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OZET
Giris ve Amag: Ortalama trombosit hacmi (MPV) kirmizi kan hiicresi dagilim genisligi (RDW) testleri rutin tam
kan sayiminda bulunan basit testlerdir. inflamasyon, MPV ve RDW degerlerinde degisiklikler yapabilir. Bu
calismada KRK, adenom ve saglikli kontrollerin MPV ve RDW degerlerini karsilagtirmayi amagladik.
Yontem ve Geregler: KRK veya irritabl barsak hastalii sikayetleri nedeniyle kolonoskopik tarama yapilan
vakalarin MPV ve RDW degerleri geriye doniik olarak degerlendirilmistir. Kolonoskopi ve histopatolojik
bulgularina gore gore hastalar KRK, adenom ve normal kontrol grubu olmak {izere 3 ayr1 gruba ayrildi. Sonrasinda
adenom grubu displazi ve villoz komponent varligina gore yiiksek olasilikli prekanserdz ve digiik olasilikl
prekanser6z olarak 2 alt gruba ayrildi.
Bulgular: Calismaya ardigik toplam 602 hasta alindi. Bunlardan KRK grubunda (n=130)’si, adenom grubunda
(n=241)’si ve normal kolonoskopik bulgular1 olan (n=233)’si hasta kontrol grubundaydi. KRK grubunda diger
gruplara nazaran hemoglobin, MCV degerleri daha diisiikken trombosit sayilart daha yiiksek bulundu (P<0.001).
MPYV ortanca degerleri KRK, adenom ve kontrol gruplar1 arasinda karsilastirildiginda sirasiyla (7,51-7,91-7,90 ve
P<0,001). Ayrica RDW median degerleri gruplara arasinda (15,7-14,6-14,4 ve P<0,001) istatistiksel olarak anlaml
bulundu. Adenom alt gruplar karsilastirildiginda diisiik-yiiksek olasilikli gruplar arasinda sadece RDW agisindan
istatistiksel anlamli fark tespit edildi (14,4-14,8,ve P=0.02). MPV degerleri agisindan gruplar arasinda fark
bulunamadi (7,89-8,04 ve P>0.05).
Tartisma ve Sonug: Kolonoskopik taramaya alinacak vakalarda RDW ve MPV degerleri dikkate alinmalidir.
Anahtar Kelimeler: Adenom, Karsinom, MPV, RDW

ABSTRACT
Introduction: Mean platelet volume (MPV) and red cell distribution width (RDW) are simple tests in routine
complete blood count. We aimed to evaluate RDW and MPV values of patients with colorectal carcinoma (CRC),
adenoma and healthy controls.
Methods: The MPV and RDW values of participants who underwent colonoscopic examination for CRC
screening or irritable bowel syndrome related symptoms were evaluated retrospectively. Patients were divided into
three groups as CRC group, adenoma group and control group according to colonoscopic and histopathological
findings..Patients with adenomas were separated into two subgroups according to dysplasia and villous component
as high probable precancerous (HPP) and low probable precancerous (LPP) groups.
Results: A total of consecutive 602 participants were enrolled into the study. There were n=130 patients in CRC,
n=241 patients adenoma group and n=233 in control group. The CRC group had lower hemoglobin levels, MCV
values and higher platelet count compared to adenoma group and control group. The median MPV values of CRC
group (7.51) were lower than adenoma group (7.91) and control group (7.90) (P<0.001, for both). The median
RDW value of CRC group (15.7) was significantly higher than adenoma group (14.6) and controls (14.4) (P=0.01,
for both). Adenoma subgroups comparison reveals that the only different parameter was RDW between LPP and
HPP (14.4 vs. 14.8, P=0.02). The MPV values are similar in both groups (7.89 vs. 8.04, P>0.05).
Discussion and Conclusion: The RDW and MPV values should be taken into consideration in patients who
underwent colonoscopic screening.
Key words: Adenoma, carcinoma, MPV, RDW
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Giris
Kolorektal kanser (KRK) diinyada kanser
iliskili morbidite ve mortalitenin en sik
nedenlerinden biridir (1).  Kanserlerin
%95’inden fazlas1 adenomatdz polipten
orijin alir. KRK lerin biiyiik bir ¢cogunlugu
normal goriinimlii mukozadan adenoma,
displazi ve nihai olarak karsinoma gegis
gosteren sirali yolakla meydana gelir.
Genelde 50 yasindan sonra adenomatdz
polipler siklikla goriilmekle beraber
poliplerin bliytik  bir cogunlugu
adenokarsinoma ilerlemez (2). Yiiksek
evre displazi ve dnemli villoz komponent
gibi bazi histolojik 06zelliklerin nihai
kanser olugsmasini tahmin etmede degerleri
vardir. KRK tanisinin erken konmast
kanser iligkili mortaliteyi azaltmakta ve
sagkalimi arttirmaktadir.  Ayrica KRK
taramast bazilarinin prekanserdz
ozellikleri olabilecek poliplerin tespit
edilmesinde ve c¢ikarilmasinda Gnem arz
etmektedir. Bu bulgularin dogrultusunda
kolonoskopik takip onerilmektedir. KRK
taramast  i¢cin  gaitada gizli  kan,
kolonoskopik veya radyolojik prosediirler
uygulanmaktadir. Ancak KRK taramasi
icin yaygmn bir sekilde kabul goren
herhangi bir kan testi bulunmamaktadir.
Kirmizi kan hiicreleri (RBC),
beyaz kan hiicreleri ve trombositleri igeren
dolasimdaki kan hiicrelerinin  sayilip
sekillendirilmesi i¢in elektronik analiz
cihazlart kullanilmaktadir. Toplam hiicre
sayimi yapilmasiin yani sira bu cihazlar
ayrica ortalama hiicre hacmini ve hiicre
boyutunun dagilimimi tahmin etmede
kullanilmaktadirlar. Kirmiz1 hiicre dagilim
genigligi (RDW) eritrosit popiilasyonunun
degiskenliginin Olglisiidiir (3). Artmis
RDW retikiilositlerin dolasima
olgunlagsmadan salinmasina neden olan bir
sirii  hastalikta goriilebilir. ~ Aneminin
ayrici tanisiin yani sira yiikselmis RDW
degerleri kalp yetmezligi, kardiyovaskiiler
olaylar, ¢olyak hastaligi ve inflamatuar
barsak hastaligi aktivitesi ile iliskili
bulunmustur (4). Ayrica RDW’deki
artislarin artmis inflamatuar markirlarla
iligkili oldugu bulunmustur (5,6).
Trombositler; koagulasyonda,
inflamasyonda, trombozda ve
aterosklerozda onemli rol oynayan c¢ok
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sayida cisimleri Tretir ve salgilarlar.
Ortalama  trombosit hacmi  (MPV)
inflamasyonu gosteren ve en genis olarak
¢alisilan molekiillerden biridir. Trombosit
sayist ve MPV birbiriyle ters iligkilidir
boylelikle toplam trombosit  kiitlesi
yaklasik olarak sabit kalmaktadir (7).
Yiiksek MPV belirlenmis degisik 6nemli
risk faktorleri ile iligkili bulunmustur ve
kardiyovaskiiler, serebrovaskiiler
hastaliklar ve arteryal ve ven6z tromboza
neden olan diisiik evre inflamasyonla
iligkilidir. Yiiksek evre inflamasyonla
iligkili olan romatoid artrit veya Ailevi
Akdeniz Ates (FMF) ataklarinda disiik
MPV degerleri tespit edilmistir (8).
Literatiirde kanser hastalarmin RDW
degerlerini arastiran az sayida g¢aligma
bulunmaktadir (9, 10). Ayrica kanser
hastalarinin  MPV  degerlerini arastiran
calismalarin sayis1 daha da azdir (11).
Oyle ki bu caligsmalarda hem Kiirk’le hasta
sayist az hem de saglikli kontrollerle
karsilastirma  yapilmamaistir. Ayrica
literatiirde kolon adenomlarimin RDW ve
MPV degerleri hakkinda veri bildigimiz
kadariyla bulunmamaktadir.

Bu calismada amacimiz; KRK
tanisi alan hastalar veya kolon polipi olan
hastalarmn RDW ve MPV degerlerinin
normal saglikli kontrollerin degerleriyle
karsilastirilmasidir.  Ayrica  alt — grup
analizde disiik ve yiiksek derece displazili
adenomlari olan hastalarin degerlerini
kargilagtirmay1 amagladik.

Gerec ve Yontem

Hastalar:

Bu retrospektif calismaya KRK taramasi
veya irritabl barsak hastaligi sikayetleri
nedeniyle total kolonoskopi yapilan
hastalar alindi. Vakalar kolonoskopik ve
histopatolojik  bulgularina gére KRK
grubu, adenom grubu ve normal kontrol
olmak 1iizere 3 ayn gruba aynld.
Hastalarin demografik ozellikleri,
kolonoskopi  yapilma nedenleri, yas,
cinsiyet, eski tibbi hikaye ve kolonoskopi
islemi esnasinda laboratuvar testleri binasi
onlemek i¢in hastalarin bulgularindan
haberdar olmayan klinisyen tarafindan veri
tabanina kaydedildi. Kolonoskopi
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isleminden Once hastalarin onayi alindu.
Vakalarin demografik ve Klinik bilgileri
analiz edildi. Kanseri olan hastalar anemi
durumuna bakilmaksizin ¢alismaya alindu.
Oncesinde KRK nedeniyle opere olan ve
kolonoskopik takip i¢in islem yaptiran
hastalar c¢alismadan dislandi. Tam kan
sayim (CBC) degerleri tan1 aninda ve
herhangi bir kan {irlinii replasmani
yapilmadan elde edilen kanlardan ¢alisildu.

Kolon polipi olan hastalar
histopatolojik olarak displazi derecesine
ve villoz komponent varligina gore 2 ayri
alt gruba ayrildi;; yiiksek olasilikli
prekanserdz (yiiksek dereceli displazi veya
villoz adenom) ve diisiik olasilikll
prekanseroz (tiibiiler/tiibiilovilléz adenom
ve disiik derece displazi). Kolonoskopi
esnasinda birden fazla polip tespit
edildiginde derecesi en yiiksek olan
displazi ile villoz komponenti olan polip
caligmaya alindi. Kolonoskopide polip
tespit edilen veya kolonoskopik bulgulari
normal olan vakalarin son 3 ayda var olan
CBC degerleri caligmaya dahil edilmistir.
Kronik diyare veya demir eksikligi
anemisi  etiyolojisini aydinlatmak igin
kolonoskopi yapilip islemde normal veya
polip tespit edilen hastalar yanlig sonuglari
engellemek i¢in diglanmstir.

Biitlin gruplar i¢in, RDW veya
MPV degerlerini etkileyecek diyabet, tiroit
disfonksiyonu, inme, tromboembolik
olaylar, kalp yetmezligi, kardiyovaskiiler
olaylar ve inflamatuar bozukluklar1 gibi
kronik  rahatsizlignt =~ olan  hastalar
calismadan diglanmigtir. Ayrica hem RDW
hem de MPV degerlerine ulagilamayan
hastalar ¢alismadan diglanmustir.

Laboratuvar testleri:

Hemoglobin (HB), mean corpuscular
volume (MCV), RDW, trombosit sayist,
beyaz kire (WBC) ve MPV degerleri
Advia 2120 (Siemens  Healthcare
Diagnostics Inc., Tarrytown, New York,
USA) cihazi kullanilarak tespit edilmistir.
Ayrica RDW hesaplamasi (standart sapma
(SD)/MCV X 100%) denklemi
kullanilarak yapilmistir.

Istatistiksel analizler:
Istatistiksel analizler SPSS 21. Versiyonu
kullanilarak yapildi. Degiskenler normal
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dagilip dagilmadigimi arastirmak igin
gorsel (histogram, olasilik plotlar) ve
analitik metotlar (Kolomogorov-
Smirnov/Shapiro-Wilk’s testleri)
kullanildi. Normal dagihm gosteren
degiskenler i¢in ortalama ve standart
sapma kullanilirken normal dagilmayan
degiskenler i¢in ortanca ve aralik degerleri
verildi.  Normal  dagilim  gosteren
degiskenler 3 grup arasinda
karsilastirilinca  varyans  analiz  ile
degerlendirme yapildi ve bonferroni
diizeltmesi Student T testi ile yapildi
Normal dagilmayan degiskenler icin
Kruskal Wallis testleri ve Bonferroni
diizeltmesi  Mann-Whitney U  testi
kullanilarak yapildi. Ayrica diisiik derece
ve yiiksek derece displazi gruplari arasinda
parametreler Man Whitney U testi
kullanilarak degerlendirildi. P degeri icin
0,05’ten kiiciik olan degerler istatistiksel
olarak anlamli kabul edildi.

Sonuclar

Bu caligmaya toplamda 602 ardisik vaka
alindi. Vakalar KRK grubu, adenom grubu
ve normal kontrol olmak iizere 3 ayri
gruba ayrildi. Karsinom grubunda 130
hasta varken bunlarin %57,7’si erkekti.
Toplamda 241 adenom hastasimin %64,5’1
erkek hastalardan olusuyordu. Ayrica
kolonoskopisi normal olan 233 saglikli
vaka calismada yer aldi. KRK grubunda
bulunan vakalarin yaslar1 diger her iki
gruptan daha biiyiiktii ve fark istatistiksel
olarak anlamliydi (P<0.001). Cinsiyet
acisindan gruplar arasinda istatistiksel
olarak anlamli farklilik yoktu.

Karsinom grubunda diger her iKi
gruba nazaran daha diisik HB ve MCV
degerleri bulunurken trombosit degerleri
daha yiikksek bulundu ve farklilik
istatistiksel olarak anlamliydi (Biitiin
degiskenler i¢in P<0,001). Trombosit
sayist adenom grubunda saglikli gruba
gore daha diisiikti (P=0.03) ayrica MCV
degerleri daha yiiksekti (P=0,03). MPV
degerleri  karsilastirildiginda  karsinom,
adenom ve saglikli gruplarin degerleri
sirasiyla 7,51 (5,6-11,1)-7,91 (5,89-13,70)-
7,90 (5,89-18,60) olarak tespit edildi.
Karsinom ve adenom gruplar1 ve karsinom
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ile  kontrol gruplart arasinda MPV
acisindan  anlamli  istatistiksel ~ fark
bulunurken (P<0,001). Polip grubu ile
kontrol grubu arasinda istatistiksel anlaml
fark bulunamadi (P>0,05). Ayrica ortanca
RDW  degerleri  agisindan  gruplar
karsilastirildiginda KRK grubunda
adenom grubuna goére daha yiiksek
degerler tespit edildi. (15,7 ilel4,6 ve
P<0,001). Ayrica KRK grubu ile
kontroller arasinda da RDW agisindan
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istatistiksel anlamli fark bulundu (15,7 ile
14,4 ve P<0,001). Ancak adenom grubu
ile kontrol grubu arasinda anlamh fark
bulunamadi (14,6 ile 14,4 ve P>0.05).
Calismaya  alman  vakalarin  klinik
ozellikleri ve laboratuvar degerlerinin
karsilastirilmas: Tablo 1°de 6zetlenmistir.
Ayrica MPV ve RDW degerlerinin gruplar
arasinda karsilagtirilmasi sirasiyla Sekil 1
ve Sekil 2’de gosterilmistir.

Tablo 1: Vakalarim klinik 6zellikleri ve laboratuvar degerlerinin karsilagtirilmasi

Kontrol Adenom grubu Karsinom grubu P degeri
grubu

Yas (yil) 53,3 13,1 57 +11,8 62,8+ 12,8 <0.001

Cinsiyet Erkek (%) 136 (%58,6) | 156 (%64,5) 75 (%57,7) 0.26

Hemoglobin® (g/dL) 13,8 (12,1- 14 (11,9-17,7) 11,8 (5,7-19,6) <0.001
17,3)

Trombosit? 259 (125- 252 (122-526) 335 (98-822) <0.001

(/mm>x10%) 509)

MPV ? (fL) 7,9 (5,89- 7,91 (5,92-13,7) 7,51 (5,6-11,1) <0.001
18,6)

RDW ? (%) 14,4 (11,2- 14,6 (11,4-23,5) 15,7 (7,3-27,3) <0.001
24)

MCV ? (fL) 86,5 (62,9- 87,3 (66,9-99,3) 83,3 (63,4-98) <0.001
97,5)

MCV: ortalama corpuscular hacim RDW: Kirmizi kan hiicresi dagilim genisligi; MPV: Ortalama
trombosit hacmi. (*) Data median olarak temsil edilmistir (range).

MPV (fl)

l i
P B &

Sekil 1: Gruplarin MPV degerlerinin karsilas.

Polip grubu diisiikk olasilikli
prekanser6z ~ ve  yilksek  olasilikli
prekanserdz olmak {izere 2 gruba
ayrilmistt. Diistik olasilik grubunda 148
hasta bulunurken yiiksek olasilik grubunda
93 hasta bulunuyordu. Yas agisindan
yiikksek  olasilik grubu daha yash
hastalardan olugmaktaydi. Bu alt gruplarin
demografik ve karakteristik 6zellikleri ve
CBC sonuglarinin karsilagtirilmas: Tablo

mwm
s
L o
1T

Sekil 2: Gruplarin RDW degerlerinin karsilas.

2’ gosterilmistir. RDW degerleri yiiksek
olasilik grubunda daha yiiksek olmak
iizere her iki grup arasinda
karsilastirildiginda  farklhilik  istatistiksel
olarak anlamli bulundu (14,4 ile 14,8 ve
P=0.02). Bu Kkarsilastirma Sekilde 3’te
gosterilmistir. Ancak MPV  degerleri
gruplar arasinda istatistiksel olarak anlaml
farkli degildi (7,89 ile 8,04 ve P>0.05).
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Tablo 2: Polip alt gruplarin demografik ve laboratuvar 6zelliklerinin karsilagtirilmasi.

Diisiik derece grup Yiiksek derece grup P degeri
Yas (y1l) 552+ 12,4 59,7 +10,3 <0.001
Cinsiyet Erkek (%) 91 (&61,5) 64 (%68,8) 0,25
Hemoglobin® (g/dL) 14,2 (11,9-17,7) 13,9 (11,9-17,5) 0,47
Trombosit (/mm°x10°) | 251(122-518) 252 (139-526) 0,81
MPV* (fL) 7,89 (6,5-11,9) 8,04 (5,92-13,7) 0,48
RDW? (%) 14,4 (11,4-23,5) 14,8 (12,7-19,1) 0,02
MCV? (fL) 87,1 (66,9-99,3) 87,3 (69,2-97,2) 0,81

MCV: ortalama corpuscular hacim RDW: Kirmizi kan hiicresi dagilim genisligi; MPV: Ortalama
trombosit hacmi. (%) Data median olarak temsil edilmistir (range).

RDW (%)
i I

Sekil 3: Polip alt gruplarnn RDW
degerlerinin karsilagtiritlmasi

Tartisma

Bu c¢alismada KRK grubu, adenom grubu
ve kontrol gruplarinin CBC
parametrelerini kargilastirdik ve sonugta
KRK hasta grubunda RDW degerlerinde
artis izlenirken MPV degerlerinde diisiis
oldugu tespit edildi. Kolonik poliplerin ise
CBC parametreleri {izerine ciddi bir
etkileri olmadig1 goriildii. Polip 6zelligine
gore tek anlamlhi  farkhihk RDW
degerlerinde tespit edildi.

Asikar veya gizli gastrointestinal
sistem kanamalar1 KRK en Onemli
bulgularindan  biridir. ~ Gastrointestinal
kanama ve demir eksikligi anemisi
erkeklerde ve menopoz sonrasi kadinlarda
kolorektal degerlendirme i¢in 2 &nemli
endikasyondur. Gastrointestinal sistemden
kronik kan kaybi demir eksikligi anemisi
yapar Oyle ki demir eksikligi anemisine
bagli olarak KRK hastalarinda HB ve
MCV degerleri diigsiik bulunurken RDW
ve trombosit degerleri yiiksek bulunur.
Bizim  sonuglarimiz  bu  gercekle
uyusmaktadir. Ayrica Spell ve ark’inin
yaptigr bir calismada RDW degerlerinin
sag kolon kanserlerinde yiiksek derecede

sensitif ve spesifik oldugu tespit edilmis.
Bu calismada kontrol grubunda %12’lik
bir RDW vyiiksekligi tespit edilmisken
KRK grubunda bu oran %69 olarak
bulunmus. Sag taraf KRK, sol taraf KRK
ve kontrol gruplarinin ortalama RDW
degerleri sirasiyla 16,8- 15- 13,3 olarak
bulunmus. Ilging olarak CBC’nin diger
parametreleri (HB, MCV) ile RDW’nin
kombinasyonunda tek basina RDW’nin
sensitivite ve spesifitesini artiramamigtir.
Eritrosit hacmindeki degiskenlik asikar
anemiden Once ortaya c¢ikmaktadir ve
normal CBC ile birlikte artmis RDW
erken demir eksikligi anemisinin iyi
sensitif ve spesifik bir belirtecidir (9).
Ayrica demir eksikligini tespit etmekte
artmug RDW diger laboratuvar testlerinden
daha duyarhdir (12).

Yapilan bazi caligmalarda tibbi
checkup igin bagvuran hastalarda anemi
durumundan  bagimsiz olarak RDW
degerlerinin  inflamatuar ~ markirlarla
(yiiksek sensitif C reaktif protein (CRP) ve
eritrosit sedimantasyon hizi (ESR)) iligkili
oldugu bulunmustur (5, 13).
Inflamasyonun eritropoez ve dolagimdaki
eritrosit yart Omri iizerindeki etkisi
anizositoza neden olup RDW degerlerinde
artiga neden olabilmektedir (14). Yapilan
bir calismada RDW degerlerindeki 1 SD
artisgin kanser mortalitesinde %28’lik bir
artigla iliskisi oldugu tespit edilmistir.
llging olarak RDW’nin mortalite ile olan
iligkisi inflamasyonun varligina bagiml
degildi (6). Bizim calismamizda kanser
bagimli inflamasyon ve kronik hastalik
anemisi anemi durumu ve artmis RDW
durumu ile iligkili olabilir.

Dolagimdaki kiigiik ve biiyiik
yapidaki trombositlerin
siniflandirilmasinda sistemik
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inflamasyonun siddeti degerlendirilmelidir
(8). Artmis MPV diizeyleri genelde
vaskiiler risk faktorleri, immiin
trombositopenik durumlar, diisiik derece
inflamatuar  durum ve edinsel dev
trombosit bozukluklarla iligkilidir. Diisiik
MPYV degerleri ise sitotoksik tedavi sonrast
kemik iligi aplazisi, hipersplenizm, reaktif
trombositozis yiiksek dereceli inflamasyon
ve Wiskott-Aldrich sendromu ile iligkilidir
(15). Kanser bir siirii proinflamatuar
sitokinin salgilandig1 sistemik inflamatuar
bir bozukluktur. Birka¢ proinflamatuar
sitokin kemik iligindeki hematopoetik
hiicrelerin maturasyonuna etki ederek
hematopoetik hiicrelerin dolasima
salgilanmasina neden olur. Yiiksek derece
inflamasyonla iliskili durumlar (aktif
inflamatuar barsak hastaligi, Romatoid
Artrit, FMF ataginda) genel olarak
dolasimdaki kii¢iik trombositlerle ve
diisiik MPV degerleri ile iligkili iken ayn1
durumlar remisyonda iken veya anti-
inflamatuar ilag kullanimi dolasimdaki
daha biiyiik trombositlerle ve daha yiiksek
MPV degerleri ile iligkilidir (8). Yiiksek
derece inflamasyon MPV ile negatif
iligkilidir. Adenomdan karsinom gelisimi
malign hiicrelerin mukozal tabakayi
gecmesi ve sonug olarak sistemik yiiksek
inflamatuar durum olugmasi ile sonuglanir.
Oyle ki KRK hastalarinda diisiik MPV
degerleri beklenen bir durumdur.

Bu c¢alismada MPV’nin KRK ve
adenom ile olan iligkisini arastirdik ve
kolon poliplerinin MPV iizerine 6nemli bir
etkinligi olmadigi sonucuna vardik ancak
diisiik MPV degerleri KRK ile iliskiliydi.
Yapilan bir c¢alismada Bevacizumab
tedavisi alan metastatik KRK hastalarinda
MPV degerlendirilmis (11). Bu ¢alismada
bulunan ortalama MPV degerleri bizim
sonuglardan daha yiiksek olarak bulunmus.
Oyle ki bu ¢alismadaki hastalarin ¢ogu
opere olmus ve metastatik KRK olarak
siniflandirilmig. Bizim daha disik MPV
degerlerini bulmamizin bir nedeni de
hastalarin opere olmadan ve tam1 konar
konmaz degerlerine bakilmasi
nedeniyledir. Oyle ki metastatik KRK
hastalarinin  bir kisminda kitle rezeke
edilmedigi i¢in degerlendirme asamasinda
lezyondan  salinan  bazi  sitokinler
megakaryosit ve  MPV  degerlerini
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etkilemigtir. Ayrica biz ¢aligmamizda
opere olmus ve takip kolonoskopi olan
hastalar1 digladigimiz i¢in bizim degerler
daha diisiik olarak bulundu. Boéylelikle
bizim sonug¢larimizla KRK’nin net olarak
MPYV iizerine olan etkisi net ve agik olarak
tespit edilmis olmaktadir. Adenom ve
kontrol gruplari karsilastirildiginda
anlamhi fark bulamadik ayrica diisiik-
yiiksek olasilik prekanser6z adenomlar
arasinda da istatistiksel anlamli fark
bulunmadi. Bu sonug gosteriyor ki; polipi
olan hastalarda polipin  6zelliginden
bagimsiz olarak mukoza tabakasina
sinirlanmig  diisik derece inflamasyon
MPV degerlerine etki etmemektedir. Ote
yandan prekanser6z derecesi ile RDW
arasinda iligki tespit edildi. Diisiik derece
inflamasyon RDW degerlerini etkilerken
MPV degerleri etkilenmemektedir.
Inflamasyonun mukozanin Otesine
gegmesiyle trombositoz ve MPV diisiisii
meydana gelmektedir.

Calismamizin bazi kisitlamalari
mevcuttu sOyle ki; retrospektif dizayn
olmasi, nispeten  Ozellikle adenom
grubunda diisiik hasta sayisi varligi olarak
sayilabilir. Ayrica retrospektif dizayndan
dolayt polip ¢ap1 degerlendirilemedi.
Ancak polip ¢apt hem yapan Kkisiye
baglidir hem de genelde yaklasik olarak
degerlendirildigi  i¢in  saglikli  sonug
vermeyecektir. Kisiler arasindaki bu
degiskenligin etkisinden kurtulmak ig¢in
polip boyutu ile degerlendirme siibjektif
olabilecegi icin calismada
degerlendirilmemistir. Ayrica biz bu
calismada KRK hastalarin tani1 anindaki
CBC degerlerini degerlendirdik ilerde
prospektif olarak tani aninda, operasyon
sonrast ve kemoradyoterapi sonrasi
degerlendirme yapilmasi hastalik
trendinde bu markerlerin roliinii daha iyi
bildirecektir.

Sonu¢ olarak, KRK hastalarinda
MPV degerleri diisiik olarak bulunurken
displazi ve adenomun villoz komponenti
varligit RDW degerlerini arttirmaktadir. Bu
¢alismanin sonuglarina goére, kolonoskopik
tarama yapilacak hastalarda RDW ve
MPYV degerleri dikkate alinmalidir. Kanser
ve inflamasyonun kemik iligi dolasimdaki
hematopoetik hiicreler {izerine etkilerini
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arastirmak i¢in randomize kontrollii ve
prospektif caligmalara ihtiya¢ vardir.
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The utility of diffusion-weighted imaging in differentiation of papillary and
clear cell subtypes of renal cell carcinoma
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OZET
Amac: Bu ¢alismadaki amacimiz, papiller tip ile seffaf hiicreli renal hiicreli kanser alt tiplerini ayirt etmede diflizyon agirlikli
goriintiilemenin yararliligini belirlemektir.
Yéntem: Papiller tip ve seffaf hiicreli tip renal kanseri olan toplam 16 olgu retrospektif olarak degerlenmistir. Inceleme 3
Tesla alan giiciine sahip manyetik rezonans cihazinda gergeklestirilmistir. Renal kitle konturlar1 T2 agirlikli goriintiilerden de
faydalanilarak smirlanmis ve kistik-nekrotik dejenerasyon alanlari disarida kalacak sekilde elle ¢izilen ilgi alan1 (freehand
ROI) kullanilarak kitlelerin solid komponentlerinin b=50 sn/mm? ve b=1000 sn/mm? DAG’lerde goriiniir difiizyon katsay1
(apparent diffusion coefficient =ADC) degerleri ve ortalama sinyal intensite (SI) degerleri ile bobregin normal parankiminin
ortalama sinyal intensite (SI) degerleri Ol¢iilmiistiir. Normal parankimin sinyal intensite degerlerinin 6lglimii igin ROI
kortikomediiller bileskeye yerlestirilmistir.
Bulgular: Ortalama ADC degeri papiller RHK’ larda (0.991 + 0.143x107> mm?/sn) seffaf hiicreli RHK lardan istatistiksel
olarak anlamh derecede diisiiktii (1.296 +.0.277 x 107 mm?%sn) (p<0.05). Ayrica papiller RHK grubunda, b=1000 sn/mm?
DAG’lerde 0lgiilen ortalama SI degerleri (22.8 + 6.3), normal parankimden (43.4+ 14.8) ; seffaf hiicreli RHK grubunda b=50
sn/mm? DAG’lerde 8lgiilen ortalama SI degerleri (102+ 27.5), normal parankimden (138.8 + 33) istatistiksel olarak farkliyd
(p<0.05).
Sonug: Papiller ve seffaf hiicreli kanser subtiplerinin ayirt edilebilmesinde diflizyon agirlikli goriintiilleme faydali bir yontem
olabilir. Papiller hiicreli kanserlerin sinirlari, b=1000 sn/mm?2; seffaf hiicreli kanserlerin sinirlari ise b=50 sn/mm2 DAG’lerde
daha net olarak segilebilmektedir. Bulgularimizin desteklenmesi i¢in daha genis hasta serisini kapsayan caligmalara
gereksinim vardir.
Anahtar Kelimeler: Renal hiicreli kanser; magnetik rezonans goriintiileme; difiizyon agirlikli goriintiileme; goriiniir
diflizyon katsayisi.

ABSTRACT
Objective: To determine the utility of diffusion-weighted imaging (DWI) in differentiation of papillary and clear cell
subtypes of renal cell carcinoma (RCC).
Methods: A total of 16 patients with papillary RCC and clear cell RCC were enrolled in this retrospective study. Patients
underwent MRI with a 3.0-Tesla wholebody system (MAGNETOM Verio, Siemens, Erlangen, Germany) using a standard
body matrix coil. Apparent diffusion coefficient (ADC) values and signal intensity (SI) values at b=50 s/mm2 b=1000 s/mm2
DWI of solid components of the renal masses and Sl values of normal renal parenchyma were measured. A freehand ROI
was drawn around the peripheral margin of the tumor on the diffusion images excluding the cystic or necrotic portions, while
referring to the T2-weighted conventional images for verification of lesion boundaries. To measure Sl values of normal renal
parenchyma, ROIs were placed on the normal corticomedullary junction.
Results: Mean ADC value was statistically significantly lower in papillary RCC (0.991 + 0.143x107 mm?s) than in that of
clear cell RCC (1.296 +.0.277 x 107 mm?/s). For the papillary RCC group, there was statistically significant difference
(p<0.05) between mean SI values of normal parenchyma (22.8 = 6.3) and lesion (43.4+ 14.8) at b=1000 s/mm2 DWI; for the
clear cell RCC group there was statistically significant difference (p<0.05) between mean Sl value of normal parenchyma
(138.8 + 33) and lesion (102+ 27.5) at b=50 s/mm2 DWI.
Conclusion: For discrimination of papillary and clear cell subtypes of RCC, DWI seems to be a useful method. The
boundaries of papillary RCC can be more clearly perceived on b=1000 s/mm2 and that of clear cell RCC on b=50 s/mm2
DWI. However, more extensive research on a larger series of patients are needed to support our findings.
Key words: renal cell carcinoma, magnetic resonance imaging, diffusion weighted imaging, apparent diffusion coef

Introduction
The most common renal malignancy is renal parenchyma. The global incidence of RCC has
cell carcinoma (RCC) originates from the renal increased over the past twenty years by 2% per

year (1). The most common subtypes include
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clear cell RCC (70% of RCC cases), papillary
RCC (10-15%), and chromophobe RCC (5%)
(2,3).

Original Article

Diffusion-weighted imaging (DWI) is
a magnetic resonance imaging (MRI)
technique based on the molecular mobility of
water (4). On DWI, lesions with dense
cellularity and poor interstitium that restrict the
mobility of water molecules exhibit high signal
intensity (5). The apparent diffusion coefficient
(ADC) allows for quantification of diffusivity,
which is shown to be restricted in the majority
of malignancies due to higher cellularity
compared to surrounding tissue. The
measurable data obtained by DWI can give
opinion about the nature of the lesions in
various parts of the body and help to
characterize them without using intravenous
contrast medium (6).

Characterization of the renal tumors
before operation is necessary for clinical
decision and evaluation of prognosis (3).
Recent studies on MRI of the renal tumors
showed that ADC values obtained by DWI
may provide a new quantitative data for
differentiating benign tumors from the
malignant ones and may help identifying
pathologic subtypes of the neoplasms (7,8).
The aim of this study was to determine the
utility of DWI in discrimination of papillary
and clear cell subtypes of RCC.

Materials and Methods

Patients

A total of 29 patients with renal mass
underwent dynamic renal MRI using 3.0 Tesla
system in our radiology department between
October 2012 and November 2014 were
retrospectively analyzed. Thirteen patients
were excluded for absence of histopathologic
results. Sixteen patients (14 male, 2 female;
age range, 37-75 years, mean 58 years) whose
histopathological data were available were
included to the study. Nine patients had clear
cell RCC, 7 patients had papillary type RCC.

MR techniques

The patients underwent MRI at 3.0 Tesla
whole-body  system  (Magnetom  Verio,
Siemens) using standard body matrix coil. The
imager operates with a maximum gradient
strength of 45 mT/m and a slew rate of 200
mT/m/s in all three directions. Conventional

9

MR images and DW images were acquired
during the same procedure. The MR imaging
examination consisted of coronal T2-weighted
half-Fourier  single-shot turbo  spin-echo
(HASTE) multi breathehold images, axial T2-
weighted turbo spin-echo (TSE) BLADE
images, axial T2-weighted images with fat
saturation, axial  dual echo T1-weighted
gradient-echo images, axial DW images, and
axial 3D fat suppressed T1-weighted gradient
echo (VIBE: Volume Interpolated Breathhold
Examination) images. All pulse sequence
parameters used in this study are listed in detail
in Table 1.

After the acquisition of precontrast
routine sequences for renal MR imaging, DW
images with three different b values (50,400,
and 1000 s/mmz2) were obtained in the axial
plane using a single-shot  multi-slice
echoplanar imaging (EPI) sequence with
spectral adiabatic inversion recovery fat
suppression and the following parameters:
repetition time/echo time, 5500/75 ms; EPI
factor,122; field of view, 380296 mm; matrix
size,128x102; slice thickness, 5.0 mm;
distance factor, 20%; averages, 4; reduction
factor, 2; and receiver bandwidth, 2442 Hz/Px.
The acquisition time for the DWI was 4min
and 24 seconds.

Image interpretation

The ADC maps were automatically generated
by using a monoexponential decay model
including all three b-values at Siemens
Software Version syngo MR B17. ADC values
and signal intensity of normal renal
parenchyma and solid components of the renal
masses were determined as follows: Freehand
(ROI)s covering the tumor was defined for the
lesions detected on the diffusion images, while
referring to the T2-weighted conventional
sequence for verification of lesion boundaries.
Diffusion-weighted images with b = 50 s/ mm?
was used for the mixed cystic and solid lesions
and b=1000 s/mm® DWI was selected for the
evaluation of solid lesions. On each slice, the
high signal intensity of tumor boundaries was
traced manually_and ROIs were copied to the
corresponding ADC map to measure ADC
values. To measure Sl values of normal renal
parenchyma, ROIs were placed in the normal
corticomedullary junction of the kidney. Signal
intensities of normal kidney and papillary RCC
were measured on b=1000 s/mm’ diffusion
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images. Signal intensities of normal kidney
and clear cell RCC was measured on b=50
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Table 1. Pulse sequence parameters

s/mm? diffusion images.

10

T2-weighted T2- weighted
HASTE TSE BLADE

T1- weighted
GE

(In-opp phase)

DWI EPI
b=50, 400,1000 s/mm2

T1-weighted 3D
GE
VIBE (dynamic)

Parameter
Matrix (fr x p) 320x224 320x256 320x224 128x102 320x224
Slice thickness 5.0 7.0 5.0 5.0 3.0
(mm)
Distance factor 20% 20% 20% 20% 20%
TR (Ms) 1400 2500 206 5500 3.92
TE (Ms) 93 89 TE (i) 2.46 75 1.39

TE (0) 6.15
Flip angle 180 140 70 - 9
(degree)
Fat suppression SPAIR - SPAIR Q-fat sat
Reduction factor 2 2 2 2 2
NEX 1 1 1 4 1
Number of slices 30 30 35 25 64 (per phase)
FoV (mm) 380x380 380x380 380x224 380x296 380x308
Plane Coronal Transvers Transvers Transvers Transvers
Band width 446 300 280 2442 400
(Hz/Px)
Breathing control Breath hold  Navigator Breath hold Free//Navigatr Multibreath hold
/Acquisition time 0:42 4:32 0:40 4:24 1:08

(min:s)

Statistical analysis

Statistical analysis was performed using a
commercially available software (Statistical
Package for Social Sciences, version 15.0,
SPSS Inc., Chicago, Illinois, USA). The results
were reported as meanstSD. The t test was
used to compare the differences between mean
ADC values obtained in papillary RCC and
clear cell RCC groups. Also, significances of
the differences between mean Sl values at
diffusion-weighted images with b = 50 s/ mm?
of clear cell RCC and normal parenchyma
were analyzed with t test. Significances of the
differences between mean Sl values at
diffusion-weighted images with b = 1000 s/
mm? of papillary RCC and normal parenchyma
were analyzed with paired t-test (paired
samples t test). Significances of the differences
between mean Sl values at diffusion-weighted
images with b = 400 s/ mm? of papillary RCC
and normal parenchyma; clear cell RCC and
normal parenchyma were analyzed with paired

t-test (paired samples t test). P values less than
0.05 were deemed to indicate a statistically
significant difference.

Results

The mean ADC value was significantly lower
in papillary RCC (0.991 + 0.143x107 mm?/s)
than in that of clear cell RCC (1.296 £.0.277 x
107 mm?/s) (p<0.05) (Fig 1). For the papillary
RCC group, there was statistically significant
difference (p<0.05) between mean Sl values of
normal parenchyma (22.8 £ 6.3) and lesion
(43.4+ 14.8) at b=1000 s/mm* DWI; for the
clear cell RCC group, there was statistically
significant difference (p<0.05) between mean
SI values of normal parenchyma (138.8 = 33)
and lesion (102+ 27.5) at b=50 s/mm? DWI.
For the papillary RCC group, there was not
statistically significant difference (p>0.05)
between mean Sl values of normal parenchyma
(62.5+ 21.8) and lesion (754 28.8) at b=400
s/mm? DWI. For the clear cell group, there was
not statistically significant difference (p>0.05)
between mean Sl values of normal parenchyma
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(58.8+ 9.4) and lesion (54.1+ 15.4) at b=400 The MRI findings of lesions are presented in
s/mm* DWI. Table 2. Examples of our cases is presented in
Figs. 2 and 3.

Table 2. MRI findings of lesions

T1- weighted GE T2-weighted T2- weighted DWI DWI DWI T1-weighted 3D GE
HASTE TSE BLADE b=50 s/mm? b=400 s/mm? b=1000s/mm? ADC VIBE(dynamic)
1 Isointense Hyperintense Hyperintense Isointense Hyperintense Hyperintense Hypointense Not performed
2 Isointense Hypointense Hypointense Isointense Hyperintense Hyperintense Hypointense Not performed
3 Isointense Hypointense Hypointense Isointense Hyperintense Hyperintense Hypointense Not performed
4 Iso-hypointense Hypo- Hypo- Isointense Hyperintense Hyperintense Hypointense Not performed
hyperintense hyperintense
5 Isointense Hypointense Hypointense Isointense Hyperintense Hyperintense Hypointense Moderate enhancement
6 Isointense Hypointense Hypointense Isointense Hyperintense Hyperintense Hypointense Moderate enhancement
7 Iso- hyperintense Hypo- Hypo- Isointense Hyperintense Hyperintense Hypointense Not performed
Hyperintense Hyperintense
8 Hypointense Hypointense Hypointense Isointense Hyperintense Hyperintense Hypointense Not performed
9 Iso- hyperintense Hypointense Hypointense Isointense Hyperintense Hyperintense Hypointense Moderate enhancement
10 Iso- hyperintense Hypo- Hypo- Hypo- Iso- hyperintense Iso- Hypo- Not performed
Hyperintense Hyperintense Hyperintense hyperintense Hyperintense
11 Iso-hypointense Iso- Iso- Hypo- Iso- hyperintense Iso- Hypo- Not performed
hyperintense hyperintense Hyperintense hyperintense Hyperintense
12 Hypointense Hypo- Hypo- Hypo- Iso- hyperintense Iso- Hypo- Not performed
Hyperintense Hyperintense Hyperintense hyperintense Hyperintense
13 Hypo- Iso- Hypo- Hypo- Iso- hyperintense Iso- Hypo- Not performed
Hyperintense hyperintense Hyperintense Hyperintense hyperintense Hyperintense
14 Hypo- Iso- Hipo- Hypo- Iso- hyperintense Iso- Hypo- Not performed
Hyperintense hypointense Hiperintens Hyperintense hyperintense Hyperintense
15 Iso-hypointense Iso- Iso- Hypo- Iso- hyperintense Iso- Hypo- Heterogen enhancement
hyperintense hyperintense Hyperintense hyperintense Hyperintense
16 Iso-hypointense Iso- Iso- Hypo- Iso- hyperintense Iso- Hypo- Heterogen enhancement
hyperintense hyperintense Hyperintense hyperintense Hyperintense
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Figure 1. Graphic representation of the ADC
values ( x10 ® mm?s) of papillary and clear cell
RCC groups.

Figure 2. a—e. A 68 year-old-male with papillary
RCC. Arrows show the tumor. (a) Axial DW
imaging obtained with b value of 1000 s/mm?
Mean signal intensity value is measured 40. (b)
ADC map shows that the ADC of the tumor is
0.90x10 > mm?/s. (c) In DW images obtained with
b value of 50 s/mm? the papillary RCC (showed
with arrow) was hardly distinguishable from
adjacent parenchyma (d) DW images obtained with
b value of 400 ss/mm? (e) in DW images obtained
with b value of 1000 s/mm? the papillary RCC has

12

become more clearly visible by the suppression of
the surrounding tissue.

Discussion

Recent studies suggested that DWI could
provide comparable accuracy to contrast-
enhanced MRI in identifying renal lesions
(7,9). In our study, we found that the mean
ADC value was statistically significantly lower
in papillary RCC than in that of clear cell
RCC. Ina study conducted by Wang et al, lear
cell RCCs demonstrated higher ADCs than
papillary RCCs and chromophobic RCCs ;
with b values of 0 and 800 s/mm? , papillary
RCCs showed lower ADCs than chromophobic
RCCs, while with b values of 0 and 500 s/
mm?2, no significant difference in ADC was
seen  between papillary RCCs and
chromophobic RCCs (8). In the study of
Paudyal et al, a significant difference in ADC
values between clear cell carcinoma and non-
clear cell carcinoma was found (10).Yu et al.
presented that the ADC value was also
statistically different between clear cell RCC
and non- clear cell RCC, and between different
grades of clear cell RCC except grade | vs Il
and grade I vs IV(11). Inci et al. found
statistically significant difference with ADC
values and b factors of 500 and 1000 in types
of renal carcinoma, the mean ADC value of
chromophobe cell carcinoma was significantly
higher than that of papillary cell carcinoma and
clear cell carcinoma(12). We did not evaluate
chromophobe cell carcinoma, because we had
only one patient with this subtype. Taouli et al.
have reported that DW imaging can be used to
characterize renal lesions; however, compared
with contrast enhanced MR imaging, it is less
accurate . Our study focused on the efficacy of
DWI, the relationship between DWI and
contrast enhanced MR  imaging in
differentiation of subtypes of renal cell
carcinoma was not evaluated. In the study of
Sandrasegaran et al, there was no significant
difference between the ADCs of clear cell
cancers and non-—clear cell cancers (13).
However, they used minimum ADC per lesion
whereas we used mean ADC value.

A wide range in ADCs in subtypes of
renal cell carcinoma has been reported in the
literature: We found mean ADC value 0.991 +
0.143x10™ mm?/s in papillary RCC and 1.296
+.0.277 x 107> mm?/s in clear cell RCC, which
were different in the study of Yu et al (1.053 +
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0.380 in papillary RCC and 1.469 + 0.417 in
clear cell RCC ). This probably is caused by
using different b values. The mean ADC
values in our study were similar to the mean
ADC values in the study of Inci et al. (0.90 +
0.16x107> mm?/s in papillary RCC and 1.23
+.0.13 x 107 mm?/s in clear cell RCC). Zhang
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et al. indicated that the ADC values measured
with low b values showed high standart
deviations (14).

In the study of Wang et al, higher b
values than 800 s/ mm?, such as 1000 s/ mm?,
were not selected because according to their
experience, when a b value of 1000 sec/ mm?

Figure 3. a—e. A 60 year-old-female with clear cell RCC. Arrows show the tumor with cystic and necrotic areas.
(a) Axial DW imaging obtained with b value of 50 s/mm? Mean signal intensity value is measured 98. (b) ADC
map shows that the ADC of the tumor is 1.42x10 ~> mm?/s. (c) In DW images obtained with b value of 50 s/mm?
the clear cell RCC (showed with arrow) was clearly visible because of shining of cystic areas(d) DW images
obtained with b value of 400 s/mm? (e) in DW images obtained with b value of 1000 s/mm?, the clear cell RCC
was hardly distinguishable from adjacent parenchyma.

is used, the signal-to-noise ratio (SNR) of DW
images decreases so significantly that part of
the images cannot be evaluated. In our study,
we used b= 1000 s/ mm? value because it
seemed more appropriate for distinguishing
RCC subtypes by using ADCs and we did not
experience difficulties in analyzing images due
to low SNR.

Different from the other studies, we also
measured mean Sls on diffusion weighted
images. For the papillary RCC group, there
was statistically significant difference (p<0.05)
between mean Sl value in b=1000 s/mm?’
values between normal parenchyma (22.8 + 6.3
and lesion (43.4+ 14.8). For the clear cell RCC
group, there was statistically significant
difference between mean Sl value in b=50
s/mm? values between normal
parenchyma(138.8 £ 33 and lesion (102+ 27.5)
This allows us to discriminate the lesion
borders easily on b=1000 s/mm? diffusion
images and on b=50 s/mm? diffusion images,
respectively for papillary RCC and clear cell
RCC.

In previous studies, investigators have
evaluated the value of DWI in assessing the
cellularity of renal masses. In the study of
Squillaci et al, the mean ADC value of renal
tumors did not significantly correlate with
tumor cellularity (15). Rosenkrantz et al, have
reported that ADC values , obtained with b

values 0 and 400 and 0 and 800 s/mm?, were
lower among high-grade than among low-
grade ccRCC (16).

Diffusion- weighted imaging has been limited
due to its artifacts associated with respiratory
motion, peristaltism and cardiac pulsations.
Breath-hold EPI technique (17) which we also
used in our study helps DWI to become
feasible to cope such artifacts seen in abdomen
imaging (18,19). Most of the recent studies on
DWI usually performed with 1.5 T MRI
system. In the present investigation, we used a
3-T MRI which had advantage of improved
SNR compared to 15 T. However,
comparative studies showed high correlation of
the ADC values between both field strengths
(20, 21).

Our study had some limitations. We assessed
small number patients in our study. Further
studies with a large number of populations are
necessary to confirm our findings. Several
factors such as ROI shape, partial-volume
effects, MRI  equipment, intraobserver
variability affect the ADC measurements
(22,23). Possible measurement errors due to
above-mentioned factors may lead to
misdiagnoses and should be taken into
consideration when DWI is used to
discriminate the RCC subtypes.
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Intraoral Reconstruction with Microsurgical Free Flaps
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OZET

Amag: Yazarlar, tek bir merkezde intraoral bolge icin gerceklestirilen serbest flep rekonstriiksiyonlarini
degerlendirmeyi amaglamiglardir.
Yontemler: Bas boyun bolgesindeki defektlerin rekonstriiksiyonu igin 4 yillik siire iginde onbir tane serbest
doku nakli gergeklestirildi. Hastalar, defekt lokalizasyonu, uygulanan flepler, komplikasyonlar ve hastanede
yatig siireleri agisindan degerlendirildi.
Bulgular: Yedi hasta serbest radial 6nkol flebi ile, iki hasta serbest vertikal rektus abdominis muskulokiitan flebi
ile, bir hasta serbest transvers rektus abdominis muskulokiitan flebi ile bir hasta da serbest fibula
osteomuskulokiitan flebi ile rekonstritkte edildi. Fleplerin hicbirinde anastomozda tromboz veya hematom
nedeniyle reeksplorasyon yapilmadi. Flep kaybi goriilmedi. Mortalite veya major morbidite ile karsilagilmadi.
Ortalama hastanede yatis siiresi 21.1 giindii (11-25 giin).
Sonu¢: Agiz i¢i defektlerinin rekonstriiksiyonu i¢in multidisipliner yaklagim desteklenmelidir. Uzun ameliyat
stiresi, dondr alan morbiditesi ve mikrocerrahi bagarisizligi gibi riskleri olmasina ragmen serbest doku nakilleri
bir¢ok kompleks defektin onarimina olanak saglamaktadir.
Anahtar Kelimeler: serbest flep; intraoral rekonstriiksiyon; mikrocerrahi.

ABSTRACT
Objective: The authors aimed to evaluate the outcomes of free flap reconstructions performed for intraoral
region in a single center.
Methods: Eleven free flaps have been performed for defects of the head and neck over a 4-year period. The
patients were evaluated in terms of defects, flaps performed, complications and hospital stays,
Results: Seven patients were reconstructed with radial forearm free flap, one patient was reconstructed with free
transverse rectus abdominis musculocutaneous flap, two patients were reconstructed with free vertical rectus
abdominis musculocutaneous flap and the remaining one was reconstructed with free fibula
osteomusculocutaneos flap. None of the flaps required reexploration for anastomotic thrombosis or hematoma.
No flap failure occurred. We did not encounter any mortality or major morbidity. The average hospital stay was
21.1 days with a range from 11 to 25 days.
Conclusions: Multidisciplinary approach should be encouraged for the reconstruction of intraoral defects. The
versatility of free tissue transfers allows reconstruction of most complex defects; although it carries significant
risks, including longer operative times, donor site morbidity, recipient site complications and microsurgical
failure, and longer hospital stays.
Keywords: free flap, head and neck oncology, intraoral reconstruction, microsurgery.

Introduction

Since the development of free tissue
transfer and microsurgical techniques in the
1980s, microvascular free flap tissue transfers
have largely become the gold standard for
reconstruction of complex head and neck

defects. One distinct advantage of free tissue
transfer is its utility (surface area, volume,
vascularity, diversity of tissue type) when
compared to local or regional tissue transfer.
As a result, a large variety of defect
dimensions and locations can be reconstructed,
allowing for larger oncologic resections,
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improved tissue coverage and lower patient
morbidity.

Over time, there have been significant
changes in reconstructive techniques, with
gravitation towards a narrower set of donor
sites and a reduction in complication rates™®.
The selection and outcomes of free tissue
transfers in head and neck reconstructions were
evaluated in this study. Outcomes were based
on donor and recipient site and indication for
reconstruction. Despite the widespread use of
this technique in the head and neck, not all free
flap donor sites or recipient sites are
equivalent. Furthermore, a single percentile to
describe failure rates is misleading. We
evaluated patients who presented for a
microvascular free flap reconstruction of a
complex head and neck defect in order to
better understand the potential risks and
benefits of each type of free tissue transfer.

Methods

Patient Selection

The patients who presented between
March 2011 and April 2015 for a
microvascular free flap reconstruction of a
head and neck defect were included (n=11).
The selection of the donor site depended on the
defect (cutaneous, soft tissue, or bone), and
surgeon preference. Demographic
characteristics examined included: surgical
indication, duration of hospital stay, and
complications.

Results
Patient and Flap Characteristics

All of the patients were males with a
mean age of 54. Indications for reconstruction

16

included defect following resection of
a primary or recurrent malignancy (75%, n=6),
a secondary reconstruction (25%, n=5). The
distribution of microvascular free flaps used
for reconstruction of the defects was as
follows: radial forearm fasciocutaneous flap
(RFFF)  (63,6%, n=7), vertical rectus
abdominis musculocutaneous (VRAM) flap
(18,2%, n=2), transverse rectus abdominis
musculocutaneous (TRAM) flap (9,1%, n=1),
and free fibula osteomusculocutaneos flap
(9,1%, n=1). Ipsilateral facial artery and its
venae comitantes were used for microsurgical
anastomosis. In one patient contralateral facial
vessels were dissected. One patient who
previously underwent bilateral neck dissection
and radiotherapy required saphenous vein
grafts due to the unavailability of facial
vessels. Superior thyroid vessels were chosen
for anastomosis in that case. One artery and
one vein anastomosis were performed for each
flap. Aside from rectus flaps, two-team
approach was used. The average hospital stay
was 21.1 days with a range from 11 to 25 days.

Defect Characteristics

All of the patients had squamous cell
carcinoma. Two patients had cancers located
on floor of the mouth (Figure 1). One patient
had cancer located over the palatopharyngeal
fold which extended to lateral and posterior
parts of the tongue. They were reconstructed
with free RFFF (Figure 2). Two patients
underwent partial glossectomy and functional
surgery with RFFF was contemplated. One
patient underwent hemimandibulectomy and
was  reconstructed  with  free  fibula
osteomusculocutaneos flap (Figure 3). Four
patients required release of adhesions between
base of tongue and lower lip. Three rectus
abdominis flaps and one RFFF were utilized to
create new sulcus and lower lips.

A Rl ¥

Harvested RFFF

i1d

L N feie 4
Figure 1a: The defect of the floor of the mouth just before the the specimen was resected en bloc b: Planning of the RFFF c:
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Figure 2a: The 3D defect of the palatopharyngeal regiofretromolar region and lateral part of the floor of the mouth
exposing carotid vessels.b: Planning of the RFFF c: Insetting of the RFFF d: Postoperative 14™ day appearance

Figure 3a: Planning of the fibula osteomusculocutaneos flap 3b: Harvesting of the flap c: Insetting the skin island of the flap
d: Two osteotomies were performed on the flap to create the neoangulus of the mandible e: Early postoperative result

Complications anastomotic thrombosis or hematoma. The
All of the free flaps survived. Neither surgical complication rate was 18,2%. This
mortality nor major morbidity was developed. included haematoma formation under the neck

None of the flaps required reexploration for
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flaps (9,1%, n=1), and graft infection at the
donor area of the fibula flap (9,1%, n=1).

Discussion

The versatility of free tissue transfers
allows reconstruction of most complex defects;
however, it carries significant risks, including
longer operative times, donor site morbidity,
recipient site complications and free flap
failure, and longer hospital stays. As a result,
careful consideration and evaluation is
necessary prior to reconstruction. Several
variables dictate donor site selection including
tissue composition, extent of defect, distance
from recipient vessels, and surgeon preference.

The most commonly utilized flap in
our series was the RFFF. In 1981, Yang et al®
were among the first to use the radial forearm
flap in head and neck surgery, and this RFFF is
nowadays a workhorse in reconstructive head
and neck surgery. The RFFF along with the
anterolateral thigh flap (ALT) can be
considered the workhorses for reconstructing
upper aerodigestive tract defects’. It is
commonly used for tongue, floor of mouth, lip
and hard palate reconstruction. Its greatest
advantage is the thin and pliable nature of the
flap ideal for intraoral soft tissue lining defects.
Its ease of harvest and long pedicle (about 20
cm) with large caliber vessels makes it popular
with beginners. It can be harvested by two-
team approach. Other advantages are the
presence of large diameter superficial veins
(cephalic or basilic) and deep venous system
(the venae comitantes). Studies have shown
that the smaller venae comitantes give reliable
venous outflow but due to their smaller caliber,
anastomosis is difficult compared to the
cephalic vein®. There still is a debate regarding
which is the dominant venous system. Ichinose
et al.? used Doppler to demonstrate the venae
comitantes to be dominant. They theorized that
interruption of small superficial venous
channels draining into cephalic vein during
flap harvest would force venous drainage more
into the deep system. In our series we used a
more clinical way of judgment. After flap
harvest, the artery was anastomosed first and
venous return was noted from both the
superficial and deep systems. Whichever had a
faster outflow was used for anastomosis.
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Bianchi et al.™ and Kesting et a
reported several advantages of the ALT flap
for head and neck defects, including versatility,
short harvesting time, and donor site
morbidity. However, Kesting et al.'! reported
that intra-operative arterial spasms occurred
more often in the case of the ALT free flap
than in the case of RFFF.

Because of its safety, versatility, and
predictable anatomy, the VRAM has become a
work horse flap for reconstruction throughout
the body and within the head and neck
region'. It has an unparalleled safety record
with the lowest vessel thrombosis and flap
failure rates™.The flap has a lengthy vascular
pedicle for anastomosis to either side of the
neck and the large caliber of the inferior
epigastric  vessels makes  microsurgical
coaptation straightforward. Primarydonor-site
closure for very large VRAMSs can be achieved
without the need for mesh or an additional skin
graft. The remote location from the head and
neck region saves operative time by permitting
simultaneous flap elevation while the ablative
portion of the procedure is performed. Patients
with oropharyngeal cancer have generalized
cachexia in addition to soft tissue deflation
from neck dissections and prior radiation.
Although native neck tissues are generally
thin, the extra volume provided by both the
rectus muscle and subcutaneous tissue of the
VRAM fills this contour deformity, replaces
unstable irradiated tissues, and provides
coverage of the large neck vessels.

Fibula MFF was first introduced for
OMF reconstruction by Hidalgo and is now
considered as the gold standard for mandibular
reconstruction’*. The advantages of fibula
include the length of bone available (around
25-30 cm), which permits multiple osteotomies
and provides adequate pedicle length even for
maxillary reconstruction. The peroneal artery
and wvein are usually of good quality and
caliber and ideal for anastomosis to the neck
vessels. Due to the distance from the recipient
site, two team approach can be used thus
greatly reducing operative time.

Our study has several limitations. First,
the sample size of our study was small
compared to that of the other studies on this
topic. Second, we could not evaluate the
outcomes in terms of functional aspects and
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patients satisfaction.

Radical resection of tumors of the head
and neck with immediate reconstruction by
microsurgical free tissue transfer followed by
adjuvant radiation therapy provides the best
possible chance for cure and functional and
social rehabilitation of the patient.
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OZET
Amag: Sitotoksik kemoterapi, lokal ileri ve metastatik 6zefagus kanserinin standart tedavisidir. Biz bu ¢alismada
lokal ileri ve metastatik 6zefagus skuamoz hiicreli kanserde birinci basamakta sisplatin ve kisa siireli infiizyonel
5-florourasil (5-FU) kombinasyonunun yararlarini ve yan etkilerini degerlendirdik..
Yontem: Bu ¢aligsmada, retrospektif olarak aralik 2006 ve temmuz 2013 tarihleri arasinda sisplatin ve kisa siireli
inflizyonel 5-florourasil (5-FU) kombinasyonu ile tedavi edilen daha dnceden tedavi almamis lokal ileri veya
metastatik 6zefagus skuamoz hiicreli kanserli hastalar1 degerlendirdik. Kemoterapi rejimi olarak sisplatin 75
mg/m2 d1 (1-3-saat infuzyon), kalsiyum lokoverin 60 mg/m2 d1-2 ve 5-FU 500 mg/m2 d1-2 (15-dakika
infuzyon) 14 giinde bir uygulandi.
Bulgular: Hastalarin 14’4 (%51.9) erkek ve 13’0 (%48.1) kadin olup ortanca yas 57 (39-80) idi. ECOG
performans skoru 20 (%77) hastada 0 veya 1 iken diger hastalarda 2 olarak bulundu. Tani aninda 10 hasta uzak
metastaza sahipken 17 hasta lokal ileri hastaliga sahipti. Hastalar medyan 4 kiir kemoterapi aldi. Tiim yanit orani
%44.4°tii. (8 hastada parsiyel yanit,4 hasta komplet yanit) ve 7 (%25.9) hasta stabil hastalia sahipti. Hastalik
kontrol oran1 %70.3°tli. Hastalarin medyan progresyonsuz sagkalimi 6.2 (%95 CI: 5.13 7.28) ve medyan genel
sagkalimi 11.1 (%95 CI: 7.77-14.5) aydi. Hastalarin % 40.7’sinde grade 3-4 notropeni ve % 11.1’inde grade 3-4
trombositopeni saptandi.
Sonug: Sisplatin ve kisa siireli infiizyonel 5-florourasil (5-FU) kombinasyonu ilag¢ infuzyonu igin kateter
gerektiren inflizyonel rejime alternative bir tedavi olarak diisiintilebilir.

Anahtar Kelimeler: Ozefagus kanseri, lokal ileri, metastatic, sisplatin, 5-florourasil

ABSTRACT

Objective: Cytotoxic chemotherapy is the basic treatment for locally advanced and metastatic esophageal cancer.
We evaluated the benefits and side effects of the first-line short-term infusional 5- Fluorouracil (5-FU) and
cisplatin combination regimen in patients with locally advanced and metastatic esophageal squamous cell cancer.
Methods: We retrospectively reviwed the untreated locally advanced or metastatic squamous cell esophageal
cancer patients treated with short-term infusional 5-FU and cisplatin combination between December 2006 and
july 2013. Chemotherapy regimen was administered as; cisplatin 75 mg/m2 on day 1 (1-3-h infusion), ca-
leucovorin 60 mg/m2 d1-2 and 5-FU 500 mg/m2 d1-2 (15-min infusion) every 14 days.

Results: There were 14 (51.9%) male and 13 (48.1%) female patients. The median age was 57 (range, 39-80)
years. Twenty patients had an Eastern Cooperative Oncology Group performance status of 0 to 1 (77%), while
the rest had PS of 2 (23%). At first diagnosis, 10 patients had distant metastases and 17 patients had localized
disease. In total, 27 patients were treated with a median of four cycles. The overall response rate was 44.4% (8
partial responses, 4 complete responses) and 7 patients (25.9%) had stable disease. The disease control rate was
70.3%. Median progression free survival was 6.2 (95% CI: 5.13 7.28) months and median overall survival was
11.1 (95% ClI: 7.77-14.5) months. Among the patients, 40.7% of them had grade 3-4 neutropenia, 11.1% of those
patients had grade 3-4 thrombocytopenia.

Conclusion: Short-term infusional 5-FU and cisplatin combination regimen can be considered as an alternative
treatment to an infusion regimen in which a catheter is necessary for the drug infusion.

Key words: Esophageal cancer, locally advanced, metastasis; cisplatin; 5- Fluorouracil
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Introduction

Esophageal cancer is among the main causes
of cancer death worldwide because of its
extremely aggressive nature and poor survival
rate. Approximately half of the patients with
localized esophageal cancer die within the first
2 vyears following tumor resection due to
progression to metastatic disease. Cancer of
the esophagus typically occurs in one of two
forms; upper two-thirds is a squamous cell
carcinoma (SCC) and lower one-third is an
adenocarcinoma.lt is assumed that there are
complete differences between esophageal
adenocarcinomas and squamous cell cancer,
such as the treatment protocol and
prognosis.(1,2,3)

Cytotoxic chemotherapy is the most
effective treatment modality for esophageal
cancer patients with metastatic disease.(4)
Grunberger et al. have showed that palliative
chemotherapy can prolong the survival of
metastatic esophageal cancer patients, relieve
their symptoms and improve their quality of
life. Nevertheless, no optimizing chemotherapy
regimen has been developed for either locally
advanced or metastatic disease and especially
for squamous cell cancer (SCC) histology.(5)
Numerous single agents and combination
chemotherapy regimens have been evaluated in
patients with metastatic carcinoma of the
esophagus and combination therapies have
been shown to be superior to monotherapies.
Cisplatin-based combinations are well reported
to show high response rates (15%-53%) and
median survival durations range from 3.2 to
9.8 months. Cisplatin in combination with
various drugs like bleomycin, vinorelbine and
etoposide were tested.(6,7,8,9) However, the
combination of cisplatin plus 5- Fluorouracil
(5-FU) has been one of the most commonly
used regimens in both metastatic and localized
esophageal cancer due to its activity and well-
established toxicity profile. Currently, cisplatin
and infusional 5-FU regimen is considered to
be standard therapy for the first-line treatment
of metastatic esophageal cancer patients in
many centers.(10,11,12) Addition of taxanes or
anthracyclins to combination regimens can
provide a statistically significant improvement
in esophagogastric adenocancer subtype. But
the efficacy of triplet regimens in squamous
subtype is not clear.(13,14)

In particular, many studies regarding
infusional 5-FU regimens in gastrointestinal
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and head-neck cancers showed more frequent
catheter-related complications (infection and
venous thrombosis).(15,16) So, we aimed to
investigate the efficiency of short-term
infusion of 5-FU and cisplatin combination in
previously untreated patients with metastatic
esophageal squamous cell cancer.

Materials and Methods
Patients
The data of 27 patients diagnosed with locally
advanced or metastatic esophageal squamous
cell cancer and presenting at the Medical
Oncology Outpatient Clinic of lzmir Katip
Celebi University Ataturk Training and
Research Hospital between December 2006
and july 2013 were evaluated retrospectively.
We included the patients treated with short-
term  infusional 5-FU and cisplatin
combination in previously untreated locally
advanced or metastatic esophageal squamous
cell cancer, because they could not be treated
with the 5-day infusion due to catheter-
associated problems and social issues. Other
inclusion criteria were Eastern Cooperative
Oncology Group (ECOG) performance score
(PS) of 0 to 2 (17) and adequate hepatic, renal,
and marrow function (leukocyte count >
3000/IL, absolute neutrophil count > 1500/uL,
platelet count > 100,000/IL, total bilirubin <
1.5 times the institutional upper limits of
normal and creatinine <1.5 mg/dL).
Treatment Plan

Chemotherapy regimen was administered
as; cisplatin 75 mg/m? on day 1(1-3-h
infusion), ca-leucovorin 60 mg/m? d1-d2 and
5-FU 500 mg/m* d1-d2 (15-min infusion).
Cisplatin was given with pre- and post-
hydration and furosemide-induced diuresis.
The regimen was repeated every 14 days.
Before chemotherapy, standard premedication
procedures were performed. Dose
modifications were made according to nadir
count of previous cycles. Cisplatin dose was
reduced by 25% and 5-FU by 50% in case of
leukocyte count < 1x10%I or platelet nadir
<5x10%1. Cisplatin was stopped if serum
creatinine >3 mg/dl or creatinine clearance <40
ml/min.
Response Evaluation and Toxicity

Baseline  tumor  assessment  was
performed in all patients via abdominopelvic
computed tomography (CT) and magnetic
resonance imaging, and chest CT to rule out
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other metastases. Radiological assessment was
repeated every 8-10 weeks or every four-six
cycles of therapy until progressive disease
(PD) or cessation of chemotherapy. If a
patient’s disease was in response or stable at
the time of treatment withdrawal, the patient
was observed every 6-8 weeks until PD.

Progression free survival (PFS) was the
investigated primary endpoint, which was
defined as the time from the start of first-line
cisplatin plus 5-FU treatment to the first
documentation of  progression. First
documentation of progressive disease was
based on the definition of PD in the RECIST

(Response Evaluation Criteria in Solid Tumors
1.1) guidelines (18) and death as a result of any
cause in the absence of previously documented
PD. We censored the last clinical visit data for
patients that died without known progression.
Response duration was measured from the day
of its initial documentation until confirmed
disease progression and overall survival (OS)
was measured from the initiation of treatment
to death or to the last follow-up assessment.
Patients were evaluated for hematological and
nonhematological toxicities and were graded
according to the National Cancer Institute
(NCI) Common Toxicity Criteria, version 3.0
(19).

Statistical Analysis

The primary objective was the activity
evaluated as overall response rate (ORR)

(complete + partial response). PFS and OS
were calculated using the Kaplan-Meier
method. The SPSS software (ver. 15.0) was
used for statistical analysis. Quantitative data
are presented as the means, standard errors,
medians, minimums and maximums; the
results of qualitative analyses are presented as
frequencies and percentages.

Results

Patients

We retrospectively reviewed the data of 27
patients with a diagnosis of locally advanced
or metastatic esophageal squamous cell cancer
presenting. There were 14 (51.9%) male and
13 (48.1%) female patients. The median age
was 57 (range, 39-80) years. Twenty patients
had an ECOG PS of 0 to 1 (77%), while the
rest had PS of 2 (23%). Nearly half of the

patients  (n:13, 48%) had moderate
differantation, 2  patients had  well
differantation, 9 patients had poor
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differantation and 3 patient could not be
evaluated. At first diagnosis, 10 patients had
distant metastases and 17 patients had
localized disease. Primer tumor localizations
were upper esophagus in 14 (51.9%) patients,
middle esophagus in 9 (33.3%) patients and
lower esophagus in 4 (14.8%) patients. Patient
characteristics are shown in Table 1.

Table 1. Patient characteristics and
treatment details

Clinical findings No. of patients

%

Age (years)
Median 57
Range 39-80

ECOG Performance status

0 10 (38.5)
1 10 (38.5)
2 6 (23.0)
Tumor Differantation
Well 2 (8.3)
Moderate 13 (54.2)
Poor 9 (37.5)
Primary tumor location
Upper
Middle 14 (51.9)
Lower 9 (33.3)
4 (14.8)
Stage at first diagnosis
Localised 17 (63.0)
Metastatic 10 (37.0)
Metastatic sites
Oorl 18 (66.0)
>2 9 (33.0)
Treatment
Prior surgery
No surgery 13 (48.1)
RO 11 (40.8)
R1-2 3 (11.1)
Prior radiotherapy
No radiotherapy 16 (59.3)
Neoadjuvant 5 (18.5)
Primary definitive 3 (11.1)
Adjuvant 3 (11.1)
Time from surgey to metastasis
Median, month
Range 14.7
2-70

ECOG PS= Eastern Cooperative Oncology Group performance
status

Treatment Modalities
The median number of chemotherapy
courses for the entire group was four (range, 2
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to 12). Fourteen patients had previous surgery
while 11 patients had previous radiotherapy
before metastatic disease. Only 3(11.1%) of 11
patients had adjuvant radiotherapy for R1-R2
resection after surgery while 5(18.5%) patients
had radiotherapy as neoadjuvant treatment.
None had received prior chemotherapy for
metastatic disease.
Response Rates and Toxicity

The overall response rate (ORR) was
44.4% (8 partial responses, four complete
responses). Seven patients (25.9%) had stable
disease and the disease control rate was 70.3%.
Response rates to treatment are shown in Table
2. The most common reason for treatment
withdrawal was disease progression.. The most
common grade 3-4 toxicities were neutropenia.
While 40.7% of the patients had grade 3-4
neutropenia, 11.1% of those patients had grade
3-4 thrombocytopenia. The most common non-
hematolojic toxicities were nausea/vomiting
and less commonly mucositis. There was no
treatment-related death. Table 3lists the
common treatment-related toxicities.

Table 2. Objective response, clinical benefit and disease control
rates

Response No. of %
patients
Objective response 12 44.4
Complete response 4 14.8
Partial response 8 29.6
Stable disease for > 3 months 7 25.9
Disease control rate 19 70.3

Table 3. Hematologic and non-hematologic toxicity profiles.
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Survival Analysis

Median follow-up was 15.0 months
(range, 3-95 months). Median time from
operation to the first development of
metastases was 14.7 months (range, 2-70
months). Median PFS was 6.2 months (95%
Cl: 5.13-7.28) and median OS was 11.1
months (95% CI: 7.77-14.5). The PFS curve is
shown in Figure 1 and the OS curve in Figure
2. By the time the data were reviewed, 22
patients (81.5%) had died and 23 patients
(85.2%) had progressed.

Figure 1. Progression-free survival curve of the metastatic
esophagus cancer patients treated with first-line cisplatin plus 5-
FU

Median progression-free survival 8.2 manths
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Figure 2. Overall survival curve of the metastatic esophagus

cancer patients treated with first-line cisplatin plus 5-FU
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Discussion
The role of chemotherapy has been poorly
investigated in patients with advanced
esophageal cancer. When we reviewed the
literature, we found that trials relevant to
chemotherapy have poor quality. Because they
included small number of patients and the
histologic types of esophageal cancer was not
(adenocarcinoma and SCC) taken into account
.(20,21) Although combination chemotherapies
seem superior to monotherapies, the gain in
response might be counterbalanced by a
decreased tolerability or an increased toxicity.
Therefore, even now, the benefit of
chemotherapy in patients with disseminated
disease is far from being proven and the
prognosis of patients with advanced
esophageal carcinoma is still poor.(22)
Currently, cisplatin and 5-FU
combination is considered the standart regimen
for patients with esophageal carcinoma. In a
phase 2 study, H.Bleiberg et al. investigated 88
patients with locally advanced or metastatic
squamous cell carcinoma of the oesophagus
and treated them with cisplatin 100 mg/m?
combined with 5-FU at a dose of 1000 mg/m?
as a continuous infusion from days I-5 (Arm
A) or with cisplatin alone (Arm B) every 3
weeks. The response rate was 35% in Arm A
and 19% in Arm B. The median duration of
survival was 33 weeks and 28 weeks for Arm
A and Arm B, respectively. Haematological
and non-haematological toxicities were more
frequent and more severe in Arm A. Grade 3-4
neutropenia was observed in 14% of patients
and vascular trombotic events occured in 9%
patients.(22) Kies et al. and Ajani et al. have
both reported high response rates of about 60%
for resectable or localized tumors with
cisplatin and 5-FU combination. However,
lizuka et al reported a response rate of only
35.9% with the same combination for patients
with  metastatic, recurrent, or  bulky
unresectable esophageal cancer.(23,24)
Jacqueline et al. in a phase 3 randomized
study, compared the efficacy and toxicity of
cisplatin plus bolus 5-FU versus infusional 5-
FU as a first-line treatment in 232 patients with
advanced esophageal, gastric and pancreatic
cancer. Among the patients, only 38 of them
were esophageal cancer while 19 had
squamous cell histology. Most of the patients
were gastric and pancreatic cancer. In this
study, at first cycle these patients received
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either FP (arm A: 5-FU 800 mg/m’d in
continuous infusion 5 days and cisplatin 100
mg/m? on day 1 or 2), or FLP (arm B: LV, 100
mg/m%d in bolus 5 days, followed by 5-FU
350 mg/m%d in 1 h infusion 5 days and
cisplatin 100 mg/m? on day 1 or 2). Efficacy in
terms of tumor response and survival was
similar in two arms, showing an objective
response rate of 18.6% in arm A vs. 15% in
arm B, an overall median survival of 24 weeks
inarm A vs. 24.7 inarm B (p = 0.83) and a
median progression-free survival of 12.4
weeks vs. 12.1 in arms A and B (p = 0.91),
respectively. Grade 3-4 neutropenia was
observed %35.1 in arm B vs. %33.1 in arm A
(12).

In another phase ] study,
30 patients with unresectable,
locally advanced or metastatic squamous cell
or adenocarcinoma of the esophagus
used folinic acid 200 mg/m%d, 5-FU 300
mg/m?/d, and cisplatin 20 mg/m*/d
intravenously for 5 days every 4 weeks. Two
of 13 patients with squamous
cell carcinoma had a complete response. Six
other patients (3 SCC) had a partial response
with a median duration of 9 months for an
overall response rate of 27%. Further
6 patients (20%) had stable disease. Grade 4
neutropenia occurred in 6 patients (20%), with
5 requiring antibiotics for associated fever.
Other grade 4 toxicities were nausea and
vomiting, anemia, and thrombocytopenia
occurred in one each (20).

In our study, the overall response rate
was 44.4% (8 partial responses, 4 complete
responses). Seven patients (25.9%) had stable
disease. The disease control rate was 70.3%.
Median PFS was 6.2 (95% CI: 5.13-7.28)
months and median OS was 11.1 (95% CI:
7.77-14.5) months. Among the patients, 40.7%
of them had grade 3-4 neutropenia, 11.1% of
those patients had grade 3-4 thrombocytopenia.
According to our results and the previous
reports, short-term infusional 5-FU and
cisplatin combination in previously untreated
locally advanced or metastatic esophageal
squamous cell cancer were seem to be similar
with continuous infusional 5-FU in terms of
median OS and PFS. However, grade 3-4
toxicity rates were more frequent than
infusional 5-FU except for grade 3-4 non-
hematological  adverse  effects.  When
treatment-related toxicities of infusional and
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bolus  5-FU-containing  regimens  were
compared in advanced-stage gastrointestinal
and head-neck cancer, bolus 5-FU regimens
appear to have a higher rate of hematologic
toxicities, while gastrointestinal toxicities
(diarrhea, vomitting, etc.) were seen less
frequently.(15,25,26) As a result, this
combination appears to be an active and
convenient regimen
for advanced esophageal cancer, resulting in
prolonged remission and survival in
some patients.

Despite the consideration of infusional
chemotherapy as standard regimen for the
treatment of esopahegeal cancer, there is a
main problem with these regimens. This is the
neccesity for a central venous catheter and
ambulatory infusion pump. Many studies
regarding infusional 5-FU regimens in
gastrointestinal and head-neck cancers showed
more frequent catheter-related complications
(infection and venous thrombosis).(15,16) So,
thrombosis and catheter infections are major
problems with infusion regimens. Deaths due
to thrombosis around the central catheter have
been reported. For example, a major drawback
to the ECF (Epirubicin, cisplatin, 5-FU)
regimen used in advance esophagogastric
adenocarcinoma is the need for a central
venous line. In this randomized trial, central
venous line complications occurred in 15
percent of those receiving ECF.(13)

Since this regimen carries a high risk for
febrile neutropenia, it can be managed with
primary  prophylactic granocyte colony-
stimulating factor. Nevertheless, short-term
infusional 5-FU and cisplatin combination
regimen can be considered an alternative
treatment to an infusion regimen due to similar
survival outcome of the patients.
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Colon Cancer and Glioblastoma Multiforme Co-occurrence at an Early
Age; A Case Report

Erken Yasta Kolon Kanseri ve Glioblastome Multiforme Birlikteligi; Olgu
Sunumu
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OZET

Kolon kanseri ve beyin tiimori birlikteligi klinikte karsimiza Muir-Torre Sendromu, Turcot Sendromu, Cowden
Sendromu ya da Gardner Sendromu olarak ¢ikabilir. Turcot Sendromu multiple adenomatdz kolon polipleri ile
santral sinir sisteminin (SSS) primer timdriiniin birlikte goriildiigii DNA tamir genlerinde mutasyonlarla
seyreden nadir bir hastaliktir. Biz bu olguda polipozis zemininde gelisen kolon kanseri tanisindan {i¢ yil sonra
glioblastome multiforme (GBM) tanisi alan fakat genetik ¢alismada Turcot Sendromu desteklenemeyen geng bir
kadin hastay1 sunduk.
Anahtar Kelimeler: Kolon kanseri, Glioblastome multiforme; Turcot Sendromu

ABSTRACT
The co-occurrence of colon cancer and brain tumor can be observed as Muir-Torre syndrome, Turcot syndrome,
Cowden syndrome or Gardner's syndrome, in clinical practice. Turcot syndrome is an uncommon disease with
mutations in DNA repair genes that consist of multiple adenomatous colon polyps and central nervous system
(CNS) tumor. We report a case of a young woman presents with polyposis related colon cancer who developes
glioblastoma multiforme (GBM) three years after the diagnosis which cannot be explained with Turcot
Syndrome by genetic studies.
Key words: Colon cancer, Glioblastoma multiforme; Turcot's Syndrome

Giris

Kolon kanseri ve beyin tiimori birlikteligi
klinikte karsimiza bazi sendromlarla ¢ikar.
Muir-Torre Sendromu (sebaséz neoplazm,
keratoakantom, viseral malignite, beyin
timoril), Turcot Sendromu (polipozis koli,
beyin timorti), Cowden Sendromu
(serebellumda displastik gangliositom ve
kolonda hamartomatdz polipler) ya da Gardner
Sendromu (polipozis  koli,  osteom,
mezenkimal tiimor, kraniofarenjiom) bu iki
klinigin birlikte goriildiigii sendromlardir (1-4).
Literatiirde Muir-Torre Sendromu ile Turcot
Sendromu’nun ¢akistigi olgular bildirilmistir
(1,5).

Turcot Sendromu multiple adenomatoz
kolon polipleri ile santral sinir sisteminin
(SSS) primer tiimoriiniin birlikte gortldugii

nadir bir hastaliktir (6). Ilk olarak 1949°da
Crail tarafindan tanimlanmis ve 1959°da J.
Turcot ve ark. tarafindan beyin timoérii ve
polipozis coli birlikteligi olan iki kardeste
‘Turcot’s Sendromu’ seklinde rapor edilmistir
(7). Tan alan hastalar genellikle 10-20 yas
araligindadir  (7,8). Turcot sendromunun
genetik temeli karmasik olup klinik ve genetik
olarak c¢esitli tiplerde klinige yanstyabilir.
Literatiirde yaklasik 150 vaka bulunmaktadir
(9-11). Biz bu olguda polipozis zemininde
gelisen kolon kanseri tanisindan ii¢ yil sonra
glioblastome multiforme (GBM) tanisi alan
geng bir kadin hastay1 sunduk.

Olgu Sunumu

Yirmi iki yasinda kadin hasta Haziran 2011
yilinda karin agris1 nedeni ile yapilan
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kolonoskopisinde ¢ekumda, transvers, inen,
sigmoid kolonlarda ve rektosigmoid bdolgede
multipl sayida polip saptanmisti. Total
kolektomi sonrasinda multipl odakta iyi
diferansiye  adenokarsinom, ¢ok sayida
tiiblilovilloz adenom ve 10 adet reaktif lenf
nodu saptanmis ve adjuvan FUFA (S5FU+
Folinik asit) tedavisi uygulanmusti.
Remisyonda izlenen hasta Aralik 2013’te sag
tist extremitede kuvvet kayb1 gelismesi iizerine
dis merkezde ¢ekilen beyin manyetik rezonans
goriintiilemesinde (MRG) sol frontal lobda 5.5
cm’lik kitle saptanmig (Resim 1) ve biyopsi
yapilmig. Tamisal olmayan biyopsi sonrasi
fokal epileptik nobet gegiren hasta baska bir
merkeze bagvurmus. Gros total olarak
cikartilan kitle (Resim 2) patolojisi GBM
olarak raporlanan hasta idame tedavisi i¢in
hastanemize basvurdu. Ozgeg¢misinde kolon
kanseri olan hastanin bir kiz kardesinin de
beyin tiimorii nedeniyle kaybedildigi 6grenildi.

Olgu Sunumu

Resim- 1; Tan1 aninda ¢ekilen T1 transvers kesit

Tartisma

Olgumuz geng yasta kolonda multipl polipler
nedeniyle opere edilmesinin ardindan iyi
diferansiye adenokarsinom tanis1 almis ve
adjuvan tedavi sonrasi remisyonda izlenirken
GBM tanis1 almigtir. Bu iki  tiimoriin
birlikteligi hastada Turcot Sendromu varligini
akla getirmektedir.

Herediter nonpolipozis koli (HNPC)
DNA tamir genlerinin (Mismatch Repair

28

Hastanin fizik muayenesinde sirtinda akne
benzeri lezyonlari ve govdede ve kollarda
makiiler kahverengi olmayan koyu renkli
alanlar1 vardi. Hastanin radyoterapi es zamanl
temozolamid  tedavisi sonrast idame
temozolamid tedavisi tamamlandi. Hasta
radyolojik ve Klinik olarak progresyonsuz
izlenmektedir.

Hastanin polipozis koli ve GBM
tanilar1  birlikte ele alindiginda Turcot
Sendromu akla gelmekteydi. Bu nedenle
hastanin kolon operasyonuna ait patoloji
preparatlart mikrosatellit instabilite (MSI)
acisindan immunohistokimyasal olarak
degerlendirildi. Calismada neoplastik hiicreler
MLH1, PMS2, MSH6 ile pozitif olup MSH2
ile belirgin boyanma saptanmadi. Kontroliinde
de boyanma saptanmadigindan MSH2 kayip
olarak degerlendirilmedi. Bu nedenle hastada
DNA tamir genlerinin kaybina rastlanmadi.

Resim- 2; Operasyon sonras1 T1 transvers kesit

Genes; MMR) mutasyonundan kaynaklanir.
HNPCC siklikla MSH2, MLH1 ve PMS2
genlerindeki mutasyondan kaynaklanir (9,12).
Olgularm %90’ninda MSI  goriiliir  (9,13).
MSH2 mutasyonu siklikla multipl timor
gelisimi ile iligkilidir (14). Turcot sendromu
modern literatiirde beyin tiimori polipozis
sendromu olarak bilinmektedir (9,11). Nadir
bir herediter hastalik olup HNPC ve familiyal
adenomatozis polipozisin (FAP) varyantlan
olarak gortiliir (12). Tip 1 ve tip 2 olmak iizere
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iki farkli klinikte karsimiza c¢ikar. Tip 1
otozomal resesif gecisli olup, HNPC ve
siklikla. GBM olmak iizere beyin tiimdrleri
birlikteligi ile goriliir. Tip 2 ise otozomal
dominant ge¢isli olup FAP ve medulloblastom
birlikteligi ile goriiliir. Bu iki tip sendrom
arasinda kesin bir ayrim yoktur. Tip 1°de kolon
poliplerinin sayis1 100°den azdir ve beyin
timorleri gliomlar seklinde gorilir. Tip 2
Turcot Sendromu’nda kolonda polipler yiizler
hatta binlere ulasmakta ve %20 vakada
kolorektal kansere rastlanmaktadir. Beyinde
medulloblastom %60 vakada goriliir (9-
11,15). Bu anlamda bizim olgumuz tip 1
Turcot Sendromu’nu akla getirmektedir fakat
yapilan  incelemede = MMR  genlerinde
mutasyona rastlanmamuistir.

Kolonik ve serebral semptomlar ayni
anda ortaya c¢ikabilecegi gibi birbirini de takip
edebilir. Ilk semptom ortaya ciktiktan sonra
bes yil icinde diger semptomlar kendini
gosterir (7). Genellikle barsak lezyonlar1 beyin
timori tanmisindan bir yil sonra basgdsterir
yada postmortem saptanir (6). Ayrica kolon
rezeksiyonundan 2-8 yil sonra da SSS
malignitesi ortaya ¢ikabilir (6,15). Bizim
olgumuzda da kolon kanseri tanisi aldiktan ii¢
yil sonra serebral semptomlar ortaya ¢ikmustir.
Cinsiyet ve 1rk egilimi bilinmemektedir fakat
10-30 yaslann arasinda goriilir (6). Klinige
yansimasi spesifik degildir. Pigmente neviis,
kafeola, bazal hiicreli karsinoma gibi deri
bulgular1 goriliir (9,11). Bizim olgumuzda da
sirtta akne benzeri lezyonlar, gévde ve kollarda
kahverengi olmayan koyu renkli makuler
lezyonlar1 mevcuttu.

Olgumuz tip 1 Turcot Sendromu
klinigine uymasi ve aile hikayesinin olmasi
itibariyle genetik incelemeyi haketmis ilging
bir hastadir. Fakat Tiirkiye’den literatiirde
varolan herhangi bir Turcot olgusu olmadigi
gibi bizim olgumuzda da Turcot Sendromu’nu
destekleyecek MMR genlerine rastlanmamustir.
Yine de bu hasta grubu eslik edebilen multipl
timorler nedeni ile yakin izlenmelidir.

Olgu Sunumu
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Castleman Disease Localized On The Right And Left Buccal Mucosa
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OZET

Castleman hastaligi (CH), en sik mediastende asemptomatik kitle olarak goriilen lenfoproliferatif bir hastaliktir.
Bas boyun bolgesinde ise en sik boyun da goriiliir. Oral kavite de yerlesimi nadirdir. Tedavisinde cerrahi
eksizyon uygulanir. Bu makalede sag ve sol yanak mukoza altinda, giderek biiyiiyen sislik sikayeti ile tarafimiza
basvuran ve histopatolojik tanisi castleman hastaligi- plazma hiicreli tip olarak raporlanan, non hodgkin lenfoma
(NHL) 6ykiisii olan hasta, literatiir esliginde sunulmustur.

Anahtar Kelimeler: Bukkal Mukoza, Castleman Hastaligi, Non hodgkin lenfoma

ABSTRACT

Castleman disease (CD) is a lymphoproliferative disorder that is most frequently seen as an asymptomatic mass
in the mediastinum. Among the head and neck region, the neck is the most frequent localization. It is seldom
localized in the oral cavity. Surgical excision is the primary choice of treatment. The current study presents a
patient with previous non-Hodgkin Lymphoma (NHL) history, who was complaining of a mass gradually
increasing in size beneath the right and left buccal mucosa and a histopathological diagnosis of Castleman

disease — plasma cell type. The related literature is also reviewed.
Key words: Buccal Mucosa, Castleman Disease, Non Hodgkin Lymphoma

Introduction

Castleman disease (CD) is a
lymphoproliferative disorder characterized by
lymphoid tissue hyperplasia. It is also called
angiomatous lymphoid hamartoma.
Histopathologically, the disease is classified as
hyalinic vascular, plasma cell, and mixed
variants. The most frequent subtype is the
hyalinic variant, which has a low recurrence
rate. The plasma cell subtype is more
aggressive and is concomitant with systemic
diseases (1). It is most commonly localized in
the mediastinum as an asymptomatic mass.
Among the head and neck region, the neck is
the most frequent localization (2). Chronic
inflammation and immune insufficiency are
responsible for the etiology and it is seen
concomitantly with autoimmune diseases like
pemphigus.3 Clinically, isolated or
multicentric subtypes can be seen. Isolated
subtypes generally are seen in younger patients
and multicentric types in older patients. In the
treatment, total or near total surgical excision
can be performed according the localization
(4). Radiotherapy may be used as an adjuvant
or a mass reductive modality (5). We herein

report a patient with previous NHL history,
who had CD lesions localized beneath right
and left buccal mucosa. We present the
treatment of this patient who shows a rare
localization of the disease and a review of the
literature as well.

Case Report

A 64-year-old male patient who had
gradually growing masses in the oral
cavity (beneath both sides the buccal
mucosa) was admitted to the Ankara
Oncology Teaching and Research Hospital
Ear Nose Throat Department. The physical
exam revealed rigid masses with smooth
surfaces, and reduced mobility was
observed under the right and left buccal
mucosa (Figure 1). No other abnormalities
were found.

Systemic signs such as fever and
sweating were absent. Laboratory tests and
viral markers were normal. Systemic
physical exams were normal, as well.
According to the patient’s medical history,
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he had received chemotherapy almost nine
years before due to diffuse B cell NHL. He
underwent lymph node excision in his neck
4.5 years prior and the specimen revealed
plasma cell type CD. Radiological
examination was natural.

Horizontal incisions were made on
the mucosa transorally above the masses to
diagnose and treat the patient. Minor
salivary glands under the mucosa were
lateralized and masses with smooth
surfaces adhered to the surrounding tissue
were observed.

The mass under the left buccal
mucosa and near total excision of the mass
under the right buccal mucosa were totally
excised. The histopathological examination
of both specimens revealed Castleman
disease with plasma cell subtype (Figure
2).  Neither adjuvant radio  nor
chemotherapy was recommended by
oncology departments. During the three-
year follow up, no recurrence was
occurred.

Figure 1: Masses under the right and left
buccal mucosa.

31

subtype

Discussion

Castleman disease was first described in a
patient as an isolated mediastinal mass. It is
also called angiofollicular lymph node
hyperplasia, giant lymph node hyperplasia,
lymph node hamartoma, and benign giant
lymphoma. It is seen equally among the
genders and more frequently in young adults
(1). The etiology is not clearly identified.
However, it may be seen concomitantly with
other disorders such as NHL, multiple
myeloma, B cell lymphoma, Kaposi’s sarcoma
(6). It was reported that viral infections such as
HHV-8, HIV, EBV.” The patient presented
herein received treatment for NHL nine years
prior, and he is still in remission.

Depending on clinical presentation, the
disease can also be divided into isolated or
multicentric subtypes. The multicentric type is
generally seen with other systemic diseases
and shows progress more aggressively (5).
Histopathologically, CD is also classified into
three different subtypes as vascular, plasma
cell, and mixed (1). The plasma cell type
accounts for almost 10% of the cases, is
generally multicentric, and is associated with
systemic symptoms such as fever, sweating,
elevated sedimentation rate, anemia, and
thrombocytopenia.  Although the current
patient’s lesions were multicentric, and
histopathologically of the plasma cell type, he
did not present systemic signs.

Castleman disease that occurs in the
head and neck region, is most frequently seen
in the neck, and it was reported to be rarely
seen in the parotis, mouth floor, and oral
cavity, as well (2). One study in the literature
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reported a study of 14 patients with CD in the
neck, in which the mass was found unilaterally
and at level 1l all the patients (8). Karakoc et
al. reported that in a patient with dysphagia, a
postoperative pathological specimen revealed
CD, which was thought to be parapharangeal
schwannoma preoperatively (9). In a patient
who had been followed-up for cervical mass
and treated with preoperative embolization due
to enhanced peripheral vascularization in the
MRI, the postoperative specimen showed CD
(10). Deshmukh et al. reported that a patient
who had been diagnosed with squamous cell
carcinoma of the tongue with stage TIN3MO
had undergone cervical dissection. After the
dissection, the specimen revealed CD, so the
authors accepted the stage of the disease as
TINOMO (11). These studies suggest that CD
in the neck localized laterally may mimic
many different disorders (2). Three years ago,
the current patient underwent cervical node
biopsy at level Il and the specimen showed CD
plasma cell subtype.

CD localized in the oral cavity is rarely
described. There is only one case of a well-
defined submucosal mass unilaterally beneath
the buccal mucosa in literature (12). The
current case was admitted to our department
with asymptomatic masses localized under the
right and left buccal mucosa. A case with
masses with such localization is presented for
the first time in the literature.

Histopathological ~ confirmation s
needed for the definitive diagnosis. Fine needle
aspiration biopsy has no diagnostic value, and
the diagnosis is made by incisional or
excisional biopsy. Total or near total excision
should be performed for the treatment (4).
Corticosteroids should be added in the therapy
of patients with systemic symptoms. Due to
autoimmunity being blamed for the etiology,
cytotoxic drugs or immunomodilators such as
interferon and intravenous immunoglobulin are
used (13). The recurrence rate is high in the
plasma subtype, and thus, chemotherapy and
radiotherapy (RT) can be added. It was
reported that a partial or complete response can
be obtained in the treatment of CD with 40-50
Gy. doses of radiotherapy. In the same study,
the authors claimed that response rate of the
RT in patients with the plasma cell type was
better than the other types due to higher
tumoral activity of the plasma cell type (14).

Although Castleman disease has good
prognosis with surgery, long term recurrences

32

are reported in literature. Total excision was
performed in the treatment of a patient with
CD plasma cell variant, and recurrence
occurred 11 months later. Re-excision and
chemotherapy was given for the recurrence
(15). We performed total excision for the left
and near total excision for the right buccal
masses in the treatment. During the three-year
follow-up, neither recurrence nor additional
systemic symptoms occurred.

Early diagnosis is very important in
Castleman  disease, especially in the
multicentric and plasma cell subtypes, due to
accompanying systemic disorders with high
mortality, potential of malignant
transformation and high recurrence rates. CD,
localized under buccal mucosa like in the
current case, should be remembered in the
differential diagnosis of asymptomatic masses
in the oral cavity and the physician should be
aware of concomitant disorders.
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Iris nevi and melanomas: Distinguishing parameters

Iris neviisleri ve melanomlari: Ayirt edici parametreler
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OZET
[ris melanomlarinin gogu daha énce var olan iris neviisleri iizerinden gelismektedir. Iris melanomlarinin
eniikleasyon, metastaz ve fonksiyonel kayba neden olma riskleri nedeniyle erken tanilar1 oldukga dnemlidir. Iris
neviisiinden melanom gelisimini kestirecek klinik parametrelerin farkinda olunmasi melanom gelisimi agisindan
riskli neviis grubunun belirlenmesini ve iris melanomlarin erken tespitini kolaylastiracaktir. Bu derlemede iris
neviislerinin ve melanomlarinin klinik 6zellikleri ve ayirt edici klinik parametreler sunuldu. Boylelikle bu
hastalara klinik yaklagimda yardimc1 olunmasi amaglandi.
Anahtar Kelimeler: iris, neviis, melanom.

ABSTRACT
Most of the iris melanomas arise from pre-existing iris nevi. Early diagnosis of iris melanomas is quite important
because of potential risk of enucleation, metastasis and functional loss. Being aware of the clinical parameters
predicting the development of melanoma from pre-existing nevus will help determining the hazardous nevus
group and early diagnosis of iris melanomas. In this review, clinical features of iris nevi and melanomas and
distinguishing clinical parameters were presented. Thus, helping in the clinical management of such patients
were aimed.
Key words: iris, nevus, melanoma.

Iris neviisleri

Normal niifusda  goz ici  lezyonlar Olabi_lecekleri gibi, biiyiik ve yaygin olabilirler
degerlendirildiginde iris neviisleri sik goriilen (Resim 2).

tanilardan birisidir. iris neviisleri toplumun
%4-6" sinda goriilir.’  Cocukluktaki iris
lezyonlarmin %25’ini, gen¢ eriskinlerde %
36’smi1 ve orta ve ileri yas erigkinlerdeki iris
lezyonlarmm  %47’sini  olusturur.?  Iris
neviisleri nadiren dogusta mevcut iken siklikla
ergenlik sonrasi Dbelirginleserek tanit alir
(Resim 1). Cogunlukla beyaz irkta ve mavi-

g06zIl bireylerde, siklikla 5.dekatta tespit edilir. Resim 1. Bebek olguda dogustan mevcut ¢ift tarafli

Her iki cinsiyette de ortaya ¢ikabilse de son iris neviisil.

serilerde kadinlarda biraz daha yiiksek oranda )

bildirilmistir.® Iris neviisleri siklikla pigmentlidirler, nadiren
fris neviisleri irisin herhangi bir amelanotik olabilirler.* Yaygmn lezyonlar tiim

kismini tutabilse de siklikla alt kadranda ortaya sektorii ya da tim irisi tu}tabilir, genellikle

¢ikar. Sekilleri, boyutlar1 ve pigmentlenme dogumsal  okiiler melgmosﬁozlu has-t.ala?d'a

oOzellikleri olgudan olguya degisiklik gdsterir. ortaya ¢ikar, heterok.romlye. geden olabilir, iris

Tekil ya da ¢oklu; yassi veya nodiiler lezyonlar neviis sendromunda izlenebilir.

seklinde ortaya c¢ikabilirler, kiigiik ve iyi sinirlt
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Resim 2. Iris kenarinda yer alan kiigiik tekil neviis.

Iris neviis sendromu (Cogan-Reese
sendromu); iridokorneal endotelyal sendrom
spektrumu i¢inde yer alirken, yaygin neviis ve
buna eslik eden diger iris anomalileri (¢oklu
nodiiller, ektropiyon uvea, vb) ve tek tarafli
glokom ile karekterizedir.* Bir diger iris neviis
tipi tapioca neviistiir. Bu tip neviislerde, yiizey
coklu nodiiler goriinlimdedir, tapioca bitkisinin
koklerine benzedigi i¢in bu isimlendirme
kullanilmustir.” Bir diger iris neviis tipi
melanositomdur. Melanositomlar, klinik olarak
daha yogun ve daha derin pigment igerir,
cogunlukla koyu kahve-siyah graniiler yiizeye
sahip nodiiler lezyonlar olarak ortaya g¢ikar,
belirgin bir damarlanma artigt gostermez.
Melanositomlar kendiliginden nekroze olabilir,
bunun sonucunda c¢evreye pigment ekimi
olabilir ve trabekiiler agda tikanma sonucu
ikincil glokom gelisebilir. Melanositomlar
zamanla malign doniisiim gosterebilir.®

Genel olarak, iris neviislerinin ¢ap1 3
mm’den, kalinhigi 1 mm’den kiigiiktiir.! Yakin
zamanlt bir seride pupile yakin lezyonlarin
daha biiyiik oldugu ve daha uzamis ve tliggen
sekilli oldugu, pupile uzak lezyonlarin ise daha
kiigiik ve yuvarlak oldugu bildirilmistir (Resim
3).” iris neviislerinin  histopatolojisinde
ylizeysel iris stromasinda melanosit ¢ogalmasi
izlenir, hiicreler siklikla igsi tiptedir. Epiteloid
hiicrelerin baskin oldugu olgularda melanomla
karisabilir.?

Iris neviislerinde belirgin bir damar artisi
izlenmez.' Siklikla pupil tepkilerinde bozukluk
olusmaz.! iris neviislerinde sektdr katarakt,
iridokorneal ag¢1 tutulumu, pupile yakin
yerlesimli lezyonlarda pupiller kenarda hafif
bozulma ve ektropiyon uvea gelisimi ve
zamanla yavas biiyiime izlenebilir, bunlar
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eskiden diisliniildiigliniin aksine her zaman
malign doniisiimii diisiindiirmez.*

Resim 3. A: Pupile yakin yerlesimli, biiyliik ve
uzamis neviis, B, C: Pupile uzak yerlesimli kiigiik
ve yuvarlak hatli neviis.

[ris neviislerinin {izerinden melanom
gelisme riski kesin olarak bilinmemektedir.
Farkli c¢aligmalarda oranlar %2-5 olarak
bildirilmistir.>® 1611 iris neviisii i¢eren yakin
zamanlt bir seride olgularin 27’sinde (%2)
melanom gelismistir ve bu ortalama 69 ayda
(aralik 4-214 ay, ortanca 46 ay) izlenmistir.?
Ayrica bu seride, Kaplan—Meier analizi ile iris
neviisiinden melanom gelisme riskinin 10 yilda
%4, 15 yilda %8 ve 20 yilda %11 oldugu
gosterilmistir.® Genel olarak bazal capin 3
mm’den fazla olmasi, damarlanmanin artisi,
timoriin hizla biiyiimesi, géz digina yayilim,
siliyer cisim tutulumu ve eslik eden ilag
tedavilerine  direngli  glokomun  varligi
melanom gelisimini akla getirmelidir.! Yakin
zamanda Shields ve ark.’ iris neviisiinden
melanom gelisimini 6ngoriicli faktorler olarak
ABCDEF kuralin1 6nermistir. Bu kural;

A: Age young (40 yasindan kiigiik olma),

B: Blood (hyphema) (hifemanin varlig1),

C: Clock hour inferior (saat 4-9 arasi altta
yerlesim),

D: Diffuse (yaygin lezyon varligi),

E: Ectropion uvea (ektropiyon uvea varligi) ve
F: Feathery margins (tiiylil sinir varligi) olarak
belirlenmistir. Bu kriterleri tagiyan neviisleri
olan hastalarda melanom riski daha yiiksek
oldugu icin, tiimor biiylimesini degerlendirmek
icin daha yakin klinik takip 6nerilmektedir.

iris melanomlar:

Iris melanomlar1 olduk¢a nadir goriilen
timorlerdir, tim tveal melanomlarin %2-
10’unu olusturur.’®** Calismalardaki tahmin
edilen yillik siklig1 milyonda 0.4-0.9dur.** iris
melanomlarinin ~ sikligi  son yillarda artis
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gostermistir.’>*® Bu artisgin  giines 1sinlarina
bagh oldugu diisiiniilmektedir.™

Iris melanomlar1 de novo ortaya
cikabilecegi gibi, cogunlukla daha Once var
olan iris neviisleri iizerinden gelisir.”® Cinsiyet
ayrimi yapmaz, her yasta ortaya cikabilse de
siklikla 40-50 yaslarda tani alir.® Cogunlukla
beyaz irkta ve acik renkli irislerde ortaya
¢ikar.® Her iki gozde benzer oranlarda
izlenir."? iris melanomlari, smirli veya yaygm
lezyonlar olarak ortaya ¢ikabilir.® Zamanla
bliylime gosterir, iris stromasinin yerini
degistirir ve ikincil glokoma, katarakta,
belirgin damar artigina veya ektropion uveaya
neden olabilir.*” Smirl lezyonlar siklikla alt
kadranda pigmentli nodiiler lezyonlar seklinde
ortaya ¢ikar.”? Yaygmn lezyonlar ise edinilmis
heterokromi seklinde tek tarafli koyu iris
goriiniimiine neden olur.® Iris melanomlari
siklikla kahverengidir ancak pigmentasyon
Ozellikleri  olgudan  olguya  degisiklik

gosterebilir, lezyonlar ¢ok renkli veya
10,12

amelanotik de olabilir (Resim 4).

4§ W)
Resim 4. A: Pigmente iris melanomu. B:

Pigmentsiz iris melanomu (Resimler Dr. ilhan
Gtinalp’a ait olup, onun izniyle kullanilmistir).

Lezyonlarda siklikla damar artisi
izlenir.'® Ortalama timor ¢apr 6.2 mm,
ortalama  kalinlik 2.3  mm’dir.**  ris
melanomlar1 pupil smirinda, orta zonda
yerlesebilir, ya da pupilden g¢evre irise kadar
uzanabilir, uydu lezyonlar seklinde yayilim
gosterebilir (Resim 5).*° Onde 6n kamaraya
dogru arkada ise arka kamaraya dogru
biiyiiyebilir, silier cismi lokal ya da yaygimn
olarak tutabilir, arkada bu biiyime lens
tarafindan sinirlandirilir ve bu USG’de aslan
pengesi  goriinimiine sebep olur.® ris
melanomlarinin histopatolojik incelemesinde
igsi, epiteloid veya hem epiteloid hem de igsi
melanom  hiicreleri  izlenebilir.  Literatiir
olgularinin yarisindan fazlasinda igsi hiicreler
bildirilmistir.'® Epiteloid hiicre tipi veya
karigik hiicreli tip daha saldirgan bigimlerle
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iliskilendirilmistir.”**>*® Yaygin melanomlar,
genellikle epiteloid tiptedir ve  sirh
lezyonlara kiyasla daha saldirgan klinik seyre
sahiptir ve metastaz riski daha yiiksektir.">*®

Resim 5. Saat 4 ile 6 arasinda yerlesim gosteren iris
melanomu ve uydu lezyonlar: (Resim Dr. ilhan
Giinalp’a ait olup, onun izniyle kullanilmistir).

Iris melanomlarinin gesitli klinik tipleri
mevcuttur. Tapioca melanomlarin yiizeyi ¢oklu
nodiiler goriiniime sahiptir. Bir diger iris
melanom tipi trabekiiler ag melanomudur
(halka melanom). Bu melanom sadece
trabekiiler ag1 tutar, kiitle olustumadan On
kamara agis1 etrafinda yaygin yayilim gosterir
ve tek tarafli glokomla ortaya ¢ikar.

ris melanomlarinin olasi
komplikasyonlar1 arasinda hifema, glokom,
katarakt, metastaz ve Olim yer alir.%®
Glokom tiimér ekimine, a¢1 kapanmasina veya
yeni damar olusumuna bagli geligebilir.
Yaygin ve halka melanomlarda ikincil glokom
riski daha yiiksektir.>*>*® Bu glokom siklikla
ilag tedavilerine direnclidir ve optik diskte agir
derecede cukurlasma ve fonksiyonel kayba
neden olabilir.'**

[ris melanomlarinin metastaz oranlar
farkli ¢alismalarda 5 yilda %3-11, 10 yilda %
5-9 ve 20 yilda %10-11 arasinda bildirilmistir.
10122021 yayom melanom varhginda, timér
kalinligr fazla ise, eslik eden glokom
varliginda, arka timor smirt agr veya iris
kokiine ulagmigsa, tiimor goz disina uzanim
gosteriyorsa ve lezyona daha once bir cerrahi
islem uygulanmisgsa metastaz riski
artmstir.’***?! fris melanomlarmnin koroid ve
siliyer cisim kaynakli diger uveal melanomlara
gore daha iyi seyirli oldugu bilinmektedir.™
Daha iyi klinik seyrin daha disiik biyolojik
aktiviteye veya timor capma bagli oldugu
diisiiniilmektedir.** Shields ve ark.® 8033
uveal melanomu dahil ettikleri ¢aligmalarinda
iris melanomlarinin ortalama ¢apinin  ve
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kalinhigimin(5.5 mm/2.1 mm) koroidal
melanoma (11.0 mm/4.5 mm) (P<0.01) ve
silier cisim melanomuna (11.0 mm/6.0 mm)
(P<0.001) kiyasla anlamli olarak daha az
oldugunu ve artan kalinligin artmis metastaz
riski ile uyumlu oldugunu gostermislerdir. iris
melanomlarinda mortalite oranlari melanom
hiicre tipi, melanom evresi, metastaz varligi ve
siliyer cisim tutulumu olup olmamasina gore
%0-11 arasinda degisir.”” Metastaz varliginda,
evre ileri ise,  hiicre tipi epiteloid
hiicre/epiteloid+igsi hiicre karekterinde ise ve
siliyer cisim tutulmugsa mortalite artig
gostermektedir.”* Yasin prognoz iizerine etkisi
tartigmalidir.’> Bazi serilerde cocuklardaki
uveal melanomlarin daha iyi prognoza sahip
oldugu gosterilmistir.?® Shields ve ark.?” 317
olguluk  serilerinde  ¢ocuklardaki iris
melanomlarinda  timoér  boyutunun, ag1
tutulumunun ve ikincil glokom geligiminin
erigkinlere kiyasla anlamli olarak daha az
oldugunu gosterseler de metastaz ve mortalite
acisindan yasa gore bir farklilik tespit
etmemislerdir.

fris melanomlarinda evrelendirme icin
2009 Amerika Birlesik Kanser Komitesi
evrelendirme sistemi kullaniimaktadir.® Buna
gore irise smirl tiimor T1, siliyer cisim veya
koroide uzanan timér T2, ek olarak skleraya
uzanim gosteren timor T3, ve sklera disi
uzamim gosteren timdér T4 olarak kabul
edilmektedir. = Metastazsiz ~ sagkalim T1
timorler ign 100%, T2 tiimorlerde %90, T3 ve
T4 tiimérlerde %50’ dir.**°

[ris neviislerinin ve melanomlarinin
tanist genellikle klinikle konur. Bu lezyonlar
gonyoskopi ile ayritili olarak incelenmeli ve
belli zaman araliklarinda fotograflanarak
boyutlar1 takip edilmelidir. Timoriin arka
sinirlarin1 ~ degerlendirmede transluminasyon
testi de kullanilabilir. Karanlikta 151k kaynagi
ile transkonjonktival veya transkorneal olarak
gbziin  aydmnlatilmasiyla tiimoér  smirlart
goriilebilmektedir. Siipheli vakalarda malign-
benign ayrimi igin, iris floresan anjiyografi,
ultrason biyomikroskopi (UBM),
transluminasyon testi, On segment optik
koherens tomografi ve ince igne aspirasyon
biyopsisi kullamilabilir.! Ayiric1 tamda; iris
kistleri, yabanci cisimler, mediilloepitelyoma
ve leiyomyoma gibi tliimdrlerin  yanisira
metastatik kitleler de akilda tutulmalidir.*®

fris melanomunda tedavi yaklasimi
eger tiimor kiiglikse, saat 3-4 arasinda
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yerlesimli ise ve c¢evreye ekilmediyse cerrahi
rezeksiyondur (iridektomi). Aciya yayilan
tiimorlerde iridosiklektomi tercih edilir (Resim
6, 7).* Cerrahideki amag¢ tiimérii tamamen
cikarmak ve nilkse ya da metastaza neden
olabilecek timor hiicresini geride
birakmamaktir. Cerraha veya cerrahi teknige
bagli olarak kalinti timor, yerel niiks ve
metastaz oranlart sirasiyla %3-7, %2-14 ve
%0-9 arasinda degisir."® Cerrahi sonrast niiks
ortalama 45 ayda gelisir."® Ttimér biiyiikse ve
cevreye ekilmisse, cerrahi sonrasi
histopatolojik ~ olarak  cerrahi sinirlar
tutulmussa, klinik olarak kalinti  timor
mevcutsa veya takipte yerel niiks izlenmisse
radyoterapi  uygulanabilir.’®**  Radyoterapi
radyoaktif bir plakla (plak brakiterapisi) veya
digsal 151 (proton radyoterapisi) seklinde
uygulanabilir.**? Kontrol edilemeyen glokom
varliginda veya hizli biiyiime gosteren tiimor
varsa ve radyoterapi  uygulanamiyorsa
eniikleasyon onerilmektedir.** Yagam
beklentisinin  ¢ok  diisiik  oldugu ve
komorbiteleri yiiksek hastalarda sadece gozlem
de uygun tedavi yaklasimi olabilmektedir.™

I/’

Resim 6. Iridosiklektomi ile tedavi edilen iris
melanomu (Resimler Dr. flhan Giinalp’a ait olup,
onun izniyle kullanilmustir).

Resim 7. Iridosiklektomi ile tedavi edilen iris
melanomu (Resimler Dr. flhan Giinalp’a ait olup,
onun izniyle kullanilmustir).

Sonugcta iris melanomlarinin sagkalim
acisindan prognozu iyi olsa da eniikleasyon,
metastaz ve fonksiyonel kayba neden olma
riskleri nedeniyle erken tanilar1 6nemlidir. Iris
melanomlarinin ¢ogu daha once var olan iris
neviisleri lizerinden gelismektedir. Klinik
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takipte yukarida ele aldigimz kriterlerin
kullanilmasi riskli neviislerin belirlenmesi ve
melanomlarin erken tespitini kolaylastiracaktir.
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Primary Cardiac Angiosarcoma: A Case Report
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OZET
Primer kardiyak anjiosarkoma, kotii prognozlu nadir bir hastaliktir. Agik kardiyak cerrahi operasyon olan ve sag
atriumda kardiyak anjiosarkoma tanisi alan 34 yasinda erkek hasta tibbi onkoloji boliimiine basvurdu. Timoriin
tam kiiratif rezeksiyonu miimkiin olmamist1 ve hastaya postoperatif dénemde 6 siklus kombinasyon kemoterapi
rejimi (doksorubisin ve mesna korumasiyla ifosfamid) verildi. Hastada 8 ay boyunca stabil hastalik mevcuttu ve
progresyon sonrasinda ikinci sira kemoterapi (paklitaksel) baslandi, ancak hasta tanidan 15 ay sonra kaybedildi.
Kardiyak anjiosarkoma olgularinin ¢ogunda kiiratif rezeksiyonlar miimkiin olmadigindan daha ileri tedavi
seceneklerine son derece ihtiyag vardir.
Anahtar Kelimeler: Kardiyak anjiosarkoma, Kemoterapi

ABSTRACT

Primary cardiac angiosarcoma is a rare disease with poor prognosis. A 34-year-old male patient who underwent
an open cardiac surgery and diagnosed as cardiac angiosarcoma on the right atrium was admitted to the medical
oncology department. Complete curative resection of the tumor was not possible and postoperatively 6 cycles of
combination chemotherapy regimen (ifosphamide with mesna protection and doxorubicin) was given. Patient
had stable disease for 8 months, and after progression a second-line chemotherapy (paclitaxel) was started but he
died after 15 months of diagnosis. Since curative resections are not possible in most of the cardiac angiosarcoma
cases, further treatment options are desperately needed.

Key words: cardiac angiosarcoma, chemotherapy

Introduction:

Most of the malignant neoplasms located in
the heart are metastatic tumors. Primary
cardiac tumors are quite rare, and only 25% of
them are malignant (1, 2). One of the
malignant primary neoplasm of the heart,
namely cardiac angiosarcoma originates from
the mesenchymal tissue and endothelial
subepicardium. It occurs more frequently in
young middle-aged patients and its prognosis
is very poor (3, 4). We have reported a patient
with this disease and our treatment outcomes.

Case Report:
A 34-year-old man was admitted to the

medical oncology department with the
diagnosis of cardiac angiosarcoma. In his past

history, approximately one month ago, he was
admitted to emergency department with chest
pain, massive pleural effusion was detected on
chest X-ray, and chest computerized
tomography (CT) showed a mass in the right
atrium. The chest tube was inserted and he
underwent an open cardiac surgery. On
exploration, pericardium was sticky and
enclosed by vascular structures, there was a
mass with irregular borders on the right atrium
extending to the right ventricle, and invasion to
the right pleura. Since complete curative
resection was not possible, partial resection
was undertaken. Pathological examination of
resected material was reported as well-
differentiated angiosarcoma with vascular
invasion, 4x3 cm in size, and there was 9
mitosis per 10 high power field (HPF) and
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eventually surgical margins were tumor-
positive.

Cardiac magnetic resonance imaging (MRI),
taken after admission to medical oncology
department, revealed a mass, 81x55 mm in
size, invading the anterior wall of right
ventricle, protruding into the cavity of right
ventricle with the suspicion of invasion to
tricuspid valve and right atrium and aorta
(Figure 1).
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Figure 1: Magnetic resonance imaging taken after
cardiac surgery revealed a mass, 81x55mm in size,
invading the anterior wall of right ventricle.

Transthoracic echocardiography confirmed a
semi mobile mass 50x40mm in size in the right
atrium (Figure 2).

Figure 2: Transthoracic echocardiography showed
a semi mobile mass 50x40mm in size in the right
atrium

Abdominal ultrasonography was normal. A
combination chemotherapy regimen used for
other soft tissue sarcomas (ifosphamide
1800mg/m2/day on 1-5 days, with mesna
protection, doxorubicin 60mg/m2/day on day
1, every 3 weeks), was started, and after the 1st
cycle, febrile neutropenia developed and
chemotherapy doses were reduced by 20% at
the following cycles. After 3 cycles of
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chemotherapy, there was a minimal regression
on MRI findings and 3 more cycles were
given. After 6 cycles, MRI and
echocardiography revealed stable disease.
Positron Emission Tomography (PET-CT)
showed increased uptake of
fluorodeoxyglucose only on right ventricular
region. He was consulted to the heart surgery
clinics for a second operation, however no
more curative operation was considered to be
possible. He was consulted with the
radiotherapy clinics and radiotherapy was not
indicated. About 5 months later, there was
progression on cardiac MRI findings and chest
CT showed metastatic nodules, 2 cm in
diameter. With these findings second line
chemotherapy (paclitaxel 175mg/m2/day on
day 1, every 21 days) was started. After 3
cycles of paclitaxel chemotherapy, minimal
regression was achieved, but after 6 cycles,
clinical findings and imaging findings showed
progression. Due to cardiac and respiratory
failure, the patient died 45 days after the last
chemotherapy cycle and 15 months after the
initial diagnosis.

Discussion:

Primary cardiac angiosarcoma is seen
infrequently, accounting for less than 10% of
all primary cardiac tumors (5). It is seen
mostly in right side of the heart and in young
to middle-aged patients (3,4). Symptoms vary
according to the size and site of the tumor:
chest pain, cough, syncope, dyspnea, lung
edema, arrhythmia, peripheral edema,
dizziness are the most common symptoms
(3,4,6,7,8). Transthoracic echocardiography
and computed tomography (CT) are the useful
tools for initial evaluation and suggestion of
diagnosis, and MRI is helpful in preoperative
differential diagnosis (8,9). Diagnosis of
cardiac angiosarcoma is often confirmed by
the resection of the tumor. Because of the
fragility of the tumor, myocardial biopsy is not
recommended. In the presented case, CT was
used for the initial evaluation; and cardiac
MRI and echocardiography for the evaluation
of residual tumor and chemotherapy responses.
Because of the rarity of this disease, there has
been no standard treatment guideline. If
possible, extensive surgical resection of tumor
is considered as the best curative management
(10,11). In some cases, radiotherapy after
surgery was reported to improve outcomes
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(2,10). There are insufficient data about the
role of adjuvant chemotherapy. Chemotherapy
regimens containing doxorubicin, ifosphamide,
cisplatin and paclitaxel have been tried
(6,12,13, 14). For advanced disease
doxorubicin and weekly paclitaxel seem to
provide some improvement in progression free
survival (14). Several phase 1l trials have been
published investigating vascular endothelial
growth factor receptor (VEGFR) tyrosine
kinase inhibitors such as sorafenib, imatinib,
pazopanib, sunitinib and anti- vascular
endothelial growth factor (VEGF) antibody,
bevacizumab, demonstrated that some
angiosarcoma patients had response or durable
disease stabilization on these agents (14, 15,
16) One of these phase Il studies, sorafenib
showed limited antitumor activity in pretreated
patients only, for both visceral and superficial
angiosarcoma, with short duration of tumor
control (16). Further studies are needed to
confirm these findings and to identify which
patients will benefit from these agents.
Whatever the chosen treatment modality, the
prognosis of cardiac angiosarcoma is poor and
the median survival is between 3 to 12 months.
Surgical excision of the tumor may be
associated with better survival increasing up to
21 months (10). If surgical resection is not
possible, median survival is approximately 6
months (7,17). In one case report of a
metastatic patient, multimodality palliative
treatment with neoadjuvant and adjuvant
chemotherapy and surgery improved survival
(18). The patient presented herein had minimal
symptomatic disease for about 8 months with
multimodality treatment including incomplete
resection and chemotherapy.

In  conclusion, primary cardiac
angiosarcoma is a rare and aggressive tumor
with poor prognosis. For treatment options;
surgical resection should be considered first
and chemotherapy and radiotherapy may be
indicated for palliative purposes.
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