tam olarak gerceklesmedigi
saptandi. Diger 3 hastada ise takiplerinde
cekilen grafilerinde proksimal 6,5 mm lik
kilitli ~ vidalarin ~ plagin  tespitinde
kilitlenmenin yetersiz olarak yapilmasi
nedeniyle migre oldugu diisiiniildii.

Calismamizda minimal invaziv plak
osteosentezi (MIPO) yaptigimiz 6 hastanin
hi¢cbirinde kaynamama veya bagka bir
komplikasyon gériilmedi. MIPO yapilan 6
hastadaki ortalama kaynama siiresi 15,4
hafta ve bu hastalardaki ortalama kanama
miktar1 ortalama 173,4 cc olarak belirlendi.
MIPO yapilan hastalarrmizdaki kanama
miktari litaratiirden daha diisiik bulundu.
Calismamizda 5 hastada varus
malpozisyonu goriiliirken (%11), hicbir
hastamizda vida siyrilmasi veya cut out
goriilmedi.

Hicbir hastamizda implant kirig
goriilmedi. 48 hastanin 5 ‘inde kaynamama
ve 2 si yiizeyel, 1 ‘i derin olmak {izere
toplam 3 hastamizda enfeksiyon goriildii.
Literatiirde tekrar operasyon oranlari
incelendiginde IMHS (intramediiller hip
screw) yapilan hastalarda %3, kayici vida
plak uygulamalarinda %6, PFN’de ise %4 -
12 oraninda oldugu bildirilmigtir (14).
Bizim c¢alismamizda reoperasyon orani
%11 olarak belirlenmistir.

Saarenpaa ve arkadaslarinin yaptigi
bir ¢alismada intramediiller implant (Gama
nail, PFN, PFNA) uygulanan hastalarda
%8,2  oraninda  reoperasyon  orani
bildirilmistir ~ (15). Yine uzun ve
arkadaslarinin intramediiller implantlara
yaptig1 calismada non union orant %5.7,
sekonder varus malpozisyonu orant %25.7
ve reoperasyon orani %14.7 olarak
belirtilmistir (16). Bizim c¢alismamizda
reoperason orani %11 olarak belirlenmistir.
Sonug¢ olarak; pertrokanterik  femur
kiriklarinin  tedavisinde 1iyi bir kirik
rediiksiyonu sonrast kaliteli bir
fiksasyonun sart oldugu,bu calismada
kullanilan  proksimal  femoral kilitli
kompresyon plagmin MIPO uygulamasina
olanak vermesi Ozelligi ile hastalarin
postoperatif morbiditelerinin daha diisiik
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Goz kapagi ve konjoktiva tiimorlerinde histopatolojik sonuclarimiz

Our histological results of the eyelids and conjunctiva tumour
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OZET
Giris ve Amac¢ Go6z kapagi ve konjoktivadan yapilan kitle eksizyonlarinin histopatolojik sonug¢larini gbzden
gecirmeyi amagladik.
Yontem ve Gerecler: Ocak 2012- Ocak 2015 arasi géz kapagi ve konjoktivadan kitle eksizyonu yapilan 81
hastanin yasi,cinsiyeti, kitle eksizyon yeri, histopatolojik sonuglar1 gézden gegirildi.
Bulgular: Otuzyedisi (% 46) erkek, 44’1 (% 54 ) kadin olan 81 hastanin ortalama yas1 46,3 + 18,9 (3-84) idi. 16
hastadan konjoktival doku eksizyonu, 65 hastadan goz kapag kitle eksizyonu yapilmistt. Goz kapagi timori
olan olgularin 11 inde squamoz papillom, 22 hastada intradermal nevus, 2 hastada seboroik keratoz, 2 hastada
epidermal inkiiliizyon kisti, 6 olguda inflamatuar lezyon, kapiller hemanjiom 1 olguda, ksentelezma 2 olguda,
dermoid kist 3 olguda, verruca vulgaris 2 olguda, 4 olguda sebase kist, 1 hastada bening ekrin tumor, 1 olguda
keratoakantoma, 1 hastada pilomatrixoma goriildii. Koti huylu olan tiimorlerde 5 olguda bazal hiicreli
karsinoma, 1 hastada bazosquaméz, 1 hastada sebase bez karsinom goriildii. Konjoktiva dokularinda 4 pterjium,
6 hastada konjoktival melanositik lezyon, 6 hastada ise pyojenik granuloma goriildii.
Tartisma ve Sonug:. Kitlelerin histopatolojik tan1 dagilimimi 1k, yas, cinsiyet, yasanilan yer, giines 1s181
maruziyeti ve klinik aragtirmanin yapildigi hastanenin kapak ve konjuktival kiitle lezyonlar i¢in referans bir
merkez olmasi etkili olabilir.
Anahtar Kelimeler: Timor, goz kapagi, konjoktiva.

ABSTRACT
Introduction: To review the histopathologic outcomes of our tumour excisions from eyelid and conjunctiva.
Methods: Forty-six hematological malignancy patients under induction and consolidation chemotherapy that
expected We retrospectively studied the age, gender, tumour excision localization, and histopathologic outcomes
of 81 patients who had undergone eyelid or conjunctiva tumour excision surgery between January 2012 and
January 2015.
Results Our study analyzed data of 81 patients, 37 (%46) of whom were male and 44 (%54) of whom were
female. The mean age was 46,3 = 18,9 (3-84 ) years. Sixteen patients had undergone conjunctiva tumour
excision, 65 patients undergone eyelid tumour excision. From the cases who had eyelid tumour, 11 had
squamous papilloma, 22 had intradermal nevus, 2 had seborrheic keratosis, 2 had epidermal inclusion cycst, 6
had inflammatory lesion, 1 had capillary hemangioma, 2 had xanthelasma, 3 had dermoid cycst, 2 had verruca
vulgaris, 4 had sebaceous cycst, 1 had benign ecrine tumour, 1 had keratoacanthoma, 1 had pilomatrixoma. From
the malignant tumours, 5 cases had basal cell carcinoma, 1 case had basosquamous cell carcinoma, 1 case had
sebaceous glang carcinoma. From the conjunctiva tissues 4 pterygium, 6 conjunctival melanocytic lesion, and 6
pyogenic granuloma were observed.
Discussion and Conclusion The histopathologic diagnosis of eyelid and conjunctiva tumours might be affected
by race, age, gender, residence, sunlight exposure, and the clinical research hospital’s being a reference center.
Key words: Tumour, eyelid, conjunctiva.
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Giris

Goz kapagi ve konjoktiva ultraviyole 1sinlar
gibi dis etkenlere sik maruz kalan dokulardir
ve bu bdlgeye ait benign ve malign Kitleler
oftalmoloji pratiginde sik goriliir (1-2). Gerek
tedavi gerekse tedavi maciyla eksize edilen
dokulardan ameliyat 6ncesi diisiiniilen tanidan
farkli histopatolojik sonuglar ¢ikmaktadir,
ozellikler iyi huylu olarak diisiiniilen
dokulardan malignite ¢ikabilmektedir (3).

Biz calismamizda hastanemizde total
olarak eksize ettigimiz konjoktival ve goz
kapagi kitlelerinin histopatolojik sonuglarini
inceledik.

Materyal ve Metod:

Calismamiza Ocak 2012- Ocak 2015 yillar
arasinda  Bursa  Yiiksek Ihtisas  Egitim
Arastirma Hastanesinde goz kapagin dan veya
konjoktivadan kitle eksizyonu yapilan ve
histopatolojik incelemesi yapilmis 81 hasta
dahil edildi.

Hastalarin yasi, cinsiyeti, eksizyonun
yapildigi yer ve histopatolojik tanilar1 kayit
edildi. 16 yas alt1 hastalarda géz kapagi veya
konjoktivadaki eksizyonlar genel anestezi ile
yapilirken diger hastalarda lokal anestezi ile
total eksizyonlar tamamlandi.

Goz kapagindaki lezyonlar igin cerrahi
saha temizleme sonrasi total eksizyon ve
gerekirse defektin 6.0 prolen veya vicryl ile
primer  kapatma  teknigi  uygulanirken,
konjoktival eksizyonlarda ayni islemler sonrasi
defekt 8.0 vicryl veya 10.0 nylon sutur ile
kapatildi. Eksizyonlar 2 mm’lik normal doku
ile birlikte giivenli cerrahi sinir ile tamamlandi.
Cikarilan dokular histopatolojiye gonderildi ve
gerekiyorsa siitiir ile kenar hatlarina isaret
konuldu. Hastalar 1 giin, 10. giin ve 1. ay
goriildii.

Bulgular:

Calismamiza 81 hasta dahil edildi.
Otuzyedisi (% 46) erkek, 44’i (% 54)
kadin olan hastalarin ortalama yas1 46,3 +
18,9 (3-84) idi. Hastalarin 65’ inin (%80)
g6z kapagindan, 16’smin (%20)

konjoktivasindan eksizyon yapildi. Goz
kapaginda yapilan eksizyonlarda 7 hastada
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malign  patoloji  saptanirken  (%8),

konjoktival  eksizyonlardan  malignite
diistindiirecek  histopatolojik ~ sonuca
rastlanmadi.

GOz kapagmin en sik goriilen
benign tiimori 22 hastada (% 33 ) goriilen
intradermal nevustu. Bunu 11 hasta ile
yassi hiicreli papillom (%16 ), 6 hastada
inflamatuar lezyon (%9) , 4 hastada sebase
Kist (%6) , 3 hastada dermoid kist (% 4) ,
2 hastada seboroik keratoz (%3), 2 hastada
epidermal inkiiliizyon kisti (%3) , 2
hastada ksentelezma (%3), 2 hastada
verruca vulgaris (% 3), 1 hastada kapiller
hemanjiom (%1), 1 hastada bening ekrin
tumor (%1), 1 hastada keratoakantoma
(%1), 1 hastada goriilen pilomatrixoma
(%1) takip etti.

Kot huylu tiimorlerde ise en sik
bazal hiicreli karsinoma (BHK) goriildi( 5
hasta- % 7). Bunu 1 hasta ile ( % 1) sebase
bez karsinom, 1 hasta ile de bazosquaméz
hiicreli karsinom (%]1) takip etti. Iyi ve
koti  huylu tiimdrlerin g6z  kapagi
yerlesimini inceleyecek olursak kotii huylu
tiimorlerin 5 tanesi ( %71) alt kapakta iken
, 2 tanesi (%29) iist kapaktaydi. Iyi huylu
timorlerin 31 tanesi (% 53) list kapakta
iken, 27 tanesi alt kapaktaydi (% 47).
Kétii huylu tiimdrlerde ortalama yas 59,7
+ 14.6 iken, iyi huylu tiimorlerde ortalama
yas 48.5+18.7 olarak gorildi. Eksize
edilen konjonktiva dokularindaki
histopatolojik tan1 4 (%25) hastada
pterjium, 6 (% 37,5 ) hastada konjoktival
melanositik lezyon, 6 (% 37,5) hastada ise
pyojenik granuloma seklindeydi.

Tartisma:

Iyi ve kétii huylu kapak tiimérlerinin toplumlar
arasindaki oranlar1 farklilik gostermektedir.
Isvigre’de eksize edilen kapak tiimorlerinin %
84 iyi huylu iken, Cin popiilasyonunda bu oran
%84.20larak bulunmustur (2-4). Yunanistan’da
Kafkas  popiilasyonu {izerinde yapilan
calismada ise iyi huylu timorler % 59 olarak
izlenmigtir (5). Biz kendi ¢aligmamizda % 90
oraninda kapak ttimorlerini iyi huylu olarak
saptadik. Bircok calismada maling tiimdrlerin
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daha ge¢ yasta oldugu saptanmustir, bizim
bulgularimizda bu bilgi ile uyumludur (2,4-5).

Calismamizda en sik goriilen iyi huylu
kapak timorii % 33 orami ile intradermal
nevustu. Ulkemizde yapilan diger ¢calismalarda
Erdogan ve ark % 23,4, Kurt ve ark. % 19,4
oraninda intradermal nevus saptamuistir. Bu
caligmalarda en fazla goriilen iyi huylu kapak
timori squamdz papilloma goriiliirken bizim
calismamizda squaméz papillom ikinci en sik
goriilen kapak tiimériidiir (6-7). Asproudis ve
arkadaglarin yaptig1 calismada en sik goriilen
iyi huylu kapak timéri % 20 oran ile
kistlerken bizdeki oran % 6 seviyesindeydi (5).
Epidermal inkiiliizyon kistleri, keratoakantom,
lipid metabolizmas1 ile beraber goriilen
ksantelezma, Kkapiller hemanjioma bizim
calismamizda tlilkemizdeki ¢aligmalara nazaran
daha disik bulunmustur (7). Bu farklilik
tiimor icin referans hastanesi olmamamizdan
kaynaklanabilir.

Iyi huylu kapak tiimérlerinin dagilimi
tilkeye ve basvuru merkezlerine gore ¢ok
degismektedir. Burada iilkeler ve tilkedeki
bolgelerin glines alma miktarlar1, irk, yas ve
bagvuru merkezlerinin okuler tiimorler igin
referans klinik olmasi 6nemlidir. Ko6tii huylu
kapak tiimorlerinden en sik olarak BHK (%71)
goriilmiistiir.  Yunanistan’da oran % 86 iken,
Isvicre’de oran % 84 seviyesindedir.(2-5). Liu
ve arkadaglarinin  Hongkong’ta  yaptigi
calismada bazal hiicreli karsinom orani % 43
bulunmustur, Dai ve ark. Yaptig1 ¢alismada bu
oran % 37 seviyesinde goriilmiistiir. Oranlarin
Kafkas popiilasyonundan daha diisiik olmasi
giines, cilt ve kapak yapisina baglanmistir (8-
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9). Calismamizda bir hastada (% 14) sebase
bez karsinomu , bir hastada ise bazosquamdz
hiicreli karsinom (%14) goriilmistiir. Liu ve
arkadaslarinin yaptig1 calismada ise squamoz
hiicreli karsinom %18 ile ikinci en sik kotii
huylu tiimor olarak goriilmiistir. Xu ve
arkadaslarinin yaptigi calismada ise ikinci en
sik malign tumor % 39 oraninda sebase gland
karsinomudur (SGK). Shito ve arkadaslarinin
Hindistan’da yaptigi ¢alismada S.G.K % 33
oraninda gortilmektedir. (10). Goriildiigii gibi
doguya gittikce SGK artmaktadir bu da kapak
yapist ile iligkili olabilir.

Navai ve arkadaslarinin 613
konjoktival lezyon lizerinde yaptig1 ¢alismada
516’s1 ( % 81.8) bening en sik goriilen lezyon
357( %56.6) ile pterjium idi. ikinci siklikla 79
(%12.5) adet ile melanositik lezyonlar
gorilmistir (11). Bizim ¢alismamizda en sik
konjoktival lezyonlar melanositik lezyon ve
pyojenik granuloma olup muhtemel sebebi
eksize edilen birgok pterjium dokusunda
histopatolojik incelemeye ihtiyag
duyulmamasrydi.

GOz kapagi ve konjuktival Kkitleler
giinliik klinik uygulamada sik karsilastigimiz
lezyonlardir. Kitlelerin histopatolojik  tan
dagiliminm1 1k, yas, cinsiyet, yasanilan yer,
giines 15181 maruziyeti ve klinik arastirmanin
yapildigi hastanenin kapak ve konjonktival
kitle lezyonlar i¢in referans bir merkez olmasi
etkili olabilir.
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The assessment of clinical approaches and properties of benign hindfoot
tumors

Arka ayak benign kemik tiimorlerinin ozellikleri ve klinik yaklasimlarin
degerlendirilmesi

Ismail Burak Atalay, Volkan Kaya, Sefik Murat Arikan, Emre Ozanlagan
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OZET

Amag: Bu c¢aligmada klinigimizde cerrahi tedavi uygulanan arka ayak yerlesimli benign kemik tiimorli 24
hastanin retrospektif analizinin incelenmesi amag¢lanmistir.
Yontemler: Hastalarin 18’1 erkek, 6°s1 kadin idi. Tiimorlerin 16°s1 kalkaneus, 8’1 talusta idi. Hastalarin hepsine
acik biyopsi yapildi ve sonucuna gore cerrahi tedavi planlandi.
Bulgular: Higbir hastada ameliyat i¢ci komplikasyon olmadi. En sik karsilasilan tiim6r osteokondrom idi.
Postoperatif takiplerde 3 hastada enfeksiyon saptandi. Hicbir hastada niiks saptanmadi.
Sonug¢: Arka ayak yerlesimli tiimor olgularinda en sik bagvuru sikayeti agri olup tani i¢in tiimoral lezyonlar
mutlaka akla getirilmeli ve tedaviye yanitsiz her hasta ileri goriintiileme tetkikleri ile degerlendirilmelidir.
Ozellikle talus tiimdrleri anatomik yapis1 geredi ve teshiste ileri radyolojik tetkikler gerektirmesi nedeniyle sik¢a
gozden kagabilmektedir. Gorlintiileme yontemleri sonrasinda, kesin tani i¢in mutlaka biyopsi uygulanmalidir.
Anahtar Kelimeler: Benign, arka ayak tiimorii, tedavi

ABSTRACT
Objective: In this study we retrospectively aimed to analyze the 24 patients with the diagnosis of benign
hindfoot tumor who were surgically treated.
Methods: Eighteen of the patients were male, and six were female. Sixteen of the tumors were in calcaneus and
eight were in talus. Open biopsy was performed for all the patients and the surgical planning was decided
according to histopathologic results.
Results: The most common tumor was osteochondroma. Local infection was encountered in three of the
patients. No intraoperative complication was recorded. No recurrence was detected in any patients.
Conclusions: The most common complaint of patients with hindfoot tumors was pain and a possible bone tumor
should be kept in mind and radiological interventions should be ordered for the diagnosis of the patients
unresponsive to treatment. Because of its unique anatomic structure and the requirement for detailed imaging
studies, talus located bone tumors can easily be skipped. Finally, biopsy should be performed to confirm the
diagnosis following radiologic interventions.
Keywords: Benign, hindfoot tumor, treatment

Giris yerlestigi bolge diz gevresidir. Radyografi, ilk

ve temel yontem olup bilgisayarli tomografik
Benign kemik timorleri malign  kemik inceleme ve manyetik rezonans goriintiileme
tiimorlerine gore daha sik goriliir ve tami de tan1 ve evrelendirmede siklikla kullanilir.
yaklasimi agisindan Ozellesmis bilgi birikimi Tani ve evrelemede en son asama biyopsidir
ve deneyim gerektirmesi nedeniyle ayr bir (2). Bitiin kemik timdrlerinin i¢inde ise ayak
ozellik tasir (1). Timérli  bir hasta tiimorleri %3 oraninda yer tutar (3). Arka ayak
degerlendirmesinde ilk uygulanacak adim kemikleri olarak bilinen kalkaneus ve talusta
ayrintili anamnez almak ve bu anamnezde yas, ise kalkaneus ayak timorleri arasinda
cinsiyet, semptomlarin tiirii ve siiresi, kitlenin metatarslardan sonra 2. siklikla kemik tiimorii
lokalizasyonu ve ©Oncesinde herhangi bir gortilen yer olmaktadir. Talus ise timdre az
travma olup olmadigimi dikkatlice rastlanilan bir bélgedir (4).

sorgulamaktir. Kemik tiimorlerinde en sik ilk
bagvuru sikayeti agr1 olup tiimorlerin en fazla
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Materyal — Metod:

Bu calismada olarak 2003 — 2013 wyillan
arasinda Ankara Onkoloji Hastanesinde takip
ve tedavi edilmis kalkaneus ve talus kaynakl
benign tiimori olan toplam 24 hasta klinik
Ozellikleri  yoniinden  degerlendirilmistir.
Degerlendirmeye alinan 24 hastanin 8’inde
talus, 16’sinda kalkaneus yerlesimli lezyon
bulunmaktadir. Kalkaneus yerlesimli benign
timori olan 16 hastanin ortalama tani alma
yasi 25 ( 4-71 yas), talus yerlesimli benign
tiimorii olan 8 hastanin ortalama tan1 alma yas1
27 dir (7-42 yas). Hastalarin ortalama takip
stiresi 71.3 aydir. (24-120 ay)

Hastalarimizin hepsine fizik muayene,
iki yonli  konvansiyonel  radyografi,
bilgisayarli tomografi ve/veya manyetik
rezonans gorintileme, tim viicut kemik
sintigrafisi ve bazi olgularda akciger direkt
grafisi yapildi. Hastalar 1,5 aylik araliklarla
kontrole ¢agrildi. Kontroller, direkt grafi ve
gerekli vakalarda manyetik rezonans goriin-
tilemesi ile yapildi. Hastalar basvuru
sikayetleri, timor lokalizasyonlari, tedavi
yaklagimlar1 agisindan degerlendirildi.

Bulgular

Takip ve tedavi edilen 24 arka ayak benign
kemik timorli olgunun 18’1 erkek ve 6’s1
kadin olup tedavi sirasinda en geng hastamiz 4,
en yasli hastamiz 68 ve ortalama yas 26 idi.
Hastalarin en kisa takip siiresi 24 ay olup
ortalama takip siiresi 71.3 aydir. Hig bir benign
lezyonda takip siirecinde ve son muayenesinde
niiks goriilmemistir.

Hastalarin en ¢ok hastaneye bagvuru
sikayetleri agri olmaktadir (Tablo 1). Sislik
nedenli bagvuru ikinci siklikla goziikkmektedir.
Basit kemik kisti tanil1 1 hasta patolojik kirikla
basvurmustur.

Talus  yerlesimli  lezyonu olan
hastalarin tamam 6ncesinde farkli merkezlerde
farkli tanilarla degerlendirilmis olup, 5 tanesi
ayak bilegi burkulmasi nedeniyle diger 3 tanesi
de yumusak doku travmasi veya romatolojik
hastalik yoniinden tedavi gérmiistiir.

Tablo 1:Hastalarin bagvuru sikayetleri
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Kalkaneus Talus
Hasta Sayist 16 8
Agn 14 (%90) 8 (%100)
Sislik 8 (%50) 3 (%40)
Patolojik Kirik 1 (%6.,25) 0 (%0)

Talusta en sik karsilagilan benign
lezyon 3 hastayla osteokondrom olmustur
(Resim 1 ve 2). Kalkaneal tiimorlerde ise
intraossedz lipom ve osteokondrom en sik
goriilen benign tiimorler olmustur (Resim 3-4).

Resim 1: Talusta Osteokondrom

Hem kalkaneal hem talus yerlesimli benign
lezyonlarin tedavisi igin ¢esitli yOntemler
uygulanmustir. Talus osteokondromlarina total
eksizyon, dev hiicreli tiimor ve kondroblastom
tanili hastalara ise kiiretaj ve greftleme
uygulanmistir. Pigmente villonodiiler sinovitli
bir hastaya sinoviektomiyi takiben kiiretaj ve
sementleme yapilmigtir. Kalkaneus yerlesimli
osteokondromlara  total eksizyon, diger
kalkaneus benign tiimorlerine ise kiiretaj ve
greftleme uygulanmustir (Tablo 2 ve Tablo 3).
Talus tiimorlerinin takiplerinde dev hiicreli
tiimor tanisiyla tedavisi yapilan 1 hastaya yara
yeri enfeksiyonu nedeniyle antibiyotik tedavisi
baslanmisg ve sonrasinda debritman
uygulanmistir (Resim 5). Cerrahi tedavi edilen
16 kalkaneus tiimorlii hastanin takiplerinde 2
hastada lokal enfeksiyon goriilmiis, bu
hastalarin 1 tanesine yara yeri debritmani
uygulanmustir. Higbir =~ hastada  niikse
rastlanilmamustir.
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Resim 4: Tl agihkh sekansda kalkaneus anteriorunda intramediiller hiperintens alan, kalkaneusta
intraosseoz lipom

Tablo: 2. Benign Talus Lezyonlari

Tani Smiflama Yas/ Cinsivet Tedavi

1 Osteokondrom Latent 11K TE

2 Osteokondrom Latent 1E TE

3 Osteokondrom Latent 37K TE

4 Intraosseéz Lipom Latent 42/E K+G

5 PVNS Aktif 31E TS+K+S
6 Dev Hiicreli Tm. Agresif 23/E K+G

7 Dev Hiicreli Tm. Agresif 21E K+G

8 Kondroblastom Agresif 17E K+G

PVNS: Pigmente Villonodiiler Sinovit; TS: Total Sinoviektomi; Tm: Tiimér
E: Erkek: K: Kadm; TE: Total Eksizyon; K+G: Kiiretaj+Greftleme; S: Sementoplasti
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Tablo: 3. Benign Kalkaneus Lezyonlari
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Numara Tani Siniflama Yag/ Cinsiyet Tedavi
1 Osteokondrom Latent 4/K TE
2 Osteokondrom Latent 49/E TE

3 Osteokondrom Latent 37/K TE
4 Osteokondrom Latent 17/€ TE
5 intraossedz Lipom Latent 71/€ K+G
6 intraossedz Lipom Latent 42/E K+G
7 intraossedz Ganglion Latent 48/K K+G
8 intraossedz Lipom Latent 32/E K+G
9 intraossedz Lipom Latent 28/E K+G
10 Basit Kemik Kisti Aktif 15/K K+G
11 Basit Kemik Kisti Aktif 16/E K+G
12 Basit Kemik Kisti Aktif 16/E K+G
13 Enkondrom Aktif 59/K K+G
14 Enkondrom Aktif 68/E K+G
15 Anevrizmal Kemik Kisti Agresif 10/E K+G
16 Kondroblastom Agresif 14/E K+G

E: Erkek; K: Kadin; TE: Total Eksizyon; K+G: Kuretaj+Greftleme

Resim 5. T1 agirlikli sekansda talus posteriorunda intramediiller hipointens alan, talusta dev hiicreli tiimor

Tartisma

Tim tiimorler i¢inde kemik tliimdrleri %0.2
oraninda goriilmekte, ayak tiimorleri ise tim
kemik tiimérlerinin %3 linii olusturmaktadir.
Ayak kemik tiimorleri nadir goriilmekle
birlikte isgiicli kaybi, tam1 ve tedavideki olasi
yaklagim problemleri agisindan 6nemlidir.

Arka ayak kemik tliimorleri cok az
goriilen ve tizerine ¢ok sinirli sayida ¢aligma
yapilmis tiimérlerdir. Ayn1 zamanda ge¢ ve
yanlig tan1 konmasi ¢ok siklikla bildirilmistir.
Bunun sebebi az goriilmesi ve ¢ogu hekimin
cok bilmedigi bir tiimdr grubu olmasindan
kaynaklidir (5,6) .

Kemik tiimorli bir
degerlendirmesinde  ilk  adim

hastanin
ayrintill
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anamnezdir. Yas, cinsiyet, semptomlarin
siiresi, kitle lokalizasyonu degerlendirilmelidir.
Agr1 en siklikla rastlanilan semptomdur.
Benign tiimorler mekanik olarak bastya veya
patolojik kiriga neden olmadik¢a genellikle
agrisizdir (7,8).

Tlimoriin mekanik etkisi sonucu eklem
hareketlerinde kisitlanma gozlenebilir. Timor
direkt  olarak ayak  bilek  eklemini
etkileyebildigi gibi, reaktif sinovit sonrasi
eklem hareketlerinde kisitlanma ve agriya da
yol acabilir (9).

Kalkaneal tiimdrlii hastalar genellikle
topuk agrisi, talar tiimorlii hastalarda genellikle
ayak Dbilegi agnis1 sikayetiyle kliniklere
bagvururlar. Agr1 genel olarak siirekli olmakla
birlikte bazen de agriya sislik eslik etmektedir.
Bu sebeple bu sekilde gelen hastalarda ayak
bilegi veya topukta yumusak doku travmasi
diigtiniilerek  yanlis tan1  konulabilmektedir
(10,11).

Kemik tiimorlerinin  degerlendirilme-
sinde laboratuvar testleri genellikle yetersizdir.
Radyoloji, klinik muayenenin tamamlayicisidir
ve cogu kez klinik muayeneden elde edilen
bilgilerden daha fazlasini verir. Radyolojik
muayenenin amaci, timorii taklit edebilecek
diger patolojilerin ayirt edilmesi, timdriin
dogas1 ve yayiliminin belirlenmesi, biyopsi
icin uygun dokunun saptanmasi ve tedavinin
takibidir (8,11).

Kemik tiimorlerinin degerlendirilmesi
rontgen ile baglar. Kemik tiimorlii hastaya
yaklasimda bir sonraki adimin ne olacagina
radyografiden elde edilen bilgilere gore karar
verilir. Cogu benign kemik tiimorii ve timor
benzeri lezyonun tanisi radyografi ile
konulabilir ve ek radyolojik incelemeye veya
biyopsiye gerek kalmaz (8,12,13). Manyetik
rezonans gorintiileme kemik tiimorlerinin
yayllimimin belirlenmesinde en degerli yontem
kabul edilir. Timoérin komsu kas gruplart,
norovaskuler yapilar ve ekleme invazyon yapip
yapmadigi manyetik rezonans inceleme ile
saptanabilir ~ (14,15).  Sintigrafi ~ kemik
lezyonlarmi spesifik olmayan sekilde gosterir.
Klinik olarak 6nemi cerrahi operasyon sinirini
belirleme ve evrelemedir. Kemik
metastazlarin1 gostermede direkt grafilere gore
duyarlilig1 daha yiiksek olup daha ekonomiktir.
Normal bir sintigrafi sonucu bir lezyonun
biiyiikk olasilikla benign oldugunu gosterir,
fakat anormal bir sintigrafi sonucu malign
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benign aymrmi yapamaz (8,15,16). Biyopsi
degerlendirme ve evrelendirme siirecinde en
son asamadir. Biyopsi tiim malign tiimdrlerin
ve ¢ogu Dbenign lezyonlarin tedavisinde
gerekebilir. Biyopsi olmaksizin radyolojik tant
basit kemik kisti, osteokondrom, fibroz
kortikal defekt gibi gesitli benign lezyonlar i¢in
giivenle konabilir. USG esliginde igne
biyopsisi agik biyopsiye gore daha az invaziv
bir yontemdir ancak yapilamadigi durumlarda
BT esliginde veya agik biyopsi yapilmalidir
(15,17). Eksizyonel biyopsi genelde yumusak
doku tiimorlerinde tercih edilir, biiyiik ve
malignite stiphesi olan tiimorlerde
yapilmamalidir. Insizyonel biyopsi tiim kemik
ve yumusak doku kitlelerine uygulanabilir
(18).

Sonug olarak arka ayak kemik tiimorlii
olguya sistematik bir yaklasim gerekmektedir.
Benign tiimorler mekanik olarak basiya ya da
patolojik kiriga neden olmadik¢a genellikle
agrisiz olmalarina ragmen yine de en sik
bagvuru sikayetinin agr1 oldugu gozden
kacirilmamalidir. En sik karsilasilan fizik
muayene bulgusu palpabl bir kitle varligidir.
Kalkaneus talusa gore daha sik etkilenir. Talus
lezyonlar1 kalkaneustakilere oranla kemigin
lokalizasyonu ve direk grafilerle goriiniirliigii
acisindan daha zor tami alir ve daha kolay
atlanabilir. Arka ayak kemik tlimorlerinin
tanisinin konulabilmesi i¢in tiimoral lezyonlar
mutlaka akla getirilmeli ve tedaviye yanitsiz
her hasta ileri goriintilleme tetkikleri ile
degerlendirilmeli, sonrasinda uygun biyopsi
yontemleri ile tanisal yaklasim
sonlandirilmalidir.

Cikar Catismasi: Yok
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Factors Affecting Survival After Mastectomy in Invasive Lobiilar
Carcinoma of the Breast

Invaziv Lobiiler Meme Kanserinde Mastektomi Sonrasi Sagkalimi
Etkileyen Faktorler
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OZET
Giris ve Amag: Invaziv lobiiler karsinoma meme kanserinin ikinci en sik goriilen histolojik tipi olmasina
ragmen, klinikopatolojik ozelliklerinin prognostik onemi halen tartigmalidir. Bu calismanin amaci invaziv
lobiiler meme karsinomali hastalarda mastektomi sonrasi hastaliksiz sagkalimi etkileyen faktorleri
tanimlamaktir.
Yontem ve Geregler: 2006-2011 yillar1 arasinda modifiye radikal mastektomi ile tedavi edilen invaziv lobiiler
karsinomal1 68 hastanin kayitlar1 geriye doniik olarak degerlendirildi. Yas, menopoz durumu, patolojik timor
boyutu, patolojik lenf nodu durumu, grade, patolojik evre, lenfovaskiiler invazyon, Ostrojen reseptori,
progesteron reseptorii ve human epidermal growth faktor reseptor-2 durumunun hastaliksiz sagkalim iizerindeki
etkisi tek ve ¢ok degigkenli analizlerle incelendi.
Bulgular: Ortanca takip siiresi 49 ay (21-83 ay) idi. Bes yillik genel sagkalim %92, 5-yillik hastaliksiz sagkalim
ise %85 olarak bulundu. Bir hastada lokal niiks (%1,5), 9 hastada uzak metastaz (%13,2) gelistigi, 4 hastanin da
kaybedildigi (%5,9) belirlendi. Tek degiskenli analizde timér boyutu, lenf nodu durumu, evre, lenfovaskiiler
invazyon, Ostrojen reseptorii ve progesteron reseptorii durumunun hastaliksiz sagkalim iizerinde anlamli etkiye
sahip oldugu saptandi. Cok degiskenli analizde ise, bu faktorlerden tiimér boyutu (Hazard ratio [HR]= 6,4, %95
giiven araligl [GA]= 1,2-21,2, P=0,001) ve lenf nodu durumunun (HR=4,8, %95 GA= 1,1-154, P=0,01)
hastaliksiz sagkalim i¢in bagimsiz risk faktorleri oldugu belirlendi.
Tartisma ve Sonug¢: Timor capt 4 cm.den bilyiik ve aksiller lenf nodu pozitif olan invaziv lobiiler meme
kanserli hastalarda hastaliksiz sagkalim daha kotiidiir.
Anahtar Kelimeler: Meme kanseri, infiltratif lobiiler karsinoma, 6zel tip, mastektomi, prognostik faktorler.

ABSTRACT
Introduction: Although invasive lobular carcinoma is the second most common histotype of breast cancer, the
prognostic implications of its clinicopathologic characteristics remain controversial. The aim of this study was to
identify the factors affecting disease-free survival after mastectomy in patients with invasive lobular carcinoma.
Methods: The records of 68 patients with invasive lobular carcinoma treated with modified radical mastectomy
between 2006 and 2011 were retrospectively evaluated. The effects of age, menopausal status, pathological
tumor size, pathological lymph node status, histological grade, pathological stage, lymphovascular invasion,
estrogen receptor status, progesterone receptor status, and human epidermal growth factor receptor-2 status on
disease-free survival were examined by univariate and multivariate statistical analyses.
Results: The median follow-up time was 49 months (range 21 to 83). Five-year overall survival and disease-free
survival rates were 92% and 85%, respectively. One patient had local recurrence (1.5%) and distant metastasis
developed in 9 patients (13.2%). Four patients died during follow-up period (5.9%). In univariate analysis, tumor
size, lymph node status, stage, lymphovascular invasion, estrogen receptor status, and progesterone receptor
status had significant effect on disease-free survival. Of these, tumor size (hazard ratio [HR]= 6,4; 95%
confidence interval [Cl]= 1,2-21,2; P=0,001) and nodal status (HR= 4,8; 95% Cl= 1,1-15,4; P=0,01) were
determined as independent risk factors on disease-free survival in multivariate analysis.
Discussion and Conclusion: Disease-free survival in invasive lobular breast cancer patients who have tumor
size greater than 4 cm and positive axillary lymph node is worse.
Key words: Breast cancer, infiltrating lobular carcinoma, special type, mastectomy, prognostic factors.
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Giris

Memenin invaziv lobiiler karsinomasi (LK)
ilk kez 1941 yilinda Foot ve Stewart tarafindan
tanimlanmig (1), daha sonra 1970’ler ve
1980’1lerde alveoler, solid, pleomorfik, tasl
yliziik, histiyositoid ve apokrin olmak iizere
farkli alt tipleri bildirilmistir (2-4). Meme
kanserleri iginde invaziv duktal kanserden
(IDK) sonra en sik goriilen ikinci histolojik tip
ILK olup, tiim meme kanserlerinin %35-15’ini
olusturur  (5). ILK insidans1 ozellikle
postmenopozal kadinlarda olmak iizere giderek
artmaktadir ve bu durum kismen hormon
replasman tedavisiyle iliskilendirilmektedir
(6,7). ILK ayn bir kitleden ¢ok, meme
dokusunda  giiclilkle  belirlenebilen  bir
kalinlasma seklinde goriindigi igin klinik
muayene ve mamografi ile erken taninmasi
zorluk arz eder (8).

ILK, IDK ile kiyaslandiginda; tani amnda
yiksek  yas, bilylk timdér  boyutu,
multisentrisite,  multifokalite,  bilateralite,
hormon reseptdr pozitifligi, human epidermal
growth faktor reseptor 2 (HER2) negatifligi,
diisiikk hiicre proliferasyon orant ve diisiik
kemoterapi cevabi ile daha sik iliskilidir (9-
10). Tiim bunlara ragmen tedavi yontemleri
duktal kokenli meme kanserleriyle benzerdir.
ILK’nin prognozu halen tartismalidir. Bazi
yazarlar prognozunun IDK’den daha iyi (11),
bazilar1 ise daha kétii oldugunu belirtmektedir
(10). Kisa siireli takipler sonucunda IDK ile
esit veya biraz daha iyi prognozlu oldugu, uzun
donem  takipler = sonucunda ise  geg
rekiirrenslerin ve daha kotil prognoza egilimin
arttigi  bildirilmektedir  (8-10).  Prognozu
etkileyebilecek faktorler arasinda yas, timor
boyutu, aksiller lenf nodu durumu, Ostrojen
reseptér (ER) ve progesteron reseptdr (PR)
durumu, histolojik grad ve HER2 en fazla
irdelenen etkenlerdir.

Bu calismanin amaci, ILK tanist ile
mastektomi uygulanarak adjuvan tedavilerini
tamamlayan meme  kanserli  hastalarda
hastaliksiz  sagkalimi etkileyen klinik ve
patolojik faktorleri degerlendirmektir.

Gerec ve Yontem

Merkezimizde Haziran 2006 ile Aralik 2011
tarihleri arasinda cerrahi olarak tedavi edilen
1120 meme kanserli hastanin kayitlar1 geriye
doniik olarak degerlendirildi. Toplam 79
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hastanin ILK histolojik tipine sahip oldugu
goriildi. Bunlardan neoadjuvan tedavi
almamis, tan1 aninda uzak metastazi, bilateral
meme kanseri, baska primer kanseri olmayan
ve modifiye radikal mastektomi uygulanmis 68
hasta calismaya dahil edildi. Calisma igin
hastane egitim planlama kurulunun onay1
alindi.

Patolojik evreleme 2010 AJCC (American
Joint Committee on Cancer) kriterlerine gore
yapildi (12). Buna gore hastalarin pT1-3, pN1-
3, MO timor ozelliklerine sahip oldugu
saptand1. Cerrahi tedavi sonrasi endikasyon
dahilinde hastalara adjuvan olarak ortalama 50
Gy eksternal radyoterapi uygulandigi, agirlikli
olarak antrasiklin ve taksan iceren sistemik
tedavi protokollerinin verildigi, HER2+ kabul
edilen hastalarin da hedefe yonelik tedavi
aldig1 tespit edildi. Hormon reseptdrii pozitif
hastalarin menopoz durumlarina gore bes yil
veya daha uzun siireli tamoksifen ve/veya
aromataz inhibitorii aldig: belirlendi.

Patolojik incelemede hormon reseptorleri
belirlenirken,  parafin  bloklarda  tiimor
hiicrelerinde % I’den fazla
immiinohistokimyasal boyanma olmast
durumu reseptoér pozitif olarak kabul edildi.
Immiinohistokimyasal olarak skor 3+ veya
FISH/SISH+ hastalar ise HER2+ olarak kabul
edildi.

Klinikopatolojik faktdrlerden yas, menopoz,
patolojik tiimdér boyutu (pT), patolojik lenf
nodu (pN), histolojik grad, patolojik evre,
lenfovaskiiler invazyon (LVI), ER, PR ve
HER2  durumunun hastaliksiz =~ sagkalim
iizerindeki etkisi istatistiksel olarak
degerlendirildi. Tek ve c¢ok degiskenli analiz
icin Cox-oransal risk modeli kullanildi.
Hastaliksiz ve genel sagkalim oranlar1 Kaplan-
Meier yontemi ile hesaplandi, P<0,05 degeri
istatistiksel olarak anlamli kabul edildi.
Istatistik testleri “Statistical Package for the
Social Sciences, version 15.0 for Windows
(SPSS Inc., Chicago, IL, USA)” programiyla
yapildi.

Sonuglar

Cerrahi ile tedavi edilen toplam 1120 meme
kanserli hastanin %7’sinde ILK oldugu
saptandi. Tim hastalara preoperatif olarak
bilateral mamografi ¢ekildigi belirlendi. Kars
memesinde kuskulu goriintiileme bulgusu olan
dokuz hastaya biyopsi yapilarak malignitenin
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ckarte edildigi tespit edildi. Hastalarin klinik
ve patolojik 6zellikleri Tablo 1’de verilmistir.
Ortanca yas 48 (30-80 yas), ortanca takip
stiresi 49 ay (21-83 ay) idi. Bilateral meme
kanserli olgular ¢aligma dis1 birakildigindan
Ortanca timér boyutunun 2,5 ¢cm (0,5-6 cm),
53 hastada 4 cm ve altinda (%78), 15 hastada
ise 4 cm.den biiyiikk (%22) oldugu saptand:.
Aksilladan disseke edilen ortanca lenf nodu
sayisinin 24 (10-48), ortanca metastatik lenf
nodu sayisinin ise 4 (1-18) oldugu belirlendi.
On bes hastada (%22) multifokal veya
multisentrik timor oldugu tespit edildi.

Hastalarin  postoperatif =~ %52’sinin ~ RT,
%84’tiniin KT, % 12’sinin hedefe yonelik
tedavi, %72’sinin ise HT aldig1 saptandi. Takip
siiresinde bir hastada lokal niiks (%]1,5), bes
hastada izole kemik, bir hastada
kemik+akciger, bir hastada kemik+beyin, iki
hastada da izole akciger olmak {iizere toplam
dokuz hastada uzak metastaz (%13,2) gelistigi
saptandi. Dort hastanin takipler sirasinda
oldigi (%5,9) belirlendi. Bu hastalardan

Tablo-1: Hastalarin klinik ve patolojik 6zellikleri
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liclinlin hastaliga bagli uzak metastaz, birinin
ise hastalik dis1 nedenle 61diigii belirlendi. Bes-
yillik genel ve hastaliksiz sagkalim oranlar
sirasiyla %92 ve %85 olarak bulundu (Sekil-
1). Ortanca hastaliksiz sagkalim siiresi 45 ay
(8-78 ay) olarak saptandi.

Ty

% HASTALIKSIZ SAGKALIM

T T T T T T
o 20 40 &0 20 100

AYLAR

Sekil-1: Kaplan-Meier hastaliksiz sagkalim egrisi.

DEGISKEN n %

Yas <40 15 22
>40 53 78

Menopoz Pre 32 47
Post 36 53

pT(cm) T1(<2) 26 38
T2(2,1-5) 32 47

T3(>5) 10 15

pN pNO 33 48
pN1 12 18

pN2 10 15

pN3 13 19

Histopatolojik grad | 7 10
1 23 34

[11] 38 56

LVi Yok 45 66
Var 23 34

ER Pozitif 48 71
Negatif 20 29

PR Pozitif 40 59
Negatif 28 41

HER2 Pozitif 8 12
Negatif 60 88

Patolojik evre I 17 25
1l 25 37

11 26 38

Radyoterapi Yok 33 48
Var 35 52

Kemoterapi Yok 11 16
Var 57 84

Hormonoterapi Yok 19 28
Var 49 72

pT: patolojik tiimdr boyutu, pN: patolojik lenf nodu, LVI: lenfovaskiiler invazyon, ER: dstrojen
reseptorli, PR: progesteron reseptorii, HER2: human epidermal growth faktor reseptor-2.
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Tablo-2: Hastaliksiz sagkalimi etkileyen faktorlerin tek degiskenli analizi.

Degisken P degeri HR %95 GA
Yas (<40 vs. >40) >0,05 - -
Menopoz (pre vs. post) >0,05 - -

pT (<4cm vs. >4cm) 0,001 6,2 1,4-32,3
PN (negatif vs. pozitif) 0,001 5,3 1,2-22,6
Patolojik evre (I-11 vs. 1) 0,02 3,8 1,1-14,8
Histolojik grad (I-11 vs. I11) >0,05 - -
LVI (yok vs. var) 0,03 3,2 1,1-9,8
ER (pozitif vs. negatif) 0,03 3,6 1,4-13,4
PR (pozitif vs. negatif) 0,04 2,8 1,2-11,8
HER2 (negatif vs. pozitif) >0,05 - -
HR: hazard ratio, GA: giiven aralig1, diger kisaltmalar Tablo-1’deki gibidir.

Tablo-3: Hastaliksiz sagkalimu etkileyen faktorlerin ¢ok degiskenli analizi.

Degisken P degeri HR %95 GA
pT (<4cm vs. >4cm) 0,001 6,4 1,2-21,2
pN (negatif vs. pozitif) 0,01 4,8 1,1-154
Patolojik evre (I-11 vs. 1) >0,05 - -
LVi (yok vs. var) >0,05 - -

ER (pozitif vs. negatif) >0,05 - -

PR (pozitif vs. negatif) >0,05 - -

Kisaltmalar Tablo-1 ve 2’deki gibidir.

Tek degiskenli analizde (Tablo-2) yas,
menopoz, histolojik grad ve HER2 durumunun
hastaliksiz sagkalimi anlamli etkilemedigi
(p>0,05), ancak pT, pN, evre, LVI, ER ve PR
durumunun hastaliksiz sagkalim i¢in anlaml
risk faktorleri oldugu (p<0,04) tespit edildi.
Cok degiskenli analizde ise (Tablo-3) pT >4
cm olmasi (hazard ratio [HR]= 6,4, %95 giiven
araligt [GA]= 1,2-21,2, P=0,001) ve pN
pozitifligi (HR=4,8, %95 GA=1,1-154,
P=0,01) hastaliksiz  sagkalimi  olumsuz
etkileyen bagimsiz risk faktorleri olarak
belirlendi.

Tartisma

[LK, tim meme kanserlerinin %5-15’ini
olusturur ve IDK’den sonra memenin en sik
goriilen ikinci kanseridir (5). Bu calismada
yaklasik bes yillik siire araliginda tedavi edilen
meme Kanserli hastalarin = %7’sini  ILK
histolojik tipinin olusturdugu saptandi ve bu
oran literatiir ile uyumlu bulundu.

Memenin ILK’sinda prognozun IDK’den farkli
olup olmadig1 halen bir tartisma konusudur. Bu
tartismalara ragmen her iki histolojik tipte de
prognozu etkileyen faktorler ve tedavi
protokolleri  genellikle benzerdir. Ancak
ILK’nm tam aninda yiiksek yas, biiyiik timor
boyutu, multisentrisite, multifokalite,
bilateralite, hormon reseptor pozitifligi, HER2
negatifligi gibi faktorlerle daha sik iligkili
oldugu bildirilmektedir (9-10).

Meme kanserinde yas, timor c¢api, lenf nodu
metastazi, ER, PR, histolojik grad ve HER2
durumu prognoz ve adjuvan tedavi kararinin
degerlendirilmesinde onemli faktorler olarak
kabul edilmektedir (13). Bizim ¢alismamizda
hastalarin yaklasik olarak %80’1 40 yas
iizerinde olup, yas hastaliksiz sagkalim icin bir
risk faktorii olarak saptanmadi. Histolojik grad
IDK igin bir risk faktdrii olarak bilinmesine
ragmen, ILK icin  prognostik  Onemi
konusundaki bilgiler daha azdir (14). Bu
calismada histolojik grad, hastaliksiz sagkalim
icin anlamli bir risk faktorii olarak bulunmadi.
Ayn1 sekilde tiimériin ER, PR ve LVI durumu
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tek degiskenli analizde birer risk faktori
olmalarina ragmen, cok degiskenli analizde

hastaliksiz  sagkalim  {izerinde  anlaml
etkilerinin olmadig belirlendi.
Sunulan  ¢alismada  S-yillik  hastaliksiz

sagkalim oran1 %85 olarak saptanmis olup bu
oran literatiirle de uyumlu goériinmektedir (15).
Yapilan ¢aligmalarda, ILK icin tiimdr boyutu
ve aksiller lenf nodu metastazinin en giiclii
prognostik faktorler oldugu belirtilmektedir.
(8, 14-16). Sunulan ¢alisma da, invaziv lobiiler
meme kanserinde timor boyutu ve aksiller lenf
nodu metastazinin hastaliksiz sagkalim i¢in
bagimsiz  prognostik  faktorler oldugunu
gostermektedir. Hastalarin %22’sinde patolojik
timor capimin 4cm.den daha biiyiikk ve bu
hastalarda hastaliksiz sag kalimin yaklasik alt1
kat daha olumsuz etkilendigi saptanmistir.
Diger yandan, hastalarin %352’sinde aksiller
lenf nodlarina metastaz gelistig§i ve bu
hastalarda da bes kat kadar daha olumsuz
hastaliks1z sagkalim goriildiigii belirlenmistir.
Bir proliferasyon belirteci olan Ki-67, 2009 St
Gallen kilavuzlarinda &nemli bir prognostik
faktor olarak sunulmustur (17). Ancak Ki-
67’nin ILK i¢in uzun dénem prognostik degeri
konusunda yeterince calisma yoktur. Bazi
caligmalarda Ki-67, histolojik grad ve Ostrojen
reseptorii.  kombinasyonundan olusan  bir
indeksin (KiGE indeksi) tiim histolojik alt
tipler icin giliglii bir prognostik etkiye sahip
oldugu gosterilmistir (18-20).

Sonug olarak bu ¢aligma, tiimor ¢ap1 ve aksiller
lenf nodu metastazimn ILK igin bagimsiz
prognostik faktorler oldugunu gostermektedir.
Bu da hastaligin erken tani ve tedavisinin
Onemine isaret eder.

Cikar Catismasi: Yok
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Over Karsinosarkomunun, sag hemidiafragma ve akcigere invaze karaciger
metastazinin transtorasik transdiafragmatik rezeksiyonu

Transthoracic Transdiaphragmatic Resection for Liver Metastasis of
Ovarian Carcinosarcoma with Invasion of Right Hemidiaphragm and
Lung.
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OZET

Kolorektal ve néroendokrin tiimorlerde hepatik metastazektominin klinik faydasi ¢ok iyi tanimlanmis olmasina
karsin, diger tiimorlerinde bu uygulamanin yeri ¢ok net degildir. Bu yazida over karsinosarkomuna bagl sag
hemidiafragma ve sag akciger alt lobunu invaze etmis karaciger metastazli bir olgu sunmaktayiz. Bu olguya
abdominal girisim uygulanmadan transtorasik olarak yaklasilmis ve sag hemidiafragma, akciger ve karaciger
rezeksiyonu uygulanmistir. Hasta bu cerrahi girisim sonrasi ortalama 2,5 yil (27 ay) yasamustir. Primer
jinekolojik malignitelere bagli uzak organ metastazlarinda da, diisiik morbidite ve mortalite oranlar1 ve sag
kalimi uzamasi nedeniyle senkron hepatik ve pulmoner metastazektomi uygulanabilir. Bu alanda kisith
tecriibeler olmasina ragmen 6zellikle subdiafragmatik karaciger ile sag akcigere olan metastazlarda, transtorasik
senkron pulmoner ve hepatik metastazektomi akilda tutulmalidir.

Anahtar Kelimeler: Over karsinosarkomu, senkron, karaciger, akciger, metastazektomi

ABSTRACT

Although hepatic metastasectomy is well established for colorectal and neuroendocrine tumors, the treatment of
hepatic metastases from other sites is not well defined. We present a case of ovarian carcinosarcoma with liver
metastasis that invaded the right hemidiaphragm and lower lobe of right lung. En bloc transthoracic lung, right
hemidiaphragm and liver resection was performed without using an abdominal incision. The patient survived
nearly 2.5 years (27 months) after this surgery. Synchronous hepatic and pulmonary metastasectomies can be
recommended for the metastatic tumors from the primary gynecologic malignancies. This procedure can be done
with low morbidity, mortality rates and prolonges survival. Inspite of the limited experience, the choice of
transthoracic synchronous pulmonary and hepatic metastasectomy should be remembered for the patients with
subdiapragmatic liver and right sided lung metastasis.

Key words: Ovarian carcinosarcoma, synchronous, liver, lung , metastasectomy

Introduction
carcinomas and should be treated as

Carcinosarcomas are rare and highly endometrial or ovarian high-risk carcinomas

aggressive epithelial malignancies that contain
both malignant sarcomatous and
carcinomatous elements. The carcinosarcoma,
or Mixed Mullerian Malign Tumors, represent
1% of malignant ovarian neoplasms. Up to
90% ovarian carcinosarcomas will have
disease that has spread beyond the ovary.
Prognosis for localized stage disease is poor
with a high risk of recurrences with an overall
median survival of less than 2 years.
Carcinosarcomas are known to be metaplastic

(D).

Liver and lung are the most common
sites of distant metastases from primary
colorectal carcinoma (2,3). The resection of
metachronous, liver and lung metastases
prolongs survival despite the aggressive nature
of these tumors (4). Although hepatic
metastasectomy is well established for
colorectal and neuroendocrine tumors, the
treatment of hepatic metastases from other
primary sites is not well defined (5). In the
current literature, some authors believe that
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hepatic metastasectomy for non-colorectal and
non-neuroendocrine tumors is safe and feasible
and prolongs survival (5). There is also some
data to suggest a longer survival after lung
metastasectomy for gynecologic malignancies
(6). We present a case of ovarian
carcinosarcoma with liver metastasis that
invaded the right hemidiaphragm and lower
lobe of right lung. En bloc transthoracic liver
metastasectomy with lung and diaphragm
resection without abdominal incision was
performed. The experience with an exclusive
transthoracic, transdiaphragmatic approach is
limited. In this paper, this rare case was
discussed in the light of current literature.

Case Report

A 50 year-old post-menapausal female patient
was admitted to our hospital with the diagnosis
of ovarian carcinosarcoma. The first diagnosis
was made in March 2008 as Figo Stage IIIC
ovarian carcinosarcoma and she had already
been operated with debulking surgery. The
patient was given cysplatinum and paclitaxel
combination  chemotherapy.  The  liver
metastasis was first detected in November
2009 and second look surgery with
splenectomy, omentectomy and pelvic-
paraaortic lymphadenectomy was performed.
Liver metastasectomy was not performed at
that time due to the extrahepatic disease and
close relation of metastasis with right hepatic
vein. Abdominal computed tomography and
ultrasonography revealed a 3x5 cm metastatic
liver nodule in segment seven. The patient was
given the combination of carboplatin and
paclitaxel again. The liver metastasis
progressed under systemic treatment and three
months after systemic chemotherapy, the liver
metastasis was seen to progress and invade the
diaphragm. The nodule enlarged to 5x7 cm and
invaded the lower lobe of the right lung
through the diaphragm (Fig 1).

PET CT reported that there was no
other metastatic site. The metastasectomy was
suggested by our institutional tumor board. As
the metastases located in the dome of the right
liver, invaded the diaphragm and lower lobe of
right lung and history of previous multiple
abdominal surgeries, the transthoracic
approach thought to be much easier and safer
for the patient.
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Figure 1. The liver metastasis was seen to
progress and invade the diaphragm. The
nodule enlarged to 5x7 cm and invaded the
lower lobe of the right lung through the
diaphragm

A right posterolateral thoracotomy was made
through the 5th intercostal space. The
metastatic mass invading the diaphragm in
close relation with lower lobe of the right lung
was observed. No other metastatic lesion was
detected with intraoperative ultrasonography.
The wedge resection of lower lobe of the right
lung was performed with the use of stappling
instrument. The circular resection of the right
hemidiaphragm with 2 cm tumor free margins
around the tumor was performed by using
electrosurgery device (HS Generator 300
(Ultracision®™) manufactured by Ethicon Endo
Surgery, USA). The tumor located in segment
seven was reached. The transection of the liver
paranchyma was performed with the use of
traditional Kelly clamp-crashing technique at 2
cm tumor free margins. At the end, RO
resection of the specimen including lung,
diaphragm and liver was completed
successfully. No drain was needed under the
diaphragm after meticulous bleeding control.
As the defect in the diaphragm was greater
than 10 cm, a dual polytetraflouroethylene
(PTFE) mesh was used to reconstruct the
defect in diaphragm. A chest tube was inserted
into the pleural space. Intraoperative blood loss
was minimal and no blood transfusion was
needed. Operating time was less than 4 hours.

The chest tube was removed on the fifth
postoperative  day. On the seventh
postoperative day patient was discharged. The
pathological examination of the resected
specimen revealed that it was the metastasis of
primary ovarian tumor. As the disease
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progressed under cysplatin and paclitaxel
combination regimen, the patient was given
carboplatin and paclitaxel combination. The
patient survived nearly 2.5 years (27 months)
after this surgery. No other liver metastasis
was devoloped during follow-up period. But, a
paracardiac metastasis with chest wall invasion
was developed and the patient was died from
peritoneal reccurrence, massive  ascites,
bilateral hydrothorax and multiorgan failure.

Discussion

Surgical resection of colorectal liver
metastases is an established form of treatment
(4,5). Current literature also supports the
hepatic metastasectomies for the primary
tumors  other  than  colorectal and
neuroendocrine origin like gynecological
tumors (5). Anatomic wversus non-anatomic
metastasectomies are still a matter of debate
for colorectal liver metastases. The authors
who support anatomic liver resections claim
that non-anatomic resections have a higher
incidence of positive margins, anatomic
resections remove the hepatic functional unit
as a whole and may offer a survival and
reccurence advantage (7). However, at present,
it appears that non-anatomic resections are as
safe in oncological terms as anatomic
resections (7). Many authors believe that the
type of liver resection has no impact on the
outcome of patients with colorectal liver
metastases; wedge resections with clear
margins are not inferior to anatomical
resections in terms of tumor clearance, pattern
of relaps or survival for colorectal carsinomas

(8).

The long term survival of a patient
with ovarian carcinosarcoma was attributed to
optimal cytoreduction during the primary
operation, complete resection of solitary
recurrent  tumors and  sensitivity  to
chemotherapy (9). The mainstay of treatment
remains cytoreductive surgical effort for
metastatic disease followed by platinum-based
chemotherapy (10). Combined liver and lung
metastasis from ovarian carcinosarcoma
treated with surgery has not been published in
English medical literature. Only three solitary
primary ovarian carcinosarcomas metastatic to
the spleen have been reported (11). An
improved survival was observed in patients
treated with optimal cytoreductive surgery
with residual tumors less than 2 c¢cm in size
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(12). The prognosis of ovarian carcinosarcoma
is associated with the residual disease after
surgery. The patients with disease recurrence
may obtain remission and survival through a
secondary surgery and/or chemotherapy (13).
The mainstay of treatment for ovarian
carcinosarcomas is cytoreductive surgery
followed by platinum-based chemotherapy,
usually as carboplatin-paclitaxel  (14).
Paclitaxel and carboplatin chemotherapy was
reported to be an effective regimen for ovarian
carcinosarcoma, but the duration of response is
relatively short (15). Complete response with
pegylated liposomal doxorubicin in metastatic
ovarian carcinosarcoma was also reported in
literature (16).

In the searched literature, we could not
find very much data on the issue of liver
metastasectomies for gynecological primary
tumors. We believe in that, non- anatomic liver
resections has the advantage of preserving
much more remnant liver tissue which is
important for chemotherapy and also for re-
metastasectomies in case of reccurrences. For
our case reported, non-anatomic resection gave
us the chance of quick en-block resection with
minimal blood loss. The invasion of lung
through diaphragm by a liver metastasis of
ovarian carcinosarcoma has not been reported
in literature before.

Like liver metastasectomies, lung
metastasectomies are also recomended for the
gynecologic  malignancies  (6,17). Lung
metastasectomies are usually recommended
after liver metastasectomies in a sequential
manner for colorectal carcinomas.
Marudanayagam et al (4) reported that the
median interval between liver and lung
metastasectomy was 25 months (range 2-88
months). There is also an alternative method
for the lung and liver metastases located in
lower lobe of the right Ilung and
subdiaphragmatic  liver  segments.  This
transthoracic approach for subdiaphragmatic
liver metastases was also described (3). But for
our case; instead of a right anterolateral
thoracotomy through 7th or 8th intercostal
space we used a classical right posterolateral
thoracotomy. Besides, the defect in diaphragm
was reconstructed with a PTFE dual mesh and
also a non-anatomic liver resection was
preferred.  Transthoracic approach also
simplified the liver metastasectomy. This type
of surgery would be more difficult through an
abdominal incision because of the localisation
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of metastasis and the possible adhesions. There
was no complication in the postoperative
period and patient survived more than 2 years (
27 months) after this procedure.

Conclusion

Liver and lung metastasectomies can be
recommended for the tumors with gynecologic
primary. These procedures can be done with
low morbidity, mortality rates and they may
prolonge survival as in our case reported. The
choice of transthoracic synchronous lung and
liver metastasectomy should be remembered
for the patients with subdiapragmatic liver and
right sided lung metastasis.
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Flagellate Hyperpigmentation Following Treatment with Low-Dose
Bleomycine: Report of two cases

Diisiik Doz Bleomisin ile Tedaviyi Takiben Flajella Benzeri
Hiperpigmentasyon: Iki Vaka Raporu
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OZET

Bleomisin’in mukokutandéz yan etkileri, 100 U'den daha yiiksek kiimiilatif dozlar1 alan hastalarda yaygindir.
Flagella benzeri hiperpigmentasyon bleomisin kullanimimin neden oldugu, vakalarin yaklasik % 8-20'sinde
goriilen ilging bir cilt reaksiyonudur. Mekanizmast bilinmemektedir. Tami karakteristik klinik goriiniime
dayanmaktadir. Hiperpigmente cilt lezyonlarnin histolojik incelemesi, bazal keratinositlerde artmig melanin
icerigini ortaya koymaktadir. Hafif vakalar antihistaminiklere ve/veya sistemik steroide yanit verir fakat bircok
vakada ilacin kesilmesi gerekebilir. Biz rolatif olarak daha diisiik (kiimiilatif dozlar 30 ve 38 U) dozlarla
bleomisin kaynakli flagella benzeri hiperpigmentasyonu olan 2 vaka sunuyoruz. Bleomisin kullanan hastalarda
hi¢ de nadir olmayan bu komplikasyonu klinisyenler akilda bulundurmalidirlar.

Anahtar Kelimeler: Hiperpigmentasyon, Bileomisin, Cilt

ABSTRACT

Mucocutaneus side effects of bleomycin therapy are common in patients receiving cumulative doses greater than
100 U (100 mg). Flagellate hyperpigmentation is an interesting cutaneus reaction caused by bleomycin use, and
is seen in about 8-20% of cases. The mechanism is unknown. Diagnosis is based on its characteristic clinical
appearance. Histological examination of hyperpigmented skin lesions has demonstrated increased melanin
content in basal keratinocytes. It has been suggested that mild cases may respond to antihistamines and / or
systemic steroids, but in many cases discontinuation of the drug may be necessary. We present two patients
(cumulative doses of 30 and 38 U) that developed bleomycin-induced flagellate hyperpigmentation with
relatively low doses. Because the condition is not uncommon in patients who are using this drug, the clinician
should be mindful of this complication.

Key words: Hyperpigmentation, Bleomycin, Skin

Case |

Introduction
A 78-year-old man, diagnosed with stage Ill

Flagellate hyperpigmentation (FH) is reported
as a rare cutaneous complication following
bleomycin therapy (1). It occurs in 8-20% of
the patients undergone bleomycin treatment,
and its mechanism of causing the complication
stands unknown (2). Mostly, the complication
is considered to happen dose-dependent and
generally occurs when the cumulative dose is
between 100 and 300 U (3). We, here, present
two patients who developed FH after receiving
low dose (30 and 38 U) of bleomycin
treatment.

lymphocyte-rich Hodgkin’s lymphoma, was
started on chemotherapy with adriamycin,
bleomycin, vinblastine, and dacarbazine
(ABVD). Ten days after the second cycle of
chemotherapy (cumulative dose of bleomycin
at 38 U), some pruritic, linear and
erythematous lesions developed on his knees,
shoulders, and upper chest (Figure 1). The
patient was treated with an intravenous
antihistamine and methylprednisolone (16 mg
for 2 days), which temporarily reduced the
erythema and relieved the itching problem.
However, the streaky erythematous lesions
progressed over the course of several days as
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his pruritus relapsed (Figure 2). Furthermore,
increased pigmentation developed in the
lesions (Figure 3). Skin biopsy specimens
obtained from erythematous lesions and
pigmented areas showed  nonspecific
eosinophilia and increased pigmentation in the
basal layer. Thus, the final diagnosis was
flagellate pigmentation caused by bleomycin
use. A dermatologic consultation resulted in a
course of prednisone (60 mg for 5 days, 40 mg
for 5 days, and 20 mg for 5 days), which
improved the pruritic erythematous lesions.
Although bleomycin  was omitted, the
eruptions recurred after the third chemotherapy
cycle. The remaining treatments were
performed without bleomycin. Areas showed
hyperpigmentation in the patient persisted for
about 6 months from the beginning of the
treatment, and mild pruritus and erythema
recurred intermittently. In a follow-up visit at
12 months, the hyperpigmented lesions had
disappeared.

Case Report

135

Case Il

A 22-year-old male with testicular embryonal
carcinoma was started on a 3-week course of a
combination chemotherapy with bleomycin,
etoposide, and cisplatin (BEP). Seven days
after his first course of bleomycin therapy
(cumulative dose of bleomycin at 30 U), he
developed a mildly itchy, linear, and flagellate
hyperpigmentation over the neck, shoulders,
and upper trunk (Figure 4), without showing
any erythema or scaling. Antihistamines were
given to reduce pruritus. Histological
examination was not performed. Bleomycin
use was omitted, but the combination
chemotherapy including etoposide and
cisplatin was continued. While the pruritus
slowly resolved after the discontinuation of
bleomycin, FH remained for ten months.

Figure 1: Flagellate erythema on the upper back, chest and knee in Case 1

Figure 2: Rash on upper chest showing characteristic flagellate urticated erythema in Case 1.
Figure 3: Linear, streaked hyperpigmentation over shoulder and neck in Case 1.

Figure 4: Linear, flagellate hyperpigmentation over his trunk in Case 2
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Discussion

Case Report

Bleomycin is an antineoplastic antibiotic,
isolated from Streptomyces verticillus (1,2,3).
It is widely used in the treatment of
malignancies such as lymphomas, germ cell
tumors, and squamous cell carcinoma (4). At
low doses, it inhibits mitosis; however at
higher concentrations, it exhibits strong
cytostatic activity by blocking the DNA uptake
of thymidine in the S-phase of the cell cycle
(4,5). Fifty percent of bleomycin is inactivated
by an aminohydrolase. Bleomycin-induced
toxicity predominantly affects the lungs and
skin due to the low levels of hydrolase in these
tissues (2-5).

Mucocutaneous side effects of bleomycin are
common, and include stomatitis, ulcers,
erythematous and bullous lesions, sclerosis,
nail changes, digital gangrene, Raynaud’s
phenomenon, and hyperkeratosis (5,6). FH is
one of the most interesting side effects, and it
may occur in 8-20% of patients who receive
bleomycin treatment (4,6). Diagnosis is based
on the characteristic clinical appearance of skin
lesions. Lesions are usually seen on the upper
trunk and limbs and may be associated with
pruritus (2,4,6). It can be said that
hyperpigmented streaks are generally localized
on areas of pressure in linear, or streaked (7).
Occasionally, there are erythematous macules
or rash with linear configurations on the skin.
The exact mechanism of this skin’s reaction is
not clearly understood. Proposed mechanisms
include localized increases in melanogenesis,
pigmentary  incontinence  secondary to
inflammation, alterations in normal
pigmentation patterns, and induction of
neutrophilic eccrine hidradenitis (8-11).
Flagellate erythema  and subsequent
hyperpigmentation are not associated with the
other medications (adriamycin, vinblastine,
dacarbazine, etoposide, and cisplatin)
administered in our cases. Because, FH has not
been described with the other drugs used in the
ABVD or BEP regimens. However, case
reports describing the development of FH after
the use of other medication including
bendamustine and docetaxel are available in
the literature (12, 13).

FH may occur within 9 weeks after
administration of bleomycin (14). Lesions in
Case | emerged within about 3 weeks after
administration of bleomycin, while in Case I,
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they appeared within one week. The time of
occurrence (early or late) may be accepted as a
result of age-related drug metabolism velocity
and rate.

It is reported that FH can manifest after
bleomycin dosages ranging from 5 U up to 465
U (15). Yaris et al. reported a child patient
undergone treatment with such a low dose as 5
U, with the parental consent (16). The linear or
streaked pigmentation usually develops after a
cumulative dose between 100-300 U of
bleomycin (6,17), whereas considering our
cases the cumulative doses were 38 U and 30
U. There are only 17 adult cases of FH
following treatment with low-dose bleomycin
(Table 1) (2,4,6,8,9,14,15,17-22,25-27). 1t is
observed that the majority of patients
developing FH within 7 days of administration
of bleomycin were young adults, even the dose
of bleomycin was between 5-30 U. In our
patient, who received a relatively higher dose
(Case I, 38 U), FH manifested 21 days after the
administration of bleomycin, besides, the
patient was of advanced age. The literature
also describes FH after the administration of
bleomycin in terms of intralesional (14 U
bleomycin) (23) and intrapleural (30 U
bleomycin) (24). In the case reported by Abess
et al., the patient developed generalized
pruritus and urticaria within 1 hour of the
bleomycin (14 U) injection, developing
erythematous streaks on the trunk, which
became  hyper-pigmented  (23).  Also,
considering the reported case of Fernandez-
Obregon et al., pigmented flagellate streaks
developed on the arms and chest one month
after bleomycin (30 U) administration (24).
The skin reactions due to bleomycin were
independent of the route of administration and
dosage, and there were a preponderance of
Hodgkin lymphoma. Furthermore, according to
our evaluation, the complication occurs in a
shorter time at lower doses vice versa (Table
1).

A specific treatment for FH is not available.
This skin reaction is reversible after
discontinuation of bleomycin, and re-
introduction of the drug may cause recurrence
of the reaction (3,25,26). But, in patient who
received ABVD therapy (Case 1), without
bleomycin in the third chemotherapy cycle, the
eruptions recurred. In the literature, a similar
case was explained by the recall phenomenon
(27). In Case |Il, the hyperpigmentation
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persisted for an extended period of time (about
10 months). It is reported in the literature that
the lesions typically resolve within 6-8 months
after the withdrawal of bleomycin (3,26,27).
The treatment of FH is generally symptomatic,
primarily managing the pruritus. Minor trauma
to the skin from scratching is thought to
increase  blood flow and cause local
accumulation of bleomycin, resulting in
hyperpigmentation. Therefore, the treatment of
FH includes topical or systemic corticosteroids
and antihistamines (27).

Case Report
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In summary, it can be said that FH is an
interesting  cutaneous complication  after
bleomycin therapy, occurring even at lower
doses. This cutaneous reaction is not observed
in all cases that receive bleomycin and, as
stated in the literature, it can be observed even
after very low doses. It can be suggested that
this skin reaction isn’t dose-dependent and that
individual characteristics (e.g. age, drug
metabolism rate in the liver, level of hydrolase,
etc.) may play a role in the etiology of FH.
Additional studies are required.

Table 1: The reported cases of low-dose bleomycin-induced flagellate hyperpigmentation

Time to
Literature and Ref. no development Total cumulative Age Diagnosis
of FH after dose of bleomycin
start of
bleomycin
Chen et al., 2007 2 7d 10 mg/m? (NR, max 25 Hodgkin's disease
20 mg)
Biswas et al., 2013 (4) 4d 10 mg/m? (NR, max 22 Hodgkin's disease
20 mg)
Lindae et al., 1987 (6) 30d 10 mg/m? (NR, max 43 Hodgkin's disease
20 mg)
Pollaetal., 1986 (8) 1d 15 mg 51 For diagnosis
Cortina et al.,1990 (9) 1d 10 mg/m? (NR, max 22 Hodgkin's disease
20 mg)
Rademaker et al.,1987 (14) 7d 30 mg 55 Nasopharynx ca
Rademaker et al.,1987 (14) 7d 30 mg 67 Tongue squamous
cell ca
Ziemer et al., 2011 (15) 4d 30 mg 47 Testicular seminoma
Khalig et al., 2011 a7 2d 30 mg 31 Testicular seminoma
Mikhail et al., 2005 (18) 2d 15 mg 29 Kaposi’s sarcoma
Arseculeratne et al.,2007 (19) 3d 10 mg/m? (NR, max 45 Hodgkin's disease
20 mg)
Miori et al.,1990 (20) After a few 15 mg 25 Hodgkin's disease
hours
Schuler et al., 1984 (21) 1d 5 mg NA Hodgkin's disease
Vignini et al.,1989 (22) 1d 15 mg 25 Hodgkin's disease
Vicente et al., 1990 (25) NA 15 mg NA Hodgkin's disease
Mowad et al., 1994 (26) 4d 15 mg 36 Hodgkin's disease
Todkill D etal., 2008  (27) 7d 10 mg/m? (NR, max 48 Hodgkin's disease
20 mg)
Present Case 1 21d 38 mg 78 Hodgkin's disease
Present Case 2 7d 30 mg 22 Testis embrional ca

NR=Not reported, NA=Not available, FH=Flagellate hyperpigmentation, D=day

Disclosures: Conflict of interest: none. Written
consents were obtained from patients.

Adress for correspondence: Uzm. Dr. Suna GCokmert Cetin Emeg Mah. Riistempasa Sokak No=4 35100 izmir — Tiirkiye

e-mail: sunacok@gmail.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi




ACTA
ONCOLOGICA

TURCICA
Case Report

References:

10.

11.

12.

13.

14.

Remlinger KA. Cutaneous reactions to chemotherapy
drugs. The art of consultation. Arch Dermatol.
2003;139(1):77-81.

Chen YB, Rahemtullah A, Breeden E, et al.
Bleomycin-induced flagellate erythema. J Clin Oncol.
2007;25:898-900.

Grynszpan R, Niemeyer-Corbellini JP, Lopes MS et
al. Bleomycin-induced flagellate dermatitis. BMJ
Case Rep. 2013;27:2013

Biswas A, Chaudhari PB, Sharma P et al. Bleomycin
induced flagellate erythema: Revisiting a unique
complication. J Cancer Res Ther. 2013;9(3):500-3
Yamamoto T. Bleomycin and the skin. British
Journal of Dermatology. 2006;155(5):869-75

Lindae ML, Hu CH, Nickoloff BJ. Pruritic
erythematous linear plaques on the neck and back.
"Flagellate" erythema secondary to bleomycin
therapy. Arch Dermatol.1987;123(3): 395-8

Nayak N, Friedmann PS, Healy E. Case 2. Bleomycin
induced flagellate dermatosis. Clin Exp Dermatol.
2003; 28 (1):105-6

Polla BS, Merot Y, Saurat JH, et al. Flagellate
pigmentation from bleomycin [letter]. J Am Acad
Dermatol. 1986;14 (4):690

Cortina P, Garrido JA, Tomas JF, Unamuno P,
Armijo M. Flagellate erythema from bleomycin with
histopathological findings suggestive of
inflammatory oncotaxis. Dermatologica.1990; 180
(2):106-9

Tsuji T, Motokazu S. Hyperpigmentation in striae
distensae after bleomycin treatment. J Am Acad
Dermatol.1993; 28 (3):503-5

Al-khenaizan S,  Al-berouti  B.  Flagellate
pigmentation: a unique adverse effect of bleomycin
therapy. EJD. 2011; 21(1);146

Chew L, Chuen VS. Cutaneous reaction associated
with weekly docetaxel administration. J Oncol Pharm
Pract. 2009;15(1):29-34

Mahmoud BH, Eide MJ. Bendamustine-Induced
“Flagellate Dermatitis” Dermatology Online Journal.
2012;15;18(11):12

Rademaker M, Thomas RH, Meyrick Lowe DG, et al.
Linear streaking due to bleomycin. Clin Exp
Dermatol. 1987;12 (6):457-9

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

138

Ziemer M, Goetze S, Juhasz K, et al. Flagellate
dermatitis as a bleomycin-specific adverse effect of
cytostatic therapy. Am J Clin Dermatol. 2011;12:68-
76

Yaris N, Cakir M, Kalyoncu M, Okten A. Bleomycin
Induced hyperpigmentation with yolk sac tumor.
Indian J Pediatr. 2007;74:505-6

Khaliq W, Antonarakis ES. Flagellate erythema
secondary to bleomycin. QJM. 2012;105(9):901
Mikhail M, Eichenbaum M, Gerstenfeld E, et al.
Simultaneous acral nodular eruption and flagellate
erythema caused by bleomycin. J Drugs Dermatol.
2005;4 (1):81-4

Arseculeratne G, Berroeta L, Meiklejohn D, et al.
Bleomycin-induced “‘flagellate dermatitis’’. Arch
Dermatol. 2007;143 (11):1461-2

Miori L, Vignini M, Rabbiosi G. Flagellate dermatitis
after bleomycin: a histological and
immunohistochemical study. Am J Dermatopathol.
1990;12 (6):598-602

Schuler G, Aubock J, Huber H. Bleomycin-induced
linear hyperpigmentation [in German]. Hautarzt
1984;35 (7):383-6

Vignini M, Miori L, Brusamolino E, et al. Linear
streaking after bleomycin administration [letter]. Clin
Exp Dermatol.1989;14 (3):261

Abess A, Keel DM, Graham BS. Flagellate
Hyperpigmentation Following Intralesional
Bleomycin Treatment of Verruca Plantaris. Arch
Dermatol.2003;139(3):337-9.

Fernandez-Obregon AC, Hogan KP, Bibro MK.
Flagellate pigmentation from intrapleural bleomycin.
J Am Acad Dermatol. 1985;13(3):464-8.

Vicente MA, Iranzo P, Azon A, Mascaro JM, Grau J.
Flagellated pigmentation caused by bleomycin:
presentation of 2 cases. Med Cutan Ibero Lat
Am.1990;18(2):148-150.

Mowad CM, Nguyen TV, Elenitsas R, et al.
Bleomycin-induced flagellate dermatitis: a clinical
and histopathological review. Br J Dermatol.
1994;131:700-2.

Todkill D, Taibjee S, Borg A et al. Flagellate
erythema due to bleomycin. British Journal of
Haematology. 2008;142(6):857

Adress for correspondence: Uzm. Dr. Suna GCokmert Cetin Emeg Mah. Riistempasa Sokak No=4 35100 izmir — Tiirkiye
e-mail: sunacok@gmail.com

Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi



http://www.ncbi.nlm.nih.gov/pubmed/24125992#%23
http://www.ncbi.nlm.nih.gov/pubmed/18753180#%23
http://www.ncbi.nlm.nih.gov/pubmed/18753180#%23
http://www.ncbi.nlm.nih.gov/pubmed/21865305#%23

\ ACTA
ONCOLOGICA
V. TURCICA s

Ozgiin Arastirma 97

Extremity localized intramuscular hemangiomas, follow up or surgery?

Ekstremite yerlesimli intramiiskiiler hemanjiyomlarda
takip mi? cerrahi mi?

Ismail Burak Atalayl, Yaman Karako¢, Selcuk Yilmaz', Murat Arikan', Emre (")Zanlagan1

! Ankara Onkoloji Egitim Ve Arastirma Hastanesi, Ortopedi Ve Travmatoloji Klinigi
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OZET
Giris ve Amac¢: Bu ¢alismada ekstremite yerlesimli kas i¢i hemanjiyom tanili, takip ve tedavisi yapilmis 44
hastanin geriye doniik analizi incelenmistir
Yontem ve Gerecler: Hastalarin 25’1 kadin, 19’u erkek idi. Hemanjiomlarin 22°si uylukta, 8’1 bacakta, 6’s1
onkolda, 4’1 dirsekte, 2’si iist kolda, biri omuzda ve biri popliteal bolgede idi. Malignite siiphesi olan 10 hastaya
tru-cut biyopsi yapildi. Diger hastalara klinik ve radyolojik olarak tani konuldu. Hastalarin 32’si izleme
alinirken, 12’sine cerrahi eksizyon uygulandi.
Bulgular: Higbir hastada ameliyat i¢i istenmeyen durum olmadi. Cerrahi gruptaki 3 hastaya embolizasyon
uygulandi. Postoperatif takiplerde 1 hastada enfeksiyon, 2 hastada niiks saptandi.
Tartisma ve Sonu¢: Semptomatik ekstremite yerlesimli kas i¢i hemanjiyomlarda kitlede progresyon olmasi,
ekstremite fonksiyon bozuklugu olmasi, malignite siiphesi ve giderilemeyen agri durumlart diginda, izlemin
giincel tedavi yontemi oldugunu diisiinmekteyiz.
Anahtar Kelimeler: Intramuskiiler (kas i¢i) hemanjiyom, cerrahi.

ABSTRACT
Introduction: In this study, we evaluated the retrospective analysis of 44 patients with the diagnosis of
extremity located intramuscular hemangiomas.
Methods: Twenty five of the patients were female, and nineteen male. Twenty two of the hemangiomas were in
thigh,8 were in cruris, 6 were in forearm,4 in elbow,2 in arm, one in shoulder, one in popliteal area. Tru-cut
biopsies were performed to ten of them who had malignancy potential. The other patients were diagnosed with
clinical and radiological signs. Thirty two patients were followed up. Twelve were treated with total excision.
Results: No intra operative complications were recorded. Three patients were treated with embolization, one
patient was recorded with local infection, two were recorded with recurrence
Discussion and Conclusion: The current treatment of the symptomatic extremity located intramuscular
hemangiomas is conservative follow up, if the patient has not progressive mass, extremity dysfunction,
malignancy suspicion or intractable pain.
Key words: intramuscular hemangioma, surgery.

Giris

Hemanjiomlar hayatin ilk 10 yilinin en sik
rastlanilan tiimoérlerinden olup genellikle cilt
ve mukozal yiizeylerde izlenirler. Iskelet
kasindan koken alan hemanjiomlar ise nadir
goriiliip tim hemanjiomlarin %1 inden azini
olustururlar. Hemanjiomlarin etiyolojisi belli
olmaylp Godanich ve Capanacci gibi bazi
yazarlar lezyonu hamartom, Mulliken gibi
bazi yazarlar ise lezyonu vaskiiler tiimor olarak
kabul etmektedir (1,2).

Intramiiskiiler (kas i¢i) hemanjiom
tanim1 ilk kez 1843’te Liston tarafindan
yapilmustir. 1867°de Virschow ilk vertebral

hemanjiom vakasini yaymlamistir (3). Lezyon
genellikle geng yas grubunda goriilmekte olup,
hastalarm %80-90°1 30 yas altindadir. Kadin-
erkek cinsiyette goriilme sikligr esittir. Siklikla
alt ekstremitelerde ve o6zellikle de uylukta ele
gelen kitle olarak goriiliir. Kitle iizerindeki
ciltte renk degisikligi bulunmaz. Oldukga nadir
gorillen intramiiskiiller hemanjiomlar tim
benign vaskiiler timérlerin %0.8’ini olusturur.

Hastalar siklikla yumusak dokuda
kitle, aktiviteyle artan agr1 ve siglik sikayetiyle
bagvurur (2,4,6). Tanida manyetik rezonans
incelemeden  yararlanilmaktadir. ~ Tedavi
lezyonun yerlesim yerine, sinirlarina, hastanin
yagina gore farklilik gostermekte olup,
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tedavide izlem, kortikosteroidler, kriyoterapi
uygulamasi, sklerozan ajan enjeksiyonu, arter
ligasyonu, embolizasyon ve cerrahi eksizyon
secenekler arasindadir ( 5,7).

Bu c¢alismada klinigimizde tanist
konulan 44 intramiiskiiler hemanjiomlu olguyu
retrospektif olarak inceledik.

Gere¢ ve Yontem

Saglik Bakanligi Ankara Onkoloji Egitim ve
Arastirma Hastanesi Ortopedi ve Travmatoloji
Kliniginde 2003-2013 tarihleri arasinda takip
ve tedavisi yapilan 44 ekstremite yerlesimli
intramiskiiler —hemanjiom olgusu  klinik
Ozellikleri ve tedavi yaklagimlart yoniinden
degerlendirilmistir.

Hastalarimizin 25’1 kadin, 19’u erkek
olup ortalama yas 27.3 (3-56) olarak bulundu.
Lezyonlarin yerlesimi 13 olguda iist ekstremite
(%29.5) , 31 olguda alt ekstremite (%70.5) idi.
Ust ekstremite yerlesimli olanlarin 6’s1 énkol,
4’1 dirsek, 1’1 omuz, 2’si ise {ist kol yerlesimli
idi. Alt ekstremite hemanjiomlarinin ise 22’ si
uyluk, 8’1 kruris ve 1’1 de popliteal bolge
yerlesimli idi. Uyluk yerlesimi %50 goriilme
sikligr ile ile en sik goriilen bolge idi (Resim
1). Hastalarin tamamm ilgili ekstremitede
ozellikle egzersizle artan agr1 ve sislik
sikdyetiyle geldi. 5 cm’den, biiyiik derin
yerlesimli olan olgulara malignite siiphesi ile

98

tru-cut biyopsi yapildi. Diger hastalara klinik
ve radyolojik yontemlerle tani konuldu. Direk
grafilerde  patolojik  bulgu  saptanmadi.
Manyetik rezonans incelemelerde T2 agirlikli
kesitlerde hiperintens lobiile yapili heterojen
kitle lezyonu saptandi.

Bulgular

Izleme alman 32 olgu aktivite kisitlama ve non
steroidal anti-inflamatuar tedaviye alinarak 6
aylik periyodlarla kontrole ¢agrildi. 12 tanesine
genis cerrahi eksizyon uygulandi. Izleme
alinanlardan dirsek yerlesimli olan bir hastaya
(Resim 2) dirsek eklem hareketlerinde kisitlilik
olmasi; omuz ve popliteal yerlesimli olan 2
hastaya ise kitlede progresyon olmasi
nedeniyle cerrahi uygulandi. Cerrahi gruptaki 3
hastaya embolizasyon sonrasi genis cerrahi
eksizyon yapildi. Hastalarin ortalama takip
siiresi 52 ay (12-120) idi. Ameliyat sonrasi
takiplerde yara yeri enfeksiyonu goriilen 1
hastaya debridman ve parenteral antibiyotik
tedavisi uygulandi.

Cerrahi uygulanan hastalarin
tamaminda agr1 sikayetinde gerileme saptandi.
Postoperatif dénemde damar-sinir
yaralanmasina ait komplikasyon olmadi.
Takiplerde uyluk yerlesimli 2 hastaya niiks
nedeniyle re-eksizyon uygulandi.

Resim 1: A-B.Aksiyel MR goriintiisiinde yiiksek sinyalli kivrimli alanlar, vaskiiler kanallardaki yavag kan

akiminin gostergesi. C. Sagital mr goriintiisiinde kubital bolgedeki sinyal artis1 gdsteren lezyon D. Ekstremite

anjiografide vaskiilarizasyon artig1 gériiniimi
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Resim 2: A-B. Uyluk distalde intramuskuler hemanjiom tanisi olan hastanin aksiyel ve sagital mr gériintiileri.

C-D. Hastanin 5 yillik takip sonrasi kontrol aksiyel ve sagital mr goriintiileri E-F. Hastanin 10 yillik takip

sonrasi kontrol aksiyel ve sagital mr goriintiileri
Tartisma

Hemanjiomlar en sik goriilen yumusak doku
tiimorleridir. Siklikla cilt, cilt alt1 doku, dalak
ve karacigerde goriilirken, kas icinde,
ekstremitelerde ve gogiis duvarinda nadiren
gorilir (1,8).

Intramuskiiler hemanjiom ilk kez
1843’te  Liston tarafindan tanimlanmus,
Virschow ise 1867°de ilk vertebral hemanjiom
vakasini yaymlamistir (6,8). Lezyon genellikle
geng yas grubunda goriilmekte olup, hastalarin
%80-90’1 30 yas altindadir. Kadin-erkek
cinsiyette goriilme sikligi esittir. Siklikla alt
ekstremitelerde ve oOzellikle de uylukta ele
gelen kitle olarak goriliir. Kitle tizerindeki
ciltte renk degisikligi bulunmaz. Oldukea nadir
gorillen intramiiskiller hemanjiomlar tiim
benign vaskiiler tiimdrlerin %0.8’ini olusturur
(5,9,10). Malignlesme potansiyelleri yoktur.
Ekstremite agrisinda nadiren akla gelirler.
Klinik  olarak  genelde  asemptomatik
olabilecekleri gibi yumusak dokuda ele gelen
kitle ve agr1 ile kendini belli ederler. Kitle

tizerinde izole pulsasyon alnabilir. Ekstremite
sarkitildiginda sislikte artis ve kaldirildiginda
ise kitle biiyiikligiinde azalma goriilebilir.
Ilgili bolgede kas kontraktiirii ve kas
giicstizligii gelisebilir (11). Aktivite sonrast
artis gosteren kronik ekstremite agrisi ile yeni
ele gelen kitle wvarh@  intramiskiiler
hemanjiomlar igin tipiktir. Egzersiz sonrasi
vaskiiler geniglemeye bagli hemanjioma dogru
kan akimindaki ¢ogalma agrida artisa neden
olur (6,12,13).

Tamda manyetik rezonans
incelemeden yararlanilmaktadir. Manyetik
rezonans incelemede T1 ve T2 agirlikhi
kesitlerde yiliksek sinyal tutulumlu Iobiile
alanlar goriiliir. T2A goriintillerde fibroz
dokuyu, hizli kan akimi olan vaskiiler yapilar
veya fokal kalsifikasyonlar1 temsil eden
noktasal veya retikiiler tarzda diisiik sinyalli
alanlar bulunabilir. Direk grafilerde % 25
oraninda kalsifiye flebolitler goriilebilir. Bazi
kompleks lezyonlarda cerrahi eksizyon veya
embolizasyon karar1 vermek i¢in anjiyografi
faydali olabilir (13,14) . Tedavide izlem,
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sistemik kortikosteroid kullanimi, kriyoterapi
uygulamasi, sklerozan ajan enjeksiyonu, arter
ligasyonu, embolizasyon ve cerrahi eksizyon
segenekler arasindadir (7,8).

Biitiin izole intramiiskiiler
hemanjiomlarda konservatif tedavi ve izlem ilk
secenektir. Timor boyutlarinda hizli artis,
tedaviye yanitsiz inat¢1 agri, kozmetik ya da
fonksiyonel bozukluk, ani gelisen
trombositopeni, ciltte lokal nekroz riski,
kitlede malignite siiphesi olmasi durumunda
cerrahi tedavi segenekleri gboz Oniinde
bulundurulabilir.(13,15). Hemanjiomlarin
kompleks ve infiltratif yapisindan dolay1
cerrahi eksizyon uygulanacak hastalarda ¢evre
normal kas dokusu da cerrahi eksizyon
sinirlarina dahil edilmelidir. Yetersiz cerrahi
uygulanan olgularda niiks ihtimali yiiksek
olup, iyi smurl, tek kas grubunda yerlesmis,
cevre dokulara minimal invazyon gosteren
olgular cerrahi eksizyon agisindan uygun olan
hastalardir (15). Cerrahi sonrasi rekiirrens
orant % 18 ile % 61 arasinda degismektedir.

Cerrahi eksizyonun en sik goriilen

komplikasyonu ise kanamadir (13,16).
Cerrahi dis1 tedavi yontemleri ise yan etkileri
ve uzun donem basarisiz sonuglari nedeniyle
nadiren tercih edilmektedir. Cerrahi i¢in uygun
olmayan hastalarda skleroterapi, radyoterapi,
kortikosteroidler ve embolizasyondan
yararlanilabilir (6,13). Ozellikle ¢ikarilamayan
lezyonlarda embolizasyon agri  kontrolii
yapmasi, cerrahi esnasinda kan kaybini azaltict
ve postoperatif rekkiirens riskini azaltic
etkisiyle tercih edilmektedir. Bazi segilmis
vakalarda c¢oklu lezyon i¢i skleroterapi
uygulamasinda  basarili  sonuglar  elde
edilmistir.  Kortikosteroid  kullanimi  ve
radyoterapi ise primer olarak sistemik
hastaliklarda tercih edilmekte olup
intramiskiiler hemanjiomlarda nadiren
kullanilmaktadir( 11,16).

Sonu¢ olarak ekstremite yerlesimli
intramiiskiiler hemanjiomlar nadir goriilen
timorler olmasi ve genellikle asemptomatik
olmalart nedeniyle stk akla gelmeyen
lezyonlardir. Tedavilerinde eger kitle kiiciik ve
asemptomatik ise, kozmetik bozukluga neden
olmuyorsa, medikal tedaviyle hastanin agrilar
giderilebiliyorsa ilk tedavi yontemi izlemdir.
Konservatif tedaviye ragmen kitle boyutlarinda
artis, inatg1 agri, ilgili ekstremitede fonksiyonel
bozukluk ya da malignite siiphesi varligi
cerrahi tedavi uygulamayi diislindiirmelidir.
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Manyetik rezonans inceleme yiiksek oranda
tan1 koydurucu olsa da kesin tani icin siipheli
lezyonlarda tru-cut biyopsi uygulamas: gerekir.
Cikartilamayacak kadar biiylik lezyonlarda
hem cerrahi sirasinda kanamay1 azaltmak hem
de kitle boyutlarii kiigiiltmek amaciyla
embolizasyondan faydalanilabilir. Eger
yapilacaksa cerrahi eksizyon yiiksek niiks
oranlar1 nedeniyle genis olarak ve c¢evre
normal dokular1 da igerecek  sekilde
uygulanmalidir.
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Hematolojik kanserli hastalarda Invaziv fungal enfeksiyonun erken
tanmisindabeta glukan testi ne kadar etkilidir?

How effective is beta glucan test in early diagnosis of invasive fungal
infection in patient with hematologic malignancy?
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OZET
Giris ve Amag: invaziv fungal enfeksiyonlar (IFE) siklikla immiin siipresif hastalarda goriilmektedir. Antifungal
tedavi basarisi i¢in erken tan1 anahtar 6neme sahiptir. Betaglucan (BG) testi mucormikoz ve kriptokoklar disinda
birgok mantar patojeni tespit edebilir. Bu calismada betaglucan diizeyinin hematolojik kanserli ve IFE’li
hastalarda tanisal bir arag olarak degerlendirmeyi amagladik.
Yontem ve Geregler: Indiiksiyon veya konsolidasyon tedavisi alan, klinik ve radyolojik IFE bulgular1 olmayan
14 giinden uzun siireli ndtropeni beklentisi olan 46 hasta calismaya dahil edildi. Hastanede yattiklar1 siire
icerisinde haftada 2 defa kan galaktmannan (GM) ve BG diizeyleri dlgiildii. Sensitivite, spesifite ve ongdrglen
degerlerin yorumlanmasi i¢in Metod A (kanitlanmig + muhtemel grup vs non-IFE) ve Metod B (kanitlanmis +
muhtemel +olast grup vs non-IFE ) degiskenleri tanimlandi.
Bulgular: Metod A’da; BG testinin sensitivitesi, spesifitesi, pozitif dngériilen deger (POD), Negatif 6ngoriilen
deger (NOD) sirastyla %68.75, %84.1, %52.4, %91.4 olarak tespit edildi. Metod B’de; BG testinin sensitivitesi,
spesifitesi, POD, NOD sirastyla %60, %88.9, %71.4, %82.8 olarak tespit edildi.
Higbir hastada ameliyat igi istenmeyen durum olmadi. Cerrahi gruptaki 3 hastaya embolizasyon uygulandi.
Postoperatif takiplerde 1 hastada enfeksiyon, 2 hastada niiks saptandi.
Tartisma ve Sonug:. Bizim verilerimiz ve mevcut literature dayanarak BG ve GM’nin IFE tanisina katki
saglayan non-invaziv test oldugu sonucuna vardik.
Anahtar Kelimeler: invaziv fungal enfeksiyonlar, beta glukan, galaktomannan, sensitivite, spesifite

ABSTRACT
Introduction: Invasive fungal infections (IFI) are commonly seen in immunosuppressive patients. Early
diagnosis is key to optimizing antifungal treatment success. Betaglucan (BG) assay can detect most of the fungal
pathogens except mucormycosis and Cryptococcus. In this study we aimed to evaluate the value of BG as a
diagnostic tool in patients with hematological malignancy and IFI.
Methods: Forty-six hematological malignancy patients under induction and consolidation chemotherapy that
expected to have neutropenia for more than 14 days with no clinical and radiological signs of IFI are included in
this study. Blood Galactomannan (GM) and BG levels were measured 2 times in a week during the
hospitalization period. Method A (proven + probable groups vs non IFI) and Method B (proven + probable +
possible groups vs. non IFI) variables were determined to assess the sensitivity, specifity and predictive values.
Results: In method A; BG test’s sensitivity, specifity, positive predictive value (PPV), negative predictive value
(NPV) was determined as 68.75%, 84.1%, 52.4%, 91.4% respectively. In method B (proven + probable +
possible groups vs. non IFI) BG test sensitivity, specifity, PPV, NPV was determined as 60%, 88.9%, 71.4%,
and 82.8% respectively.
Discussion and Conclusion: Depending on our data and present literature; we conclude that BG and GM is a
non-invasive contributory test for the diagnosis of IFI The current treatment of the symptomatic extremity
Key words: Invasive Fungal Infections, Beta glucan, galactomannan, sensitivity, specifity
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Invasive fungal infections (IFI) are commonly
seen in immunosuppressive patients with
hematological malignancy [1], solid organ and
hematopoietic stem cell transplantation with
serious morbidity and mortality [2, 3]. Routine
azole prophylaxis decreases invasive Candida
infections and mold infections become as a
major concern. Aspergillus is responsible for
approximately 90% of mold infections [4].
Early diagnosis is key to optimizing antifungal
treatment success [5]. Diagnosis is challenging
in patients with hematological malignancy due
to hemorrhagic diathesis and poor performance
status. Biomarker assays offer the advantage of
ease of performance, safety, avoidance of
invasive diagnostic procedures, and earlier
diagnosis. Two tests - galactomannan (GM)
and beta glucan (BG) - are globally
commercialized. Survival rates from Invasive
Aspergillosis (IA) in patients with AML and
HCT have improved over the past decade due
to earlier diagnosis and therapy [6 - 10].

BG is secreted from the pathogen
fungi’s wall during the infection and serum BG
level is thought to be an indicator for fungal
infection [11]. BG assay can detect most of the
fungal pathogens except mucormycosis and
Cryptococcus, encountered in patients with
AML and undergoing HCT [5, 12]. A meta-
analysis of more than 1700 patients with
hematological malignancies showed an
excellent specificity, but the sensitivity was
less promising [13]. In this study we aimed to
evaluate the value of BG as a diagnostic tool in
patients with hematological malignancy and
IFI.

Materials And Methods:

Eighty-one IFI episodes in 46 hematological
malignancy patients over 18 years old were
prospectively monitored between April 2008
and January 2009. Patients under induction or
consolidation chemotherapy that expected to
have neutropenia for more than 14 days with
no clinical and radiological signs of IFI are
included in this study.

Patients; under 18 years old, with
neutropenia period lasting less than 14 days,
poor performance condition with life
expectancy less than one month, received
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antifungal medications one month prior to
study were excluded from the study.

Patients were followed up closely for the
signs and symptoms of sino-pulmonary
infection during their hospitalization period.
An episode was determined as a fever and/or
infection period in  post-chemotherapy
neutropenia state.

Blood GM and BG levels were measured 2
times in a week during the hospitalization
period. Samples collected for GM analysis
were studied as manufacturer’s (Platelia ®
Aspergillus; Bio-Rad Labaratories, Marnes-la-
Coquette, France) instructions with monostep
sandwich  Enzyme immunoassay (EIA)
method. Samples with index value > 0.5 were
considered positive and underwent repeated
testing to ensure positive results. Samples for
BG were studied through manufacturer’s
(Fungitell assay; Cape-Cod Inc, USA)
instructions. Results >80pg/ml was considered
as positive. Serum samples for BG were
collected, stored and studied, in endotoxin and
glucan free equipments to avoid false positive
results. Positive episode was determined based
on 2 consecutive positive results for both GM
and BG. Method A and Method B variables
were determined to assess the sensitivity,
specifity and predictive values. Proven and
probable IFI patients were determined as true
positive and non-IFI patients were determined
as true negative for Method A. Proven,
probable and possible IFI patients were
determined as true positive and non-IFI
patients were determined as true negative for
Method B.

All the episodes were determined on the
basis of European Organization for Research
and Treatment of Cancer (EORTC), National
Institute of Allergy and Infectious Diseases
(NIAID) and Mycoses Study Group (MSG)
criteria.

Statistical Analysis:We use SPSS 13
software for statistical analysis. Pearson chi-
square test is used to investigate; whether sex,
disease state is a risk factor for IFI. Forward
logistic regression analysis was performed for
variables considered to be a risk factor for IFI.

RESULTS:
Patients mean age was 40.3 + 13 (18-66 years).

Underlying diseases were AML (n=33), ALL
(n=8), NHL (n=3), refractory MM (n=2).
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Twenty-seven (33.3%) patients were newly
diagnosed malignancy, 31 (38.3%) patients
had disease in remission, 11 (13,6%) patients
had recurrence of primary disease and 12
(14.8%) patients had refractory disease.
Totally, 18 of 46 patients died during follow
up period. Mean episode duration was 31.3 +
13.7 days (13-81 days). Seventy-six of the
episodes were neutropenia and mean duration
of neutropenia was 10 days. Patients’
characteristics were depicted on Table 1.

We compared mean age, Sex,

neutropenia and  hospitalization  period,
neutrophil count, underlying disease in IFI and
non-IF1 patients in order to determine the risk
factors. Mean age was 43.4 +12.5 (18-66
years) and male/female ratio was 11/7. No
significant differences were observed about
sex, age, underlying disease and disease status
between the groups (P>0.05).
Days with neu #<500, days with neu #<100
and hospitalization period were all found to be
risk factors for IFI (p=0.002, p=0.02 and
p=0.01 respectively). Prolonged neutropenia
and hospitalization period increased the risk
for IFI.

The subgroup analysis of 81 IFI
episodes were as follows: 2 proven sinonasal
mucormycosis (2.5%), 2 proven sinonasal
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Table-1: Patients’ Characteristics
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aspergillosis (2.5%), 14 probable invasive
pulmonary aspergillosis (IPA) (17.3%), 7
possible IPA (8.6%), 2 possible invasive
candidiasis (2.5%) and 54 non-IFI (66.7%).

Throughout the study 719 serum
samples were analyzed to determine BG levels.
Mean BG test number for each episode was
8.8. The number of samples studied for each
episode was 10.7 in proven group, 11.5
probable group, 11.2 possible group, and 7.6
non-1FI groups. Mucormycosis cases (n=2) had
negative test results as expected and they were
excluded from the study.

In method A (proven + probable
groups vs non IFI); BG test’s sensitivity,
specifity, positive predictive value (PPV),
negative predictive value (NPV) was
determined as 68.75%, 84.1%, 52.4%, 91.4%
respectively. GM test sensitivity, specifity,
PPV, NPV was determined as 68.75%, 98.4%,
91.7%, and 92.5% respectively (Table 1).

In method B (proven + probable +
possible groups vs. non IFI) BG test
sensitivity, specifity, PPV, NPV was
determined as 60%, 88.9%, 71.4%, and 82.8%
respectively. GM test sensitivity, specifity,
PPV, NPV was determined as 47.8%, 98.2%,
91.7%, and 82.1% respectively (Table 2).

Proven Probable Possible Non Total
IFI IFI IFI IFI
Episode # 4 14 9 54 81
Neutropenic episode # 4 14 8 50 76
Patients # 4 14 9 34 46
Mean Age 47.5+5.3 42.2+13.8 42.0+11.6 41.3+13.9 40.3+13.1
Range 42-53 18-66 23-59 18-66 18-66
Expired patient # 0 6 3 9 18
Episode duration 35.2+16.4 39.8+18.5 40.6+19.5 27.3+8.7 31.3+13.7
Range 14-54 21-81 18-21 13-46 13-81
Background diseases
AML 4 9 9 40 62
ALL 0 4 0 7 11
NHL 0 0 0 4 4
MM 0 1 0 3 4
Host factors

Episodes with steroid 0 3 0 10 13
Neu<500 24+7.6 19.5+£7.4 18.5+6.7 13.3+6.7 15.5£7.5
Range 17-32 11-38 10-31 0-28 0-38
Neu<100 15+£3.8 12.247.5 14.849.3 7.7+4.7 9.7+6.4
Range 10-18 3-28 0-31 0-21 0-31
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#: Number, IFI; Invasive Fungal Infection, AML: Acute Myeloid Leukemia, ALL: Acute Lymphoblastic
Leukemia, NHL: Non-Hodgkin Lymphoma, MM: Multiple Myeloma, Neu: Neutrophil

Table-2: Comparison of BG and GM results for groups

METHOD A (%) METHOD B (%)

BG Senstivity 68.75 60

GM Senstivity 68.75 47.8
BG Specifity 84.1 88.9
GM Specifity 98.4 98.2
BG NPV 914 82.8
GM NPV 92.5 82.1
BG PPV 52.4 71.4
GM PPV 91.7 91.7

BG: Beta Glucan, GM: Galactomannan, NPV: Negative Predictive Value, PPV: Positive Predictive

Value

Table-3: Studies about BG

Studies Test Sensitivity Specifity PPV NPV
Ostrosk Z L (14) BG (60 pg/ml) 69.9 87.1 83.8 75.1
Ostrosk Z L (14) BG (80 pg/ml) 64.4 92.4 89 73
Kawazu M (16) GM 100 93 55 100
Kawazu M (16) PCR DNA 55 93 40 96
Kawazu M (16) BG (60 pg/ml) 55 93 40 96
Obayashi T (18) BG (30 pg/ml) 95.1 85.7 41.1 99.2
Obayashi T (18) BG (60 pg/ml) 85.4 95.2 70.4 98
Obayashi T (18) BG (80 pg/ml) 78 98.4 86.7 97.1
Senn L (19) BG 63 96 79 91
Pazos C (20) BG 87.5 89.6 70 96.3
Our present study BG (80 pg/ml 68.7 84.1 52.4 91.4
Method A)
Our present study BG (80 pg/ml 60 88.9 71.4 82.8
Method B)

14: Reference number 14, 16: Reference number 16, 18: Reference number 18, 19: Reference number
19, 20: Reference number 20, BG: Beta Glucan, GM: Galactomannan, NPV: Negative Predictive

Value, PPV: Positive Predictive Value

DISCUSSION:

BG antigen is a fungal cell wall structure of all
fungus except Zygomycetes and Cryptococcus
neoformans [11]. This antigen can be detected
in serum and other body fluids. It has been
shown that BG can be positive before the
clinical symptoms and radiological signs [14-
20]. Various studies show that this test’s
sensitivity and specifity varies between 55-
95% and 77-96%, respectively [14-20]. The
differences among studies are due to

population heterogeneity and ‘positive result’
description.  Different cut-off values for
positivity and the number of positive results all
affect test results.

In this prospective study we evaluated
the reliability of serial serum BG levels
assessment for diagnosis of IFI in patients with
hematological malignancies.

The cut-off values of non-invasive
diagnostic tests affect from statistical
parameters dramatically. BG levels increase
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during the progression of IFI, so low antigen
levels are important in diagnosis of early IFI
[19]. Actually, most of the patients with low
antigen levels and in possible groups undergo
empiric or prophylactic anti-fungal therapy,
which is usually curative for most of the
conditions among IFI population.

Some technical problems complicate
BG test results such as requirement of glass
tubes without endotoxin and glucan, false
positivity with albumin and immunoglobulin
and cross-reaction with some kind of
medications. Because all these might affect
the results it is crucial to interpret the results in
view of clinical, radiological and other
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microbiological data. Some of the studies
about BG are listed in Table-3
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non-invasive contributory test for the diagnosis
of IFI.
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Early Surgical Results of Patients With Pertrochanteric Fractures Treated
With Proximal Femoral Locked Plates

Proksimal Femoral Kilitli Kompresyon Plagi ile Tedavi Edilen Femur
Pertrokanterik Kirikli Hastalarin Erken Donem Sonuclari

Sezgin Semis, ismail Burak Atalay, Selcuk Yilmaz, Murat Arikan, Emre Ozanlagan
Saglik Bakanlig1 Ankara Onkoloji Egitim Ve Arastirma Hastanesi, Ortopedi Ve Travmatoloji Klinigi

Dergiye Ulagma Tarihi: 23.10.2015 Dergiye Kabul Tarihi: 02.11.2015 Doi: 10.5505/a0t.2015.21939

OZET

Giris ve Amac: Bu calismamizda amacimiz; proksimal femoral kilitli kompresyon plag: ile tedavi etti§imiz,
pertrokanterik kirig1 olan 48 hastanin, erken donem radyografik ve klinik sonuglari ile tedavi yonteminin stabil
olmayan kiriklarda da avantajlarini ortaya koymaktir.
Yontem ve Gerecler: Hastalarin 28’1 kadin, 20’si erkek idi. Hastalarin 8 inde subtorkanterik kirik, 40 hastada
intertrokanterik kirik mevcuttu. Hastalarimizin hastaneye bagvuru anindan sonra ameliyat olma siireleri ortalama
2,2 giin olarak belirlendi. Hastalarin tamamina proksimal femoral kilitli kompresyon plag: ile stabilizasyon
yapild.
Bulgular: Hastalarin ortalama takip siiresi 11,8 ay olarak belirlendi. 48 hastanin 1’inde derin ve 2’sinde yiizeyel
olmak tizere 3 (%6) hastada enfeksiyon gelisti. 48 hastanin 43’iinde (%89) kaynama saglandi.
Tartisma ve Sonu¢: Calismamizda, pertrokanterik femur kiriklarinin tedavisinde proksimal femoral kilitli
kompresyon plaginin kullanilmasi ile post operatif morbiditenin daha diisiik, kaynama siiresinin ise daha kisa
oldugunu bulduk.
Anahtar Kelimeler: Pertrokanterik kirik, Proksimal femur kilitli plak

ABSTRACT
Introduction: The aim of this study is to analyze the early radiologic and clinical results of 48 patients with
pertrochanteric fractures treated with proximal femoral locked plates and the advantage of this treatment method
in non stable fracture patterns
Methods: 28 female and 20 male patients were analyzed. Subtrochanteric fractures in 8 and intertrochanteric
fractures in 40 patients were recorded. The mean period for operation after admission to hospital is 2.2 days.
Proximal femoral locked plate was used for reconstruction in all patients.
Results: Patients were followed up for a mean period of 11.8 months. 1 deep and 2 superficial infections were
recorded. Bony union was examined in 43 of 48 patients (89%).
Discussion and Conclusion: In this study, we analyzed that, proximal femoral locked plate is a good surgical
option for pertrochanteric fractures as it provides low morbidity rates and shorter union time.
Key words: Pertrochanteric fracture, Proximal femoral locked plate

Giris

Pertrokanterik  kiriklarin =~ %95’ yaslilarda
diisiik ve orta enerjili travmalarla diger %51
gen¢ niifusta yiiksek enerjili travmalarla
meydana gelir (1). Yasam siiresinin artmasina
paralel olarak oOzellikle instabil trokanterik
pargali kirik tiplerinin sikligi artmaktadir (2,3).
Bu hasta grubunda uygulanacak tedavi
yontemleri, en kisa siirede hastanin ayaga
kaldirilmasina ve hareketliligine izin veren,
yeterli rediiksiyon ve saglam bir tespit
saglayan, boylece hastanin kirik 6ncesi duruma
dénmesini saglayarak onemli
komplikasyonlarin oniine gegilmesini hedef
almalidir (4).

Hastalarin yataga bagimliliktan

kurtarilip daha erken mobilize edilmeleri ve
kirik 6ncesi yasam standartlarina daha erken
donebilmeleri, cerrahi tedavi metodlar1 ile
mimkiin olmaktadir. Tedavide kiriga uygun
implant se¢imi de olduk¢a 6nemlidir. (1,5).
Bu calismamizda amacimiz; proksimal femoral
kilitli kompresyon plag: ile tedavi ettigimiz,
pertrokanterik kirigr olan hastalarm, erken
donem radyografik ve klinik sonuglart ile
tedavi yonteminin stabil olmayan kiriklarda da
avantajlarini ortaya koymaktir.
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Gere¢ ve Yontem

2012-2014  yillann  arasinda  Saghk
Bakanligt Dr. Abdurrahman Yurtaslan
Onkoloji Egitim ve Arastirma Hastanesi
Ortopedi ve Travmatoloji Klinigi’ne
bagvuran 48 pertrokanterik kirigi olan
hastaya acgik ve/veya kapali rediiksiyon ve
Proksimal Femoral Kilitli Kompresyon
Plagi ile fiksasyon ameliyat1 yapildi.

Hastalarin 28 1 erkek (%358), 20 si
kadind1 (%42). Hastalarin yas ortalamasi
57,2 idi (Yas aralig1 23-90). Hastalarin 8
(%17) inde subtrkanterik kirik, 40 (%83)
hastada intertrokanterik kirikk mevcuttu
(Tablo 1). Hastalardan alinan dykiiye gore,
kiriklarin ~ olus nedenleri 9  olguda
yiiksekten diisme, 7 olguda trafik kazasi,
32 olguda evde diisme sonucudur (Tablo
2). Pertrokanterik kirik nedeniyle tedavi
edilen hastalarin 5 tanesinde eslik eden
baska kiriklar mevcuttu.

Tablo 1: Hastalarin kirik tipine gére dagilimi

45
40
35 A
30 +
25
20 ~
15 ~
10

INTERTROKANTERIK ~ SUBTORKANTERIK
KIRIK KIRIK

Hastalar Klinik olarak
degerlendirildikten sonra  radyolojik
tetkiklere gecildi. Tiim hastalara standart
pelvis on-arka grafisi ve etkilenen kalganin
on-arka ve yan grafileri ¢ekildi. Kalca 6n-
arka grafisi cekilirken uyluk 15 derece i¢
rotasyona alinarak anteversiyon diizeltildi
ve proksimal femurun ger¢ek On-arka
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grafisi ¢ekilmis oldu. Hicbir hastada
bilgisayarli tomografi ¢ekim ihtiyaci
olmadi. Kirik tespit edilen hastalara 2 kg
cilt traksiyonu tatbik edildi. Dahili yonden
gerekli testler ve anestezi konsiiltasyonlari
yapild.

Tablo 2: Kirik olus nedenleri

WEVICi DUSME
W YUKSEKTEN DUSME

-— TRAFIK KAZASI

——— 7 TRAFKKAZASI
T/ YUKSEKTENDUSME

T/ Wi DUSME

Subtrokanterik  kirigi olan hastalarda
Seinsheimer smiflamasi, intertrokanterik
kirigr  olan  hastalarda  Boyd-Grifin
siiflamast  kullanildi.  Intertrokanterik
kirigt olan 40 hastanin 14’1 tip 1 (35), 8’1
tip 2 (%20), 13 i tip 3 (32), Sitip 4 (%13)
olarak siniflandirildi . Subtrokanterik kirigi
olan 8 hastanin; 3 i tip 2 (%37), 3 ii tip 3
(%37), 2 si tip 4 (%25) olarak
siiflandirildi.

Biitiin hastalara operasyondan 30
dk once 1.kusak sefalosporin grubundan 1
gr IV antibiyotik uygulandi ve ameliyat
sonrast 3 giin devam edildi.

Tiim hastalara hastaneye yattig
andan itibaren antitromboembolik tedavi
olarak duisiik molekiil agirlikli heparin
baslandi ve ameliyat sonras1 20.gline kadar
devam edildi. Hastalarin tamamina yiiksek
uyluk antitromboembolik c¢orap ameliyat
sonrasi 6.haftaya kadar uygulanda.

Hastalarin  higcbirinde agik kirik
saptanmadi ve hi¢bir hastada damar sinir
yaralanmasi goriilmedi. Hastalarin
ortalama hastaneye bagsvuru stiresi 1.3
giindii (1-4 giin). Ge¢ bagvurularin sebebi
bazi hastalarin dis merkezdeki bagka bir
hastaneden klinige sevk edilmeleri ve bazi
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hastalarin dahili problemlerine yonelik
uygun tedavi slireleri tamamlamalariydi.
Hastalarin  hastaneye basvuru anindan
ameliyat olma stireleri ortalama 2.2 olarak
belirlendi.

Hastalar ameliyat masasimna supin
pozisyonda yatirildi.  Higbir  vakada
traksiyon masasi kullanilmadi. Rediiksiyon
icin sirasiyla abdiiksiyon, dis rotasyon,
addiiksiyon ve i¢ rotasyon manevralari
yapildi. Trokanter majoriin 2 cm
proksimalinden baglayan distale dogru
uzanan ortalama 12 cm insizyon yapildi.
Minimal invaziv plak osteosentezi (MIPO)
yapilan 6 hastada insizyon uzunlugu 5 cm
idi. Vastus lateralis proksimal
muskulotendindz bileskeden L flep olarak
kaldirildi. Kirik rediiksiyonu sonrasi uygun
plak ve proksimale en az 3 adet 6.5 mm
kaniillii kilitli vida, distale uygun sayida
45 mm Kkortikal kilitli  vida ile
stabilizasyon saglandi.

MIPO yapilan 6 hastada
rediiksiyonu takiben trokanter majorun
tepesinden baslayan 5 cm insizyon
yapildiktan sonra plak trokanter major
iizerinden  distale dogru  kaydirildi
Proksimal vidalarin tespitinden sonra
eksternal guide yardimiyla distal vidalar
yerlestirildi.

Hastalar standart olarak ameliyat
sonrast 1. giinde fizyoterapist esliginde
yatak basinda oturtulduktan sonra yiiriite¢
veya koltuk degnegi yardimiyla yiik
vermeden mobilize edildi. Diz ve kalga
ROM egzersizleri operasyon sonrast 1.
giinde kademeli olarak baglandi

Biitiin  hastalarin  rutin  olarak
operasyon sonrasi 6. hafta kontroliinden
sonra kontrollii olarak yiik vermesine izin
verildi. Hastalar klinik ve radyolojik olarak
post-op 6. Hafta, 3. Ay, 6. Ay ve 12. Ay’da
kontrole ¢agirilarak takip edildi.

Bulgular

Hastalarin ameliyat oncesi risk
degerlendirmesi ASA kriterlerine gore
Anestezi Klinigi tarafindan

degerlendirilmistir. Ameliyat ettigimiz 48
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hastanin 9’u ASA 1 (%18), 19°u ASA 2
(%39), 10’u ASA 3 (%20) ve 10 hasta
ASA 4 (%20) olarak bulunmustur. (Tablo
3)

Pertrokanterik kirik nedeni ile
proksimal femoral anatomik plak tespiti
yapilan olgularin takip stiresi ortalama 11,8
ay olarak belirlendi (3-24 ay).

Tablo 3: Hasta ASA skorlamalari
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Hastalarin operasyon sirasinda ve
post op donemde drenden gelen kanama
miktarlarinin ortalamasi 260,4 cc olarak
bulundu. MIPO uygulanan 6 hastanin
kanama miktarlarmin ortalamasi 175,3 cc
olarak hesaplandi. 14 (%29) hastamizda
post op kan transfiizyonu ihtiyaci oldu.
Ortalama kan transflizyonu miktar1 1,8
tiniteydi.

48 hastanin 1’inde derin ve 2’sinde
ylizeyel olmak iizere 3 (%®6) hastada
enfeksiyon gelisti.

Pertrokanterik ~ kirik  nedeniyle
ameliyat edilen toplam 48 hastanin
43’iinde (%89) kaynama saglandi. Bu 43
hastanin 5 inde (%11) varusda kaynama
goriildii. Komplikasyonsuz olarak
kaynama goriilen hasta sayist 38 di (%79).
Pertrokanterik  kirik  nedeniyle opere
ettigimiz hastalarin ortalama kaynama
siiresi 17,6 hafta olarak belirlendi. MIPO
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yaptifimiz 6 hastanin ortalama kaynama
stiresi 15,4 haftaydi.

Pertrokanterik kirik nedeniyle opere
ettigimiz 48 hastanin 5’ine psodoartroz
nedeniyle reoperasyon uygulandi (%11).
Reoperasyon uygulanan hastalarin 3’1
subtorkanterik kirik 2’si de intertrokanterik
kirik olan hastalardi.

Subtrokanterik kirik olup
psodoartroz tanisi alan 3 hastadan 2’sine
implant  degistirilmeden  psodoartroz
cerrahisi ve iliak otojen greft uygulandi bu
hastalarin takiplerinde operasyon sonrasi
ortalama 4. ayda komplikasyonsuz tam
kaynama goriildii. Subtrokanterik kirik
olup psodoartroz tanisi alan diger hastada
6. Ay kontroliinde medial korteks
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devamliliginda bozulma goriilmesi
nedeniyle implant c¢ikarimitiliak otojen
greftleme+Proksimal femoral ¢ivileme
yontemiyle rekonstriksiyon yapildi.
Hastanin takiplerinde klinik ve radyolojik
olarak sorun goriilmedi.

Intertrokanterik kirik olup
psodoartroz tanist1 alan hastalardan 1
hastaya ameliyat sonrasi 8. Ayda implant
cikarimi ve total kalca protezi uygulandi.
Diger hastaya ise takiplerinin 7. Ayinda
derin doku enfeksiyonu goriilesi iizerinde,
implant ¢ikarimi+debritman ve eksternal
fiksator uygulamasi yapilda.

Resim 1. Sag femur intertrokanterik kirtk preoperatif grafi Resim 2. Sag femur intertrokanterik kirik
postoperatif 1. giin grafisi Resim3. Sag femur intertrokanterik kirik postoperatif 4. ay grafisi

Tartisma ve Sonug¢

Bu c¢alismamizda femur pertrokanterik
kirigr olan ve proksimal femoral Kilitli
kompresyon plagi ile tedavi ettigimiz 48
hastanin  erken  donem  sonuglarini
inceledik. Intertrokanterik kalga
kiriklarinda kadm-erkek oraninin degisik
diizeylerde olmak ile birlikte kadin

predominansinin korundugu
gozlenmektedir(6,7,8). Bizim
calismamizda  hastalarin  kadin-erkek
dagilimi  litaretiirden  farkli  olarak

erkeklerde %48 kadinlarda %42 olarak
belirlenmistir. Bu farkin sebebinin; hasta
yas ortalamasinin literatiire gore daha
diisik olmasi ve hastalarimiz arasinda
yiiksekten diisme ve trafik kazasina bagh
ameliyat edilen erkek hastalarin sayisinin

fazla olmasina baglh
diistinmekteyiz.

Ganz ve ark. 1376 olguluk
serilerinde hastalarin %70’inde ev kazasi,
%]10’ununda trafik kazasi, %9’unda is
kazas1 ya da spor yaralanmasi, %]11’inin
ise nedeninin belirlenemedigini
bildirmislerdir (9). Bizim ¢alismamizda 48
hastanin kirik olus nedenleri; 9 olguda
yiiksekten diisme, 7 olguda trafik kazasi,
32 olguda evde diisme sonucu oldugu
belirlenmistir.

Clawson ve Melcher, femur {ist ug
kiriklarinin nedeni olarak ilk sirayr basit
diismelerin, ikinci siray1 trafik kazalarinin
aldigin belirtmislerdir (10).

oldugunu
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Kalga kg olan hastalarda
ameliyat sonrast Oliim oranlan ile ilgili
birgok farkli sonug bildirilmistir. Yapilan
caligmalarda gorildigii lizere en sik
mortalite ilk 3 ay igerisinde olmaktadir
(11). Kalga kirig1 bulunan 406 hastalik bir
caligmada Kenzora yillik mortalite oranini
%14 olarak vermistir (12). 1966’da
Horowitz ve arkadaslar1 mortalite oraninin
konservatif tedavi ile %34,6 cerrahi tedavi
ile %17,5 oldugunu bildirmislerdir. Ege ve
arkadaslarinin  yaptiklar1 bir ¢alismada
konservatif tedavi ile %34 olan mortalite
oraninin cerrahi tedavi ile %14’e indigi
belirtilmistir. Bizim calismamizda
takiplerimiz boyunca sadece 1 hasta genel
durum bozuklugu ve kardiyak problemlere
bagh kaybedilmistir. Oliim oranimizin
diisiikk olmasin1 ¢aligmamizdaki hasta yas
ortalamasmin literatlirdeki hasta yas
ortalamasindan daha gen¢ olmasina
bagladik.

Trokanterik bolge kiriklar
kaynamamast %]1-2 oranindadir (6,7,13).
Bizim c¢alismamizda kaynamama orani
%11 olarak belirlenmistir. Bu hastalarin
2’sinde gelisen enfeksiyon nedeni ile
kaynamama gelismis olup, diger iki olguda
ileri derecede varus malpozisyonu, bir
olguda ise kirik posteromedial
bolgesindeki kemik defekti nedeni ile
kaynamama ile karsilasildi.

Azboy ve arkdaslarinin yaptigi
caligmada  proksimal femoral kilithi
kompresyon plagr ile tedavi edilen
hastalarin ortalama kaynama siiresi 17
hafta, agili plakla tedavi edilen hastalarin
ortalama kaynama siiresi 18 hafta olarak
bulunmustur (13).

Bizim c¢alismamiza dahil edilen
hastalarimizin ortalama kaynama siiresi
17,6 hafta olarak olup, literatiirle uyumlu
olarak  bulunmustur. Calismamizda 5
hastada kaynamama ve 2 hastamizda
kisalik tespit edildi. Varus gelisen 5
hastanin grafilerinde proksimal vidalarin
migre oldugu goriildi. Bu hastalarin
postoperatif grafileri incelendiginde, 2
hastada  kirigr  intraoperatif  stabil
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rediiksiyonun tam olarak gerceklesmedigi
saptandi. Diger 3 hastada ise takiplerinde
cekilen grafilerinde proksimal 6,5 mm lik
kilitli ~ vidalarin ~ plagin  tespitinde
kilitlenmenin yetersiz olarak yapilmasi
nedeniyle migre oldugu diisiiniildii.

Calismamizda minimal invaziv plak
osteosentezi (MIPO) yaptigimiz 6 hastanin
hi¢cbirinde kaynamama veya bagka bir
komplikasyon gériilmedi. MIPO yapilan 6
hastadaki ortalama kaynama siiresi 15,4
hafta ve bu hastalardaki ortalama kanama
miktar1 ortalama 173,4 cc olarak belirlendi.
MIPO yapilan hastalarrmizdaki kanama
miktari litaratiirden daha diisiik bulundu.
Calismamizda 5 hastada varus
malpozisyonu goriiliirken (%11), hicbir
hastamizda vida siyrilmasi veya cut out
goriilmedi.

Hicbir hastamizda implant kirig
goriilmedi. 48 hastanin 5 ‘inde kaynamama
ve 2 si yiizeyel, 1 ‘i derin olmak {izere
toplam 3 hastamizda enfeksiyon goriildii.
Literatiirde tekrar operasyon oranlari
incelendiginde IMHS (intramediiller hip
screw) yapilan hastalarda %3, kayici vida
plak uygulamalarinda %6, PFN’de ise %4 -
12 oraninda oldugu bildirilmigtir (14).
Bizim c¢alismamizda reoperasyon orani
%11 olarak belirlenmistir.

Saarenpaa ve arkadaslarinin yaptigi
bir ¢alismada intramediiller implant (Gama
nail, PFN, PFNA) uygulanan hastalarda
%8,2  oraninda  reoperasyon  orani
bildirilmistir ~ (15). Yine uzun ve
arkadaslarinin intramediiller implantlara
yaptig1 calismada non union orant %5.7,
sekonder varus malpozisyonu orant %25.7
ve reoperasyon orani %14.7 olarak
belirtilmistir (16). Bizim c¢alismamizda
reoperason orani %11 olarak belirlenmistir.
Sonug¢ olarak; pertrokanterik  femur
kiriklarinin  tedavisinde 1iyi bir kirik
rediiksiyonu sonrast kaliteli bir
fiksasyonun sart oldugu,bu calismada
kullanilan  proksimal  femoral kilitli
kompresyon plagmin MIPO uygulamasina
olanak vermesi Ozelligi ile hastalarin
postoperatif morbiditelerinin daha diisiik
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olacagr ve kaynama siiresinin klasik agik
yonteme gore daha kisa siirede olacagi
kanilarina varilmstir.
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Goz kapagi ve konjoktiva tiimorlerinde histopatolojik sonuclarimiz

Our histological results of the eyelids and conjunctiva tumour
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OZET
Giris ve Amac¢ Go6z kapagi ve konjoktivadan yapilan kitle eksizyonlarinin histopatolojik sonug¢larini gbzden
gecirmeyi amagladik.
Yontem ve Gerecler: Ocak 2012- Ocak 2015 arasi géz kapagi ve konjoktivadan kitle eksizyonu yapilan 81
hastanin yasi,cinsiyeti, kitle eksizyon yeri, histopatolojik sonuglar1 gézden gegirildi.
Bulgular: Otuzyedisi (% 46) erkek, 44’1 (% 54 ) kadin olan 81 hastanin ortalama yas1 46,3 + 18,9 (3-84) idi. 16
hastadan konjoktival doku eksizyonu, 65 hastadan goz kapag kitle eksizyonu yapilmistt. Goz kapagi timori
olan olgularin 11 inde squamoz papillom, 22 hastada intradermal nevus, 2 hastada seboroik keratoz, 2 hastada
epidermal inkiiliizyon kisti, 6 olguda inflamatuar lezyon, kapiller hemanjiom 1 olguda, ksentelezma 2 olguda,
dermoid kist 3 olguda, verruca vulgaris 2 olguda, 4 olguda sebase kist, 1 hastada bening ekrin tumor, 1 olguda
keratoakantoma, 1 hastada pilomatrixoma goriildii. Koti huylu olan tiimorlerde 5 olguda bazal hiicreli
karsinoma, 1 hastada bazosquaméz, 1 hastada sebase bez karsinom goriildii. Konjoktiva dokularinda 4 pterjium,
6 hastada konjoktival melanositik lezyon, 6 hastada ise pyojenik granuloma goriildii.
Tartisma ve Sonug:. Kitlelerin histopatolojik tan1 dagilimimi 1k, yas, cinsiyet, yasanilan yer, giines 1s181
maruziyeti ve klinik aragtirmanin yapildigi hastanenin kapak ve konjuktival kiitle lezyonlar i¢in referans bir
merkez olmasi etkili olabilir.
Anahtar Kelimeler: Timor, goz kapagi, konjoktiva.

ABSTRACT
Introduction: To review the histopathologic outcomes of our tumour excisions from eyelid and conjunctiva.
Methods: Forty-six hematological malignancy patients under induction and consolidation chemotherapy that
expected We retrospectively studied the age, gender, tumour excision localization, and histopathologic outcomes
of 81 patients who had undergone eyelid or conjunctiva tumour excision surgery between January 2012 and
January 2015.
Results Our study analyzed data of 81 patients, 37 (%46) of whom were male and 44 (%54) of whom were
female. The mean age was 46,3 = 18,9 (3-84 ) years. Sixteen patients had undergone conjunctiva tumour
excision, 65 patients undergone eyelid tumour excision. From the cases who had eyelid tumour, 11 had
squamous papilloma, 22 had intradermal nevus, 2 had seborrheic keratosis, 2 had epidermal inclusion cycst, 6
had inflammatory lesion, 1 had capillary hemangioma, 2 had xanthelasma, 3 had dermoid cycst, 2 had verruca
vulgaris, 4 had sebaceous cycst, 1 had benign ecrine tumour, 1 had keratoacanthoma, 1 had pilomatrixoma. From
the malignant tumours, 5 cases had basal cell carcinoma, 1 case had basosquamous cell carcinoma, 1 case had
sebaceous glang carcinoma. From the conjunctiva tissues 4 pterygium, 6 conjunctival melanocytic lesion, and 6
pyogenic granuloma were observed.
Discussion and Conclusion The histopathologic diagnosis of eyelid and conjunctiva tumours might be affected
by race, age, gender, residence, sunlight exposure, and the clinical research hospital’s being a reference center.
Key words: Tumour, eyelid, conjunctiva.
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Giris

Goz kapagi ve konjoktiva ultraviyole 1sinlar
gibi dis etkenlere sik maruz kalan dokulardir
ve bu bdlgeye ait benign ve malign Kitleler
oftalmoloji pratiginde sik goriliir (1-2). Gerek
tedavi gerekse tedavi maciyla eksize edilen
dokulardan ameliyat 6ncesi diisiiniilen tanidan
farkli histopatolojik sonuglar ¢ikmaktadir,
ozellikler iyi huylu olarak diisiiniilen
dokulardan malignite ¢ikabilmektedir (3).

Biz calismamizda hastanemizde total
olarak eksize ettigimiz konjoktival ve goz
kapagi kitlelerinin histopatolojik sonuglarini
inceledik.

Materyal ve Metod:

Calismamiza Ocak 2012- Ocak 2015 yillar
arasinda  Bursa  Yiiksek Ihtisas  Egitim
Arastirma Hastanesinde goz kapagin dan veya
konjoktivadan kitle eksizyonu yapilan ve
histopatolojik incelemesi yapilmis 81 hasta
dahil edildi.

Hastalarin yasi, cinsiyeti, eksizyonun
yapildigi yer ve histopatolojik tanilar1 kayit
edildi. 16 yas alt1 hastalarda géz kapagi veya
konjoktivadaki eksizyonlar genel anestezi ile
yapilirken diger hastalarda lokal anestezi ile
total eksizyonlar tamamlandi.

Goz kapagindaki lezyonlar igin cerrahi
saha temizleme sonrasi total eksizyon ve
gerekirse defektin 6.0 prolen veya vicryl ile
primer  kapatma  teknigi  uygulanirken,
konjoktival eksizyonlarda ayni islemler sonrasi
defekt 8.0 vicryl veya 10.0 nylon sutur ile
kapatildi. Eksizyonlar 2 mm’lik normal doku
ile birlikte giivenli cerrahi sinir ile tamamlandi.
Cikarilan dokular histopatolojiye gonderildi ve
gerekiyorsa siitiir ile kenar hatlarina isaret
konuldu. Hastalar 1 giin, 10. giin ve 1. ay
goriildii.

Bulgular:

Calismamiza 81 hasta dahil edildi.
Otuzyedisi (% 46) erkek, 44’i (% 54)
kadin olan hastalarin ortalama yas1 46,3 +
18,9 (3-84) idi. Hastalarin 65’ inin (%80)
g6z kapagindan, 16’smin (%20)

konjoktivasindan eksizyon yapildi. Goz
kapaginda yapilan eksizyonlarda 7 hastada
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malign  patoloji  saptanirken  (%8),

konjoktival  eksizyonlardan  malignite
diistindiirecek  histopatolojik ~ sonuca
rastlanmadi.

GOz kapagmin en sik goriilen
benign tiimori 22 hastada (% 33 ) goriilen
intradermal nevustu. Bunu 11 hasta ile
yassi hiicreli papillom (%16 ), 6 hastada
inflamatuar lezyon (%9) , 4 hastada sebase
Kist (%6) , 3 hastada dermoid kist (% 4) ,
2 hastada seboroik keratoz (%3), 2 hastada
epidermal inkiiliizyon kisti (%3) , 2
hastada ksentelezma (%3), 2 hastada
verruca vulgaris (% 3), 1 hastada kapiller
hemanjiom (%1), 1 hastada bening ekrin
tumor (%1), 1 hastada keratoakantoma
(%1), 1 hastada goriilen pilomatrixoma
(%1) takip etti.

Kot huylu tiimorlerde ise en sik
bazal hiicreli karsinoma (BHK) goriildi( 5
hasta- % 7). Bunu 1 hasta ile ( % 1) sebase
bez karsinom, 1 hasta ile de bazosquaméz
hiicreli karsinom (%]1) takip etti. Iyi ve
koti  huylu tiimdrlerin g6z  kapagi
yerlesimini inceleyecek olursak kotii huylu
tiimorlerin 5 tanesi ( %71) alt kapakta iken
, 2 tanesi (%29) iist kapaktaydi. Iyi huylu
timorlerin 31 tanesi (% 53) list kapakta
iken, 27 tanesi alt kapaktaydi (% 47).
Kétii huylu tiimdrlerde ortalama yas 59,7
+ 14.6 iken, iyi huylu tiimorlerde ortalama
yas 48.5+18.7 olarak gorildi. Eksize
edilen konjonktiva dokularindaki
histopatolojik tan1 4 (%25) hastada
pterjium, 6 (% 37,5 ) hastada konjoktival
melanositik lezyon, 6 (% 37,5) hastada ise
pyojenik granuloma seklindeydi.

Tartisma:

Iyi ve kétii huylu kapak tiimérlerinin toplumlar
arasindaki oranlar1 farklilik gostermektedir.
Isvigre’de eksize edilen kapak tiimorlerinin %
84 iyi huylu iken, Cin popiilasyonunda bu oran
%84.20larak bulunmustur (2-4). Yunanistan’da
Kafkas  popiilasyonu {izerinde yapilan
calismada ise iyi huylu timorler % 59 olarak
izlenmigtir (5). Biz kendi ¢aligmamizda % 90
oraninda kapak ttimorlerini iyi huylu olarak
saptadik. Bircok calismada maling tiimdrlerin
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daha ge¢ yasta oldugu saptanmustir, bizim
bulgularimizda bu bilgi ile uyumludur (2,4-5).

Calismamizda en sik goriilen iyi huylu
kapak timorii % 33 orami ile intradermal
nevustu. Ulkemizde yapilan diger ¢calismalarda
Erdogan ve ark % 23,4, Kurt ve ark. % 19,4
oraninda intradermal nevus saptamuistir. Bu
caligmalarda en fazla goriilen iyi huylu kapak
timori squamdz papilloma goriiliirken bizim
calismamizda squaméz papillom ikinci en sik
goriilen kapak tiimériidiir (6-7). Asproudis ve
arkadaglarin yaptig1 calismada en sik goriilen
iyi huylu kapak timéri % 20 oran ile
kistlerken bizdeki oran % 6 seviyesindeydi (5).
Epidermal inkiiliizyon kistleri, keratoakantom,
lipid metabolizmas1 ile beraber goriilen
ksantelezma, Kkapiller hemanjioma bizim
calismamizda tlilkemizdeki ¢aligmalara nazaran
daha disik bulunmustur (7). Bu farklilik
tiimor icin referans hastanesi olmamamizdan
kaynaklanabilir.

Iyi huylu kapak tiimérlerinin dagilimi
tilkeye ve basvuru merkezlerine gore ¢ok
degismektedir. Burada iilkeler ve tilkedeki
bolgelerin glines alma miktarlar1, irk, yas ve
bagvuru merkezlerinin okuler tiimorler igin
referans klinik olmasi 6nemlidir. Ko6tii huylu
kapak tiimorlerinden en sik olarak BHK (%71)
goriilmiistiir.  Yunanistan’da oran % 86 iken,
Isvicre’de oran % 84 seviyesindedir.(2-5). Liu
ve arkadaglarinin  Hongkong’ta  yaptigi
calismada bazal hiicreli karsinom orani % 43
bulunmustur, Dai ve ark. Yaptig1 ¢alismada bu
oran % 37 seviyesinde goriilmiistiir. Oranlarin
Kafkas popiilasyonundan daha diisiik olmasi
giines, cilt ve kapak yapisina baglanmistir (8-
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9). Calismamizda bir hastada (% 14) sebase
bez karsinomu , bir hastada ise bazosquamdz
hiicreli karsinom (%14) goriilmistiir. Liu ve
arkadaslarinin yaptig1 calismada ise squamoz
hiicreli karsinom %18 ile ikinci en sik kotii
huylu tiimor olarak goriilmiistir. Xu ve
arkadaslarinin yaptigi calismada ise ikinci en
sik malign tumor % 39 oraninda sebase gland
karsinomudur (SGK). Shito ve arkadaslarinin
Hindistan’da yaptigi ¢alismada S.G.K % 33
oraninda gortilmektedir. (10). Goriildiigii gibi
doguya gittikce SGK artmaktadir bu da kapak
yapist ile iligkili olabilir.

Navai ve arkadaslarinin 613
konjoktival lezyon lizerinde yaptig1 ¢alismada
516’s1 ( % 81.8) bening en sik goriilen lezyon
357( %56.6) ile pterjium idi. ikinci siklikla 79
(%12.5) adet ile melanositik lezyonlar
gorilmistir (11). Bizim ¢alismamizda en sik
konjoktival lezyonlar melanositik lezyon ve
pyojenik granuloma olup muhtemel sebebi
eksize edilen birgok pterjium dokusunda
histopatolojik incelemeye ihtiyag
duyulmamasrydi.

GOz kapagi ve konjuktival Kkitleler
giinliik klinik uygulamada sik karsilastigimiz
lezyonlardir. Kitlelerin histopatolojik  tan
dagiliminm1 1k, yas, cinsiyet, yasanilan yer,
giines 15181 maruziyeti ve klinik arastirmanin
yapildigi hastanenin kapak ve konjonktival
kitle lezyonlar i¢in referans bir merkez olmasi
etkili olabilir.
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The assessment of clinical approaches and properties of benign hindfoot
tumors

Arka ayak benign kemik tiimorlerinin ozellikleri ve klinik yaklasimlarin
degerlendirilmesi

Ismail Burak Atalay, Volkan Kaya, Sefik Murat Arikan, Emre Ozanlagan

Saglik Bakanligi Ankara Onkoloji Egitim Ve Aragtirma Hastanesi

Dergiye Ulasma Tarihi:21/10/2015 Dergiye Kabul Tarihi:22/11/2015 Doi: 10.5505/a0t.2015.77598

OZET

Amag: Bu c¢aligmada klinigimizde cerrahi tedavi uygulanan arka ayak yerlesimli benign kemik tiimorli 24
hastanin retrospektif analizinin incelenmesi amag¢lanmistir.
Yontemler: Hastalarin 18’1 erkek, 6°s1 kadin idi. Tiimorlerin 16°s1 kalkaneus, 8’1 talusta idi. Hastalarin hepsine
acik biyopsi yapildi ve sonucuna gore cerrahi tedavi planlandi.
Bulgular: Higbir hastada ameliyat i¢ci komplikasyon olmadi. En sik karsilasilan tiim6r osteokondrom idi.
Postoperatif takiplerde 3 hastada enfeksiyon saptandi. Hicbir hastada niiks saptanmadi.
Sonug¢: Arka ayak yerlesimli tiimor olgularinda en sik bagvuru sikayeti agri olup tani i¢in tiimoral lezyonlar
mutlaka akla getirilmeli ve tedaviye yanitsiz her hasta ileri goriintiileme tetkikleri ile degerlendirilmelidir.
Ozellikle talus tiimdrleri anatomik yapis1 geredi ve teshiste ileri radyolojik tetkikler gerektirmesi nedeniyle sik¢a
gozden kagabilmektedir. Gorlintiileme yontemleri sonrasinda, kesin tani i¢in mutlaka biyopsi uygulanmalidir.
Anahtar Kelimeler: Benign, arka ayak tiimorii, tedavi

ABSTRACT
Objective: In this study we retrospectively aimed to analyze the 24 patients with the diagnosis of benign
hindfoot tumor who were surgically treated.
Methods: Eighteen of the patients were male, and six were female. Sixteen of the tumors were in calcaneus and
eight were in talus. Open biopsy was performed for all the patients and the surgical planning was decided
according to histopathologic results.
Results: The most common tumor was osteochondroma. Local infection was encountered in three of the
patients. No intraoperative complication was recorded. No recurrence was detected in any patients.
Conclusions: The most common complaint of patients with hindfoot tumors was pain and a possible bone tumor
should be kept in mind and radiological interventions should be ordered for the diagnosis of the patients
unresponsive to treatment. Because of its unique anatomic structure and the requirement for detailed imaging
studies, talus located bone tumors can easily be skipped. Finally, biopsy should be performed to confirm the
diagnosis following radiologic interventions.
Keywords: Benign, hindfoot tumor, treatment

Giris yerlestigi bolge diz gevresidir. Radyografi, ilk

ve temel yontem olup bilgisayarli tomografik
Benign kemik timorleri malign  kemik inceleme ve manyetik rezonans goriintiileme
tiimorlerine gore daha sik goriliir ve tami de tan1 ve evrelendirmede siklikla kullanilir.
yaklasimi agisindan Ozellesmis bilgi birikimi Tani ve evrelemede en son asama biyopsidir
ve deneyim gerektirmesi nedeniyle ayr bir (2). Bitiin kemik timdrlerinin i¢inde ise ayak
ozellik tasir (1). Timérli  bir hasta tiimorleri %3 oraninda yer tutar (3). Arka ayak
degerlendirmesinde ilk uygulanacak adim kemikleri olarak bilinen kalkaneus ve talusta
ayrintili anamnez almak ve bu anamnezde yas, ise kalkaneus ayak timorleri arasinda
cinsiyet, semptomlarin tiirii ve siiresi, kitlenin metatarslardan sonra 2. siklikla kemik tiimorii
lokalizasyonu ve ©Oncesinde herhangi bir gortilen yer olmaktadir. Talus ise timdre az
travma olup olmadigimi dikkatlice rastlanilan bir bélgedir (4).

sorgulamaktir. Kemik tiimorlerinde en sik ilk
bagvuru sikayeti agr1 olup tiimorlerin en fazla
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Materyal — Metod:

Bu calismada olarak 2003 — 2013 wyillan
arasinda Ankara Onkoloji Hastanesinde takip
ve tedavi edilmis kalkaneus ve talus kaynakl
benign tiimori olan toplam 24 hasta klinik
Ozellikleri  yoniinden  degerlendirilmistir.
Degerlendirmeye alinan 24 hastanin 8’inde
talus, 16’sinda kalkaneus yerlesimli lezyon
bulunmaktadir. Kalkaneus yerlesimli benign
timori olan 16 hastanin ortalama tani alma
yasi 25 ( 4-71 yas), talus yerlesimli benign
tiimorii olan 8 hastanin ortalama tan1 alma yas1
27 dir (7-42 yas). Hastalarin ortalama takip
stiresi 71.3 aydir. (24-120 ay)

Hastalarimizin hepsine fizik muayene,
iki yonli  konvansiyonel  radyografi,
bilgisayarli tomografi ve/veya manyetik
rezonans gorintileme, tim viicut kemik
sintigrafisi ve bazi olgularda akciger direkt
grafisi yapildi. Hastalar 1,5 aylik araliklarla
kontrole ¢agrildi. Kontroller, direkt grafi ve
gerekli vakalarda manyetik rezonans goriin-
tilemesi ile yapildi. Hastalar basvuru
sikayetleri, timor lokalizasyonlari, tedavi
yaklagimlar1 agisindan degerlendirildi.

Bulgular

Takip ve tedavi edilen 24 arka ayak benign
kemik timorli olgunun 18’1 erkek ve 6’s1
kadin olup tedavi sirasinda en geng hastamiz 4,
en yasli hastamiz 68 ve ortalama yas 26 idi.
Hastalarin en kisa takip siiresi 24 ay olup
ortalama takip siiresi 71.3 aydir. Hig bir benign
lezyonda takip siirecinde ve son muayenesinde
niiks goriilmemistir.

Hastalarin en ¢ok hastaneye bagvuru
sikayetleri agri olmaktadir (Tablo 1). Sislik
nedenli bagvuru ikinci siklikla goziikkmektedir.
Basit kemik kisti tanil1 1 hasta patolojik kirikla
basvurmustur.

Talus  yerlesimli  lezyonu olan
hastalarin tamam 6ncesinde farkli merkezlerde
farkli tanilarla degerlendirilmis olup, 5 tanesi
ayak bilegi burkulmasi nedeniyle diger 3 tanesi
de yumusak doku travmasi veya romatolojik
hastalik yoniinden tedavi gérmiistiir.

Tablo 1:Hastalarin bagvuru sikayetleri
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Kalkaneus Talus
Hasta Sayist 16 8
Agn 14 (%90) 8 (%100)
Sislik 8 (%50) 3 (%40)
Patolojik Kirik 1 (%6.,25) 0 (%0)

Talusta en sik karsilagilan benign
lezyon 3 hastayla osteokondrom olmustur
(Resim 1 ve 2). Kalkaneal tiimorlerde ise
intraossedz lipom ve osteokondrom en sik
goriilen benign tiimorler olmustur (Resim 3-4).

Resim 1: Talusta Osteokondrom

Hem kalkaneal hem talus yerlesimli benign
lezyonlarin tedavisi igin ¢esitli yOntemler
uygulanmustir. Talus osteokondromlarina total
eksizyon, dev hiicreli tiimor ve kondroblastom
tanili hastalara ise kiiretaj ve greftleme
uygulanmistir. Pigmente villonodiiler sinovitli
bir hastaya sinoviektomiyi takiben kiiretaj ve
sementleme yapilmigtir. Kalkaneus yerlesimli
osteokondromlara  total eksizyon, diger
kalkaneus benign tiimorlerine ise kiiretaj ve
greftleme uygulanmustir (Tablo 2 ve Tablo 3).
Talus tiimorlerinin takiplerinde dev hiicreli
tiimor tanisiyla tedavisi yapilan 1 hastaya yara
yeri enfeksiyonu nedeniyle antibiyotik tedavisi
baslanmisg ve sonrasinda debritman
uygulanmistir (Resim 5). Cerrahi tedavi edilen
16 kalkaneus tiimorlii hastanin takiplerinde 2
hastada lokal enfeksiyon goriilmiis, bu
hastalarin 1 tanesine yara yeri debritmani
uygulanmustir. Higbir =~ hastada  niikse
rastlanilmamustir.
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Resim 4: Tl agihkh sekansda kalkaneus anteriorunda intramediiller hiperintens alan, kalkaneusta
intraosseoz lipom

Tablo: 2. Benign Talus Lezyonlari

Tani Smiflama Yas/ Cinsivet Tedavi

1 Osteokondrom Latent 11K TE

2 Osteokondrom Latent 1E TE

3 Osteokondrom Latent 37K TE

4 Intraosseéz Lipom Latent 42/E K+G

5 PVNS Aktif 31E TS+K+S
6 Dev Hiicreli Tm. Agresif 23/E K+G

7 Dev Hiicreli Tm. Agresif 21E K+G

8 Kondroblastom Agresif 17E K+G

PVNS: Pigmente Villonodiiler Sinovit; TS: Total Sinoviektomi; Tm: Tiimér
E: Erkek: K: Kadm; TE: Total Eksizyon; K+G: Kiiretaj+Greftleme; S: Sementoplasti
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Tablo: 3. Benign Kalkaneus Lezyonlari
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Numara Tani Siniflama Yag/ Cinsiyet Tedavi
1 Osteokondrom Latent 4/K TE
2 Osteokondrom Latent 49/E TE

3 Osteokondrom Latent 37/K TE
4 Osteokondrom Latent 17/€ TE
5 intraossedz Lipom Latent 71/€ K+G
6 intraossedz Lipom Latent 42/E K+G
7 intraossedz Ganglion Latent 48/K K+G
8 intraossedz Lipom Latent 32/E K+G
9 intraossedz Lipom Latent 28/E K+G
10 Basit Kemik Kisti Aktif 15/K K+G
11 Basit Kemik Kisti Aktif 16/E K+G
12 Basit Kemik Kisti Aktif 16/E K+G
13 Enkondrom Aktif 59/K K+G
14 Enkondrom Aktif 68/E K+G
15 Anevrizmal Kemik Kisti Agresif 10/E K+G
16 Kondroblastom Agresif 14/E K+G

E: Erkek; K: Kadin; TE: Total Eksizyon; K+G: Kuretaj+Greftleme

Resim 5. T1 agirlikli sekansda talus posteriorunda intramediiller hipointens alan, talusta dev hiicreli tiimor

Tartisma

Tim tiimorler i¢inde kemik tliimdrleri %0.2
oraninda goriilmekte, ayak tiimorleri ise tim
kemik tiimérlerinin %3 linii olusturmaktadir.
Ayak kemik tiimorleri nadir goriilmekle
birlikte isgiicli kaybi, tam1 ve tedavideki olasi
yaklagim problemleri agisindan 6nemlidir.

Arka ayak kemik tliimorleri cok az
goriilen ve tizerine ¢ok sinirli sayida ¢aligma
yapilmis tiimérlerdir. Ayn1 zamanda ge¢ ve
yanlig tan1 konmasi ¢ok siklikla bildirilmistir.
Bunun sebebi az goriilmesi ve ¢ogu hekimin
cok bilmedigi bir tiimdr grubu olmasindan
kaynaklidir (5,6) .

Kemik tiimorli bir
degerlendirmesinde  ilk  adim

hastanin
ayrintill
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anamnezdir. Yas, cinsiyet, semptomlarin
siiresi, kitle lokalizasyonu degerlendirilmelidir.
Agr1 en siklikla rastlanilan semptomdur.
Benign tiimorler mekanik olarak bastya veya
patolojik kiriga neden olmadik¢a genellikle
agrisizdir (7,8).

Tlimoriin mekanik etkisi sonucu eklem
hareketlerinde kisitlanma gozlenebilir. Timor
direkt  olarak ayak  bilek  eklemini
etkileyebildigi gibi, reaktif sinovit sonrasi
eklem hareketlerinde kisitlanma ve agriya da
yol acabilir (9).

Kalkaneal tiimdrlii hastalar genellikle
topuk agrisi, talar tiimorlii hastalarda genellikle
ayak Dbilegi agnis1 sikayetiyle kliniklere
bagvururlar. Agr1 genel olarak siirekli olmakla
birlikte bazen de agriya sislik eslik etmektedir.
Bu sebeple bu sekilde gelen hastalarda ayak
bilegi veya topukta yumusak doku travmasi
diigtiniilerek  yanlis tan1  konulabilmektedir
(10,11).

Kemik tiimorlerinin  degerlendirilme-
sinde laboratuvar testleri genellikle yetersizdir.
Radyoloji, klinik muayenenin tamamlayicisidir
ve cogu kez klinik muayeneden elde edilen
bilgilerden daha fazlasini verir. Radyolojik
muayenenin amaci, timorii taklit edebilecek
diger patolojilerin ayirt edilmesi, timdriin
dogas1 ve yayiliminin belirlenmesi, biyopsi
icin uygun dokunun saptanmasi ve tedavinin
takibidir (8,11).

Kemik tiimorlerinin degerlendirilmesi
rontgen ile baglar. Kemik tiimorlii hastaya
yaklasimda bir sonraki adimin ne olacagina
radyografiden elde edilen bilgilere gore karar
verilir. Cogu benign kemik tiimorii ve timor
benzeri lezyonun tanisi radyografi ile
konulabilir ve ek radyolojik incelemeye veya
biyopsiye gerek kalmaz (8,12,13). Manyetik
rezonans gorintiileme kemik tiimorlerinin
yayllimimin belirlenmesinde en degerli yontem
kabul edilir. Timoérin komsu kas gruplart,
norovaskuler yapilar ve ekleme invazyon yapip
yapmadigi manyetik rezonans inceleme ile
saptanabilir ~ (14,15).  Sintigrafi ~ kemik
lezyonlarmi spesifik olmayan sekilde gosterir.
Klinik olarak 6nemi cerrahi operasyon sinirini
belirleme ve evrelemedir. Kemik
metastazlarin1 gostermede direkt grafilere gore
duyarlilig1 daha yiiksek olup daha ekonomiktir.
Normal bir sintigrafi sonucu bir lezyonun
biiyiikk olasilikla benign oldugunu gosterir,
fakat anormal bir sintigrafi sonucu malign
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benign aymrmi yapamaz (8,15,16). Biyopsi
degerlendirme ve evrelendirme siirecinde en
son asamadir. Biyopsi tiim malign tiimdrlerin
ve ¢ogu Dbenign lezyonlarin tedavisinde
gerekebilir. Biyopsi olmaksizin radyolojik tant
basit kemik kisti, osteokondrom, fibroz
kortikal defekt gibi gesitli benign lezyonlar i¢in
giivenle konabilir. USG esliginde igne
biyopsisi agik biyopsiye gore daha az invaziv
bir yontemdir ancak yapilamadigi durumlarda
BT esliginde veya agik biyopsi yapilmalidir
(15,17). Eksizyonel biyopsi genelde yumusak
doku tiimorlerinde tercih edilir, biiyiik ve
malignite stiphesi olan tiimorlerde
yapilmamalidir. Insizyonel biyopsi tiim kemik
ve yumusak doku kitlelerine uygulanabilir
(18).

Sonug olarak arka ayak kemik tiimorlii
olguya sistematik bir yaklasim gerekmektedir.
Benign tiimorler mekanik olarak basiya ya da
patolojik kiriga neden olmadik¢a genellikle
agrisiz olmalarina ragmen yine de en sik
bagvuru sikayetinin agr1 oldugu gozden
kacirilmamalidir. En sik karsilasilan fizik
muayene bulgusu palpabl bir kitle varligidir.
Kalkaneus talusa gore daha sik etkilenir. Talus
lezyonlar1 kalkaneustakilere oranla kemigin
lokalizasyonu ve direk grafilerle goriiniirliigii
acisindan daha zor tami alir ve daha kolay
atlanabilir. Arka ayak kemik tlimorlerinin
tanisinin konulabilmesi i¢in tiimoral lezyonlar
mutlaka akla getirilmeli ve tedaviye yanitsiz
her hasta ileri goriintilleme tetkikleri ile
degerlendirilmeli, sonrasinda uygun biyopsi
yontemleri ile tanisal yaklasim
sonlandirilmalidir.
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Factors Affecting Survival After Mastectomy in Invasive Lobiilar
Carcinoma of the Breast

Invaziv Lobiiler Meme Kanserinde Mastektomi Sonrasi Sagkalimi
Etkileyen Faktorler
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OZET
Giris ve Amag: Invaziv lobiiler karsinoma meme kanserinin ikinci en sik goriilen histolojik tipi olmasina
ragmen, klinikopatolojik ozelliklerinin prognostik onemi halen tartigmalidir. Bu calismanin amaci invaziv
lobiiler meme karsinomali hastalarda mastektomi sonrasi hastaliksiz sagkalimi etkileyen faktorleri
tanimlamaktir.
Yontem ve Geregler: 2006-2011 yillar1 arasinda modifiye radikal mastektomi ile tedavi edilen invaziv lobiiler
karsinomal1 68 hastanin kayitlar1 geriye doniik olarak degerlendirildi. Yas, menopoz durumu, patolojik timor
boyutu, patolojik lenf nodu durumu, grade, patolojik evre, lenfovaskiiler invazyon, Ostrojen reseptori,
progesteron reseptorii ve human epidermal growth faktor reseptor-2 durumunun hastaliksiz sagkalim iizerindeki
etkisi tek ve ¢ok degigkenli analizlerle incelendi.
Bulgular: Ortanca takip siiresi 49 ay (21-83 ay) idi. Bes yillik genel sagkalim %92, 5-yillik hastaliksiz sagkalim
ise %85 olarak bulundu. Bir hastada lokal niiks (%1,5), 9 hastada uzak metastaz (%13,2) gelistigi, 4 hastanin da
kaybedildigi (%5,9) belirlendi. Tek degiskenli analizde timér boyutu, lenf nodu durumu, evre, lenfovaskiiler
invazyon, Ostrojen reseptorii ve progesteron reseptorii durumunun hastaliksiz sagkalim iizerinde anlamli etkiye
sahip oldugu saptandi. Cok degiskenli analizde ise, bu faktorlerden tiimér boyutu (Hazard ratio [HR]= 6,4, %95
giiven araligl [GA]= 1,2-21,2, P=0,001) ve lenf nodu durumunun (HR=4,8, %95 GA= 1,1-154, P=0,01)
hastaliksiz sagkalim i¢in bagimsiz risk faktorleri oldugu belirlendi.
Tartisma ve Sonug¢: Timor capt 4 cm.den bilyiik ve aksiller lenf nodu pozitif olan invaziv lobiiler meme
kanserli hastalarda hastaliksiz sagkalim daha kotiidiir.
Anahtar Kelimeler: Meme kanseri, infiltratif lobiiler karsinoma, 6zel tip, mastektomi, prognostik faktorler.

ABSTRACT
Introduction: Although invasive lobular carcinoma is the second most common histotype of breast cancer, the
prognostic implications of its clinicopathologic characteristics remain controversial. The aim of this study was to
identify the factors affecting disease-free survival after mastectomy in patients with invasive lobular carcinoma.
Methods: The records of 68 patients with invasive lobular carcinoma treated with modified radical mastectomy
between 2006 and 2011 were retrospectively evaluated. The effects of age, menopausal status, pathological
tumor size, pathological lymph node status, histological grade, pathological stage, lymphovascular invasion,
estrogen receptor status, progesterone receptor status, and human epidermal growth factor receptor-2 status on
disease-free survival were examined by univariate and multivariate statistical analyses.
Results: The median follow-up time was 49 months (range 21 to 83). Five-year overall survival and disease-free
survival rates were 92% and 85%, respectively. One patient had local recurrence (1.5%) and distant metastasis
developed in 9 patients (13.2%). Four patients died during follow-up period (5.9%). In univariate analysis, tumor
size, lymph node status, stage, lymphovascular invasion, estrogen receptor status, and progesterone receptor
status had significant effect on disease-free survival. Of these, tumor size (hazard ratio [HR]= 6,4; 95%
confidence interval [Cl]= 1,2-21,2; P=0,001) and nodal status (HR= 4,8; 95% Cl= 1,1-15,4; P=0,01) were
determined as independent risk factors on disease-free survival in multivariate analysis.
Discussion and Conclusion: Disease-free survival in invasive lobular breast cancer patients who have tumor
size greater than 4 cm and positive axillary lymph node is worse.
Key words: Breast cancer, infiltrating lobular carcinoma, special type, mastectomy, prognostic factors.
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Giris

Memenin invaziv lobiiler karsinomasi (LK)
ilk kez 1941 yilinda Foot ve Stewart tarafindan
tanimlanmig (1), daha sonra 1970’ler ve
1980’1lerde alveoler, solid, pleomorfik, tasl
yliziik, histiyositoid ve apokrin olmak iizere
farkli alt tipleri bildirilmistir (2-4). Meme
kanserleri iginde invaziv duktal kanserden
(IDK) sonra en sik goriilen ikinci histolojik tip
ILK olup, tiim meme kanserlerinin %35-15’ini
olusturur  (5). ILK insidans1 ozellikle
postmenopozal kadinlarda olmak iizere giderek
artmaktadir ve bu durum kismen hormon
replasman tedavisiyle iliskilendirilmektedir
(6,7). ILK ayn bir kitleden ¢ok, meme
dokusunda  giiclilkle  belirlenebilen  bir
kalinlasma seklinde goriindigi igin klinik
muayene ve mamografi ile erken taninmasi
zorluk arz eder (8).

ILK, IDK ile kiyaslandiginda; tani amnda
yiksek  yas, bilylk timdér  boyutu,
multisentrisite,  multifokalite,  bilateralite,
hormon reseptdr pozitifligi, human epidermal
growth faktor reseptor 2 (HER2) negatifligi,
diisiikk hiicre proliferasyon orant ve diisiik
kemoterapi cevabi ile daha sik iliskilidir (9-
10). Tiim bunlara ragmen tedavi yontemleri
duktal kokenli meme kanserleriyle benzerdir.
ILK’nin prognozu halen tartismalidir. Bazi
yazarlar prognozunun IDK’den daha iyi (11),
bazilar1 ise daha kétii oldugunu belirtmektedir
(10). Kisa siireli takipler sonucunda IDK ile
esit veya biraz daha iyi prognozlu oldugu, uzun
donem  takipler = sonucunda ise  geg
rekiirrenslerin ve daha kotil prognoza egilimin
arttigi  bildirilmektedir  (8-10).  Prognozu
etkileyebilecek faktorler arasinda yas, timor
boyutu, aksiller lenf nodu durumu, Ostrojen
reseptér (ER) ve progesteron reseptdr (PR)
durumu, histolojik grad ve HER2 en fazla
irdelenen etkenlerdir.

Bu calismanin amaci, ILK tanist ile
mastektomi uygulanarak adjuvan tedavilerini
tamamlayan meme  kanserli  hastalarda
hastaliksiz  sagkalimi etkileyen klinik ve
patolojik faktorleri degerlendirmektir.

Gerec ve Yontem

Merkezimizde Haziran 2006 ile Aralik 2011
tarihleri arasinda cerrahi olarak tedavi edilen
1120 meme kanserli hastanin kayitlar1 geriye
doniik olarak degerlendirildi. Toplam 79
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hastanin ILK histolojik tipine sahip oldugu
goriildi. Bunlardan neoadjuvan tedavi
almamis, tan1 aninda uzak metastazi, bilateral
meme kanseri, baska primer kanseri olmayan
ve modifiye radikal mastektomi uygulanmis 68
hasta calismaya dahil edildi. Calisma igin
hastane egitim planlama kurulunun onay1
alindi.

Patolojik evreleme 2010 AJCC (American
Joint Committee on Cancer) kriterlerine gore
yapildi (12). Buna gore hastalarin pT1-3, pN1-
3, MO timor ozelliklerine sahip oldugu
saptand1. Cerrahi tedavi sonrasi endikasyon
dahilinde hastalara adjuvan olarak ortalama 50
Gy eksternal radyoterapi uygulandigi, agirlikli
olarak antrasiklin ve taksan iceren sistemik
tedavi protokollerinin verildigi, HER2+ kabul
edilen hastalarin da hedefe yonelik tedavi
aldig1 tespit edildi. Hormon reseptdrii pozitif
hastalarin menopoz durumlarina gore bes yil
veya daha uzun siireli tamoksifen ve/veya
aromataz inhibitorii aldig: belirlendi.

Patolojik incelemede hormon reseptorleri
belirlenirken,  parafin  bloklarda  tiimor
hiicrelerinde % I’den fazla
immiinohistokimyasal boyanma olmast
durumu reseptoér pozitif olarak kabul edildi.
Immiinohistokimyasal olarak skor 3+ veya
FISH/SISH+ hastalar ise HER2+ olarak kabul
edildi.

Klinikopatolojik faktdrlerden yas, menopoz,
patolojik tiimdér boyutu (pT), patolojik lenf
nodu (pN), histolojik grad, patolojik evre,
lenfovaskiiler invazyon (LVI), ER, PR ve
HER2  durumunun hastaliksiz =~ sagkalim
iizerindeki etkisi istatistiksel olarak
degerlendirildi. Tek ve c¢ok degiskenli analiz
icin Cox-oransal risk modeli kullanildi.
Hastaliksiz ve genel sagkalim oranlar1 Kaplan-
Meier yontemi ile hesaplandi, P<0,05 degeri
istatistiksel olarak anlamli kabul edildi.
Istatistik testleri “Statistical Package for the
Social Sciences, version 15.0 for Windows
(SPSS Inc., Chicago, IL, USA)” programiyla
yapildi.

Sonuglar

Cerrahi ile tedavi edilen toplam 1120 meme
kanserli hastanin %7’sinde ILK oldugu
saptandi. Tim hastalara preoperatif olarak
bilateral mamografi ¢ekildigi belirlendi. Kars
memesinde kuskulu goriintiileme bulgusu olan
dokuz hastaya biyopsi yapilarak malignitenin
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ckarte edildigi tespit edildi. Hastalarin klinik
ve patolojik 6zellikleri Tablo 1’de verilmistir.
Ortanca yas 48 (30-80 yas), ortanca takip
stiresi 49 ay (21-83 ay) idi. Bilateral meme
kanserli olgular ¢aligma dis1 birakildigindan
Ortanca timér boyutunun 2,5 ¢cm (0,5-6 cm),
53 hastada 4 cm ve altinda (%78), 15 hastada
ise 4 cm.den biiyiikk (%22) oldugu saptand:.
Aksilladan disseke edilen ortanca lenf nodu
sayisinin 24 (10-48), ortanca metastatik lenf
nodu sayisinin ise 4 (1-18) oldugu belirlendi.
On bes hastada (%22) multifokal veya
multisentrik timor oldugu tespit edildi.

Hastalarin  postoperatif =~ %52’sinin ~ RT,
%84’tiniin KT, % 12’sinin hedefe yonelik
tedavi, %72’sinin ise HT aldig1 saptandi. Takip
siiresinde bir hastada lokal niiks (%]1,5), bes
hastada izole kemik, bir hastada
kemik+akciger, bir hastada kemik+beyin, iki
hastada da izole akciger olmak {iizere toplam
dokuz hastada uzak metastaz (%13,2) gelistigi
saptandi. Dort hastanin takipler sirasinda
oldigi (%5,9) belirlendi. Bu hastalardan

Tablo-1: Hastalarin klinik ve patolojik 6zellikleri
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liclinlin hastaliga bagli uzak metastaz, birinin
ise hastalik dis1 nedenle 61diigii belirlendi. Bes-
yillik genel ve hastaliksiz sagkalim oranlar
sirasiyla %92 ve %85 olarak bulundu (Sekil-
1). Ortanca hastaliksiz sagkalim siiresi 45 ay
(8-78 ay) olarak saptandi.

Ty

% HASTALIKSIZ SAGKALIM

T T T T T T
o 20 40 &0 20 100

AYLAR

Sekil-1: Kaplan-Meier hastaliksiz sagkalim egrisi.

DEGISKEN n %

Yas <40 15 22
>40 53 78

Menopoz Pre 32 47
Post 36 53

pT(cm) T1(<2) 26 38
T2(2,1-5) 32 47

T3(>5) 10 15

pN pNO 33 48
pN1 12 18

pN2 10 15

pN3 13 19

Histopatolojik grad | 7 10
1 23 34

[11] 38 56

LVi Yok 45 66
Var 23 34

ER Pozitif 48 71
Negatif 20 29

PR Pozitif 40 59
Negatif 28 41

HER2 Pozitif 8 12
Negatif 60 88

Patolojik evre I 17 25
1l 25 37

11 26 38

Radyoterapi Yok 33 48
Var 35 52

Kemoterapi Yok 11 16
Var 57 84

Hormonoterapi Yok 19 28
Var 49 72

pT: patolojik tiimdr boyutu, pN: patolojik lenf nodu, LVI: lenfovaskiiler invazyon, ER: dstrojen
reseptorli, PR: progesteron reseptorii, HER2: human epidermal growth faktor reseptor-2.
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Tablo-2: Hastaliksiz sagkalimi etkileyen faktorlerin tek degiskenli analizi.

Degisken P degeri HR %95 GA
Yas (<40 vs. >40) >0,05 - -
Menopoz (pre vs. post) >0,05 - -

pT (<4cm vs. >4cm) 0,001 6,2 1,4-32,3
PN (negatif vs. pozitif) 0,001 5,3 1,2-22,6
Patolojik evre (I-11 vs. 1) 0,02 3,8 1,1-14,8
Histolojik grad (I-11 vs. I11) >0,05 - -
LVI (yok vs. var) 0,03 3,2 1,1-9,8
ER (pozitif vs. negatif) 0,03 3,6 1,4-13,4
PR (pozitif vs. negatif) 0,04 2,8 1,2-11,8
HER2 (negatif vs. pozitif) >0,05 - -
HR: hazard ratio, GA: giiven aralig1, diger kisaltmalar Tablo-1’deki gibidir.

Tablo-3: Hastaliksiz sagkalimu etkileyen faktorlerin ¢ok degiskenli analizi.

Degisken P degeri HR %95 GA
pT (<4cm vs. >4cm) 0,001 6,4 1,2-21,2
pN (negatif vs. pozitif) 0,01 4,8 1,1-154
Patolojik evre (I-11 vs. 1) >0,05 - -
LVi (yok vs. var) >0,05 - -

ER (pozitif vs. negatif) >0,05 - -

PR (pozitif vs. negatif) >0,05 - -

Kisaltmalar Tablo-1 ve 2’deki gibidir.

Tek degiskenli analizde (Tablo-2) yas,
menopoz, histolojik grad ve HER2 durumunun
hastaliksiz sagkalimi anlamli etkilemedigi
(p>0,05), ancak pT, pN, evre, LVI, ER ve PR
durumunun hastaliksiz sagkalim i¢in anlaml
risk faktorleri oldugu (p<0,04) tespit edildi.
Cok degiskenli analizde ise (Tablo-3) pT >4
cm olmasi (hazard ratio [HR]= 6,4, %95 giiven
araligt [GA]= 1,2-21,2, P=0,001) ve pN
pozitifligi (HR=4,8, %95 GA=1,1-154,
P=0,01) hastaliksiz  sagkalimi  olumsuz
etkileyen bagimsiz risk faktorleri olarak
belirlendi.

Tartisma

[LK, tim meme kanserlerinin %5-15’ini
olusturur ve IDK’den sonra memenin en sik
goriilen ikinci kanseridir (5). Bu calismada
yaklasik bes yillik siire araliginda tedavi edilen
meme Kanserli hastalarin = %7’sini  ILK
histolojik tipinin olusturdugu saptandi ve bu
oran literatiir ile uyumlu bulundu.

Memenin ILK’sinda prognozun IDK’den farkli
olup olmadig1 halen bir tartisma konusudur. Bu
tartismalara ragmen her iki histolojik tipte de
prognozu etkileyen faktorler ve tedavi
protokolleri  genellikle benzerdir. Ancak
ILK’nm tam aninda yiiksek yas, biiyiik timor
boyutu, multisentrisite, multifokalite,
bilateralite, hormon reseptor pozitifligi, HER2
negatifligi gibi faktorlerle daha sik iligkili
oldugu bildirilmektedir (9-10).

Meme kanserinde yas, timor c¢api, lenf nodu
metastazi, ER, PR, histolojik grad ve HER2
durumu prognoz ve adjuvan tedavi kararinin
degerlendirilmesinde onemli faktorler olarak
kabul edilmektedir (13). Bizim ¢alismamizda
hastalarin yaklasik olarak %80’1 40 yas
iizerinde olup, yas hastaliksiz sagkalim icin bir
risk faktorii olarak saptanmadi. Histolojik grad
IDK igin bir risk faktdrii olarak bilinmesine
ragmen, ILK icin  prognostik  Onemi
konusundaki bilgiler daha azdir (14). Bu
calismada histolojik grad, hastaliksiz sagkalim
icin anlamli bir risk faktorii olarak bulunmadi.
Ayn1 sekilde tiimériin ER, PR ve LVI durumu
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tek degiskenli analizde birer risk faktori
olmalarina ragmen, cok degiskenli analizde

hastaliksiz  sagkalim  {izerinde  anlaml
etkilerinin olmadig belirlendi.
Sunulan  ¢alismada  S-yillik  hastaliksiz

sagkalim oran1 %85 olarak saptanmis olup bu
oran literatiirle de uyumlu goériinmektedir (15).
Yapilan ¢aligmalarda, ILK icin tiimdr boyutu
ve aksiller lenf nodu metastazinin en giiclii
prognostik faktorler oldugu belirtilmektedir.
(8, 14-16). Sunulan ¢alisma da, invaziv lobiiler
meme kanserinde timor boyutu ve aksiller lenf
nodu metastazinin hastaliksiz sagkalim i¢in
bagimsiz  prognostik  faktorler oldugunu
gostermektedir. Hastalarin %22’sinde patolojik
timor capimin 4cm.den daha biiyiikk ve bu
hastalarda hastaliksiz sag kalimin yaklasik alt1
kat daha olumsuz etkilendigi saptanmistir.
Diger yandan, hastalarin %352’sinde aksiller
lenf nodlarina metastaz gelistig§i ve bu
hastalarda da bes kat kadar daha olumsuz
hastaliks1z sagkalim goriildiigii belirlenmistir.
Bir proliferasyon belirteci olan Ki-67, 2009 St
Gallen kilavuzlarinda &nemli bir prognostik
faktor olarak sunulmustur (17). Ancak Ki-
67’nin ILK i¢in uzun dénem prognostik degeri
konusunda yeterince calisma yoktur. Bazi
caligmalarda Ki-67, histolojik grad ve Ostrojen
reseptorii.  kombinasyonundan olusan  bir
indeksin (KiGE indeksi) tiim histolojik alt
tipler icin giliglii bir prognostik etkiye sahip
oldugu gosterilmistir (18-20).

Sonug olarak bu ¢aligma, tiimor ¢ap1 ve aksiller
lenf nodu metastazimn ILK igin bagimsiz
prognostik faktorler oldugunu gostermektedir.
Bu da hastaligin erken tani ve tedavisinin
Onemine isaret eder.
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Over Karsinosarkomunun, sag hemidiafragma ve akcigere invaze karaciger
metastazinin transtorasik transdiafragmatik rezeksiyonu

Transthoracic Transdiaphragmatic Resection for Liver Metastasis of
Ovarian Carcinosarcoma with Invasion of Right Hemidiaphragm and
Lung.
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OZET

Kolorektal ve néroendokrin tiimorlerde hepatik metastazektominin klinik faydasi ¢ok iyi tanimlanmis olmasina
karsin, diger tiimorlerinde bu uygulamanin yeri ¢ok net degildir. Bu yazida over karsinosarkomuna bagl sag
hemidiafragma ve sag akciger alt lobunu invaze etmis karaciger metastazli bir olgu sunmaktayiz. Bu olguya
abdominal girisim uygulanmadan transtorasik olarak yaklasilmis ve sag hemidiafragma, akciger ve karaciger
rezeksiyonu uygulanmistir. Hasta bu cerrahi girisim sonrasi ortalama 2,5 yil (27 ay) yasamustir. Primer
jinekolojik malignitelere bagli uzak organ metastazlarinda da, diisiik morbidite ve mortalite oranlar1 ve sag
kalimi uzamasi nedeniyle senkron hepatik ve pulmoner metastazektomi uygulanabilir. Bu alanda kisith
tecriibeler olmasina ragmen 6zellikle subdiafragmatik karaciger ile sag akcigere olan metastazlarda, transtorasik
senkron pulmoner ve hepatik metastazektomi akilda tutulmalidir.

Anahtar Kelimeler: Over karsinosarkomu, senkron, karaciger, akciger, metastazektomi

ABSTRACT

Although hepatic metastasectomy is well established for colorectal and neuroendocrine tumors, the treatment of
hepatic metastases from other sites is not well defined. We present a case of ovarian carcinosarcoma with liver
metastasis that invaded the right hemidiaphragm and lower lobe of right lung. En bloc transthoracic lung, right
hemidiaphragm and liver resection was performed without using an abdominal incision. The patient survived
nearly 2.5 years (27 months) after this surgery. Synchronous hepatic and pulmonary metastasectomies can be
recommended for the metastatic tumors from the primary gynecologic malignancies. This procedure can be done
with low morbidity, mortality rates and prolonges survival. Inspite of the limited experience, the choice of
transthoracic synchronous pulmonary and hepatic metastasectomy should be remembered for the patients with
subdiapragmatic liver and right sided lung metastasis.

Key words: Ovarian carcinosarcoma, synchronous, liver, lung , metastasectomy

Introduction
carcinomas and should be treated as

Carcinosarcomas are rare and highly endometrial or ovarian high-risk carcinomas

aggressive epithelial malignancies that contain
both malignant sarcomatous and
carcinomatous elements. The carcinosarcoma,
or Mixed Mullerian Malign Tumors, represent
1% of malignant ovarian neoplasms. Up to
90% ovarian carcinosarcomas will have
disease that has spread beyond the ovary.
Prognosis for localized stage disease is poor
with a high risk of recurrences with an overall
median survival of less than 2 years.
Carcinosarcomas are known to be metaplastic

(D).

Liver and lung are the most common
sites of distant metastases from primary
colorectal carcinoma (2,3). The resection of
metachronous, liver and lung metastases
prolongs survival despite the aggressive nature
of these tumors (4). Although hepatic
metastasectomy is well established for
colorectal and neuroendocrine tumors, the
treatment of hepatic metastases from other
primary sites is not well defined (5). In the
current literature, some authors believe that
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hepatic metastasectomy for non-colorectal and
non-neuroendocrine tumors is safe and feasible
and prolongs survival (5). There is also some
data to suggest a longer survival after lung
metastasectomy for gynecologic malignancies
(6). We present a case of ovarian
carcinosarcoma with liver metastasis that
invaded the right hemidiaphragm and lower
lobe of right lung. En bloc transthoracic liver
metastasectomy with lung and diaphragm
resection without abdominal incision was
performed. The experience with an exclusive
transthoracic, transdiaphragmatic approach is
limited. In this paper, this rare case was
discussed in the light of current literature.

Case Report

A 50 year-old post-menapausal female patient
was admitted to our hospital with the diagnosis
of ovarian carcinosarcoma. The first diagnosis
was made in March 2008 as Figo Stage IIIC
ovarian carcinosarcoma and she had already
been operated with debulking surgery. The
patient was given cysplatinum and paclitaxel
combination  chemotherapy.  The  liver
metastasis was first detected in November
2009 and second look surgery with
splenectomy, omentectomy and pelvic-
paraaortic lymphadenectomy was performed.
Liver metastasectomy was not performed at
that time due to the extrahepatic disease and
close relation of metastasis with right hepatic
vein. Abdominal computed tomography and
ultrasonography revealed a 3x5 cm metastatic
liver nodule in segment seven. The patient was
given the combination of carboplatin and
paclitaxel again. The liver metastasis
progressed under systemic treatment and three
months after systemic chemotherapy, the liver
metastasis was seen to progress and invade the
diaphragm. The nodule enlarged to 5x7 cm and
invaded the lower lobe of the right lung
through the diaphragm (Fig 1).

PET CT reported that there was no
other metastatic site. The metastasectomy was
suggested by our institutional tumor board. As
the metastases located in the dome of the right
liver, invaded the diaphragm and lower lobe of
right lung and history of previous multiple
abdominal surgeries, the transthoracic
approach thought to be much easier and safer
for the patient.

131

Figure 1. The liver metastasis was seen to
progress and invade the diaphragm. The
nodule enlarged to 5x7 cm and invaded the
lower lobe of the right lung through the
diaphragm

A right posterolateral thoracotomy was made
through the 5th intercostal space. The
metastatic mass invading the diaphragm in
close relation with lower lobe of the right lung
was observed. No other metastatic lesion was
detected with intraoperative ultrasonography.
The wedge resection of lower lobe of the right
lung was performed with the use of stappling
instrument. The circular resection of the right
hemidiaphragm with 2 cm tumor free margins
around the tumor was performed by using
electrosurgery device (HS Generator 300
(Ultracision®™) manufactured by Ethicon Endo
Surgery, USA). The tumor located in segment
seven was reached. The transection of the liver
paranchyma was performed with the use of
traditional Kelly clamp-crashing technique at 2
cm tumor free margins. At the end, RO
resection of the specimen including lung,
diaphragm and liver was completed
successfully. No drain was needed under the
diaphragm after meticulous bleeding control.
As the defect in the diaphragm was greater
than 10 cm, a dual polytetraflouroethylene
(PTFE) mesh was used to reconstruct the
defect in diaphragm. A chest tube was inserted
into the pleural space. Intraoperative blood loss
was minimal and no blood transfusion was
needed. Operating time was less than 4 hours.

The chest tube was removed on the fifth
postoperative  day. On the seventh
postoperative day patient was discharged. The
pathological examination of the resected
specimen revealed that it was the metastasis of
primary ovarian tumor. As the disease
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progressed under cysplatin and paclitaxel
combination regimen, the patient was given
carboplatin and paclitaxel combination. The
patient survived nearly 2.5 years (27 months)
after this surgery. No other liver metastasis
was devoloped during follow-up period. But, a
paracardiac metastasis with chest wall invasion
was developed and the patient was died from
peritoneal reccurrence, massive  ascites,
bilateral hydrothorax and multiorgan failure.

Discussion

Surgical resection of colorectal liver
metastases is an established form of treatment
(4,5). Current literature also supports the
hepatic metastasectomies for the primary
tumors  other  than  colorectal and
neuroendocrine origin like gynecological
tumors (5). Anatomic wversus non-anatomic
metastasectomies are still a matter of debate
for colorectal liver metastases. The authors
who support anatomic liver resections claim
that non-anatomic resections have a higher
incidence of positive margins, anatomic
resections remove the hepatic functional unit
as a whole and may offer a survival and
reccurence advantage (7). However, at present,
it appears that non-anatomic resections are as
safe in oncological terms as anatomic
resections (7). Many authors believe that the
type of liver resection has no impact on the
outcome of patients with colorectal liver
metastases; wedge resections with clear
margins are not inferior to anatomical
resections in terms of tumor clearance, pattern
of relaps or survival for colorectal carsinomas

(8).

The long term survival of a patient
with ovarian carcinosarcoma was attributed to
optimal cytoreduction during the primary
operation, complete resection of solitary
recurrent  tumors and  sensitivity  to
chemotherapy (9). The mainstay of treatment
remains cytoreductive surgical effort for
metastatic disease followed by platinum-based
chemotherapy (10). Combined liver and lung
metastasis from ovarian carcinosarcoma
treated with surgery has not been published in
English medical literature. Only three solitary
primary ovarian carcinosarcomas metastatic to
the spleen have been reported (11). An
improved survival was observed in patients
treated with optimal cytoreductive surgery
with residual tumors less than 2 c¢cm in size
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(12). The prognosis of ovarian carcinosarcoma
is associated with the residual disease after
surgery. The patients with disease recurrence
may obtain remission and survival through a
secondary surgery and/or chemotherapy (13).
The mainstay of treatment for ovarian
carcinosarcomas is cytoreductive surgery
followed by platinum-based chemotherapy,
usually as carboplatin-paclitaxel  (14).
Paclitaxel and carboplatin chemotherapy was
reported to be an effective regimen for ovarian
carcinosarcoma, but the duration of response is
relatively short (15). Complete response with
pegylated liposomal doxorubicin in metastatic
ovarian carcinosarcoma was also reported in
literature (16).

In the searched literature, we could not
find very much data on the issue of liver
metastasectomies for gynecological primary
tumors. We believe in that, non- anatomic liver
resections has the advantage of preserving
much more remnant liver tissue which is
important for chemotherapy and also for re-
metastasectomies in case of reccurrences. For
our case reported, non-anatomic resection gave
us the chance of quick en-block resection with
minimal blood loss. The invasion of lung
through diaphragm by a liver metastasis of
ovarian carcinosarcoma has not been reported
in literature before.

Like liver metastasectomies, lung
metastasectomies are also recomended for the
gynecologic  malignancies  (6,17). Lung
metastasectomies are usually recommended
after liver metastasectomies in a sequential
manner for colorectal carcinomas.
Marudanayagam et al (4) reported that the
median interval between liver and lung
metastasectomy was 25 months (range 2-88
months). There is also an alternative method
for the lung and liver metastases located in
lower lobe of the right Ilung and
subdiaphragmatic  liver  segments.  This
transthoracic approach for subdiaphragmatic
liver metastases was also described (3). But for
our case; instead of a right anterolateral
thoracotomy through 7th or 8th intercostal
space we used a classical right posterolateral
thoracotomy. Besides, the defect in diaphragm
was reconstructed with a PTFE dual mesh and
also a non-anatomic liver resection was
preferred.  Transthoracic approach also
simplified the liver metastasectomy. This type
of surgery would be more difficult through an
abdominal incision because of the localisation
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of metastasis and the possible adhesions. There
was no complication in the postoperative
period and patient survived more than 2 years (
27 months) after this procedure.

Conclusion

Liver and lung metastasectomies can be
recommended for the tumors with gynecologic
primary. These procedures can be done with
low morbidity, mortality rates and they may
prolonge survival as in our case reported. The
choice of transthoracic synchronous lung and
liver metastasectomy should be remembered
for the patients with subdiapragmatic liver and
right sided lung metastasis.
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Flagellate Hyperpigmentation Following Treatment with Low-Dose
Bleomycine: Report of two cases

Diisiik Doz Bleomisin ile Tedaviyi Takiben Flajella Benzeri
Hiperpigmentasyon: Iki Vaka Raporu
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OZET

Bleomisin’in mukokutandéz yan etkileri, 100 U'den daha yiiksek kiimiilatif dozlar1 alan hastalarda yaygindir.
Flagella benzeri hiperpigmentasyon bleomisin kullanimimin neden oldugu, vakalarin yaklasik % 8-20'sinde
goriilen ilging bir cilt reaksiyonudur. Mekanizmast bilinmemektedir. Tami karakteristik klinik goriiniime
dayanmaktadir. Hiperpigmente cilt lezyonlarnin histolojik incelemesi, bazal keratinositlerde artmig melanin
icerigini ortaya koymaktadir. Hafif vakalar antihistaminiklere ve/veya sistemik steroide yanit verir fakat bircok
vakada ilacin kesilmesi gerekebilir. Biz rolatif olarak daha diisiik (kiimiilatif dozlar 30 ve 38 U) dozlarla
bleomisin kaynakli flagella benzeri hiperpigmentasyonu olan 2 vaka sunuyoruz. Bleomisin kullanan hastalarda
hi¢ de nadir olmayan bu komplikasyonu klinisyenler akilda bulundurmalidirlar.

Anahtar Kelimeler: Hiperpigmentasyon, Bileomisin, Cilt

ABSTRACT

Mucocutaneus side effects of bleomycin therapy are common in patients receiving cumulative doses greater than
100 U (100 mg). Flagellate hyperpigmentation is an interesting cutaneus reaction caused by bleomycin use, and
is seen in about 8-20% of cases. The mechanism is unknown. Diagnosis is based on its characteristic clinical
appearance. Histological examination of hyperpigmented skin lesions has demonstrated increased melanin
content in basal keratinocytes. It has been suggested that mild cases may respond to antihistamines and / or
systemic steroids, but in many cases discontinuation of the drug may be necessary. We present two patients
(cumulative doses of 30 and 38 U) that developed bleomycin-induced flagellate hyperpigmentation with
relatively low doses. Because the condition is not uncommon in patients who are using this drug, the clinician
should be mindful of this complication.

Key words: Hyperpigmentation, Bleomycin, Skin

Case |

Introduction
A 78-year-old man, diagnosed with stage Ill

Flagellate hyperpigmentation (FH) is reported
as a rare cutaneous complication following
bleomycin therapy (1). It occurs in 8-20% of
the patients undergone bleomycin treatment,
and its mechanism of causing the complication
stands unknown (2). Mostly, the complication
is considered to happen dose-dependent and
generally occurs when the cumulative dose is
between 100 and 300 U (3). We, here, present
two patients who developed FH after receiving
low dose (30 and 38 U) of bleomycin
treatment.

lymphocyte-rich Hodgkin’s lymphoma, was
started on chemotherapy with adriamycin,
bleomycin, vinblastine, and dacarbazine
(ABVD). Ten days after the second cycle of
chemotherapy (cumulative dose of bleomycin
at 38 U), some pruritic, linear and
erythematous lesions developed on his knees,
shoulders, and upper chest (Figure 1). The
patient was treated with an intravenous
antihistamine and methylprednisolone (16 mg
for 2 days), which temporarily reduced the
erythema and relieved the itching problem.
However, the streaky erythematous lesions
progressed over the course of several days as
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his pruritus relapsed (Figure 2). Furthermore,
increased pigmentation developed in the
lesions (Figure 3). Skin biopsy specimens
obtained from erythematous lesions and
pigmented areas showed  nonspecific
eosinophilia and increased pigmentation in the
basal layer. Thus, the final diagnosis was
flagellate pigmentation caused by bleomycin
use. A dermatologic consultation resulted in a
course of prednisone (60 mg for 5 days, 40 mg
for 5 days, and 20 mg for 5 days), which
improved the pruritic erythematous lesions.
Although bleomycin  was omitted, the
eruptions recurred after the third chemotherapy
cycle. The remaining treatments were
performed without bleomycin. Areas showed
hyperpigmentation in the patient persisted for
about 6 months from the beginning of the
treatment, and mild pruritus and erythema
recurred intermittently. In a follow-up visit at
12 months, the hyperpigmented lesions had
disappeared.
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Case Il

A 22-year-old male with testicular embryonal
carcinoma was started on a 3-week course of a
combination chemotherapy with bleomycin,
etoposide, and cisplatin (BEP). Seven days
after his first course of bleomycin therapy
(cumulative dose of bleomycin at 30 U), he
developed a mildly itchy, linear, and flagellate
hyperpigmentation over the neck, shoulders,
and upper trunk (Figure 4), without showing
any erythema or scaling. Antihistamines were
given to reduce pruritus. Histological
examination was not performed. Bleomycin
use was omitted, but the combination
chemotherapy including etoposide and
cisplatin was continued. While the pruritus
slowly resolved after the discontinuation of
bleomycin, FH remained for ten months.

Figure 1: Flagellate erythema on the upper back, chest and knee in Case 1

Figure 2: Rash on upper chest showing characteristic flagellate urticated erythema in Case 1.
Figure 3: Linear, streaked hyperpigmentation over shoulder and neck in Case 1.

Figure 4: Linear, flagellate hyperpigmentation over his trunk in Case 2
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Bleomycin is an antineoplastic antibiotic,
isolated from Streptomyces verticillus (1,2,3).
It is widely used in the treatment of
malignancies such as lymphomas, germ cell
tumors, and squamous cell carcinoma (4). At
low doses, it inhibits mitosis; however at
higher concentrations, it exhibits strong
cytostatic activity by blocking the DNA uptake
of thymidine in the S-phase of the cell cycle
(4,5). Fifty percent of bleomycin is inactivated
by an aminohydrolase. Bleomycin-induced
toxicity predominantly affects the lungs and
skin due to the low levels of hydrolase in these
tissues (2-5).

Mucocutaneous side effects of bleomycin are
common, and include stomatitis, ulcers,
erythematous and bullous lesions, sclerosis,
nail changes, digital gangrene, Raynaud’s
phenomenon, and hyperkeratosis (5,6). FH is
one of the most interesting side effects, and it
may occur in 8-20% of patients who receive
bleomycin treatment (4,6). Diagnosis is based
on the characteristic clinical appearance of skin
lesions. Lesions are usually seen on the upper
trunk and limbs and may be associated with
pruritus (2,4,6). It can be said that
hyperpigmented streaks are generally localized
on areas of pressure in linear, or streaked (7).
Occasionally, there are erythematous macules
or rash with linear configurations on the skin.
The exact mechanism of this skin’s reaction is
not clearly understood. Proposed mechanisms
include localized increases in melanogenesis,
pigmentary  incontinence  secondary to
inflammation, alterations in normal
pigmentation patterns, and induction of
neutrophilic eccrine hidradenitis (8-11).
Flagellate erythema  and subsequent
hyperpigmentation are not associated with the
other medications (adriamycin, vinblastine,
dacarbazine, etoposide, and cisplatin)
administered in our cases. Because, FH has not
been described with the other drugs used in the
ABVD or BEP regimens. However, case
reports describing the development of FH after
the use of other medication including
bendamustine and docetaxel are available in
the literature (12, 13).

FH may occur within 9 weeks after
administration of bleomycin (14). Lesions in
Case | emerged within about 3 weeks after
administration of bleomycin, while in Case I,
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they appeared within one week. The time of
occurrence (early or late) may be accepted as a
result of age-related drug metabolism velocity
and rate.

It is reported that FH can manifest after
bleomycin dosages ranging from 5 U up to 465
U (15). Yaris et al. reported a child patient
undergone treatment with such a low dose as 5
U, with the parental consent (16). The linear or
streaked pigmentation usually develops after a
cumulative dose between 100-300 U of
bleomycin (6,17), whereas considering our
cases the cumulative doses were 38 U and 30
U. There are only 17 adult cases of FH
following treatment with low-dose bleomycin
(Table 1) (2,4,6,8,9,14,15,17-22,25-27). 1t is
observed that the majority of patients
developing FH within 7 days of administration
of bleomycin were young adults, even the dose
of bleomycin was between 5-30 U. In our
patient, who received a relatively higher dose
(Case I, 38 U), FH manifested 21 days after the
administration of bleomycin, besides, the
patient was of advanced age. The literature
also describes FH after the administration of
bleomycin in terms of intralesional (14 U
bleomycin) (23) and intrapleural (30 U
bleomycin) (24). In the case reported by Abess
et al., the patient developed generalized
pruritus and urticaria within 1 hour of the
bleomycin (14 U) injection, developing
erythematous streaks on the trunk, which
became  hyper-pigmented  (23).  Also,
considering the reported case of Fernandez-
Obregon et al., pigmented flagellate streaks
developed on the arms and chest one month
after bleomycin (30 U) administration (24).
The skin reactions due to bleomycin were
independent of the route of administration and
dosage, and there were a preponderance of
Hodgkin lymphoma. Furthermore, according to
our evaluation, the complication occurs in a
shorter time at lower doses vice versa (Table
1).

A specific treatment for FH is not available.
This skin reaction is reversible after
discontinuation of bleomycin, and re-
introduction of the drug may cause recurrence
of the reaction (3,25,26). But, in patient who
received ABVD therapy (Case 1), without
bleomycin in the third chemotherapy cycle, the
eruptions recurred. In the literature, a similar
case was explained by the recall phenomenon
(27). In Case |Il, the hyperpigmentation
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persisted for an extended period of time (about
10 months). It is reported in the literature that
the lesions typically resolve within 6-8 months
after the withdrawal of bleomycin (3,26,27).
The treatment of FH is generally symptomatic,
primarily managing the pruritus. Minor trauma
to the skin from scratching is thought to
increase  blood flow and cause local
accumulation of bleomycin, resulting in
hyperpigmentation. Therefore, the treatment of
FH includes topical or systemic corticosteroids
and antihistamines (27).
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In summary, it can be said that FH is an
interesting  cutaneous complication  after
bleomycin therapy, occurring even at lower
doses. This cutaneous reaction is not observed
in all cases that receive bleomycin and, as
stated in the literature, it can be observed even
after very low doses. It can be suggested that
this skin reaction isn’t dose-dependent and that
individual characteristics (e.g. age, drug
metabolism rate in the liver, level of hydrolase,
etc.) may play a role in the etiology of FH.
Additional studies are required.

Table 1: The reported cases of low-dose bleomycin-induced flagellate hyperpigmentation

Time to
Literature and Ref. no development Total cumulative Age Diagnosis
of FH after dose of bleomycin
start of
bleomycin
Chen et al., 2007 2 7d 10 mg/m? (NR, max 25 Hodgkin's disease
20 mg)
Biswas et al., 2013 (4) 4d 10 mg/m? (NR, max 22 Hodgkin's disease
20 mg)
Lindae et al., 1987 (6) 30d 10 mg/m? (NR, max 43 Hodgkin's disease
20 mg)
Pollaetal., 1986 (8) 1d 15 mg 51 For diagnosis
Cortina et al.,1990 (9) 1d 10 mg/m? (NR, max 22 Hodgkin's disease
20 mg)
Rademaker et al.,1987 (14) 7d 30 mg 55 Nasopharynx ca
Rademaker et al.,1987 (14) 7d 30 mg 67 Tongue squamous
cell ca
Ziemer et al., 2011 (15) 4d 30 mg 47 Testicular seminoma
Khalig et al., 2011 a7 2d 30 mg 31 Testicular seminoma
Mikhail et al., 2005 (18) 2d 15 mg 29 Kaposi’s sarcoma
Arseculeratne et al.,2007 (19) 3d 10 mg/m? (NR, max 45 Hodgkin's disease
20 mg)
Miori et al.,1990 (20) After a few 15 mg 25 Hodgkin's disease
hours
Schuler et al., 1984 (21) 1d 5 mg NA Hodgkin's disease
Vignini et al.,1989 (22) 1d 15 mg 25 Hodgkin's disease
Vicente et al., 1990 (25) NA 15 mg NA Hodgkin's disease
Mowad et al., 1994 (26) 4d 15 mg 36 Hodgkin's disease
Todkill D etal., 2008  (27) 7d 10 mg/m? (NR, max 48 Hodgkin's disease
20 mg)
Present Case 1 21d 38 mg 78 Hodgkin's disease
Present Case 2 7d 30 mg 22 Testis embrional ca

NR=Not reported, NA=Not available, FH=Flagellate hyperpigmentation, D=day

Disclosures: Conflict of interest: none. Written
consents were obtained from patients.
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