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APC gene analysis in familial adenomatosis polyposis: 3 new mutations in
Turkish population

Familyal Adenomatozis Polipoziste APC geni analizi: Tiirk toplumunda 3
yeni mutasyon
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OZET

GIRIS ve AMAC: Kolorektal kanser (KRK), tiim diinyada en sik goriilen {i¢ kanser tipi arasindadir. KRK
hastalarmnin %10’undan az1 herediter KRK sendromlarini olusturan germline mutasyonlar ile iligkilidir. Bu
hastaliklarin basinda adenomat6z poliple giden ailesel adenomat6z polipoziste (FAP) APC geni mutasyonlari gelir.
Calismamizda Tiirk toplumunda goézlenen APC mutasyonlarinin tipini ve yapisini belirlemeyi amagladik.
YONTEM ve GERECLER: Klinigimize FAP nedeniyle 24 hasta bagvurdu. Bu hastalardan ¢alisma icin periferik
kan 6rnegi alinip, DNA izolasyonu yapildi. Sekanslama islemi Illumina MiSeq sisteminde yeni nesil dizileme
yontemi ile gerceklestirildi. Veri analizleri QIAGEN Clinical Insight (QCITM) iizerinde gergeklestirildi.
BULGULAR: 24 hastanin 6’sinda (%25) patojenik mutasyon tespit edilirken, bir hastada iki farkli patojenik
mutasyon (c.3183 3187delACAAA ve c.163C>T) tespit edildi. ¢.2309C>G(p.S770*) mutasyonu iki kardeste
tespit edildi. Bunlar disinda  ¢.4393 4394delCC(p.S1465fs*3),  ¢.4405_4406dupCA(p.Q1469fs*5),
€.4312delA(p.T1438fs*35), €.3927_3931del AAAGA(p.E1309fs*4) mutasyonlari tespit edildi.
TARTISMA ve SONUC: FAP’mn nedenlerinden olarak en sik APC genindeki mutasyonlar bildirilmistir.
Literatiirde 2000’den fazla mutasyon yer almaktadir. Bizim ¢alijmamizda literatiir ile uyumlu olarak %25
patojenik mutasyon saptandi. Bu mutasyonlardan 1. ekzondaki ¢.163C>T (p.Q55*) ile 16. Ekzondaki
c.4312delA(p.T1438fs*35), c.4405_4406dupCA (p.Q14691s*5), ilk defa bizim ¢aligmamizda bildirilmektedir.
Yeni mutasyonlarm bildirilmesi ile genin 6zellikle 16. ekzon disinda 1. ve 14. ekzonlarinin da 6nemli yer
alabilecegini ve yeni mutasyonlarla genin yapisinin daha iyi anlasilabilecegi goriilmektedir.

Anahtar Kelimeler: Ailesel adenomatoz polipoziste, APC, Yeni mutasyonlar

ABSTRACT
INTRODUCTION: Colorectal cancer (CRC) is among the three most common types of cancer worldwide. Less
than 10% of CRC patients are associated with germline mutations that form hereditary CRC syndromes. APC gene
mutations in the familial adenomatous polyposis (FAP) leading to the adenomatous polyp are at the top of these
diseases. In our study, we aimed to determine the type and structure of APC mutations observed in Turkish society.
METHODS: 24 patients applied to our clinic for FAP. Peripheral blood sample was collected from these patients
and DNA isolated. Sequencing was performed with the new generation sequencing method in the lllumina MiSeq
system. Data analyzes were performed on QIAGEN Clinical Insight (QCITM).
RESULTS: Pathogenic mutation was detected in 6 (25%) of 24 patients, while two different pathogenic mutations
(c.3183_3187delACAAA and c.163C> T) were detected in one patient. The ¢.2309C> G (p.S770*) mutation was
detected in two siblings. In addition, ¢.4393_4394delCC (p.S1465fs*3), ¢.4405_4406dupCA (p.Q1469fs*5),
c.4312delA (p.T1438fs*35), €.3927_3931del AAAGA (p.E1309fs*4) mutations were detected.
DISCUSSION AND CONCLUSION: As the main causes of FAP, mutations in the APC gene have been reported
most frequently. There are more than 2000 mutations in the literature. In our study, 25% pathogenic mutations
were detected in accordance with the literature. Of these mutations, ¢.163C> T (p.Q55%) in exon 1 and c.4312delA
(p.-T1438fs*35) in exon 16, are reported for the first time. With the reporting of new mutations, it is seen that
especially the 1st and 14th exons besides the 16th exon can take place and the structure of the gene can be better
understood with new mutations.
Keywords: Familial adenomatous polyposis, APC, Novel mutations

GIRIS Kolorektal kanser (KRK), tiim diinyada en sik
goriilen {i¢ kanser tipi arasindadir. Genetik ve
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cevresel faktorlerden etkilenen multifaktdriyel
bir hastaliktir (1,2,3). KRK’da bireyler arasi
degiskenligin %35’inden genetik faktorler
sorumludur (4). Birinci derece akrabalarindan
birinde KRK olan kisilerde risk 2 kat artarken,
ayni ailede 2 veya daha fazla kiside KRK varsa,
ailenin diger bireylerinde risk 4 kata ¢ikar (5).
KRK hastalarinin %10’undan azi herediter
KRK sendromlari1  olusturan  germline
mutasyonlar ile iliskilidir (6). Bu herediter
hastaliklar, adenomatdz poliple giden ailesel
adenomatdoz  polipoziste ~ (FAP)  APC
mutasyonlari, Peutz-Jeghers Sendromu’nda
STK11 mutasyonlari, nonpolipozis olarak
Lynch sendromu’nda DNA mismatch tamir
(MMR) genlerindeki mutasyonlarla olusurlar
(6). Bu mutasyonlarin hepsi yiiksek oranda
penetrandir ve KRK acisindan yiiksek risk
olustururlar. Bu ailesel sendromlar KRK’nin
¢ok diisiik bir kismindan sorumlu olmasina
ragmen, KRK’nin molekiiler temeli i¢in 6nemli
olan bir gruptur. KRK’nin molekiiler
patogenezinde yer alan major genler, kanser
sendromu  tanisim1  koymada, onkolojik
sonuglarin prognozunu degerlendirmede ve
tedavi cevaplarini belirlemede 6nemli yer tutar

(4).

KRK olusumunda yer alan major
genler, protoonkogen olarak KRAS, PIK3CA
ve BRAF, tiimor baskilayici genlerden ise APC
ve TP53 genleridir (4). APC geni,
multifonksiyonel bir proteini kodlar, bu
proteinin fonksiyonlar1 arasinda sinyal iletimi,
hiicre adezyon ve migrasyonu, mikrotiibiil
birlesimi ve kromozom segregasyonu bulunur
(7). APC somatik mutasyonlari, tiim KRK’larin
%80’inden sorumludur (8). APC’nin tlimor
baskilama kabiliyeti, Wnt yolaginda ana etken
olan intraseliiler B-katenin seviyesini negatif
olarak diizenlemesi ile iliskilidir. Bu yiizden,
APC’nin inaktivasyonu [-katenin seviyesinin
artmasina neden olur. Bununla iligkili olarak
farkli hedef genlerindeki asir1 ekspresyon
adenom olusumunu tetikler (8). APC geni, 5
numarali kromozomun (5q21) uzun kolunda
lokalizedir, 16 ekzonu vardir ve 2843
aminoasitlik bir proteini kodlar (8). APC
genindeki mutasyonlarin ¢ogu, 1286 ve 1513.
aminoasitler arasindaki mutasyona yatkin
bolgede meydana gelir. Bu bolge, 16. ekzona
denk gelir ve f-katenin baglayic1 bolge ile
cakisir  (8). Somatik APC mutasyonlari,
sporadik  KRK’larin  %80inde, 5q’nun
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heterozigosite kaybi ise, KRK vakalarinin %30-
40’inda  bulunur (9,10). Germline APC
mutasyonlar1 178 ve 1580. kodonlar arasindaki
ucu kesilmis varyantlardir ve normal proteinin
tizerinde dominant negatif etki gdsteren mutant
peptidlerin olusumuna neden olur (8,11). Bu
mutasyonlar ise, ailesel adenomatdz polipozis
(FAP) olarak adlandirilan klasik hastalik formu
ile iligkilidir. Transkriptin 5° ve 3’ uglarinda
lokalize olan germline mutasyonlar ise
hastaligin atteniie formuna (AFAP) neden olur.
FAP ve AFAP otozomal dominant kaliim
gosterirler. Fakat aile hikayesi olmayan vakalar
da gosterilmistir. APC tasiyicilarinin %10-
25’inde de novo mutasyonlar bildirilmistir
(8,12). Son yaymlarda acgiklanmig AP
vakalarinda, %20-50 oraninda APC mozaisizmi
raporlanmistir (13,14). De novo mutasyonlar
her iki tip AP’de goriiliirken, mozaisizm ise
daha ¢cok AFAP hastalarinda gézlenmistir (13).

Bu c¢alismada klinigimize basvuran
hastalarda tespit etmis oldugumuz farkli APC
gen mutasyonlari, aile hikayeleri
degerlendirilmistir.

GEREC VE YONTEM

Klinigimize 10.02.2019-01.03.2020 tarihleri
arasinda, ailelerinde bulunan FAP nedeniyle ya
da kolonoskopi sonrasinda 10 dan fazla polip
saptanan 24 hasta basvurdu. Hastalardan
aydmlatilmig onam formu alindi ve galigma
Ankara Yildirrm Beyazit Universitesi klinik
arastirmalar etik kurulunca onaylanmistir.

Kan ornekleri EDTA tiiplerine alindi.
QIAcube® otomatik DNA izolasyon sistemi
(Qiagen Inc. Mississauga, ON, Kanada) ile
ekstrakte edilen hastalarin DNA'st. Izole
edilmis DNA ornekleri -20 © C'de saklandi.
Sekanslama igin Qiagen panel sistemine uygun
olarak APC geni ig¢in primer dizayni
yapildi.Sekanslama iglemi Illumina MiSeq
sisteminde (Illumina Inc., San Diego, CA,
ABD) vyeni nesil dizileme yontemi ile
gerceklestirildi. Veri analizleri QIAGEN
Clinical Insight (QCITM) Analiz yazilimi
(QIAGEN, Hilden, Almanya) iizerinde
gerceklestirildi.

Varyant analizi i¢in standart varyant
yorumlamaya yonelik son ACMG / AMP
kilavuzlan kullanilmistir. Patojenik varyantlar,
kurum i¢i veri tabaninda ve / veya literatiirde iyi
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bilinen verilerle karsilastirilmistir.  Literatiir
taramasinda The Human Gene Mutation
Database (HGMD) veritabani kullanilmustir.
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BULGULAR

Klinigimize bagvuran 24 hastanin 6’sinda APC
geninde (%25) patojenik mutasyon tespit
edilirken, bir hastada iki farkli patojenik
mutasyon (c.3183_3187delACAAA ve
€.163C>T) tespit edildi. ¢.2309C>G(p.S770%*)
mutasyonu iki kardeste tespit edildi. Bunlar
disinda €.4393_4394delCC(p.S1465fs*3),
€.4405_4406dupCA(p.Q1469fs*5),

c.4312del A(p.T1438fs*35),
€.3927_3931delAAAGA(p.E1309fs*4)
mutasyonlar1 tespit edildi. Tespit edilen
mutasyonlar Tablo 1’de gosterilmektedir.

Tablo 1: Calismada saptanan APC genindeki
mutasyonlar, mutasyonlarin neden oldugu
protein degisimleri

TranskricDNA Lok |Protein [dbSN|Degis [Varia|Liter |n
pt degisimi  |asyo [degisimilP im  |nt tipijatiir
n tipi
NM_000|c.3183_3187|Exon|p.Q1062 rs587 [Nonse|Patoje|Diets (1
038.6 |[delACAAA 16 [* 779350nse  |nik (2018
2
NM_001[c.163C>T |[Exon|p.Q55* |- NonsePatojeBu |1
127511.3 01 nse |nik [calis
ma
NM_001|c.4393_4394[Exon|p.S1465 |- Frame|Patoje|Miyos(1
127511.3|delCC 14 |fs*3 shift |nik  |hi
(1992
NM_000 [c.4405_4406/Exon(p.Q1469|- FramelPatojeBu |1
038.6  |[dupCA 16 [fs*5 shift |nik |calis
ma
NM_000|c.4312delA |[Exon|p.T1438 |- FramePatojeBu |1
038.6 16 |[fs*35 shift |nik [calis
ma
NM_000|c.2309C>G [Exon|p.S770* rs106 [Nonse[PatojeWalp [2
038.6 16 05033nse  |nik  [ole
10 (1995
NM_000|c.3927_3931Exon|p.E1309 [rs121 [Frame|Patoje[Miyos(1
038.6 [delAAAGA |16 |fs*4 91322shift nik i
4 (1992

TARTISMA

Kolorektal kanserler ciddi morbidite ve
mortalite  nedenidir. Herediter kolerektal
kanserleri nedenleri ise polip igeren ve polipsiz
olmak iizere ikiye ayrnlir. 10’dan fazla
adenomatoz poliple seyreden tiiriine Familyal
adenomatdz polipozis (FAP) denmektedir.
FAP’in nedeni olarak en sik APC genindeki
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mutasyonlar bildirilmistir (9). Literatiirde APC
geninde 2000°den fazla mutasyonun goriildiigii
bildirilmistir. ~ Mutasyon tipleri arasinda
%92’sinde protein yapisini ciddi sekilde bozan
anlamsiz  (nonsense), c¢er¢eve kaydiran
(frameshift), delesyon tipinde mutasyonlar yer
almaktadir. Yine yanlis anlamli (missense)
mutasyonlar da bildirilen APC mutasyonlarinin
%06’sini olusturmaktadir. APC geninde goriilen
mutasyonlarin literatiirde yer almasi genin
fonksiyonunu daha iyi anlamayi, yeni hastalara
daha dogru yonlendirme yapmay1
saglamaktadir. Calismamizda yeni
mutasyonlarin etkisini literatiire kazandirmay1
amacladik.

Ankara Sehir Hastanesi, Genetik
Hastaliklar Tan1 Merkezi’ne kolonda 10’dan
fazla polip goriilmesi ve/veya birinci derece
akrabalarinda ¢ok sayida polip ve kolorektal
kanser goriilmesi nedeniyle 24 hasta basvurdu.
Bu hastalara ilk olarak ayrintili  klinik
degerlendirme ve aile agaci ¢izimi sonrasi APC
geninin tiim ekzonlarindaki mutasyonlar yeni
nesil dizileme yontemi ile arastirildi. Daha
onceki yaklagimlarda en sik mutasyon gozlenen
ekzonlardaki mutasyonlar arastirilirken yeni
nesil dizileme yonteminin avantaji1 olarak genin
tim yapis1 incelendi. 7 hastada patojenik
degisiklik saptandi. Bu degisikliklerin tamami
protein yapisini ciddi olarak bozan indel ya da
nonsense mutasyonlardi. Mutasyonlarin 5/7’si
(%71) 16. ekzonda yer almaktaydi. Bu
mutasyonlardan €.3183 3187delACAAA
(p-Q1062%*) Diets ve arkadaslari tarafindan,
€.4393 4394delCC (p.S1465fs*3) ve
€.3927_3931delAAAGA (p.E1309fs*4)
mutasyonlari Miyoshi ve arkadaglari tarafindan
€.2309C>G (p.S770*) mutasyonu ise Walpole
ve arkadaglar1 tarafindan bildirilmisken, 3/7’si
daha Once bildirilmemistir (15-17). Birinci
ekzondaki ¢.163C>T (p.Q55*) ile 16.
Ekzondaki c.4312delA (p.T1438fs*35),
€.4405_4406dupCA (p.Q1469fs*5),
mutasyonlar1 ilk defa bizim c¢alismamizda
bildirilmektedir.

Kohortomuzdaki hastalardan birinde 1.
ekzondaki ¢.163C>T (p.Q55*) mutasyonu ile
16. ekzondaki €.3183_3187delACAAA
(p-Q1062*) mutasyonu birlikte goriildii. APC
geni ile iliskili kanser patofizyolojisinde
germline bir mutasyona eklenen ikinci bir
somatik  mutasyonun  eklenmesi  olarak
bildirilmistir  (16). Ancak hastamizda 2
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mutasyonun da bulunmasi hastanin kliniginde
de oldugu gibi erken baslangigli bir klinige
neden olabilir. Ayrica bulunan iki mutasyon
ayni allelde bulunmasi ihtimalinde 1. ekzondaki
protein  terminasyonu  yapan  mutasyon
nedeniyle 16. ekzondaki mutasyon translasyona
ugrayamayacak ve etkisi olmayabilir.
Literatiirde FAP tanis1 alan hastalarda
APC mutasyon oram ile ilgili farkli oranlar
bildirilmistir (15). 100°den fazla polipi olan
hastalarda  %50’nin  {izerinde  mutasyon
saptanmisken, 10 ve 100 arasinda polibi olan
hastalarda daha az oranda gorilebildigi
bildirilmistir. Bunun yaninda APC disindaki
genlerden Ozellikle MUTHY’de mutasyon
oranin arttig1 bildirilmistir. Yine bir ¢alismada
APC ve MUTHY genlerindeki mutasyonlarin
birlikte olabilecegi de gosterilmistir (16). Tiirk
toplumunda ise APC mutasyon dagilimi ve
etkisi ile ilgili cok az ¢aligma vardir. Tunca ve
arkadaglart 6 FAP ailesinin 3’iinde mutasyon
tespit edebilmigken, Dalkili¢ ve arkadaslari 30
hastada hic mutasyon saptayamadiklarini
bildirmislerdir (4). Bizim ¢alismamizda ise 24
bireyden 6’sinda mutasyon edilebilmesi
literatiir ile uyumluydu. Klinik olarak FAP
tanis1 almis olan hastalarda APC mutasyonu
saptanamadig1 taktirde diger iligkili genlere
bakilmasi 6nerilmektedir. Erdem ve arkadaglar
ise kolorektal kanser hastalarinda genis bir gen
paneli arastirarak 136 hastada hastalik nedeni
olabilecek  germline  mutasyon  tespit
edebilmislerdir (19). Ayrica ¢ok sayida klinik
Oonemi belirsiz degisiklik bulmuslardir. Yine
benzer sekilde Diets ve arkadaslari ise benzer
bir paneli kullanmiglar ve benzer oranlarda
mutasyon tespit edebilmislerdir (15). Bu
caligmalar kolon kanseri etiyolojisinde birden
¢ok genetik neden oldugunu ortaya
koymaktadir. Adenomatoz polipozis
goriilenlerin herediter olma ihtimali artmakta ve
yapilan ¢aligmalarda APC basta olmak tizere bir
cok gen sorumlu tutulmaktadir. Ayrica
polipozis olmadan da herediter kolon
kanserlerinin genetik etiyolojinin
aragtirilmasinda ¢ok sayida gen igeren
panellerin 6nemli oldugu goriilmektedir (19).
Calismamizda FAP tanis1 alan 24 hasta
bireyde APC geninde 7 farkli mutasyon tespit
edildi ve bu mutasyonlarm 3’4 daha Once
literatiirde bulunmamaktaydi. Yeni
mutasyonlarin bildirilmesi ile APC geninin
Ozellikle 16. ekzon disinda 1. ve 14.
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ekzonlarinin da 6nemli yer alabilecegini ve yeni
mutasyonlarla genin yapisinin daha iyi
anlagilabilecegi goriilmektedir.
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The Need for Respiratory Support in Acute Leukemia: Frequency, Risk
Factors and Prognosis

AKkut Losemi Hastalarinda Mekanik Ventilasyon ihtiyaci: Sikhk, Risk
Faktorleri ve Prognozu Etkileyen Faktorlerin Belirlenmesi
Burak Bilgin!, Yahya Buyukasik?

'Hacettepe University, Department of Internal Medicine
2Hacettepe University, Department of Heamatology

Dergiye Ulagsma Tarihi: 20.03.2020 Dergiye Kabul Tarihi: 22.06.2020 Doi: 10.5505/a0t.2020.15010

OZET

GIRIS ve AMAC: Akut 16semiler kemik iliginde blastik hiicrelerin kontrolsiiz cogalmast ile karekterize heterojen
bir hastalik grubudur. Tedavi ve hastalik seyrinde yiiksek mortalite ve morbidite goriilebilir. Bu hasta grubunde
solunum yetmezligi yiiksek mortalite ile iliskili bulunmustur. Bu ¢aligmada akut 16semi hastalarinda solunum
destek ihtiyaci gelisim oranmin, risk faktorlerinin ve prognostik faktorlerin belirlenmesi amaglanmustir.
YONTEM ve GERECLER: 2003-2014 yillar1 arasinda takip edilen tiim akut 16semi hastalar1 calismaya
retrospektif olarak dahil edildi.Ekstrapulmoner nedenle solunum destegi ihtiyact duyan hastalar risk faktorleri ve
prognozun belirlenmesi ile ilgili istatistiksel analizlere dahil edilmediler Hastalarin demografik 6zellikleri,
solunum destek ihtiyaci orani ve nedenleri, solunum yetmezligi gelisimi i¢in risk faktorleri ve prognozu etkileyen
faktorler  belirlendi. Solunum  destegi  gereken  hastalarin  sagkalim  analizleri  yapildi
BULGULAR: Toplam 460 hasta ¢alismaya dahil edildi. Tiim akut 16semi hastalar1 arasinda %30,6 oraninda
solunum destegi verildigi saptandi. En sik neden pnémoni idi. Solunum yetmezligi gelisme riskini belirlemek igin
yapilan ¢ok degiskenli analiz sonucunda yas, ECOG performans skoru, antibiyotik profilaksisi almamak,
ndtropenik atak sirasinda pulmoner infiltrasyon varlig1 ve indiiksiyon ya da reindiiksiyon kemoterapileri bagimsiz
risk faktorleri olarak saptandi. Bagimsiz risk faktorlerinin regresyon katsayilarina gore puanlama yapildi ve 6 puan
ve lzeri yliksek riskli olarak belirlendi. Hastalarin 60 giinliik total sag kalim ihtimali % 5,5 olarak hesaplandi.
TARTISMA ve SONUC: Bu ¢aligmada akut 16semi hastalarinda solunum destegi ihtiyacinin oldukga sik oldugu
ve yliksek mortalite ile seyrettigi belirlendi. Yiiksek riskli hastalarin saptanabilmesinin énemli klinik faydalari
olabilecegi igin gelistirdigimiz risk skorlamasi uygun ¢alismalarla valide edilerek klinik pratikte kullanilabilir.
Anahtar Kelimeler: ALL, AML, Solunum yetmezligi, Risk

ABSTRACT
INTRODUCTION: Acute leukemia is a group of heterogeneous diseases characterized by proliferation of blastic
cells in bone marrow. and high mortality and morbidity are seen during the disease and treatment course. In these
patients, respiratory failure are found that related to the high mortalities. In this study, we aimed to determine rate
of respiratory support, prognostic factors and risk factors for acute leukemia.
METHODS: All acute leukemia patients followed in our center between 2003 and 2014 were included in this
study, retrospectively. Extra-pulmonary causes (neurological causes, hemodynamic instability and
cardiopulmonary arrest) which were excluded from the statistical calculations for risk analysis and prognosis.
Demographic characteristics of patients, respiratory support rate and etiologies, risk factors for respiratory failure
and prognostic factors were determined and overall survival of patients who needed respiratory support was
determined.
RESULTS: Totally, 460 patients included to the study. The rate of respiratory support was 30.6% (139/460) and
pneumonia was the most common cause of respiratory failure. In multivariate analysis, age, ECOG performance
status, febrile neutropenia prophylaxis, pulmonary infiltration during neutropenia episode and induction or
reinduction chemoterapies were determined as independent risk factors for respiratory failure in acute leukemia.
A statistical model for risk prediction was developed based on regression coefficient of independent risk factors,
and 6 points and more were considered as high risk. The 60-days overall survival of patients who needed
mechanical ventilation was 5.5%.
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DISCUSSION AND CONCLUSION: In this study, we found that the need for respiratory support during acute
leukemia treatment was quite frequent. As determination of high risk patients may provide important clinical
benefits, validation of our risk scoring system by appropriately designed studies has utmost importance.

Keywords: ALL, AML, Respiratory failure, Risk

GIRIS

Akut 16semiler kemik iligindeki lenfoid ve
miyeloid immatiir hiicrelerin  kontrolsiiz
cogalmasiyla karakterize hastaliklardir. Son
zamanlarda tedavi basaris1 oraninda artis
olmakla birlikte halen yiiksek mortalite ve
morbiditeye sahiptirler. Akut myeloid 16semide
(AML) 5 y1llik sag kalim % 15-30 arasinda iken
Akut lenfoblastik 16semide (ALL) 5 yillik sag
kallm % 40 olarak saptanmistir (1-4).
Mortalitenin en sik  sebebi  pulmoner
komplikasyonlardir. Akut losemi hastalarinda
en sik gorillen pulmoner komplikasyonlar;
pnémoni, ATRA sendromu, 16kostaz, pulmoner
hemoraji  gibi pulmoner infiltrasyonlarla
seyreden durumlarindir (5,6). Bu yiizden akut
l6semi hastalarinda pulmoner komplikasyon
gelisimini  tahmin edilmesi ve gerekli
onlemlerin alinmasi son derece 6nemlidir. Bu
caligmada akut 16semi hastalarinda solunum
destegi gereksiniminin hangi siklikta ortaya
ciktiginmi belirlemek, bu hastalarin prognozunu
ortaya koymak, solunum destegi ihtiyaci
duyacak hastalar1 ve prognozu tahmin etmek
iizere istatistiksel ~modeller gelistirmek
amaglanmustir.

MATERYAL- METOD

Hastalar

Bu c¢alismada 2003-2014 tarihleri arasinda
Hacettepe Universitesi Tip Fakiiltesi (HUTF) I¢
Hastaliklar1 Hematoloji Bilim Dali’na bagvuran
ve en az 1 kiir tedavi alan akut 16semi hastalar
caligsmaya dahil edilmistir. Bu hastalarin detayli
klinik ve laboratuvar bilgilerine hastanenin
elektronik hasta kayit veri tabanindan
retrospektif olarak ulasildi. Solunum destegi
ihtiyac1 duyulan hastalarin detayli klinik verileri
kaydedildi. Solunum destegi icin risk
faktorlerini ve prognozu ortaya koymak iizere
elde detayli klinik verileri bulunan nétropeni
epizodlar1 belirlendi. Risk faktorleri ve
prognozu belirleme asamasinda ekstrapulmoner
sebeple yapilan solunum destekleri (N6rolojik
sebepler, hemodinamik instabilite,
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kardiyopulmoner arrest) degerlendirmeye dahil
edilmedi.

Istatistiksel Analiz

Hasta kayitlar1 ve istatistiksel analizler igin
SPSS v18 (SPSS Inc., Chicago, Ill., ABD)
kullanildi. Kategorik degiskenler agisindan fark
olup olmadigi Ki kare testi ile degerlendirildi.
Devamli degiskenlerin istatistiksel
kiyaslamasinda eger grup dagilimi anormal
ve/veya vaka sayisi <30 ise Mann Whitney U,
diger hallerde ise T testi kullanildi. Cok
degiskenli analiz lojistik regresyon analizi ile
yapildi. Total sag kalim hesaplamalar1 Kaplan-
Meier yontemine gore yapildi. Istatistiksel
kiyaslamalarda P degeri anlamlilik sinir1 0,05
olarak kabul edildi. Lojistik regresyon analizi
sonuglaria dayanilarak Sullivan  ve
arkadaslarinin tarif ettikleri yontemle ndtropeni
epizodu sirasinda solunum destegi ihtiyact
duyacak hastalar1 predikte etmeye yarayan
skorlama sistemi gelistirildi (7). Bu yontemde
regresyon  analizinde anlamli  bulunan
parametrelerden regresyon katsayisi en diisiik
bulunan parametre 1 puan ile skorlandi. Diger
paramatreler regresyon Kkatsayilarina gore
oranlanarak puanlandi. Her puan diizeyi icin
modelin pozitif prediktivite, duyarlilik, negatif
prediktivite ve Ozgiilliik degerleri belirlendi.
Boylelikle klinik kullanim ig¢in en uygun
puanlama sisteminin saptanmasi amaglandi.
Lojistik regresyon analizi sonrasi belirlenen
modelin gergek hayat wverileri ile uyumu
Hosmer ve Lemeshow testi ile degerlendirildi.
Hosmer ve Lemeshow testi sonucunda p > 0,05
cikmasinin modelin dogrulugunu gosterdigi
kabul edildi.

Bu calisma I¢ Hastaliklar1 uzmanlk
tezinden iiretilmistir. Calisma icin HUTF yerel
etik kurulundan onay almmistir (Etik kurul
karar no: GO 14/253-30, Onay tarihi:
30.4.2014).

SONUCLAR

Calismaya 460 akut 16semi hastas1 dahil edildi.
Bu hastalarin 308’1 (% 66,2) AML, 141’1 (30.3
%) ALL ve 12 hasta ise bifenotipik 16semiydi.
Ortalama yas AML hastalarinda 48 (min-maks;
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16-66), ALL hastalarinda ise 30 (min-maks 17-
76) olarak saptandi.  Bu hastalar bazal
demografik ve klinik 6zellikleri 6zellikler Tablo
1’de sunulmustur. ALL hastalarinda uygulanan
baslica kemoterapi protokolleri; CALGB—8811,
Hiper-CVAD, BFM-95 ve HAM protokolleri
idi. APL dis1t AML hastalarinda ise induksiyon
ve re—induksiyon amagli kullanilan protokoller;
idarubusin~ARA-C,  mitoksantron-ARA-C
(3+7), mitoksantron-ARA-C (2+5) ve EMA
protokolleri idi. Konsolidasyon amaciyla ise
yiiksek doz ARA—C protokolu verilmisti. APL
hastalarmda ise AIDA ve LPA-2005
protokolleri uygulanmisti.

Calismaya alinan 460 hastanin 139’una
(%30,3) solunum destegi uygulandigi saptandi.
Solunum destegi uygulanan hastalarin ortanca
yast 46 (min-maks, 17-86) idi. Solunum
desteginin nedeni 92 (%54,8) hastada pndmoni,
11 (%6,5) hastada 16kostaz, 11(%6,5) hastada
pulmoner hemoraji, 8§ hastada pulmoner 6dem,
7 (% 4,2) hasta ATRA sendromu, 11 (%6,5)
hastada norolojik nedenler (intrakranial
kanama, iskemik SVO, vs.), 6 (%3,6) hastada
hemodinamik instabilite, 17 (% 10,2) hasta
kardiyopulmoner arrest ve 4 (%3) hastada ise
sebebi belli olmayan nedenlere bagli solunum
yetmezligi gelismisti. Dokuz hasta birden fazla
kez solunum destegi ihtiyaci duydu. Onsekiz
hastada (% 12,9) non-invazi mekanik
ventilasyon (NIMV), 93 hastada (% 66,9)
invazif mekanik ventilasyon (IMV) ve 28
hastada (% 20,1) ise dnce NIMV, daha sonra ise
basarisizhk  nedeniyle IMV  uygulandig
belirlendi.

Solunum destegi uygulanan 139
hastanin 19°unda (%13,6) iyilesme saptandi.
Solunum destegi olan hastalarda 60 giinliik
genel sag kalim % 5,5 olarak bulundu. Solunum
destegi ihtiyaci duyan hastalari 60 giinliik sag
kalim egrileri Sekil 1’de verilmistir.

Solunum destegi ihtiyaci gelisimi igin
risk faktorlerinin ve prognozun belirlenmesi
icin detayli verilen bulundugu 604 nétropeni
epizodu belirlendi. Olas1 risk faktorleri igin
yapilan tek degiskenli analiz sonucunda
Charlson komorbidite indeksi, ndtropenik giin
sayisi, epizod sirasinda pulmoner infiltrasyon
varligi (Enfeksiydz ve nonenfeksiydz nedenlere
bagli), antibiyotik profilaksisi uygulanmamasi,
indiiksiyon veya reindiiksiyon amaciyla
kemoterapi rejimi  uygulanmasi, ECOG
performans skoru ve diffiiz  pnomonik
infiltrasyon mekanik ventilator ile solunum
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destegi uygulanmasi i¢in anlamli risk faktorleri
olarak belirlenmistir (Tablo 2).

Solunum destegi ihtiyaci gelisimi igin
risk faktorlerinin dahil edildigi cok degiskenli
analiz sonuglarinda ise antibiyotik profilaksisi
uygulanmamasi, indiiksiyon veya reindiiksiyon
kemoterapileri, ECOG performans skoru, yas,
epizod sirasinda veya baglangicinda pulmoner
infiltrasyon varligi solunum destegi icin
bagimsiz risk faktorii olarak belirlenmistir
(Tablo 3).

Akut losemi hastalarinda solunum
destegi ihtiyacinin predikte etmek icin risk
modeli olusturuldu. Bu modele gore en diisiik
regresyon katsayisina sahip olan ECOG
skorunun 1’den biiyiikk olmasi ve 40 yasin
iizerinde olmak 1 puan olarak puanladi, diger
parametrelerde regresyon katsayilarina gore
oranlanarak; indiiksiyon ve reindiiksiyon
rejimlerini almak ve epizod sirasinda pulmoner
infiltrasyon varligt 2 puan ve levofloksasin
profilaksisi almamak 3 puan ile puanlandi.
Toplam puan diizeyinin 6 veya {stiinde
olmasinin solunum destegi i¢in % 82 sensitivite
ve % 98 spesifiviteye sahip olmasi nedeniyle
yiiksek riski belirlemek i¢in esik deger olarak
kabul edildi. Bu modele gore 6, 7, 8 ve 9 puan
alanlarda solunum yetmezligi gelisme ihtimali
sirasiyla % 13, % 26, % 46 ve % 66 olarak
bulundu. Gelistirilen bu model gergek hayat
verileri ile iyi uyum gosteriyordu (Hosmer ve
Lemeshow testi, Ki kare= 8,173, p= 0.417).

Solunum destegi uygulanan hastalarda
iyi prognozu belirlemek icin yapilan tek
degiskenli analiz sonucunda cinsiyet, solunum
destegine baglama tipi, hastanin solunum
destegine baslandiginda ki pH degeri, beyaz
kiire sayist ve yogun bakim kabulil istatistiksel
olarak iyi prognoz agisindan anlamli olarak
saptand1 (Tablo 4).

Uygulanan  solunum  destegi ile
sagkalim arasinda ki iligki incelendiginde
sadece NIMV uygulanan hastalar arasinda
mortalite orant en diisiik olarak bulundu (%
43,6), IMV uygulanan hastalarda ki mortalite
orant %72,3 bulunurken, NIMV uygulamasinin
yetersiz olmasi nedeniyle IMV uygulanan
hastalar arasinda ise mortalite oranlar1 en kotii
olarak bulundu (% 92).
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Tablo 1: Hastalarin klinik ozellikleri

AML ALL
Say1 308 (% 66,7) 141 (% 30,3)
'Yas (ortanca,
min-maks) 48 (16-86) 30 (17-76)

. 118/188 (% 38,6/%/56/85 (% 39,7/%

Cinsiyet (K/E) 64.4) 60,3)
Charlson
komorbidite indeksi (3 (2-10) 2 (2-7)
(median, min-maks)
Hastalik tipi (De
Novo- sekonder) 262/44 141/0

Tablo 2: Solunum destegi uygulanmasi igin
risk faktdrlerinin tek degiskenli analiz sonuglar

Solunum
Destegi
Var Yok [P
'Yas
<40 53 154 0,05
>40 86 167
Charlson komorbidite  indeksiP2,87 +3,2 iO o1
(ortalama + SD) 1,39 |1,56 !
Charlson komorbidite indeksi, yas2,4 +2,3 002
hari¢ (ortalama + SD) 0,81 0,68 |
Kemoterapi tipi <
Indiiksiyon-reindiiksiyon 38 160 001
Diger 12 394 '
Antibiyotik profilaksisi g
Alan 4 245 001
Almayan 46 309 '
ECOG*
<1 41 529 (0,01
>1 9 30
INOtropenik giin sayist 18  H15 io 03
(Ortalama =+ SD) 9,9 105 '
Pulmoner infiltrasyon g
Var 24 58 001
Yok 26 496 '
[nfiltrasyon dagilimi <
Diffiiz 12 21 001
Lokal 12 37 '
Hastalik Tipi
AML 212 |84
ALL o4 3 |27
Bifenotipik 6 6
Hastalik alt tipleri
Miyelomonositik 16 46
Burkitt 6 10 0,609
APL 15 26
Diger 96 229

Tablo 3: Solunum destegi i¢in risk faktdrlerinin
cok degiskenli analiz sonuglari

Parametre B  [Exp(B)P

GA %95
Ust |Alt

-0,220,8  |0,380/0,507]1,504

Charlson komorbidite

indeksi

INGtropenik giin sayis1  |0,0051,005 |0,728(0,976[1,035
Antibiyotik prOfI|akSISI2’32610’02 < 3.14233,336
almamasi 0,01
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o0 performansy 999> 71 0,087/0,8658,53
durumu
Pulmoner infiltrasyon  [1,781/5,93 ;01 2,36 (14,9
Yas 0,87 2,38 |0,048|1,0085,65
Kemoterapi .
tipi(indiiksiyon veya2,0037,41 001 3,37 (16,2
reindiiksiyon/ diger) '
Pnémoni dagilim|
(diffiiz/lokal) 0,1891,208 (0,75 (0,37 3,9
Tablo 4: Solunum destegi ihtiyacinin

diizelmesini predikte eden faktorler

IDiizelme _ [Eksitus P
Solunum Destegi Baslamal
Tipi
NIMV él 1833 0.029
MV
Cinsiyet
Kadin 3 41 0.048,
Erkek 16 63
'Yogun Bakim Kabulii
Evet 16 54 0.01
Hayir 3 49
Beyaz Kiire SaYISI;iggg iigé;g i0.015
(Ortalama + SD)
H (Ortalama + SD) 7,40 £ 0,09 (7,26 +0,18 0.01
TARTISMA

Akut 16semilerde solunum yetmezliginin nadir
bir komplikasyon olarak bilinmesine ragmen
bizim buldugumu verilere gbére tahmin
edilenden daha sik goriilebilmektedir. Al-ameri
ve arkadaglarinin yaptig1 calismada induksiyon
kemotropisi alan hastalarda ki ile ilk 2 haftalik
stirecte solunum yetmezIligi gelisim oranim %38
olarak saptamiglardir (8). Bizim ¢alismamizda
ise bu oran % 30,3 olarak saptanmigtir. Arada
ki fark muhtemelen bizim ¢aligmamizda tiim
hasta gruplarinin almmasi ve siire limiti
konulmamasit ile iligkilidir.

Yaptigimiz caligmada solunum
yetmezliginin baslica nedeni ise pulmoner
enfeksiyonlar olarak saptadik. Pulmoner
hemoraji, lokostaz, ATRA  sendromu,
kardiyopulmoner arrest ise diger etyolojik
sebepler olarak saptandi. Bununla birlikte
bir¢ok hastada birden fazla etken beraber olarak
bulunmaktaydi. Daha 6nce yapilan ¢aligmalarda
da bizim c¢alismamiza benzer olarak en sik
solunum yetmezligi nedeninin enfeksiyonlar
oldugu saptanmistir (5,8). Bununla birlikte bazi
caligmalarda gram pozitif etkenler daha sik
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olarak bulunurken bazilarinda ise gram negatif
etkenler daha sik olarak saptanmstir (9,10).
Akut losemi hastalarinda solunum
yetmezligi gelisimi i¢in risk faktorlerinin
belirlenmesi  i¢cin  yapilan  Al-ameri ve
arkadaglarinin yaptigi ¢aligmada erkek cinsiyet,
APL, performans skorunun kotii olmasi, tani
aninda pulmoner infiltrasyon varligi ve yiiksek
kreatinin diizeyi bagimsiz risk faktorleri olarak
saptanmustir (8). Yine ayni ¢alismada var olan
risk faktorlerinin sayisina gore skorlama
yapilmis ve 1, 2, 3, 4-5 risk faktorii varliginda
tahmini solunum yetmezligi insidansi sirasiyla
% 3, % 13, % 23, % 34 olarak saptanmistir.
Miislimani ve arkadaslarinin yaptigi ¢alismada
ise indiiksiyon tedavisi sirasinda gelisen
pulmoner infiltrasyonlarm varliginda %350
oraninda solunum destegi ihtiyac1 gelistigini
saptamistir (6). Bizim yaptigimiz ¢alismada ise
40 yasin iizerinde olmak, ECOG performans
skorunun kétii olmast, levofloksasin profilaksisi
almamak, indiiksiyon veya reindiiksiyon
kemoterapisi almak ve epizod sirasinda
pulmoner infiltrasyon varligi bagimsiz risk
faktorii olarak tespit edildi. Solunum yetmezligi
icin en Onemli risk faktorii olarak antibiyotik
profilaksisi uygulanmamasi bulundu. Bu bulgu
daha o6nce yapilan bir¢ok ¢alisma sonuglariyla
benzerlik gostermektedir (11-13). Tim bu
buldugumuz veriler 1s18inda hangi hastada
solunum destegi ihtiyaci gelisecegini predikte
etmek i¢in bir model olusturuldu. Bu modelde 6
puan smir olarak kabul edildi. Sensitivite,
spesivite, pozitif ve negatif prediktivite
degerleri en ideal olan 6 ve iizeri puan alan
hastalarin solunum yetmezligi igin yiiksek risk
altinda olduklarini saptandi. Bu modele gore 6,
7, 8 ve 9 puan alanlarda solunum yetmezligi
gelisme ihtimali sirasiyla % 13, % 26, % 46 ve
% 66 olarak bulundu. Al ameri ve
arkadaslarinin yaptig1 skorlamala sisteminden
farkli olarak bizim ¢alismamizda skorlama risk
faktorlerinin sayisina gore degil cok degiskenli
analiz sonucunda bagimsiz risk faktorii olarak
kabul edilen  parametrelerinin  regreyon
katsayilari oranina gore puanlanarak yapildi (8).
Yapilan caligmalarda solunum destegi
uygulamasiin  akut l6semilerde hastalik
durumundan bagimsiz olarak kotii prognostik
bir belirte¢ oldugu bilinmektedir. Su ana kadar
yapilan tiim ¢aligmalarda mortalite oranini % 75
— 100 arasinda degisen degerlerde tespit
edilmistir  (8,14). Bizim ¢alismamizda
buldugumuz 60 giinliik total sag kalim oraninin
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% 5,5 olmasi da literatiir verilerine uygun olarak
saptanmigtir. Daha Once yapilmis olan
calismalarda NiMvV uygulamasinin
entliibasyonu geciktirdigi, ventilator iligkili
komplikasyonlar1 azalttifi, yogun bakim ve
hastanede kalig siiresini kisalttigi ve sonuncu
olarak mortalite {izerine olumlu etkileri
saptanmigtir (5,15,16). Depuydt ve
arkadaglarinin ~ yaptig1 ¢alismada ise ciddi
solunum yetmezligi olan hastalarda NIMV ile
IMV  uygulamalarinin  karsilastirildiginda
mortalite iizerine benzer etkileri oldugu
saptandi. Bununla birlikte NiMV
uygulamasinin basarisiz oldugu durumlarda
mortalite orani ¢ok daha yiiksek oldugu yapilan
caligmalarda bulunmustur (17). Bunun baslica
nedeni hastalara yeterli solunum destegi
uygulanamamasidir.  Yapilan c¢aligmalarda
agresif solunum destegi ihtiyaci olan hastalarda
ilk 24 saat i¢inde IMV uygulamasinin mortalite
tizerine olumlu etkileri saptanmustir (18). Bizim
yaptigimiz ¢alismada da benzer olarak sadece
NIMV uygulanan grupta mortalite en iyi olarak
saptanirken NIMV sonrasi1 IMV uygulanan
grupta mortalite oranlart en kotii olarak
bulundu.

Calismamizin ~ retrospektif ~ olarak
gerceklestirilmesi; APACHE, SOFA gibi
prognostik  skorlara  ulagilamadigr  igin
degerlendirmeye allnamamasi baslica
kisithiliklardir. Bununla birlikte genis hasta
popiilasyonu ile gergeklestirmis olmasi ve
Tiirkiye’de bu konuda daha oOnce yapilmis
calisgma olmamasi nedeniyle bu ¢alisma
sonuglarinin énemli oldugu diisiiniilmektedir.

Sonucta akut I6semi hastalarinda
solunum destegi ihtiyacinin oldukca sik oldugu
ve yiiksek mortalite ile seyrettigi belirlendi.
Yiiksek riskli hastalarin saptanabilmesinin
onemli klinik faydalar1 olabilecegi icin
gelistirdigimiz  risk  skorlamasinin  uygun
caligmalarla validasyonu ¢ok dnemlidir.
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OZET
GIRIS ve AMAC: Bu calismada, ari siitiiniin Siklofosfamid (CP) ile indiiklenmis Karaciger hasarinm yol agtig
histopatolojik degisiklikler iizerinde koruyucu etkileri degerlendirildi.
YONTEM ve GERECLER: Calismada 32 Wistar albino cinsi sican rastgele 4 gruba ayrildi: Kontrol (0.5 cc serum
fizyolojik 16 giin boyunca oral yolla verildi), Ar1 Siitd Grubu (100 mg / kg ar1 siitii 16 giin boyunca oral yolla
verildi), CP grubu (100 mg / kg intraperitoneal (tek doz) CP enjekte edildi), CP+Ar siitii grubu (100 mg / kg
intraperitoneal CP enjekte edildi ve ayrica 16 giin boyunca 100 mg / kg ar1 siitii oral yolla verildi). Deneysel
calisma tamamlandiktan sonra, her bir hayvandan karaciger dokulari ¢ikarildi ve % 10 formaldehit igerisinde fikse
edildi. Ardindan karaciger dokulart histopatolojik olarak incelendi.
BULGULAR: Kontrol ve Ari siitii ile muamele edilen gruplardaki karaciger dokusunun morfolojik olarak normal
bir histolojik yapiya sahip oldugu gézlendi. Ancak, CP uygulanan grupta hepatositlerde dejenerasyon, siniizoidal
dilatasyon ve inflamasyon gibi toksik etkiler saptandi. CP ile birlikte Ari siitii uygulanan grupta ar1 siitiiniin
antioksidan 6zelligi sayesinde karaciger dokusunda CP kaynakli yapisal degisiklikleri onardig1 ve toksik etkiye
kars1 korudugu tespit edildi.
TARTISMA ve SONUC: Art siitii, CP’nin neden oldugu hepatotoksisiteye karsi koruyucu bir dogal {iriin olabilir.
Anahtar Kelimeler: Siklofosfamid, Ari siitii, Karaciger, Histopatoloji

ABSTRACT
INTRODUCTION: The aim of the present study to evaluate the protective effects of Royal Jelly on the changes
caused by Cyclophosphamide (CP)- induced liver damage.
METHODS: 32 Wistar albino rats were divided randomly into 4 groups: Control (0.5 cc saline was given orally
for 16 days), Royal Jelly group (100 mg / kg Royal Jelly was given orally for 16 days) CP group (100 mg / kg
intraperitoneal (singledose) CP was injected), CP+Royal Jelly group (100 mg / kg intraperitoneal CP was injected
and also 100 mg / kg Royal Jelly was given orally for 16 days). After the experimental study was completed, liver
tissues were removed from each animal and fixed in 10% formaldehyde. And then liver tissues were examined
histopathologically.
RESULTS: The liver tissue of the Control with the Royal Jelly treated groups had normal histological structures.
However, toxic effects were observed such as degeneration of hepatocytes, sinusoidal dilatation and inflammation
in the cyclophosphamide applied group. In the CP with Royal Jelly applied groups, Royal Jelly restored the CP-
induced structural alterations in the liver tissue by the way of its antioxidant.
DISCUSSION AND CONCLUSION: Royal Jelly may be a potential preventive natural product against the hepatic
toxicity associated with CP therapy.
Keywords: Cyclophosphamide, Royal Jelly, Liver, Histopathology

GIRIS yontemlerin olumsuz etkileri ile karsilagilmasi

kagimmilmazdir  (1). Kanser  tedavisinde
Kanser, canli hiicrelerin anormal proliferasyon kullanilan yontemleri kemoterapi, cerrahi,
ve biiyiimesi ile olusan bir hastaliktir. Kanser hormon tedavisi ve radyasyon olarak
tedavisi i¢in klinik olarak kullamlan gesitli siniflandirmak miimkiindiir. Bunlar arasindan
yontemler vardir fakat tedavi siirecinde bu kemoterapi, kanser tedavisinde kullanilan en
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yaygin yontemdir, bu amagla hastalara kanserli
hiicrelerin kontrolsiiz ¢ogalmasini 6nlemek i¢in
sistemik olarak antikanser ilaglar1 verilir (2).
Siklofosfamid (CP) en fazla kullanilan
antikanser ilaglarindan biridir. CP, hiicresel
komponentlerden olan DNA, RNA ve
proteinlerin siilfidril, karboksil, amino ve fosfat
gruplartyla kovalent baglar kurarak hiicrede
fonksiyonel bozulmalara yol agar (3). CP,
malign lenfomalar, noroblastom, miyelom,
l6semi, adenokarsinom, meme kanseri
tedavisinde ve kemik iligi nakli 6ncesi hazirhik
tedavisi olarak yaygin kullanilan anti-
neoplastik bir ilactir (4,5). Ilacin immiinsiipresif
etkisi var oldugu i¢in otoimmiin hastaliklarin
tedavisi i¢in immiin baskilayici bir ajan olarak
da kullanilmaktadir (6). Ayrica bu ilag
amiloidoz, agir romatoidartrit ve multipl
skleroz gibi rahatsizliklar1 da tedavi etmektedir
(7,8). Yapilan ¢alismalarda ilacin tedavi amagh
kullanildigr durumlarda yiiksek doza baglh
hematolojik, immiinolojik, kardiyak, hepatik ve
bobrek toksisiteleri ile alakali zararlh etkilerinin
oldugu bildirilmistir (9-13).

Besinsel antioksidanlar, dogal
triinlerde bulunan faydali maddelerdir ve
ozellikle oksidatif stresin azaltilmasinda énemli
bir role sahiptir (14). An siitii, dogal olarak
yikksek antioksidan potansiyeli nedeniyle
fonksiyonel gida olarak kullanilabilir. Art siiti
is¢i arilarin (Apismellifera) bas bolgelerindeki
hipofaringeal ve mandibular bezlerden salinan
kralige ar1 ve geng larvalari beslemek amacl
iiretilen bir besindir (15,16). Bu besin % 50 -%
70 su, % 9 -% 18 protein, % 7 -% 18
karbonhidrat, % 3 -% 8 lipid ve % 1,5 mineral
tuz, enzim, polifenol, hormon ve vitamin
icermektedir (17,18). An siitlinlin biyoaktif
bileseni biiylik oranda peptidleri, sterolleri ve
yag asitlerini  icermektedir.  Yapisindaki
proteinlerin ve peptidlerin, anyon ve hidroksil
radikalleri gibi reaktif oksijen tiirlerinin
azalmasinda etkili oldugu bildirilmistir (19).
An  siitiniin ~ vazodilatif ve  hipotansif
aktivitelerine ilaveten biiylime hizindaki artis,
dezenfektan  etki, antitiimor  aktivitesi,
antienflamatuar, antioksidan, immiinmodiilatér,
antihiperkolestrolemik, hipoglisemik ve yara
iyilesme dahil olmak tlizere ¢esitli farmakolojik
aktiviteler sergiledigi bildirilmistir (20-22). Son
yillarda hasta kisilerin tedavi siirecinde yasam
kalitesinin yiiksek tutulmasinda daha az yan
etkileri olan alternatif dogal tirtinlerin kullanimi
artis gostermektedir.
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Yapilan literatiir aragtirmalarinda da goriildiigi
gibi CP’nin tedavi amagh kullanim1 sonucunda
bircok yan etkilerinin oldugu belirtilmistir.
Fakat ar1 siitlinlin kemoterapik bir ajan olan CP
uygulanmasi sonucunda neden oldugu zararh
etkileri azaltici ya da bu etkilerden koruyucu bir
faktor oldugu ile alakali bir ¢aligma mevcut
degildir. Bu nedenle sunulan c¢alismada ar1
stitiiniin CP ile olusabilecek karaciger hasarina
kars1 koruyucu bir etki gosterip gostermeyecegi
arastirilmigtir.

GEREC ve YONTEM

Calisma icin Adryaman Universitesi Hayvan
Deneyleri Yerel Etik Kurulu'nun 26.12.2019
tarihli ve 2019-061 kodlu karart ile onay alind.
250-300 gr agirliginda, 32 adet 24 haftalik disi
Wistar albino cinsi sigan her grupta 8 hayvan
olacak sekilde 4 gruba ayrildi. Siganlar standart
sartlarda (sabit 1s1 ve havalandirmali odalarda;
12 saat giin 15181 ve 12 saat karanlik olmak
iizere) ve her giin altlar1 temizlenen kafeslerde
ad-libitum olarak beslendi.

Hayvanlar dort esit gruba ayrildi:

Grup 1: Kontrol Grubu (0,5 cc serum
fizyolojik oral yolla 16 giin siiresince verildi.)

Grup 2: Ar Siitii Grubu (100 mg/kg art siitii
16 giin boyunca oral yolla verildi.)

Grup 3: CP grubu (100 mg/kg
intraperitoneal (Tek doz) CP enjekte edildi.
Hayvan 16 giin normal beslendi.)

Grup 4: CP+An Siiti grubu (100 mg/kg
intraperitoneal CP enjekte edildi ve ayrica 100
mg/kg’dan her bir si¢cana 16 giin boyunca oral
yolla ar1 siitii verildi.)

Toplam 16 giin sonunda ketamine/xylazine
anestezisi altinda sican karaciger dokular1 alindi
ve histopatolojik incelemelerde kullanilmak
icin %10 Iuk formaldehit ile fikse edildi. Tespit
edilen dokular daha sonra rutin histolojik doku
takibi islemlerinden gegirildi. Son olarak takibi
tamamlanan dokulardan kesit almak i¢in parafin
bloklar  hazirlandi.  Parafin  bloklardan
histopatolojik inceleme yapilabilmesi igin 5 pm
kalinlikta ince kesitler alindi. Hazirlanan
kesitler deparafinize edilerek Hematoksilen -
Eozin (H&E) , Masson {iglii boyama ve
Toluidin mavi boyama ydntemi ile boyandi.
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Boyanan kesitler Carl Zeiss marka Axiocam
ERc5 model dijital kamera atagmanh
mikroskop ile incelenerek histopatolojik
yonden degerlendirildi.
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Kontrol ve an siitii uygulanan gruplara ait
dokularm H&E ile boyanmis kesitleri
incelendiginde, karaciger lobiiliiniin ortasinda
v.centralis, v.centralisten perifere dogru uzanan
hepatosit kordonlar1 ve bu kordonlarin arasinda
yer alan siniizoidlerin normal yapida oldugu
gozlendi (Sekil 1. la ve Sekil 2. 2a). Ayrica
poligonal sekilli karaciger hiicrelerinin varligi
izlendi. Hepatosit sitoplazmalarinin hiicrelerin
aktivite durumlarina goére farkli yogunlukta
asidofilik boyanma 6zelligi gosterdigi saptandi.
Bu hiicrelerin  ¢ekirdeklerinin  merkezi
yerlesimli, biiyiik, yuvarlak ve Okromatik
oldugu, baz1 hepatositlerin iki ¢ekirdekli oldugu
ve normal yapida olduklar tespit edildi (Sekil
1. 1b ve Sekil 2. 2b). Bag doku yogunlugunu
degerlendirmek amaciyla Masson ii¢lii boyama
yontemi ile boyanmis kontrol ve ar1 siitii
uygulanan gruplara ait sigan karaciger
dokularinda, v. centralis c¢evresinde ve
periportal alanda yogun olmayan bag dokusu
izlendi (Sekil 1. 1c ve Sekil 2. 2c¢). Toluidin
mavisi ile boyanmig kesitlerde bu gruplara ait
damar c¢evresi bag dokuda yer alan mast
hiicrelerinin yogunlugu normaldi (Sekil 1. 1d ve
Sekil 2. 2d).

CP uygulanmis gruba ait sigan
karaciger dokularmin H&E ile boyanmig
kesitleri incelendiginde, v. centralis ¢evresinde
hepatositlerin olusturdugu hepatosit
kordonlariin diizenlenisinde bozulma oldugu,
lobiil yapisinin ve sinirlarinin net olarak ayirt
edilemedigi karaciger yapis1 goézlendi (Sekil 3.
3a). Aym gruba ait hepatositlerin hiicre
biitiinliigiindeki bozulmalar nedeniyle hiicreler
arasindaki baglantilarin bozularak sitoplazmik
smirlarinin - net olarak aywt edilemedigi,
poligonal sekillerinin kayboldugu, hiicreler
arasinda boyut farkliliklarinin ve dejeneratif
degisikliklerin oldugu dikkati ¢ekti. Bu
hiicrelerin bazi alanlarda koyu piknotik
¢ekirdekli bir hal aldigi izlendi (Sekil 3. 3b).
Masson  {ligli  boyama ile  yapilan
degerlendirmede CP grubuna ait sigan karaciger
dokularinda, v. centralis cevresinde ve
periportal alanda kontrol ve ar1 siitli grubunun
aksine yogun bag dokusu izlendi. Ayrica bu
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siniizoidal bolgelerde dilatasyon bulgusuna
rastland1r (Sekil 3. 3c). Toluidin mavisi ile
boyanmis kesitlerde yapilan incelemede damar
cevresi bag dokuda yer alan mast hiicrelerinin
yogunlugunun Kontrol ve art siitii uygulanan
gruplara gore belirgin derecede arttig1 izlendi
(Sekil 3. 3d).

CP+An Siiti uygulanmis gruba ait
sigan karaciger dokulariin H&E ile boyanmig
kesitleri incelendiginde, Kontrol ve Ari Siitii
uygulanan gruplara benzer sekilde
hepatositlerin v. centralis etrafinda diizenli bir
yapilanma gosterdigi izlendi (Sekil 4. 4a).
Hepatositlerin normal yapida oldugu, asidofilik
yapilarmi  korudugu dikkati cekti. Yer yer
dejenerasyona ugramis hepatositlerin varliginin
halen devam ettigi ancak yogunlugunun
azaldigr izlendi (Sekil 4. 4b). Masson iiclii
boyama ile yapilan degerlendirmede v. centralis
cevresinde ve periportal alanda bag doku
yogunlugunun CP uygulanmis gruba oranla
azaldigi, kontrol ve ar siiti uygulanan
gruplardakiyle benzer bir goriintii oldugu
izlendi (Sekil 4. 4c). Toluidin mavisi ile
boyanmis kesit incelemesinde damar gevresi
bag dokuda yer alan mast hiicre yogunlugunun
CP uygulanan gruba gore azaldig1 saptandi
(Sekil 4. 4d).

Ayrica hepatik hasarin belirlenmesinde
yar1 kantitatif histopatolojik skorlama yontemi
kullanildi  (23). 1/25 o6rnekleme ile alinan
kesitler iizerinde rastgele secilen 10 bolge
iizerinde incelemeler yapildi. Incelemede
goriilen hasarlanma oranlar i¢in skorlamada
0,1,2 ve 3 seklinde puanlamalar yapildi (O:
Hasar yok, 1: Az derecede hasar, 2: Orta
derecede hasar, 3: Ciddi derecede hasar). Bu
sonuglar tablo da gosterildi.

Tablo. Yar1 kantitatif degerlendirme sonucu
elde edilen hepatik hasar skorlamasina ait
veriler

Histopatolojik |Kontrol Ar1 CP  |CP + An

Degisiklikler  |Grubu Siitii  |Grubu [Siitii
Grubu Grubu

Hiicresel 0 0 3 1

Dejenerasyon

Fibrozis 0 0 2 1

Siniizoidal 0 0 2 1

Dilatasyon

ILobiiler 0 0 2 1

Dejenerasyon

Mast Hiicresil0 0 3 1

Yogunlugu

inflamasyon [0 0 0 0

Hemoraji 0 0 0 0
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(srastyla x4 ve x40°lik objektif biiyiitme
goriintiileri), kalin ok, saglikli hepatosit; ince
ok, sinuzoid; ok basi, mast hiicresi
(Hematoksilen&Eozin, Masson Ucli ve
Toluidin Mavisi Boyamalarti).

NAe Y Y f o,
Sekil 2. 2a-2d Ar siitii uygulanan gruba ait
gorintiiler (swrasiyla x4 ve x40’lik objektif
bliylitme goriintiileri), kalm ok, saglikli
hepatosit; ince ok, sinuzoid; ok basi, mast
hiicresi (Hematoksilen&Eozin, Masson Uglii ve
Toluidin Mavisi Boyamalari).

v "4 0 ©
B P LA S ot L. R 2,

Sekil 3. 3a-3d Siklofosfamiduygulanan gruba
ait goriintiiler (sirasiyla x4 ve x40’lik objektif

387

biiylitme goriintiileri), kalin ok, dejenere olmus
hepatosit; ince ok, siniizoidal dilatasyon; ok
basi, mast hiicresi (Hematoksilen&Eozin,
Masson Uglii ve Toluidin Mavisi Boyamalarr).

{ 1ol e’ /

Sekil 4. 4a-4d Siklofosfamidile ar1 siitii
uygulanan gruba ait goriintiiler (sirasiyla x4 ve
x40’lik objektif bliyiitme goriintiileri), kalin ok,
saglikli hepatosit; ince ok, siniizoid; daire,
dejenere olmus hepatosit; ok basi, mast hiicresi
(Hematoksilen&Eozin, Masson Uclii ve
Toluidin Mavisi Boyamalart).

TARTISMA

Kemoterapi, yillardir kullanilan ve hala kanser
icin en yaygin tedavi ydntemlerinden biri
olmaya devam etmektedir. Kemoterapi
ilaglarinin kullanimi esnasinda en ¢ok etkilenen
normal hiicreler arasinda sag¢, kan, sindirim
sistemi hiicreleri ve genital sistem hiicreleridir
(24,25). Bu tiir ilaglarin zararl yan etkilerinin
azaltilmasim1 saglamak amaciyla ayni anda
kullanilabilecek koruyucu ajanlarin etkilerini
bulmaya yonelik calismalar devam etmektedir
(26). 1lag uygulamasi sonucunda serbest
radikallerin  olusmasiyla birlikte hiicrede
apoptozla sonuclanan dejeneratif etkiler ortaya
cikmaktadir. Antioksidan etkili koruyucu
ajanlar ise olusan bu oksidatif stresi ortadan
kaldirmay1 saglamaktadir. Bu nedenle destek
amacl kullanilacak ajan tedavi siirecinde ¢ok
onemlidir (27). CP kanser ve otoimmiin
hastaliklarin tedavisinde en ¢ok tercih edilen
kemoterapdtik bir ajandir. Yapilan ¢aligmalarda
CP kullanimimin bobrek, karaciger, testis,
mesane Ve beyin gibi birden fazla dokuda toksik
etkilerinin ~ olduguna  ydnelik  bulgulara
rastlanmistir (28-30). Sunulan ¢aligmada da CP
uygulamasi  sonucu karaciger dokusunun
histopatolojik  olarak  degerlendirilmesinde
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toksik etkiyi ortaya koyan birgok bulguya
rastlanmigtir. Diizensiz hepatosit kordonlari,
poligonal sekilleri bozulan hepatositler ile koyu
piknotik cekirdekli dejenere olan hiicrelerin
sayisindaki artig CP uygulanan grupta belirgin
olarak toksik etkinin varligini gostermektedir.
V. centralis ¢evresinde ve periportal alanda bag
doku yogunlugunun ve mast hiicre sayisinin
artmasi ile siniizoidal bolgelerde dilatasyon
bulgulari da bu olumsuz etkiyi
desteklemektedir. Ilacin kullanimi  sonucu
ortaya c¢ikan bu toksik etkiler, CP kullanimin
sinirlandirilmasina ve hastalarin bu tedavi edici
etkisinden mahrum kalmasina sebep olan
dezavantajlardan bir tanesidir (31).

Anti-kanser aktivite, antioksidan
mekanizmalarla gii¢lii bir sekilde iliskilidir. Son
zamanlarda yapilan g¢alismalarda ari siitiiniin
insan saglig1 iizerinde (6zellikle {ireme sagligi,
norolojik hastaliklar, yara iyilesmesi, yaslanma
ve kanser) olumlu etkilerinin oldugu
bildirilmistir (32). Bir¢ok bilimsel ¢aligmada ar1
siitlinlin insan sagligi iizerinde antioksidan,
norotrofik, hipokolesterolemik, doku koruyucu,
kan basinci  diizenleyici, antimikrobiyal,
antienflamatuar, immiinomodiilator ve
antitimor  etkileri gozlenmistir. Bu  etkiler
cogunlukla yapisinda bulunan jelleinler,
royalisin, major art siitii proteinleri (MRJP'ler)
ve 10-hidroksi-2-dekenoik asit (10-HDA) gibi
biyoaktif — maddelerle  alakalidir.  Insan
fizyolojisi lizerinde bu maddelerin giiclii
farmasdotik etkileri vardir (33-36). Ar siiti
birincil olarak anti-tiimoral etkiler agisindan
aragtirilmigtir. Shirzad ve ark. (37) ar1 siitiiniin
antitimor etkisine vurgu yapmiglar ve ar
siitlinlin fibrosarkom hiicrelerinin kontroliinde
ve gerilemesinde ©Onemli rolii oldugunu
bildirmislerdir. Bu sonuglar1 ar1 siitiiniin
immiinomodiilatér  etkisi sonucunda elde
ettiklerini  bildirmislerdir. Daha iyi sonug
alimabilmesi  icin  ar1  siitiiniin  timor
olusumundan once kullanilmasin
onermislerdir. Bu caligmalara ek olarak, Izuta
ve ark. (38) dzellikle bu etkilerle ilgili dogrudan
mekanizmalar belirtmislerdir. Ari  siitiiniin
hiicre ¢ogalmasint ve hiicre gdciinii inhibe
ettigini ve ayrica vaskiiler endotel biiyiime
faktoriini inhibe ederek timor
vaskiilarizasyonunu bozdugunu
gozlemlemislerdir. Sunulan ¢aligmada da CP ile
birlikte ar1 siitii uygulanan grupta, karaciger
dokusunun histopatolojik degerlendirilmesinde,
CP uygulamas1 sonucu ortaya ¢ikan toksisiteye
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kars1 ar1 siitiiniin koruyucu etkisinin oldugunu
gosteren bulgulara rastlanilmistir. Hepatosit
kordonlarmin  diizenli seklini  korudugu,
histolojik yapinin Kontrol ve ar1 siitii uygulanan
gruplara benzer sekilde oldugu gozlenmistir.
Normal yapidaki hepatositlerin yogunlugunun
CP grubundakine gore fazla oldugu dikkat
cekmistir. CP ile birlikte ar1 siitli uygulanan
gruptaki V. centralis ¢evresinde ve periportal
alanda bag doku yogunlugu ve mast
hiicrelerinin sayisindaki azalma bu koruyucu
etkiyi desteklemektedir. Rafat ve ark. (39)
tarafindan yapilan bir c¢alismada radyasyon
uygulamasina bagli apoptozun ar1 siitii ile
belirgin sekilde Onlenebilecegi belirtilmistir.
Deneysel oksidatif hasar sirasinda ari siitii
verilen farelerin karacigerleri ve bdbrekleri
tizerinde gl¢lii histolojik antioksidan aktivite
oldugu bildirilmistir (40). Silici ve ark. (20)
tarafindan yapilan benzer bir ¢alismada ar1
sitlinlin ~ testis, prostat ve epididimal
dokulardaki histopatolojik hasarlar {izerinde
belirgin derecede iyilestirici etkisi oldugu
belirtilmistir. Ayrica ar siitiiniin CP kaynakli
prostat hasarin1  6nemli Ol¢iide azalttigl,
biyokimyasal verileri diizenledigi
gozlemlenmistir (41). Bahsedilen ilgili bilimsel
caligmalar degerlendirildiginde, benzer
sonuglar sunulan c¢aligmanin giivenilirligini
artirmaktadir.

Calismamizin ilk limitasyonu mevcut biitce
yetersizligine bagli olarak molekiiler ve

biyokimyasal parametreler yoniinden
degerlendirme yapilamamasidir. Bu
parametrelerin caligilmast caligmanin

giivenilirligini artirmasi yoniinden Gnem arz
etmektedir. Calismamizin bir diger limitasyonu
hayvan  gruplan acisindan  Orneklem
genisliginin yetersizligidir. Daha fazla ilave
orneklemlerle caligmanin etkinliginin
artirilabilecegi diisiincesindeyiz.

Sonu¢ olarak sunulan c¢alismada, CP’ye
maruz kalan deneklerde gii¢lii bir antioksidan
olan an siitii aracilifiyla karaciger hasarinin
azaltildig1 gozlenmistir. Ancak, olusan hasarin
tamamen ortadan kalktigin1 analiz etmek i¢in
daha ileri galigmalara ihtiyag duyulmaktadir.
Dokuda teratojen analizlerinin yapilmasi,
CP’ye bagli hasarin boyutlarinin ve ar1 siitiiniin
tedavi etkinliginin daha iyi analiz edilmesini
saglayacaktir. Literatiirde belirtilen deneysel
caligmalarin ve sunulan g¢alismanin bulgular
dikkate alindiginda, ar siitii, terapotik veya bir
kombinasyon terapisinin ilgili maddesi olarak
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faydali olabilecek birgok etki saglamaktadir. Su
anda dogal iiriin olan ar siitiinlin glivenli ve

etkili

bir  besleyici madde  oldugu

goriilmektedir.
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Azacitidine-Etoposide-Cytosine Arabinoside Combination Therapy In
Older Acute Myeloid Leukemias

Yash Akut Myeloid Losemi Hastalarinda Azasitidin-Etoposid-Sitozin
Arabinozid Kombinasyon Terapisi

Senem Maral, Murat Albayrak, Cigdem Pala, Abdulkerim Yildiz, Hacer Berna Afacan Oztiirk, Pinar
Comert, Osman Sahin, Birgiil Onec

Diskap1 Yildirim Beyazit Egitim Arastirma Hastanesi, Hematoloji Bilim Dali, Ankara
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OZET

GIRIS ve AMAC: Akut myeloid 16semi(AML) yasli populasyonda siklig1 artan hematolojik malignitedir. Diiskiin
ve yasl hastalarda diisiik yogunluktaki tedaviler ve destek tedavisi uygun segenekler olarak ongoérilmektedir. On
yillarda hipometile edici ajanlarin kullanimi ile tedavi alaninda olumlu gelismeler yasanmistir. Calismamizin
amac1 merkezimizde ileri yas AML hastalarimizda tedavi protokolu olarak uyguladigimiz etoposit ve sitozin
arabinozid(AraC) ile gii¢lendirilmis azasitidin(AZA) kombinasyon rejiminin etkinligini arastirmaktir.
YONTEM ve GERECLER: Takip ettigimiz ileri yasta ve performans durumu nedeni ile yogun tedaviler igin uygun
olmayan yeni tan1 AML hastalar1 retrospektif olarak incelenmistir. Yas, performans durumu, komorbidite
acisindan benzer iki grup olusturulmus, bir grup (n: 32) AZA-etoposit-AraC kombinasyonu ile tedavi edilirken,
diger grup (n: 32) diisiikk doz sitozin arabinozid ve/veya hydroksiiire ile tedavi edilmistir. Gruplar kendi aralarinda
hematolojik parametreler, takip siiresi, yanit durumu ve sag kalm agisindan karsilastirilmigtir.
BULGULAR: Azasitidin kombinasyonu ile tedavi edilen sekiz hastada tam yanit veya enaz parsiyel yanit elde
edilmistir (p: 0.011). 30 giinliik mortalite diisiik yogunluklu tedavi kolunda anlamli olarak yiiksek saptanirken,
toplam sag kalim acgisindan her iki grupta farklilik saptanmamistir (sirasiyla p: 0.005 and p: 0.092)
TARTISMA ve SONUC: Yogun tedavileri alamayan, ileri yas ve diiskiin hastalar tedavi edilme agisindan
cesaretlendirilmelidir. Ozellikle gelismekte olan iilkelerde, hipometile edici ilaglarla pahali ve ulasiimasi zor
molekiillerin kombinasyonlariin yanisira ucuz ve erigimi kolay molekiillerin kombinasyonlarina ihtiya¢ vardir.
Yanit avantaji saglayan azasitidin-etoposit-sitozin arabinozid kombinasyon tedavisini segili hastalarda
uygulanmasini éneriyoruz..

Anahtar Kelimeler: Azasitidin, Etoposid, Sitozin Arabinozid, Akut Myeloid Lésemi

ABSTRACT

INTRODUCTION: Acute myeloid leukemia (AML) is a hematological malignancy that affects the older
population. Low intensive therapies and the best supportive care are considered better options for frail and older
patients. In last decades treatment approaches have been hopefull with the hypomethylating agents for this
population. The aim of this study is to investigate the efficacy of combination therapy including azacytidine
(AZA), etopocide and cytosine arabinoside(Ara-C), which is used as standard care for unfit and older AML cases
in our hematology department.

METHODS: Retrospectively, we analyzed our newly-diagnosed older AML patients who were ineligible for
intensive regimens due to unfit performance status. Groups with similar age, ECOG performance status and
comorbidity were compared in terms of hematological parameters, follow-up, response status and survival. While
32 patients were treated with a combined hypomethylating agent protocol, other patients (n: 32) received low
intense therapy including low dose Ara-C and/or daily hydroxyurea (HU).

RESULTS: Eight patients who treated with combined protocol achieved complet remission and parsial remission
least. (p: 0.011) While 30 day-mortality was found significantly higher in patients treated with the low intense
therapy than AZA combined protocol, overall survival was found similar (resp. p: 0.005 and p: 0.092).
DISCUSSION AND CONCLUSION: Treatment should be encouraged for older AML patients who are not
eligible for intensive therapy due to comorbidities and poor performance. While combinations of HMA with new
investigational therapies are promising strategies, there is a need for the investigation of new combinations of
HMA with easily accessible agents for developing countries where expensive new agents are not available. With
the survival and response advantage, AZA-etopocide-AraC combination therapy can be a treatment option for
selected patients.
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INTRODUCTION

Acute myeloid leukemia (AML) is a
hematological malignancy which affects the old
population with a median age at diagnosis of 70
years (1). Previous studies have shown that
approximately 10% of the old AML population
are alive at 5 years from diagnosis. There are
prognostic and therapeutic challenges to dealing
with these patients due to multiple
comorbidities, age-related system disfunctions,
low performance status and intolerance of
chemotherapy. In daily practice, the decision for
treatment is made by clinicians considering the
age, co-morbidities and performance status of
the patient. With the usage of hypomethylating
agents(HMA), survival rates and quality of life
have improved in AML cases ineligible for
intense therapy. Combinations of HMA with
new therapeutics are promising strategies
currently (2-10).

While intensive chemotherapies are
recommended for fit old patients who are able
to tolerate the treatment, low intensive therapies
and supportive care are considered Dbetter
options for frail and vulnerable patients. More
than half of older AML patients receive no
therapy in 3 months after diagnosis (11,12) .
Furthermore, patients who received intensive
chemotherapy have been reported to have a high
30-day mortality rate (13). With the
encouraging outcomes of previous reports, the
aim of this study was to investigate the efficacy
of a combination including azacytidine (AZA),
etoposide and cytosine arabinoside (Ara-C),
which is used as standard care for unfit or old
AML in our Hematology Department. The
outcomes of this combination therapy were
compared with those of low-intense therapy in
older AML patients who did not accept to
receive the systemic treatment.

MATERIAL AND METHODS

Patients and Treatment modalities

A retrospective analysis was made of newly-
diagnosed, treatment-naive AML patients who
were treated in our Hematology Department
between 2010 and 2018. Patients were included
in two groups according to treatment
modalities. In first group, patients were treated
with a combined hypomethylating agent (CHA)

protocol which included AZA 75 mg/m2
subcutaneous (sc) injection for 7 days,
etoposide 50 mg/m2/ 2 hours intravenous
infusion (iv) for 3 days and cytosine arabinoside
(Ara-C) 40 mg/m2 (sc) /3 days in every 28
days(Table 1.). The patients in the other group
received low intense therapy (LIT) including
low dose cytosine arabinoside(LDAC) 40
mg/day by sc injection for 10 consecutive days
every 4 weeks and/or daily hydroxyurea (HU).
The patients were evaluated according to age,
comorbidities and ECOG functional status by
the physician during the treatment decision. The
similar two groups were formed in terms of age,
comorbidity and performance.

Response assessment

Bone marrow biopsy was taken from the
patients treated with the CHA protocol to assess
the response to treatment after four courses.
The response was determined for the two
groups according to the criteria of the
International Working Group (IWG) in AML.
Duration of treatment, overall survival (OS),
ORR, and the number of treatment-associated
febrile neutropenic attacks were compared
between the groups.

Ethical approval

All procedures performed in studies involving
human participants were in accordance with the
ethical standards of the institutional and/or
national research committee and with the 1964
Helsinki Declaration and its later amendments
or comparable ethical standards. As a standard
of care/action our department, the patient
records confirmed that all the study patients
gave informed consent at the time of
hospitalization and before the administration of
chemotherapy and other relevant
diagnostic/therapeutic  standards of care.
Approval for the study was granted by the
Ethics Committee of Ankara Yildirnm Beyazit
Diskap1 Research and Training Hospital.

Statistical analysis

Statistical analysis was made using SPSS
version 24.0 software (Chicago, IL, USA). In
the comparison of independent variables with
homogeneous distribution, the Independent
Samples t-test was used for parametric variables
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and data were expressed as mean =+ standard
deviation. Differences between the groups in
respect of non-parametric continuous variables
were investigated with the Mann— Whitney U-
test. Data were expressed as median (min-max)
values. Estimated probabilities of survival were
calculated using the Kaplan-Meier method, and
the log-rank test was applied to evaluate
differences between survival distributions. All
statistical tests were two-sided, and a p-value of
<0.05 was considered statistically significant.
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RESULTS

Totally 64 newly-diagnosed, treatment-naive
AML patients (33 females, 31 males) were
analyzed retrospectively. Thirty-two patients
(n:32) were treated with CHA protocol, thirty-
two patients (n:32) treated with LIT. Thirteen
patients in LIT group (40%) received LDAC
alone, 12 patients (38%) with HU + LDAC
combination and 7 patients (22%) with HU. The
mean age of patients was similar between the
two groups (resp. CHA group and LIT group
76+3,92 years versus 764,70 p:0.977). ECOG
PS was defined >2 for all patients in two groups.
Initial median blast count was found to be
similar in both groups (CHA 50% vs LIT 60%,
p: 0.678). No statistically significant difference
was found between the groups in respect of the
hemoglobin, platelet, white blood cell count
(p>0.05). Cytogenetic and molecular prognostic
factors were evaluated in 24 patients (75%) (12
patients from each group). A normal
cytogenetic risk profile was detected in 14
patients (CHA:9 vs LIT:5 patients) and a poor
cytogenetic risk profile (complex karyotype)
was noticed in 2 patients in the LIT group. The
patient characteristics and laboratory results
were summarized in Table 2.

The median duration of treatment was 3
months in the LIT-treated group. Mortality was
seen in 5 patients (15.6%) within 30 days of
treatment due to severe disease. In the CHA
group, the median duration of treatment was 4
months. The salvage therapy was not used for
any patient who relapsed /refractory to CHA
treatment. Mortality within 30 days of treatment
was not seen in CHA protocol treated patients.

Overall survival of all patients was
found statically similar between two groups
(median OS: 8 months vs. 4 months; p = 0.092)
Bone marrow examination after 4 courses could
be evaluated in 20 patients of the CHA group
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and response was achieved in 8 patients (25%).
Bone marrow biopsy was not performed to
assess the response of the LIT-treated patients.
All continued to receive the same therapy until
death from diagnosis. Response to treatment
was assessed according to persisting peripheral
blasts counts. None of the LIT-treated patients
were achieved response. Duration of therapy
and response to treatment are summarized in
Table 3.

Febrile neutropenic attack episodes
were observed in CHA-treated patients more
frequently. (CHA n:27, 84% vs LIT n:17, 53%).
(median attack number of febrile neutropenia
CHA: 2 versus LIT:1, p: 0.001) (Table 3).
Granulocyte stimulating agents were not
administered to patients during neutropenic
episode. Appropriate supportive care with
transfusion was applied as necessary in both
groups.

Table 1: Protocol of combination therapy

Da | Da | Day | Day | Day | Day | Day
yl | y2 3 4 5 6 7
Azacitidi
ne + + + + + + +
75mg/m2
Etoposide | + + +
50
mg/m2
(Ara-C) + + +
40
mg/m2

Azacitidine 75 mg/m2 subcutaneous (sc) injection for 7
days, etoposide 50 mg/m2 intravenous infusion (iv) for 3
days and cytosine arabinoside (Ara-C) 40 mg/m2 (sc) for
3 days in every 28 days.

Table 2:Characteristics of patients

CHA LIT p
n % | n %
LDAC 13 40
HU 7 22
HU + LDAC 12 38
Male 18 [(56)| 15 (47
Female 14 (44| 17 (53)
Mean Age+SD, 76 £4,7 76+3,9 0.977

ears
Median Whcx10® [4.1(1.8-28.0)| 9(3.2-46.5) |0.055
(IQR)

Median Hb g/dI

9(8.1-10.2) | 8.4(6.9-9.3) |0.063

(IQR)
Median PItx103 60 (35-125) | 48 (29-71) [0.101
(IQR)
Median blast 50 (40-70) 60 (40-90) |0.678

Count%(IQR)
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CHA: Combine Hypomethylating gent LIT: Low
Intensive Therapy, LDAC: low dose cytosine arabinoside
HU:  hydroxyurea, Whbc:White blood counts,
Hb:Hemoglobin, Plt: Platelets
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Table3: Evaluation of treatment response

CHA LT p

30-day 0 5 0.005
mortality

#Median 2(1-2) 1(0-1) 0.001
Febrile
neutropenia

(IQR)

Treatment
time,
month

(IQR)

4(2.5-5.5) 3(1.5-4) >0.05

0S, month
(IQR)

8(6.16-983) | 4(2.30-5.39) | 0.092

ORR(%) 8(%25) 0 0.011

DISCUSSION

The treatment of older patients with AML is
limited and unsatisfactory. Although there have
been developments in treatment in recent years,
there is no standard approach for this
population. The decision for treatment is made
by clinicians based on the chronological age,
performance status, and co-morbidity of the
patients. The treatment goals for these patients
who are not eligible for ASCT are to extend
survival and improve quality of life by
transfusion independence. Azacitidine, which is
a DNA methyltransferase inhibitor,
recommended for patients with high-risk MDS
and AML patients (15-19). The aim of this
combination protocol is synergize and increase
the effect of AZA with etoposide and Ara-C
which are antileukemic agents .

We thought that the use of this protocol
would be effective for AML patients who are
not suitable for intensive treatment. CHA-
treated patients were observed to have longer
OS than the LIT-treated patients.

Radujkovic et al first compared the
efficacy of AZA and LDAC treatments in 65
AML patients with high bone marrow blast
counts (>30%). Response and hematological
improvement rates were reported to be low and
similar in both treatment groups (p:0.39) with
estimated 1-year survival rates of 15% and 13%
in the AZA and LDAC groups, respectively
(19).
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In a large cohort, Dombret et al
compared ORR and OS rates of AZA therapy
alone and conventional care regimens (LDAC,
supportive care only, standard induction
chemotherapy). AZA therapy was reported to
be more advantageous with an increased median
OS (10.4 versus 6.5 months). ORR were not
superior with azacitidine (27.8% vs 25.1%,
p:0.5384) (18). The results of that study
confirmed the clinical observation that AZA can
have meaningful clinical activity (e.g.,
transfusion independency) and improve
survival, even if CR is not achieved.

Tombak et al investigated the efficacy
and safety of AZA in Turkish AML patients
with >30% BM blasts. In that study, 39.4% of
all the patients had received first-line therapy
including intensive chemotherapy, hydroxyurea
or low-dose cytarabine prior AZA. ORR of
patients who were unresponsive to AZA therapy
was 18.3% and 53.8 % with median OS of 12
months. Febrile neutropenia was documented in
60.8% of the patients (20).

In a recent study by Onec et al. with
fewer patients, it was suggested that
combinations of AZA with etoposide and ARA-
C significantly increase response rates and
prolong survival (21).

The current study combination of HMA
therapy was observed to have survival
advantage when compared with LIT therapy.
When compared with previous studies, the
results of the current study show that CR rates
were improved with combination rather than
AZA therapy alone.

In the current study, CHA treated
patients experienced febrile neutropenic attacks
more frequently (p:0.001). Febrile neutropenia
and infections may affect the overall survival
rates. Increased febrile neutropenia episodes
and prolonged hospitalization time seem the
disadvantages of the therapy. Patients during
neutropenic episodes should manage carefully.

This paper has limitations due to the
retrospective design of the study. The
cytogenetic risk factors that may affect the
disease characteristics should be evaluated for
all patients.

In conclusion, treatment should be
encouraged for older AML patients who are not
eligible for intensive therapy due to poor
performance status. While combinations of
HMA with new investigational therapies are
promising strategies, there is a need for the
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investigation of new combinations of HMA
with easily accessible agents for developing
countries where expensive new agents are not
available.

Conflict of interest:None
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Concordance between needle biopsy and radical prostatectomy specimens
In prostatic carcinoma

Prostat kanserinde igne biyopsi ve radikal prostatektomi ornekleri
arasindaki uyum
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OZET
GIRIS ve AMAC: Bu calismada prostat kanseri nedeniyle radikal prostatektomi uyguladigimiz hastalarimizda
igne biyopsisi Ornekleri ile radikal prostatektomi Ornekleri arasindaki uyumu degerlendirmeyi amagladik.
YONTEM ve GERECLER: Retrospektif ¢alismada, Kasim 2010 — Mayis 2020 tarihleri arasinda prostat kanseri
nedeniyle radikal prostatektomi yapilan 167 erkek hasta degerlendirildi. Patolojik tanilari merkezimizde yapilan
igne biyopsisi ile konulan ve radikal prostatektomi dncesi prostat kanserine yonelik herhangi bir tedavi almamis
hastalar ¢alismaya dahil edildi. Igne biyopsileri dis merkezde yapilan 92 hasta, patolojik tanilari transiiretral
rezeksiyon materyali ile konulan 2 hasta ve radikal prostatektomi dncesinde hormonoterapi alan 1 hasta ile
radyoterapi alan 1 hasta ¢aligsma dis1 birakildi.
BULGULAR: Calismaya dahil edilen toplam 71 hastanin yas ortalamasi 62.3 + 6.0 (aralik, 46 — 75) y1l, tan1 6ncesi
ortalama PSA diizeyi ise 10.0 + 7.6 (aralik, 3.2 —48.1) ng/mL idi. 31 (%43.7) hastada parmakla rektal muayenede
siipheli bulgu mevcuttu.
Igne biyopsisi érnekleri ile radikal prostatektomi drnekleri arasindaki Gleason skoru, prognostik grup ve timér
lateralitesi agisindan uyum sirastyla %66.2, %59.2 ve %74.6 idi.
TARTISMA ve SONUC: Prostat kanseri tanisi konulan hastalarda igne biyopsisi Orneklerinin patolojik
degerlendirmesi tedavi yontemlerinin belirlenmesinde kritik role sahiptir. Bununla birlikte, igne biyopsisi
orneklerinin prostat patolojisini yiiksek bir uyumla 6ngérmedigi akilda tutulmalidir.
Anahtar Kelimeler: prostat kanseri, prostat biyopsisi, prostatektomi

ABSTRACT
INTRODUCTION: In this study, we aimed to evaluate the concordance between needle biopsy samples and radical
prostatectomy samples in our patients who underwent radical prostatectomy for prostate cancer.
METHODS: In this retrospective study, 167 male patients who underwent radical prostatectomy for prostate
cancer between November 2010 and May 2020 were evaluated. Patients whose pathological diagnoses were made
by needle biopsy at our center and who did not receive any treatment for prostate cancer before radical
prostatectomy were included in the study. 92 patients whose needle biopsies were performed in a different center,
2 patients whose pathological diagnosis was made with transurethral resection material, 1 patient who received
hormonotherapy before radical prostatectomy and 1 patient who received radiotherapy were excluded.
RESULTS: The mean age of 71 patients included in the study was 62.3 = 6.0 (range, 46 - 75) years, and the mean
PSA level before diagnosis was 10.0 = 7.6 (range, 3.2 - 48.1) ng / mL. Suspicious findings were found on digital
rectal examination in 31 (43.7%) patients.
The concordance between needle biopsy samples and radical prostatectomy samples was 66.2%, 59.2% and
74.6%, respectively, in terms of Gleason score, prognostic group and tumor laterality.
DISCUSSION AND CONCLUSION: Pathological evaluation of needle biopsy samples has a critical role in
determining the treatment methods in patients diagnosed with prostate cancer. However, it should be borne in mind
that needle biopsy specimens do not predict prostate pathology with high concordance.
Keywords: prostate cancer, prostate biopsy, prostatectomy

GIRIS sirada yer almaktadir (1). Ileri yas, irksal

farklilik, genetik faktorler ve aile 6ykiisii prostat
Prostat kanseri erkeklerde en sik goriilen ikinci kanseri igin bilinen risk faktorleridir (2).
kanserdir ve kansere bagli 6limlerde altinct Bunlarin disinda, diyetle iligkili faktorler,
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obezite ve sedanter yasam tarzi, inflamasyon ve
enfeksiyonlar, hiperglisemi, kimyasal madde ve
iyonizan radyasyon maruziyeti ile prostat
kanseri gelisimi arasinda iliskili olduguna dair
yayinlar mevcuttur (3). Prostat kanseri tanisi,
anormal parmakla rektal muayene (PRM)
bulgusuna veya yiiksek prostat spesifik antijen
(PSA) diizeyine dayanan klinik sliphe halinde
yapilan transrektal ultrasonografi (TRUS)
esliginde prostat biyopsisi ile konulmaktadir

(4).
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Prostat  kanserinin prognozunun
belirlenmesi ve tedavi se¢imi temel olarak
klinik evreleme, PSA diizeyi ve igne biyopsisi
ornegindeki  histolojik  derecelendirmeye
dayanmaktadir  (5). Timoriin  histolojik
derecelendirmesinde en yaygin yaygin
kullanilan ~ sistem  Gleason  tarafindan
tanimlanan Gleason derecelendirme sistemidir
(6). Gleason derecelendirme sistemi tedavi
seciminde ve prognozda onemli bir faktor
olarak kabul edilse de igne biyopisi 6rnekleri ile
radikal prostatektomi Ornekleri arasindaki
uyumsuzluk Klinik uygulamada sorun olmaya
devam etmektedir (7,8).

Bu galigmada, prostat kanseri nedeniyle
radikal prostatektomi uyguladigimiz
hastalarimizda igne biyopsisi Ornekleri ile
radikal prostatektomi Ornekleri arasindaki
uyumu giincel literatiir esliginde
degerlendirmeyi amagladik.

GEREC ve YONTEM

Retrospektif ¢aligmada, Kasim 2010 — Mayis
2020 tarihleri arasinda prostat kanseri nedeniyle
radikal prostatektomi yapilan 167 erkek hasta
degerlendirildi. Patolojik tanilar1t merkezimizde
yapilan igne biyopsisi ile konulan ve radikal
prostatektomi Oncesi prostat kanserine yonelik
herhangi bir tedavi almamig hastalar ¢aligmaya
dahil edildi.

Tiim hastalardan biyopsi islemi ve
operasyon Oncesi aydinlatilmig onam formu
alindi.  Prostat  biyopsileri,  antibiyotik
proflaksisi altinda, TRUS esliginde 18 Gauge
kalinhiginda igne kullanilarak alindi. Tim
hastalara acik radikal retropubik prostatektomi
uygulandi. Tiim igne biyopsi ve prostatektomi
orneklerinin Gleason skoru, 2005 yilinda
Uluslararas1 Urolojik Patoloji Dernegi (ISUP)
tarafindan alinan Gleason derecelendirme
konsensiis Kkararlarina gore belirlendi (9).
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Ayrica, Gleason skorlar1t 2014 yilinda ISUP
tarafindan kabul edilen ISUP derecelerine gore
prognostik gruplara dontstiirtldii (10).

Yas, igne biyopsisi oncesi PSA diizeyi,
PRM bulgusu, igne biyopsisindeki 6rnek sayisi,
igne biyopsisi Ornegindeki ve prostatektomi
ornegindeki patolojik tiimdr derecesi (Gleason
skoru), prognostik grup, tiimor tarafi ile
patolojik tiimdr evresi belirlendi.
Bu calisma Baskent Universitesi Tip ve Saghk
Bilimleri  Arastirma  Kurulu tarafindan
onaylandi (Proje no: KA20/251) ve Baskent
Universitesi  Arastrma  Fonu  tarafindan
desteklendi.

Istatistiksel analiz

Verilerin istatistiksel analizinde SPSS 24.0
paket programi (SPSS Inc., Chicago, IL, USA)
kullanildi. Kategorik ol¢timler say1 ve yiizde
olarak, siirekli 6l¢iimlerse ortalama ve standart
sapma (gerekli yerlerde ortanca ve minimum -
maksimum) olarak 6zetlendi. Igne biyopsisi ve
radikal prostatektomi Ornekleri arasindaki
iliskiyi belirlemek i¢in sinif i¢i korelasyon testi
uygulandi. Igne biyopsisi ve radikal
prostatektomi  Grnekleri arasindaki  farkin
karsilastirilmas:  i¢in  Bland-Altman uyum
siirlart  grafigi  kullanildi. Tim testlerde
istatistiksel 6nem diizeyi 0.05 olarak alind1.

BULGULAR

Calismaya dahil edilen toplam 71 hastanin yas
ortalamasi 62.3 £ 6.0 (aralik, 46 — 75) yildi.
Igne biyopsileri dis merkezde yapilan 92 hasta,
patolojik  tanilar1  transiiretral rezeksiyon
materyali ile konulan 2 hasta ve radikal
prostatektomi Oncesinde hormonoterapi alan 1
hasta ile radyoterapi alan 1 hasta ¢aligma disi
birakildi. Calismaya dahil edilen hastalarin
klinik ve demografik o6zellikleri Tablo 1’de
Ozetlenmigtir.

Hastalarin igne biyopsi ve
prostatektomi ornekleri karsilastirildiginda 24
(%33.8) hastada Gleason skor degisimi (3
hastada azalma, 21 hastada artma), 29 (%40.8)
hastada ise prognostik grup degisimi (3 hastada
azalma, 26 hastada artma) mevcuttu. Ayrica, 18
(%25.4) hastada igne biyopsisinde tek tarafli
olan lezyon prostatektomi materyalinde iki
tarafl1 tespit edildi. Hastalarin patolojik tiimor
evre dagilimi 1 (%]1.4) hastada T1, 39 (%54.9)
T2 ve 31 (%43.7) hastada ise T3 seklindeydi.
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Hastalarin patolojik ozellikleri Tablo 2’de
Ozetlenmisgtir.

Igne biyopsisi ile radikal prostatektomi
orneklerinin istatistiksel olarak
degerlendirdigimizde Gleason skor degisimi
(smufiici korelasyon katsayis1 0.795; %95 giliven
araliginda, 0.672 — 0.872), prognostik grup
(smif i¢i korelasyon katsayisi 0.84; %95 giiven
araliginda, 0.743 — 0.90) ve taraf agisindan
(Spearman  korelasyon  katsayist  0.546,
p=0.0001; Kappa katsayis1 0.411, p=0.0001)
uyum anlamli bulundu. Igne biyopsisi érnekleri
ile radikal prostatektomi ornekleri arasinda
Gleason skor ve prognostik grup degisimleri
arasinda uyumun sinif i¢i korelasyon katsayilar
yikksek olmakla birlikte Bland — Altman
grafiklerindeki giiven araliklari ile
degerlendirildiginde uyumun iyi olmadig1
gozlemlendi (Resim 1 ve Resim 2). Yas, PSA
diizeyi, PRM bulgusu ve igne biyopsi sayist ile
uyum arasinda istatistiksel anlamli iligki mevcut
degildi.
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Tablo 1. Hastalarin demografik 6zellikleri.

Hasta sayisi, n 71
Yas, yil 62.3 £ 6.0 (aralik, 46
75)
PSA diizeyi, ng/mL 10.0 £+ 7.6 (aralik, 3.2 |
48.1)
Rektal muayene bulgusu, n
(%) 31 (%43.7)
Var 40 (%56.3)
Yok
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3 1 |10 1 [12
4 2 L 3
5
Toplam 23 24 18 3 B (71

Prostatektomi taraf

Biyopsi kor sayisi, n 18.1 = 5.0 (aralik, 7 —

34)

PSA: prostat spesifik antijen

Tablo 2. Hastalarin patolojik 6zellikleri.
Prostatektomi Gleason skoru

5 16 [7 8 [9 [Toplam

1 (20 |16 37
2 |26 31
1 2 B

Gleason

(=Y
N

O o] N[ o] o1

Biyopsi
skoru

Toplam [1 22 42 2 4 |71

Prostatektomi prognostik grup
1 2 3 4 |5 [Toplam
1 21 (14 |2 37
S -
m ap 2 9 61 1 19

Sag  [Sol Bilateral [Toplam
- Sag 9 11 20
s
8 Sol 3 |7 10
& |Bilateral 7 7
>
[ Toplam |9 3 59 71
:
E’ 2,00 o ©
]
g
§ 1,00 3 <] o
‘E 0,00 o [+] o o

T T T
1,00 2,00 3.00 4,00 5,00 6.00

Ortalama ([Radikal prostatektomi + Igne bivopisisil'2)

Resim 1. Gleason skoru i¢in Blant — Altman
uyum grafigi.

3,00 o

2,00 o o o

1,00 [ ° °

oo © o -] °

Fark (Radikal prostatektomi - Igne biyopisisi)

-1,00 o °

Ortalama ([Radikal prostatektomi + {gne biyopisisi]/2)

Resim 2. Prognostik grup igin Blant — Altman
uyum grafigi.

TARTISMA
Prostat kanserli hastalarda tedavi seceneklerini

tartismak i¢in yas, komorbidite, PSA diizeyi ve
PRM sonucu gibi klinik parametreler ile birlikte

Adress for correspondence: Dadaloglu Mh. Serinevler 2591 Sk No: 4/a Yiiregir 01250 Adana — Tiirkiye Dr. Ogr. Uyesi Cevahir Ozer

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


javascript:admin('emu.asp?pdir=aot&plng=tur&abstract_un=AOT-36459&postto=Mcorres&user_un=U-8343568224')
http://www.actaoncologicaturcica.com/

y % ACTA
ONCOLOGICA
TURCICA

patolojik parametreler (timoriin  histolojik
derecesi) hakkinda dogru bilgiye sahip olmak
gerekmektedir (5). Prostat kanserinin histolojik
derecesi degerlendirmede kullanilan Gleason
dereceleme sistemi en Onemli prediktif
parametrelerden birisi olarak kabul gérmektedir
ve klinisyen sadece igne biyopsisi 6rneginden
elde edilen bilgileri  kullanabilmektedir.
Bununla birlikte, igne biyopsisi Ornegi ile
radikal prostatektomi Ornegi arasinda uyum
sorunu vardir. Bu sorun karsimiza skorlama
(yiksek skorlama ve diigik skorlama) ve
lateralite uyumsuzlugu seklinde ¢ikmaktadir
(5,11).

Orginal Article

Igne biyopsisindeki yiiksek skorlama,
hastalarda aktif tedavi seceneklerinin tercih
edilmesine ve dolayisiyla bir grup hastada
gereksiz veya agir1 tedavilerin uygulanmasina
yol acabilmektedir. Igne biyopsisinde diisiik
skorlama daha sik karsimiza g¢ikmaktadir ve
hastanin radikal prostatektomi gibi bir kiiratif
tedavi segeneginden mahrum kalmasina neden
olabilmektedir. Ayrica, lokalize prostat kanseri
tedavisinde cerrahi tedavi disindaki aktif tedavi
secenekleri  olan  eksternal  radyoterapi,
brakiterapi ve kriyoterapi gibi tedavilerde
radikal prostatektomi Orneginden elde edilen
gercek bir Gleason skoru elde edilemeyecegi
icin, tedavi kararin1 kullanilan parametrelerden
birisi olan igne biyopsisindeki Gleason skoru
daha &nemli hale gelmektedir (12). Igne
biyopisi 6rnegi ile radikal prostatektomi 6rnegi
arasindaki uyum sorununda patolojik yorum,
ornekleme hatasi, alinan biyopsi sayist ve
biyopsi o6rnegindeki kanserli doku orani gibi
faktorler yer almaktadir (5,13,14). Bu faktorlere
biyopsi  yontemi de  eklenmis  gibi
goriinmektedir. Fiizyon biyopsilerin TRUS
esliginde alinan Dbiyopsilere gore radikal
prostatektomi 6rnekleri ile uyumunun daha iyi
oldugunu gosteren ¢aligmalarin yaninda benzer
sonuglara sahip oldugunu belirten yayinlar da
mevcuttur (15,16,17).

Igne biyopisisi ornekleri ile radikal
prostatektomi materyali arasindaki Gleason
skorlariin tutarliigs %28 ile %68 arasinda
degisirken igne biyopsisi drneklerinde diisiik
skorlama oranlar1 %22 ile %62 arasinda, yiiksek
skorlama oranlar1 ise %6 ile %32 arasinda
bulunmustur (7,14,18). Bizim c¢alismamizda
tutarlilik oran1 %066.2 iken, diisiik skorlama
orant %29.6, yiiksek skorlama orani ise %4.2
idi. Igne biyopisisi ornekleri ile radikal
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prostatektomi materyali arasindaki uyumsuzluk
literatiir bilgisi ile uyumlu olacak sekilde diisiik
skorlamaya bagliydi.

Igne biyopisisi ornekleri ile radikal
prostatektomi materyali arasindaki uyumu
prognostik grup agisindan degerlendirdigimizde
ise tutarligin %56 ile %72 arasinda degistigini
gormekteyiz (7,19). Bizim caligmamiz ise bu
oran %59.2 idi. %36.6 oraninda diisiik
skorlama, %4.2 oraninda ise yliksek skorlama
mevcuttu. Calismamizdan elde ettigimiz
bilgiler literatiir ile uyumluydu.

Timor lateralitesi acisindan  igne
biyopsisi Ornekleri ile radikal prostatektomi
ornekleri arasindaki uyumunu degerlendirmek
fokal ablatif tedavi adaylarinda igne biyopsisi
sonuglarmin tedavi planina etkisini
degerlendirmek agisindan Oonemli
gorinmektedir.  Bununla  Dbirlikte, igne
biyopsilerinde tiimér lateralitesi ile radikal
prostatektomi ornekleri arasindaki
korelasyonla ilgili caligmalar sinirlidir. Nepple
ve ark. tarafindan yapilan ve 152 hastanin
degerlendirildigi calismada bu oran 9%51.3
bulunmustur (11). Bulbul ve ark. ise 100 hastay1
degerlendirdikleri ¢alismalarinda bu orani %53
olarak bulmuslardir (13). Pereira ve ark.
tarafindan  yapilan ve 191  hastanin
degerlendirildigi c¢alismada oran %54 iken,
Dell’ Atti tarafindan yapilan163 hastay:1 iceren
calismada bu oran %68.7’dir (20,21). Bizim
caligmamizda ise, timoriin prostat i¢erisindeki
lateralizasyonunu degerlendirmede uyumun
%74.6 oraninda oldugunu gérmekteyiz. Bizim
serimizde bu oranin literatiire gore ylksek
olmasi igne biyopisi Orneklerinde bilateral
yerlesimli hasta oranimi daha fazla olmasi ile
iliskili olabilir. Igne biyopsisi 6rneklerinde
bilateral yerlesimli hasta oran1 Nepple ve ark.
tarafindan yapilan ¢alismada %40.8, Bulbul ve
ark. tarafindan yapilan caligmada %44 iken
bizim ¢alismamizda %57.7 idi. Ayrica, bizim
serimizde ortalama biyopsi kor sayisi diger
caligmalardan fazla olmasi dikkat cekicidir.
Nepple ve ark. 6 ile 12 kor biyopsiyi
karsilastirirken, Bulbul ve ark. en az 12 kor
biyopsi yaptiklarini belirtmislerdir. Pereria ve
ark. standart 12 kor biyopsi, Dell’ Atti ise 14 kor
biyopsi  sonuglarin1  bildirmigtir.  Prostat
kanserinde lateralitenin prognostik ve tanisal
degeri tizerinde kesin bir sonuca ulagmak i¢in
daha genis analizleri igeren ¢alismalara ihtiyag
varsa da tlimoriin lateralitesi T evresini
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etkilediginden Onemlidir (22). Ayrica, igne
biyopsilerinin lateralite acisindan radikal
prostatektomi Ornekleri ile tutarliginin yiiksek
olmamasi fokal ablatif tedavilerin planlama
siirecinde igne biyopsisinin tek bagina yeterli
olmadigim diisiindiirmektedir. Fokal ablatif
tedavi  planlanan  belirlenmesinde  igne
biyopsilerinin multiparametrik prostat magnetik
rezonans goriintiileme ile birlikte
kombinasyonu dogru bir yaklasim olarak
karsimiza ¢ikmaktadir (23).

Calismamizin  retrospektif ve hasta
sayisinin  nispeten az  olmasi  temel
dezavantajlaridir. Igne biyopsisi ornekleri ile
radikal prostatektomi 6rneklerinin iiropatoloji
alaninda deneyimli bir patolog tarafindan
degerlendirilmesi bir avantaj olsa da ¢alismanin
dogas1 geregi kor degerlendirme yapilamamis
olmasi diger bir dezavantaj olarak karsimiza
¢ikmaktadir.

Sonu¢ olarak, prostat kanseri tanisi
konulan hastalarda igne biyopsisi
orneklerindeki patolojik degerlendirme hastaya
onerilecek ve uygulanacak tedavi yontemlerinin
belirlenmesinde kritik role sahiptir. Bununla
birlikte, igne biyopsisi Orneklerinin prostat
patolojisini yiiksek bir uyumla 6ngormedigi
akilda tutulmalidir.
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Clinical significance of inflammatory indexes in patients with epithelial
ovarian cancer

Epitelyal over kanserli hastalarda inflamatuar indekslerin klinik 6nemi

Ali Yilmaz?, Salim Basol Tekin®, Mehmet Bilici!, Hatice Yilmaz?
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OZET
GIRIS ve AMAC: Sistemik inflamasyon ve immiin yanit kanser prognozu ile yakindan iliskilidir. Sistemik immiin-
inflamasyon indeks (SlI), prognostik nutrisyonel indeks (PNI) ve C-reaktif protein / albiimin oraninin (CAO)
cesitli kanserlerde prognostik oldugu bilinmektedir. Bununla birlikte, epitelyal over kanseri (EOK) vakalarinda,
inflamatuar indeksler hakkinda ¢ok az bilgi vardir. Bu nedenle biz bu ¢alismada EOK hastalarinda SII, PNI ve
CAO gibi inflamasyon temelli indekslerin prognostik 6nemini aragtirdik.
YONTEM ve GERECLER: EOK’lu 273 hasta retrospektif olarak ¢aligmaya dahil edildi. Klinik degiskenlerle
progresyonsuz yasam siiresi (PYS) ve genel sagkalim (GS) arasindaki iliski Kaplan — Meier yontemi ile analiz
edildi. En iyi sinir degerler ROC egrisi analizi kullanilarak belirlendi. SII, PNI ve CAO sirasiyla 1559, 42.1 ve
3.11 kesme noktalarina gore smiflandirildi. GS igin degiskenlerin prognostik dnemi Cox regresyon modeli ile
belirlendi.
BULGULAR: EOK hastalarinda diigiik SII (<1559), yiiksek PNI (>42.1) ve diisiik CAO (<3.11) daha uzun PYS
ve GS stireleri ile iliskili bulundu. Tek degiskenli analizde yas, menopoz durumu, ECOG skoru, epitelyal alt tip,
evre, SII, PNI ve CAO’nun GS ile anlaml iligkisi vardi. Cok degiskenli analizde evre, SII ve PNI, GS i¢in bagimsiz
prognostik faktdrler olarak bulundu (p <0.001, p <0.024, p <0.006, sirasiyla).
TARTISMA ve SONUC: Tedavi dncesi SII ve PNI, EOK hastalarinda GS’yi predikte etmek icin kullanilabilecek
prognostik biyobelirteglerdir.
Anahtar Kelimeler: C-reaktif protein/alblimin orani, epitelyal over kanseri, prognostik nutrisyonel indeks,
sistemik immiin-inflamasyon indeks

ABSTRACT
INTRODUCTION: Systemic inflammation and immune response are closely related to cancer prognosis. Systemic
immune-inflammation index (SlII), prognostic nutritional index (PNI) and C-reactive protein/albumin ratio (CAR)
are known to be prognostic in various cancer. However, in epithelial ovarian cancer (EOC) cases, there is little
information about inflammatory indexes. Therefore, we investigated the prognostic importance of inflammation-
based indexes such as SlI, PNI and CAR in EOC patients.
METHODS: Two hundred and seventy three patients with EOC were included in this study retrospectively.
Relationship between clinical variables with progression-free survival (PFS) and overall survival (OS) were
analyzed via Kaplan—-Meier method. The best cut-off points were determined using a receiver operating
characteristic (ROC) curve analysis. SlI, PNI, and CAR were classified based on cutoff points 1559, 42.1 and 3.11,
respectively. Prognostic importance of the variables for OS was determined with the Cox regression model.
RESULTS: Low SII (<1559), high PNI (>42.1) and low CAR (<3.11), were found to be associated with longer
PFS and OS times in patients with EOC. In univariate analysis, age, menopausal status, Eastern Cooperative
Oncology Group (ECOG) score, epithelial subtype, stage, SII, PNI and CAR were significantly associated with
OS. In multivariate analysis stage, Sl and PNI were found to be independent prognostic factors for OS (p <0.001,
p <0.024, p<0.006, respectively).
DISCUSSION AND CONCLUSION: Pre-treatment Sll and PNI are prognostic biomarkers that can be used to
predict OS in patients with EOC.
Keywords: C-reactive protein/albumin ratio, epithelial ovarian cancer, prognostic nutritional index, systemic
immune-inflammation index

INTRODUCTION women worldwide and common cause of
Ovarian cancer (OC) is one of the most gynecological cancer-related mortality [1].
frequently seen gynecological malignancies in Ninety-95 percent of ovarian malignancies
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originate from epithelial cells, while others
from non-epithelial cell types (sex cord-stromal
tumors, germ-cell tumors, etc.) [2]. The
standard treatment of OCs, especially epithelial
ovarian cancers (EOC), is surgery and then
platinum-based  chemotherapy  regimens.
However, 5-year survival is still below 50% due
to delayed diagnosis and early metastasis.
Although previously, some markers as survivin,
topoisomerase ITo, and Ki-67 were used as the
indicators of early diagnosis, and prognosis,
promising results could not be obtained [3].
Therefore, it has become a necessity to use
some biomarkers to determine the prognosis of
patients with EOC and the course of the disease
prior to treatment.

As is known, inflammation plays a
fundamental role in tumorigenesis [4]. Systemic
inflammation inhibits apoptosis, whereas it
stimulates tumor proliferation, invasion, and
angiogenesis [4]. Neutrophil, lymphocyte,
monocyte, platelet counts and their relationship
with each other are being used as systemic
inflammatory indicators. Several immuno-
inflammatory based prognostic indexes, such as
lymphocyte-monocyte ratio (LMR), neutrophil-
lymphocyte ratio (NLR), and platelet-
lymphocyte ratio (PLR) have been shown to
predict cancer recurrence in some solid tumors
as prognostic factors [4]. Systemic immune-
inflammation index (SII) is calculated by the
combination of platelet, neutrophil and
lymphocyte counts and reflects the balance
between the host's inflammatory-immune
condition. SIlI is a promising index for
hepatocellular carcinoma (HCC), gastric cancer
(GC), small-cell lung cancer (SCLC) and
prostate cancer [5,6]. However, there are few
data on the prognostic importance of Sl in EOC
[7]. Another marker, prognostic nutritional
index (PNI), reflects the nutritional condition of
the body as well as its immunological status and
is calculated by a formula based on serum
albumin concentration and lymphocyte count.
The prognostic and predictive value of PNI has
been demonstrated in some solid organ cancers,
such as non-small cell lung cancer (NSCLC),
HCC and GC, however there are limited number
studies on EOC [8-10]. The C-reactive protein
(CRP) to albumin ratio (CAR) is an immuno-
inflammatory indicator based on CRP and
albumin that have active roles in tumor
inflammation [11, 12]. CAR was initially
identified to be related to prognosis of sepsis
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[13]. Recently, the prognostic ability of CAR
has been demonstrated in HCC, GC and
esophageal carcinoma and high CAR values has
been associated with the poor prognosis of
patients [14-16]. However, the role of CAR in
EOC is still unclear [17]. Therefore, in this
investigation, we aimed to evaluate the
prognostic impact of pre-treatment SlI, PNI and
CAR in EOC patients.

METHODS

Two hundred seventy three patients followed up
for at least 6 months with the diagnosis of EOC
between 2001 and 2018 in our center were
included in the study. The files of the patients
were retrospectively reviewed. Patients with a
history of hematologic malignancy, active
inflammatory disease, autoimmune disease, or
history of another malignancy were excluded
from the study. In addition, patients without
CRP and albumin test results were excluded.
Clinical variables such as menopausal status,
age group, Eastern Cooperative Oncology
Group (ECOG) score, International Federation
of Gynecology and Obstetrics (FIGO) stage,
disease progression and laboratory results such
as neutrophil, albumin, CRP at the time of
diagnosis were derived from data registry
system. Pathological results such as subtype,
estrogen and progesterone receptor status, were
obtained from the pathology department data
registry.

Sl was obtained with the formula
"platelet (P) x neutrophil (N) / lymphocyte (L)"
and CAR values by using (CRP (mg/L) /
albiimin (g/dL)) formula. PNI results were
obtained using the formula '(10 x albumin (g /
dL) + (0.005 x total lymphocyte count)'.

All procedures performed in studies
involving human participants were in
accordance with the ethical standards of the
institutional and national research committee
and with the 1964 Declaration of Helsinki and
its later amendments or comparable ethical
standards. The study protocol was approved by
the local ethics committee.

Statistics

Overall survival (OS) was defined as the time
from diagnosis to death or the time from
diagnosis to last follow-up for living patients.
Progression-free survival (PFS) was defined as
the time from diagnosis to death or recurrence,
and the time from diagnosis to last follow-up for
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patients without recurrence. The association
among clinicopathologic characteristics, PFS
and OS was analysed using the Kaplan—Meier
curves and log-rank tests. The receiver
operating characteristic (ROC) curve analysis
was used to determine the best cut-off points for
parameters. Area under curve (AUC) values for
SI, PNI and CAR % 76, 79, 63 sensitivity and
% 69, 71, 61 specificity were found in ROC
analysis. The cut-off values for the highest
sensitivity, specificity for SIl, PNI, CAR were
1559, 42.1 and 3.11 respectively.

Cox regression analyses were used to
evaluate the prognostic value of SlI, PNI and
CAR adjusted by menopausal status, age group,
ECOG, histologic type of the EOC (serous,
mucinous, other) and stage. Hazard ratios and
95% confidence intervals (Cls) were estimated
with  Cox regression analysis. Statistical
analysis was performed with SPSS 21 (SPSS
IBM Corp. Armonk, NY, USA). p<0.05 was
considered as statistically significant.

Orginal Article

RESULTS

The median age of the 273 female patients
enrolled in the study was 56 (19-86) years,
including 79 (28.9%) premenopausal and 194
(71.1%) postmenopausal women. There were
42 (15.4%) patients with ECOG performance
status 0, 120 (44%) patients with I, 76 (27.8%)
patients with 1l and 35 (12.8%) patients with I11-
IV. The patients had serous (n=220: 80.6%),
mucinous (n=24: 8.8%) and other type (n=29
:10.6%) EOCs. The patients had undergone
curative surgery (n=176: 64.5%), debulking
surgery (n=44: 16.1%), only biopsy (n=53:
19.4%). Patients were in stages | (n=64: 23.4%),
Il (n=38: 13.9%), Il (n=89: 32.6 %), and IV
(n=82: 30%) according to FIGO staging system.
Sociodemographic  and  clinico-pathologic
characteristics of the patients are shown in
Table 1.

Table 1: Sociodemographic and clinico-
athologic characteristics of the patients

Parameters n/ (%)

Age <65 207 (75.8)
>65 66 (24.2)

Menop | Premenop | 79 (28.9)

ausal ausal

Status | Postmeno | 194 (71.1)
pausal

ECOG |0 42 (15.4)
| 120 (44)
1 76 (27.8)

404
"n-1v 35 (12.8)
Smoker | Yes 55 (20.1)
No 218 (79.9)
Type © Curative 176 (64.5)
Surgery Debulking | 44 (16.1)

Biopsy 53 (19.4)

Lymph Present 195 (71.4)
Node Absent 78 (28.6)
Dissection

Estrogen | Positive 204 (74.7)

Receptor | Negative 69 (25.3)
Positive 132 (48.4)

Progester | Negative | 141 (51.6)
one

Receptor

Epithelial | Serous 220 (80.6)

Histology | Mucinous | 24 (8.8)

Other 29 (10.6)
Yes 49 (17.9)
Platinum | No 195 (71.4)

Resistanc | Unknown | 29 (10.6)
e

I 64 (23.4)
FIGO 1 38 (13.9)
Stage i 89 (32.6)

v 82 (30)
Progressio| Yes 176 (64.5)

n No 97 (35.5)

Status Alive 144 (52.7)

Death 129 (47.3)

ECOG: Eastern Cooperative Oncology Group, FIGO:
International Federation of Gynecology and Obstetrics

The median period of follow-up was 39
(3-142) months while 176 (64.5%) cases
progressed and 129 (47.3%) patients died. At
the time of analysis, the median PFS and OS
were 24 and 53 months, respectively. According
to the age groups; There was a statistically
significant difference between <65 and >65
groups in terms of PFS (28 vs. 12, p < 0.001,
respectively) and OS times (63 vs. 26, p <
0.001, respectively). PFS / OS times in
premenopausal women were 63 / 102 months
which were longer relative to postmenopausal
(18 / 41 months) women with a statistically
significant intergroup difference (p < 0.001, p <
0.001). PFS/ OS were 36 /69, 28/72,20/ 36,
11 / 31 months in ECOG O, I, II, I11-1V groups
respectively, and the difference between the
groups was significant (p: 0.001, p < 0.001).
Overall and progression-free survival times for
clinicopathological parameters and SII, PNI,
CAR are shown in Table 2. According to the
epithelial subtype, the median PFS and OS
times for mucinous and other group were not

Adress for correspondence: Erzurum Atatiirk Universitesi, Yakutiye - Erzurum — Tiirkiye Uzm. Dr. Ali Yilmaz

e-mail: draliyilmaz-h@hotmail.com
Available at www.actaoncologicaturcica.com
Copyright ©Ankara Onkoloji Hastanesi


javascript:admin('emu.asp?pdir=aot&plng=tur&abstract_un=AOT-38981&postto=Mcorres&user_un=U-1347113984')
http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
TURCICA

: AOT| Orginal Article
reached, but there were a statistically significant
difference between the epithelial subtypes for
both PFS and OS (p < 0.001, p: 0.010). The
longest PFS / OS times (66 / 104 months) were
detected in stage I, followed by stages Il (46 /
102 months), Il (20 / 37 months), IV (8 / 21
months) , and these PFS and OS times were
significant (p < 0.001, p < 0.001).

The highest sensitive and specific cut
off values for SII, PNI and CAR were
determined with ROC analysis. Among the
prognostic parameters, the PNI has the highest
AUC (0.79). AUC values for SII (0.76) and
CAR (0.63) were found as indicated. Median
SIl, PNI and CAR are 1566.6, 42.5, 4.2
respectively. The cases with low SlI had longer
PFS (38 vs 18 months, p < 0.001) and OS (102
vs 32 months, p < 0.001) times when compared
to those with higher SII values. Patients with a
PNI score of > 42.1 had significantly longer
PFS / OS times (PFS: 41 vs. 18 months, p <

405

0.001, OS: 102 vs 30 months, p < 0.001) (Fig.
1). The cases with low CAR had longer PFS (36
vs 19 months, p < 0.001) and OS (49 vs 36
months, p < 0.001) times when compared to
those with higher CAR values. OS curves of Sll,
PNI, CAR are shown in Fig 2.

In the multivariate analysis FIGO stage
(HR: 1.773; 95% CI: 1.431-2.197; p < 0.001),
SII (HR: 1.607; 95% CI: 1.066-2.423; p: 0.024)
and PNI (HR: 0.551; 95% CI: 0.361-0.842; p:
0.006) were found to be independent prognostic
factors for OS. But multivariate analysis
showed that age (HR: 1.220; 95% CI: 0.817-
1.822; p: 0.331), menopausal status (HR: 1.171;
95% CI: 0.702-1.953; p: 0.545), ECOG (HR:
1.157; 95% CI: 0.934-1.433; p: 0.182),
epithelial histology (HR: 1.010; 95% CI: 0.688-
1.483; p: 0.958) and CAR (HR: 1.250; 95% ClI:
0.831-1.881; p: 0.283) were not associated with
OS (Table 3).

Table 2: Overall and progression-free survival times according to clinical-pathological parameters and,

Sll, PNI, CAR
Total Total PFS 0os
(n) (%)
Mean Median p Mean Median p
Age
<65 207 75.8 59.9 28 <0.001 76.3 63 <0.001
>65 66 24.2 30.1 12 46.1 26
Menopausal
Status
Premenopausal 79 28.9 78.8 63 <0.001 94 102 <0.001
Postmenopausal 194 71.1 39.9 18 55.8 41
ECOG
0 42 15.4 51.7 36 0.001 73.9 69 <0.001
I 120 44 64 28 817 72
Il 76 27.8 31.7 20 45.6 36
1ni-1v 35 12.8 21 11 36.1 31
Smoker
Yes 55 20.1 66.5 28 0.070 77.3 63 0.152
No 218 79.9 47.6 23 64.8 49
Estrogen
Receptor
Positive 204 74.7 63.7 27 0.116 67.6 60 0.943
Negative 69 253 47.3 23 65.7 49
Progesterone
Receptor
Positive 132 484 50.6 21 0.504 725 60 0.161
Negative 141 51.6 51.8 27 62.7 49
Epithelial
Histology
Serous 220 80.6 425 21 <0.001 61.3 45 0.010
Mucinous 24 8.8 62.5 nr 62.6 nr
Other 29 10.6 98.6 nr 104.8 nr
FIGO Stage
| 64 23.4 91.8 66 <0.001 93.5 104 <0.001
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I 38 13.9 815 46 90.2 102
I 89 32.6 28.5 20 47 37
v 82 30 15.5 8 38.1 21
Sl
<1559 136 49.8 67.5 38 <0.001 91.8 102 <0.001
>1559 137 50.2 37.9 18 50.2 32
PNI
<42.1 132 48.4 35 18 <0.001 46.7 30 <0.001
>42.1 141 51.6 69.2 41 92.8 102
CAR
<3.11 116 425 64.2 36 <0.001 88.3 49 <0.001
>3.11 157 57.5 411 19 51.7 36
Overall 273 100 51.5 24 67.9 53

Statistically significant p values are in bold (p < 0.05), nr: not reached, PFS: Progression-Free Survival, OS: Overall Survival,
ECOG: Eastern Cooperative Oncology Group, FIGO: International Federation of Gynecology and Obstetrics, SII:Systemic
Immune-Inflammation Index, PNI: Prognostic Nutritional Index, CAR: CRP /Albumin Ratio

Table 3: Univariate and multivariate analysis of
otential prognostic factors for overall survival

Parameters
Multivariate Univariate
HR p HR p
IAge (<65 vs >65)[2.084 <0.001 [1.220 0.331
(1.442- (0.817-
3.0122) 1.822)
Menopausal 2.494 <0.001 [1.171 0.545
Status (1.590- (0.702-
(pre vs post) 3.911) 1.953)
ECOG (0 vs | vs [1.530 <0.001 [1.157 0.182
I vs HI-1V) (1.260- (0.934-
1.858) 1.433)
Smoker 0.718 0.157 |
(0.453-
1.136)
Estrogen 1.014 0.943 |
Receptor (0.685-
1.501)
Progesterone 0.780 0.165 |-
Receptor (0.550-
1.108)
Epithelial 0.576 0.004 [1.010 0.958
Histology (0.397- (0.688-
(serous vs 0.836) 1.483)
mucinous vs
other)
FIGO Stage 2.118 <0.001 [1.773 <0.001
(1.747- (1.431-
2.567) 2.197)
Sl (<1559 vs  [2.677 <0.001 [1.607 0.024
>1559) (1.832- (1.066-
3.911) 2.423)
PNI (<42.1vs [0.321 <0.001 [0.551 0.006
>42.1) (0.219- (0.361-
0.469) 0.842)
CAR (<3.11vs [2.158 <0.001 [1.250 0.283
>3.11) (1.493- (0.831-
3.117) 1.881)

Statistically significant p values are in bold (p < 0.05) PFS:
Progression-Free Survival, OS: Overall Survival, ECOG:
Eastern  Cooperative  Oncology  Group, FIGO:
International Federation of Gynecology and Obstetrics,

SllI:Systemic

Immune-Inflammation  Index,  PNI:
Prognostic Nutritional Index, CAR: CRP/Albumin Ratio

Survival Functions Survival Functions

Survival Functions

Cum Survival
Cum Survival
s:

m— W e o wm wm wo We wm E 0 wm W
PFS (months) PFS (menths) PFS (months)

Fig 1: Kaplan-Meier PFS Curves for SII, PNI and CAR. SII:Systemic Immune-Inflammation
Index, PNT: Prognostic Nutritional Index, CAR: CRP /Albumin Ratio

Survival Functions.

Survival Functions

Cum Survival
Cum Survival

05 (months)

Fig 2: Kaplan-Meier OS Curves for ST, PNT and CAR. SIT
Index, PNI: Proguostic Nutriticnal Index, CAR: CRP /Afbumin Ratio

DISCUSSION

Recently, increasing amount of evidence
asserted that systemic inflammatory response
plays a critical role in the carcinogenesis and
increases the risk of tumor development,
triggers genetic mutations and promotes tumor
progression and metastasis [18]. These
evidence suggest that the inflammatory
parameters might be good predictors of
prognosis in cancer patients. Therefore, we
investigated to evaluate the prognostic
importance of inflammatory indices in EOC.
We found that stage, SII and PNI were
independent  prognostic factors in both
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univariate and multivariate analysis for OS but
CAR was only in univariate analysis. Our
results are important in predicting prognosis
and guiding the treatment strategy in EOC.

The  tumor  microenvironment
triggers  systemic inflammation  through
proinflammatory mediators. This condition
results in proliferation of tumor cells,
stimulation of angiogenesis and inhibition of
apoptosis. Neutrophils in peripheral blood are
indicators of both acute and chronic
inflammatory processes. Neutrophils not only
suppress the activity of Natural Killer cells and
lymphocytes, but also inactivate already
activated T cells, which is the basis for the
suppression of the immune system by
neutrophils. Besides, neutrophils also activate
oncogenic cytokines and chemokines such as
vascular endothelial growth factor, matrix
metalloproteinase-9, interleukin (IL)-1p, IL-12,
IL-6 and tumor necrosis factor (TNF) -a and
indirectly regulate the tumor microenvironment
to stimulate tumor growth [19]. On the other
hand, lymphocytes induce cytotoxic cell death
and play a critical role in clearing tumor cells by
inhibiting the proliferation of tumor cells.
Platelets can mediate the growth, survival and
spread of tumor cells into distant regions. It is
thought that they exert these functions by
increasing the synergistic effect between
TGFBl / Smad and NF-stress pathways,
providing epithelial-mesenchymal passage and
by protecting circulating tumor cells from
fragmentation stress in the circulation [20].

SIl is an index based on the
correlation of inflammatory markers including
platelets, neutrophils and lymphocytes. Sl is
calculated based on three inflammatory cell
types and may be a more sensitive marker
reflecting the host's inflammatory-immune
balance when compared with scorings assessed
by the ratio of two types of inflammatory cells,
such as NLR, LMR and PLR. Hu et al.
demonstrated that in patients diagnosed as HCC
with Sl scores over 330 had increased
recurrence and decreased survival rates [6]. In
two studies of lung cancer patients, SIl was
found to be an independent prognostic factor for
OS in 919 SCLC cases [5], whereas in 140
NSCLC cases SIl was found to be an
independent prognostic factor for both PFS and
0OS [21].
Yang et al. published a meta-analysis including
7196 patients and demonstrated that SII has
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prognostic significance for both PFS and OS in
various types of cancer including esophageal
carcinoma, gastric and renal cancer [22]. In a
study conducted with 375 patients with EOC,
the patients who received chemotherapy alone
in the first-line treatment were compared with
those who received bevacizumab in
combination with chemotherapy and Sl was
shown to be a predictor of bevacizumab
activity. In this study, it was shown that
receiving chemotherapy with bevacizumab in
patients with high SII (cut -off: 730) scores did
not provide survival advantage over
monotherapy [23]. Nie et al. found that high SII
(>612) was associated with PFS and OS in EOC
and found SII as an independent prognostic
factor for PFS/OS [7]. In our study, we showed
that patients with SII >1559 in EOC cases had
shorter PFS and OS similar to the results of
other studies. We found SIlI to be an
independent prognostic factor in multivariate
analysis for OS. However, there is limited data
on the importance of Sll in patients with EOC,
and these results should be confirmed with other
studies.

PNI is another inflammatory based
index reflects the nutritional and immunological
condition of the person in combination of
albumin and total lymphocyte counts. Albumin
synthesis is often used to assess the patient's
nutritional status and severity of the disease
because its levels decrease in cases of
malnutrition and inflammation [24]. In recent
years, PNI has been used as a prognostic and
predictive marker in various cancer types. In a
study of patients with colorectal cancer (CRC),
Mohri et al showed that the incidence of
postoperative complications increased while
survival rates decreased in patients with PNI
indexes lower than 45 [25]. In a meta-analysis
3203 GC patients, it was shown that the lower
PNI scores were associated with decreased OS
rates compared to those with higher PNI scores
[10]. The data on OC about PNI are limited.
Miao et al. found that patients with lower PNI
(<45) scores had shorter PFS and OS times in
344 patients with EOC [26]. In a study
conducted with 875 cases with high grade
serous OC, low PNI (cut- off: 45.45) was found
to be correlated with advanced stage, increased
CA125, widespread ascites, residual disease,
platinum resistance and decreased survival rates
[27]. In another study by Zhang et al, 237
patients with stage 111 OC, the lower PNI score
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(cut- off: 47.2) was shown to be a poor
prognostic factor for PFS and OS [28]. Similar
to previous studies, we found that in patients
with EOC, higher PNI scores had provided
significant advantage as for PFS and OS
compared to those with lower PNI scores. Both
univariate and multivariate analyses showed
that PNI was prognostic for OS.

Another inflammation-based marker
CAR, which is obtained from the ratio of CRP
and albumin, may reflect both the inflammatory
and nutritional status. As an acute phase
reactant CRP is one of the important markers of
inflammation and has a negative correlation
with albumin that reflects the nutritional status
of the host [29]. Recently, the CAR has been
used as a prognostic factor for many solid organ
malignancies such as gastric and pancreatic
cancer [13]. In a study of 240 patients with oral
squamous cell carcinoma, pre-treatment high
CAR (> 0.525) was shown to be poor prognostic
factor for OS and disease-free survival (DFS)
[13]. In a meta-analysis of approximately 3000
patients, in esophageal cancer, low CAR has
been shown to provide significant OS and DFS
advantage [11]. In another meta-analysis, 1942
patients with CRC were involved, and a high
pretreatment CAR was associated with poor
prognosis in CRC [30]. However, there are
limited studies investigating the predictive
importance of CAR in patients with OC. In only
one study, Liu et al. found that preoperative
CAR (cut-off: 0.68) was an independent
prognostic factor for OS in 200 patients with
OC. Additionally they demonstrated that CAR
shows superior prognostic ability compared to
the established inflammatory indices such as
glasgow prognostic score and PNI [17]. In our
study we showed that lower CAR (<3.11)
associated with longer PFS and OS in patients
with OC. However, in multivariate analysis we
found that CAR was not an independent
prognostic factor for OS. In addition, PNI had
the highest AUC (0.79) among the
inflammation-based indexes, unlike Liu et al.
Therefore, PNI was found as a superior
predictive factor than SIl and CAR for survival
in patients with EOC.

In this study, for the first time, the
prognostic  significance of the three
inflammatory indexes were evaluated all
together. Finally, SII and PNI, especially PNI,
are important markers for predicting survival
and determining treatment strategy in patients
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with EOC. However, we think it would be
beneficial to confirm these results with future
prospective studies.

There were several important
limitations to our study. Firstly, our study is a
retrospective trial. Secondly, there was no
healthy control group in our study.

CONCLUSION

EOC which is most common histologic type of
the OCs, is still an important cause of mortality
and morbidity. Therefore, it is important to
predict prognosis to determine treatment
strategies in EOC. Sl and PNI are independent
prognostic factors for OS in patients with EOC.
Moreover, compared to other inflammation
based indexes, PNI shows superior prognostic
ability. PNI is an easy and reproducible
biomarkers that can be used in routine practice.
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The Etiology of Acute Kidney Injury in Patient with Solid Tumor

Solid Tiumorli Hastalarda Bobrek Yetmezligi Nedenleri

ibrahim Yildirim, Esra Durmusoglu

Saglik Bilimleri Universitesi Tip Fakiiltesi, Dr. Abdurrahman Yurtaslan Ankara Onkoloji Suam, I¢ Hastaliklar
Ana Bilim Dal1.
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OZET
GIRIS ve AMAC: Kanserli hastalarda tiimériin kendisine ait ve tedavi iliskili bobrek yetmezligi gelisebilmektedir.
Onkolojik hasta popiilasyonunda giincel siiflama kriterleri ile akut bobrek yetmezligi epidemiyolojine iligkin
diizenli ve sistematik bilgilere ihtiya¢ vardir. Bu calisma kanser hastalarinda gelisen bobrek yetmezliklerini
etiyolojilerine gore simiflamak ve risk gruplarini belirlemek i¢in planlanmustir.
YONTEM ve GERECLER: Calismaya onkoloji servisine herhangi bir nedenle yatmis ve bobrek yetmezligi tespit
edilmis 100 hasta dahil edildi. Hastalarin verileri retrospektif olarak incelendi. Bobrek yetmezligi varligi RIFLE-
AKIN kriterlerine gore belirlendi ve hastalar prerenal, renal ve postrenal bobrek yetmezligi gruplarina ayrildi. Esik
eden hastaliklar ve bobrek yetmezliginin spesifik nedenleri bu ii¢ grup baz alinarak chi square istatistiksel yontemi
ile karsilastirildi.
BULGULAR: Solid tiimorlii hastalarda en sik bobrek yetmezligi tipi prerenal nedenlere bagliydi (%55). Prerenal
bobrek yetmezliginde en sik spesifik neden oral alim azlig1 ve gastrointestinal kayipti. Prerenal, renal ve postrenal
bobrek yetmezlik gruplar arasinda yas ortalamalar1 (p=0.256), cins (p=0.259), diyabetes mellitus (p=0.739),
hipertansiyon (p=0.789) sigara i¢cim (p=0.945) ve kemoterapétik ajan kullanip kullanmama (p=0.339) siklig1
acisindan 6nemli bir farklilik tespit edilmedi. Bu popiilasyonda iskemik akut tubiiler nekroz sikliginda bariz bir
artig gozlendi.
TARTISMA ve SONUC: Kanserli hastalarda bobrek yetmezligi gelisim nedenleri farklilik gosterebilir. Onkolojik
hasta popiilasyonunda bu nedenlerin iyi dokiimente edilmesi, kanserli hastalarin sagkalim siirelerini uzatabilir.
Geligsmekte olan {ilkelerdeki kanserli tiim hastalarda, bobrek yetmezIligi etiyolojisini giincel bilgilerle
degerlendirecek ¢ok merkezli prospektif ¢alismalara ihtiyag vardir.
Anahtar Kelimeler: akut bobrek yetmezligi, kemoterapi, kanser

ABSTRACT
INTRODUCTION: The aim of this study is to evaluate the etiology of renal failure in patients with solid tumor.
METHODS: The study was included 100 patients with acute renal failure. These patients were selected among
hospitalized patients with solid tumor in Dr. Abdurrahman Yurtaslan Ankara Oncology Education and Research
Hospital. The data of these patients were analyzed retrospectively. The presence of acute kidney injury was
determined according to RIFLE-AKIN criteria. The patients were retrospectively classified into the following 3
groups: Prerenal, renal and postrenal acute kidney injury (AKI) groups. In these groups, specific causes of renal
failure and comorbidities such as diabetes, coronary arteria disease etc. were compared using the chi square
statistical analyze.
RESULTS: The most common type of renal failure in patients with solid tumor was prerenal acute kKidney injury
(%55). The most common specific cause in all groups with prerenal AKI was inadequate oral intake and
gastrointestinal loss. No significant difference was detected in terms of the average age (p=0.256) and in terms of
frequency of sex, diabetes mellitus, hypertension, smoking, whether chemotherapeutic agents in three groups
(p=0.259, p=0.739, p=0.789, p=0.945, p=0.339). There was a marked increase in the frequency of ischemic acute
tubular necrosis in the study population.
DISCUSSION AND CONCLUSION: The causes of acute renal failure may differ from actuarial estimates in
patients with cancer. Complete documentation of these causes in this population with tumor may increase surveys
of these patients. In developing countries, multicenter prospective trials are needed to evaluate the etiology of all
renal failure in this population.
Keywords: acute kidney injury, chemotherapy, cancer

GIRIS azalmaktadir. Hasta i¢in en uygun ve en az zarar

verici etkiye sahip yaklagimlarla tedaviye olan
Giiniimiizde kanser iliskili 6lim oranlar1, yeni hasta uyumu eskiye nazaran artmaktadir.
ilaglarm  kullamma  girmesiyle  giderek Vaskiiler endotelyal biiylime faktor inhibitorleri
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gibi hedefe yonelik ajanlarin da kanser
kemoterapisine eklenmesi, kanserle
miicadeleye yeni bir boyut kazandirmistir.
Benzer olumlu gelismeler kemoterapotik
ilaglarin bulanti, kusma gibi diger sistemler
tizerinde istenmeyen etkilerin azaltilmasi
alaninda da olmustur. Bu olumlu gelismelerin
yani sira tetkik ve tedavi sirasinda kullanilan
ilaglarin hastalar iizerindeki olumsuz etkileri
halen devam etmektedir.

Hasta sagkalimi agisindan en onemli -
tedavi iligkili- yan etkilerden biri kanserli
hastalarda bobrek yetmezligi gelisimidir. Cogu
kanser tiplerinin ileri yas hastalarinda goriilmesi
de bdbrek yetmezligi gelisimini kolaylastiran
bir etkendir. Maligniteli hastalar ayni anda
birgok sistemle iliskili sorunlar1 barindirabilir
ve bu hastalarda bobrek yetmezliginin farkli
sebepleri olabilir (1). Intravaskiiler voliimiin
azalmasi, kemoterapotik ilaclarla beraber
analjezik gibi diger nefrotoksik ajanlarin
kullanilmasi, idrar yolu obstriiksiyonlari,
kanserin kendisine ya da diger komorbit
hastaliklara bagli bobrek tutulumlart bobrek
yetmezligi gelisimine zemin hazirlamaktadir.
Hastalarin yaglarimin ileri olmasi, daha 6nceden
bobrek hastaligi bulunmasi ilave risk faktorleri
arasindadir (1).

Genel popiilasyonda bdbrek yetmezligi
nedenleri iyi dokiimente edilmistir ve
gelismekte olan iilkelerde en sik etken olarak
prerenal faktorler gdsterilmistir (2). Hastaneye
yatan tiim hastalar i¢in ABY insidanst %1,9
olarak bildirilmistir (3). ABY olan ¢ogu hastada
da sepsis ve bobrek disinda multiorgan
tutulumu yapan sistemik bir problem rapor
edilmektedir. =~ ABY  gelisen  hastalarin
%7,5 unda renal replasman ihtiyact olmaktadir
ve ABY gelisen hastalarda mortalite oran1 %2,3
olarak hesaplanmistir (3). Son zamanlarda
yapilan diger arastirmalarda serum kreatinin
diizeyindeki 0,3 mg/dI’'lik artislarin  bile
diizeltilmis mortalite riskinde 6nemli artislara
yol a¢tig1 vurgulanmaktadir (4).

Onkolojik hasta popiilasyonunda ise ABY
epidemiyolojisine iligkin daha diizenli ve
sistematik bilgilere ihtiya¢ vardir. Bu hastalarda
sitotoksik ilaclara bagl nefrotoksisite onemli
bir bobrek yetmezligi nedeni gibi goziikse de
bobrek yetmezliginin diger nedenleri ¢ok
irdelenmemistir ve yeni kemoterap6tik
ajanlarin  bobrek yetmezligine etkisi de az
bilinmektedir. Bu ¢alisma, solid organ kanserli
ve tibbi onkoloji takipli hastalarda bdbrek
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yetmezligi gelisme sikligi, siddeti, bobrek
yetmezligi gelisim nedenleri ve bobrek
yetmezliginin akibetinin arastirilmas1 igin
tasarlanmistir.

YONTEM VE GERECLER

Calisma  01.04.2019-27.12.2019 tarihleri
arasinda Saglik Bilimleri Universitesi Dr.
Abdurrahman  Yurtaslan Ankara Onkoloji
Saghk Uygulama ve Arastirma Merkezi Ig
Hastaliklar1 Tibbi Onkoloji servisine herhangi
bir nedenle yatirilan kanser hastalarinin verileri
retrospektif incelenerek yapildi. Kontrollerde
serum kreatinin degeri bazal degerinden 0,3
mg/dl veya daha fazla yiikselen hastalar akut
bobrek yetmezligi kabul edilerek calismaya
dahil edildi. Calismaya alinan hastalarin tiim
hastane bagvuru kayitlari, ilk teshis ve tedavi
zamanina kadar geriye doniik olarak incelendi.
Bobrek  yetmezligi nedeni tam  olarak
belirlenemeyen hastalar ¢alisma dis1 birakildi.
Hastalarin yasi, cinsiyeti, onkoloji boliimiine
bagvuru  gerekgeleri, tanilari, komorbit
hastaliklari, tedavileri, serum  kreatinin
degerleri, tam idrar analizi, renal ultrason
raporlart ile kemoterapi kiir ve tarihleri,
hospitalizasyon nedenleri kaydedildi.

Hastalar bobrek  yetmezligi  gelisim
nedenlerine gore; prerenal, renal ve postrenal
olmak iizere 3 alt gruba ayrildi. Bobrek
yetmezligi evrelemesi i¢in DOQI (Dialysis
Outcome  Qualty Index) simiflandirmasi
kullanildi. Bobrek yetmezligi gelisen kanser
hastalari, kolorektal kanserler, meme kanserleri
gibi tlimoriin orjin aldig1 dokuya gore gruplara
ayrildi ve bu gruplarda bobrek yetmezlik
nedenleri incelendi. Yine bu hastalar aldiklar
kemoterapdtik ilaglara gore nefrotoksik oldugu
bilinen kemoterapétik kullanan ve nefrotoksik
olmayan ilaglar1 kullananlar ve heniiz
kemoterapi almamis olanlar diye ii¢ gruba
boliindii ve tedavi ajanlarmin hangi tiirden
bobrek yetmezligi yaptigina bakildi.

Hastalarin maligniteye yonelik tedavi alma
durumlar1  ise; tam1 konulduktan sonra
kemoterapi, radyoterapi veya hedefe yonelik
ajan kullanip da tedavisi 3 aydan uzun siire 6nce
kesilenler “6nceden tedavi almig olanlar”, halen
kemoterapisi devam ederken bobrek yetmezligi
geligenler “aktif kemoterapi alanlar” ve heniiz
kemoterapi ya da radyoterapi almamig olanlar
ise “Onceden tedavi almamis olanlar” seklinde
siniflandirildi.
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istatistiksel Yontem

Iki grup arasindaki farkliliklar ~ siirekli
degiskenlerde; Mann-Whitney U  Testi,
kategorik degiskenlerde ise Ki-kare testi ile
degerlendirildi. P<0.05'ten kiiciikk degerler
istatistiksel olarak anlamli kabul edildi. Tim
analizler SPSS yazilimi ile yapild1 (Versiyon
23.0).

SONUCLAR

Caligma tibbi onkoloji polikliniklerine bagvuran
toplam 1675 hastanin verileri incelenerek
bobrek yetmezligi gelistigi saptanan 100 hasta
ile tamamlandi.

Bobrek yetmezligi gelisen bu
poplilasyonda en sik erkeklerde sirasiyla
akciger, mide, kolon, kadinlarda ise sirasiyla
meme, over ve kolon kanseri vardi. Dagilimlar
sekil 1 de gosterilmis, sikliklar ise tablo 1 de
verilmigtir. Kemik ve bag doku tiimorleri,
mesane tiimorleri, noéroendokrin tiimdrleri,
primeri bilinmeyen tiimdrler, bas, boyun ve
beyin tlimorleri, mezotelyama sayica az oldugu
icin tabloda gosterilmemis ve istatistiksel
degerlendirilmeye alinmamustir.

Hastalarin yas ortalamasi 60,89 (£13,018)
idi ve 74 tanesi erkek (%74), 26 tanesi kadindi
(%26).

Caligmaya dahil edilen kanser hastalarinin
55 tanesinde (%55) prerenal nedenlere bagli, 37
(%37) tanesinde renal nedenlere bagli, 8 (%8)
tanesinde de postrenal nedenlere bagli bobrek
yetmezligi  gelismisti. Yas  ortalamalan
acisindan bu ii¢ grup arasinda bir fark yoktu
(p=0.256), cins agisindan da anlamli bir
farkliliga rastlanmadi (p=0.259). Katilimcilarin
23 tanesinde diyabetes mellitus (DM), 36
tanesinde hipertansiyon (HT), 20 tanesinde
koroner arter hastaligt (KAH) oykisi, 47
tanesinde sigara i¢imi Oykisii vardi. 13 tane
hasta ise hastaligin baslamasindan en az 5 yil
Once sigara i¢mesini birakmigti. Bobrek
yetmezligi alt tipine gore prerenal, renal yada
postrenal bobrek yetmezligi gelisen gruplarda;
DM (p=0.739), HT (p=0.789), sigara igimi
(p=0.945), oOnceden bobrek  yetmezligi
(p=0.,735), ultrason  veya  tomografi
goriintiileme tetkiklerinde renal parankimal
hastalik (p=0.432) ve nefrotoksik oldugu
bilinen kemoterapatik ajan kullanma (p=0.339)
siklig1 agisindan 6nemli bir farklilik yoktu.

412

Akciger, meme, over, mide ve kolorektal
kanserli hastalarda prerenal, renal ya da
postrenal akut bdbrek yetmezligi (ABY)
gelisme oranlar1 karsilastirildi. Siklik agisindan
bu kanser gruplari arasinda bir fark saptanmadi
(p=0,562). Bu oranlar tablo 2’de gosterilmistir.
Calisma popiilasyonundaki kolorektal,
pankreas, meme ve over kanserli hastalarin
hi¢birinde postrenal ABY gozlenmedi. Renal
nedenler en sik diger basligi altinda kalan
primeri bilinmeyen kanserler, mesane, kemik ve
bag dokusundan orjin alan gibi kanserlerde
gozlendi. Ancak bu hastalarin sayilar1t ¢ok
diisiik oldugu igin istatistiksel olarak bir analiz
yapilmadi.

22 hastada heniiz bir kemoterapi
baglanmadan bobrek yetmezligi tespit edildi.
Tedavi planlanmig ama heniiz kemoterapi
baslanmamig hastalar ile onceden kemoterapi
almis hastalar arasinda bobrek yetmezligi
gelisim tipi agisindan bir fark tespit edilmedi
(p=0.097).

Bobrek yetmezligi nedeniyle diyaliz
ihtiyac1 olan hasta sayis1 ii¢ taneydi. iki
tanesinde kalici diyaliz ihtiyact olmamisti.
Hemodiyalize devam eden bir hasta vardi o da
hastalifin erken doneminde diyaliz hastasi
olmustu. Prerenal bdbrek yetmezliklerinin
tamami diizelmisti. Calisma hastalarinin 12
tanesinin eks oldugu gozlendi. Bunlardan 6
tanesi prerenal, 6 tanesi de renal nedenlerle
bobrek yetmezligine girmisti. Sepsis nedeni ile
6len 4 hastada bobrek yetmezliginin evresi daha
ileri idi.

KADIN CiNS ERKEK CiNS

'

Sekil 1: Bobrek yetmezligi gelisen solid organ
timorlil hastalardaki timdor dagilim grafigi

Tablo 1: Bobrek yetmezligi gelisen solid organ
timorlil hastalardaki timor dagilim yiizdeleri

KADIN (n=26) SIKLIK (%) ERKEK (n=74 SIKLIK (%)
Meme malign neoplazm 22 Akeiger malign neoplazmi 23
Over malign neoplazm 16 Mide malign neoplazm 17
Kolon malign neoplazmi Kolon malign neoplazmi 10
Mide M 8 Rektum s 8
Rektu plazmi 6 Babrek 7
5

azmi
gn neoplazmi
1 sekonder neoplazim 4
lazimi 3

Serviks malign neoplazmi s Pank

Pankreas malign neoplazmy 4 Kara

Uteri malign neoplazimi 4 Prostat malign neoj
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Tablo 2: Sik goriilen kanserlerde gelisen
bobrek yetmezligi tipi oranlar1

AKCIGER MIDE KOLON PANKREAS REKTUM MEME OVER

Orginal Article

PRERENAL (%} 76 56 73 63 57 80 100
RENAL (%) 18 31 27 37 43 20 0
POSTRENAL (%) 6 13 0 0 0 4] [+]
Toplam Hasta (n) 17 16 1 8 7 5 3

Tablo 3: Solit organ timorlii hastalarda akut
bobrek yetmezligi nedenleri

n Yizde

PRERENAL NEDENLER
Volim Kaybi
Oral alim azhigi
GIS ile kayip

[
NS
=
FNES

Uglincii bosluga kayip 5 5
Renal yolla kayip 4 4
Venooklusiv Hastallk 4 4
RENAL NEDENLER
Toksik ATN
Nefrotoksik kentrast alimi 12 12
Nefrotoksik antibiyotik alimi 3 3
Nefrotoksik kemoterapotik 5 5
ajan
Iskemik ATN 9 9
Sepsis 6 6
POSTRENAL NEDENLER
Hidronefroz 8 8
Retroperitoneal fibrozis 0 a
B tabloda sadece gohgma hastalarmde giizlenen akut bibrek yetme=hgi nedenler yer almaktadir.

TARTISMA

Onkolojik hasta popiilasyonunda geriye doniik
olarak  gerceklestirilen ¢aligmamiz, tim
nedenlere bagl bobrek yetmezligi gelisen 100
hastanin  verileri incelenerek tamamlandi.
Calismaya dahil edilen hastalarda en sik goriilen
kanser tiirleri sirasiyla akciger, kolon ve meme
kanseri idi ve katilimeilarin %74’ erkekti. Bu
caligmada erkek cinsiyet oram1  diger
calismalarda belirtilenlerden fazlaydi.
Hastalarimizda gelisen en sik bobrek yetmezligi
nedeni ise prerenal nedenlere bagliydi.
Calismamiz  kesitsel bir ¢alisma olarak
yapilandirildigindan ve 6rneklemlerin 6zel bir
popiilasyondan alinmasindan dolay1r komorbit
hastalik oranlari, hastaliklarin cinsiyete gore
dagilimlari, malign hastalik sikliklar1 genel
popiilasyonla farklilik gosteriyordu. Nitekim
iilkemizde 2012 yili verilerine gore kanser
insidans1 100000°de erkeklerde 277, kadinlarda
188, ortalama 233 olarak bildirilmektedir
(URL-1,2016.  http://turkkanser.org.tr/news).
Hasta popiilasyonunun tiimor tiplerine gore
dagilimma bakildiginda en sik goriilen 3 kanser
tipi gelismis iilkelerde erkeklerde sirasiyla
akciger-brong-trakea, prostat, kolorektal,
kadinlarda meme, kolorektal, akciger-brons-
trakea kanserleri, az gelismis {ilkelerde ise
erkeklerde akciger-brons-trakea,  karaciger,
mide, kadinlarda meme, akciger-brong-trakea,
serviks uteri kanserleridir (https://gco.iarc.fr).
Tirkiye’deki kanser verilerinde erkeklerde
sirasiyla akciger-brons-trakea, prostat,
kolorektal, kadinlarda meme, tiorid, kolorektal
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kanserler ilk {i¢  swray1  almaktadir
(http://turkkanser.org.tr/). Caligmamiza dahil
edilen kanserli hastalarin yas ortalamasi diger
literatlir  bilgileriyle (60+12) uyusuyordu
(https://hsgm.saglik.gov.tr/tr/kanser-
istatistikleri/yillar/2014).

Genel popiilasyonda ABY nedenleri iyi
irdelenmis ve dokiimente edilmistir. Ancak
ABY epidemiyolojisi ile ilgili detayl
calismalarin ¢ogu gelismis ilkelerde ve yeni
akut bobrek hasari tanim kriterlerinden 6nce
yapilmistir. Gelismis iilkelerde yapilan yakin
bir calismada, mevcut hastaliklarinin kanser
olup olmamasina bakilmaksizin hastaneye
ABY ile yatirilan hastalarda en sik ABY nedeni
olarak akut tubiiler nekroz (ATN) ve prerenal
hastalik bildirilmistir (5). Ispanya’da yapilan
748 bobrek yetmezlikli hastalarda bu
aragtirmada 13 tane {igiincli basamak hastane
merkezindeki datalar incelenmis ve ABY ’nin
en sik nedeni %45’lik bir oranla ATN olarak
saptanmistir (5). Prerenal nedenler %21’°lik
oranla ikinci siray1 almistir. Ayni makalede
obstrikktif ~ nefropatilerin orani %10,
glomeriilonefritler veya vaskiilitlerin oran1 %4,
akut interstisyel nefritler %2 ve ateroemboli %1
olarak rapor edilmistir. %13 oraninda ise kronik
bobrek yetmezligi (KBY) zemininde gelisen
ATN ve prerenal hastalik birlikteligine
rastlanmigtir (5). Yogun bakim iinitelerinde
yapilan ¢aligmalarda bu oranlar farklilik
gostermektedir ve ATN siklig1 %70’lere kadar
yiikselmektedir (6). Az gelismis {ilkelerde
yapilan ¢alismalarda prerenal nedenli ABY tiim
ABY nedenleri arasinda ilk siradadir (2).

Onkolojik hasta popiilasyonunda yapilan
caligmalarda ise bobrek yetmezligi oranlart su
sekildedir;  kanser  nedeniyle  sistemik
kemoterapi alan 163,071 hastalik bir ¢aligmada
hospitalize edilen hastalarin 1/10’unda bdbrek
yetmezligi tespit edilmistir (7) 5 yillik takipte
ABY insidans1 en yilksek olan kanserler
multiple myelom (%26), mesane (%19), 16semi
(%15) ve bobrek kanserleri olarak bildirilmistir
(https://www.uptodate.com). Sistemik tedaviyi
izleyen 90 giinliik periyotta ileri evre kanser,
zeminde KBY olmasi ve DM birlikteligi ABY
riskini artirict etmenler olarak izlenmistir (7).
Diger ¢alismalarda kritik hastalarda, (8)
nefrektomi gegiren bobrek timdrli hastalarda
ABY riskinin arttig1 gosterilmistir (9) Ancak bu
calismalarin higbirinde bobrek yetmezligi alt
grup analizleri yapilmamistir. Yaptigimiz
caligmada biz onkolojik hastalarda bobrek
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yetmezligi gelisme sikligmi %15 olarak
saptadik. Toplam 55 hastada prerenal, 37
hastada renal, 8 hastada postrenal nedenlere
bagli ABY gelismisti. Daha detayl1 datalar tablo
3’de verilmistir. Bu oranlar gelismekte olan
tilke profiline daha ¢ok uymaktadir. Gelismis
iilkelerde genel popiilasyonda ABY en sik renal
nedenlere baglidir (5).

Onkolojik hastalarda vurgulanan diger bir
konu da kemoterapétik ajanlarin neden oldugu
bobrek yetmezlikleridir. Klinik olarak bobrek
yetmezligi asemptomatik kreatinin
yiiksekliginden renal replasman tedavisine
kadar gidebilen bir siireci igerebilir.
Kemoterapotik ajanlar hem prerenal hem de
renal nedenlerle ABY’e neden olabilir. Renal
nedenler daha ¢ok tubiiler toksik etkiye baglidir
ve platin bazli kemoterapotik ilaglarla daha sik
goriilmektedir. Calismamizda kontrast ile
gelisen  nefropatilerin ~ diger  nefrotoksik
ajanlarla gelisen renal bobrek yetmezliklerini
geride biraktigi  gozlenmistir. Renal doz
ayarlamalari ve daha az toksik
kemoterapdtiklerin secilmesi ile bu ajanlarin
nefrotoksik etkilerinden kaginilmasina olanak
saglamistir. Ama kontrasth goriintiilemelerin bu
tarzda fazla alternatifleri bulunmamasi ve
siklikla ayni hastalarda miikerrer kontrasth
tetkiklerin  gerekliligi  kontrast nefropati
sikliginin yiiksek kalmasina neden olmustur.

Birgok gozlemsel calismada ABY gelisen
kanserli hastalarda 6zellikle de renal replasman
tedavisi gerekenlerde mortalite riski ABY
gelismeyen kanser hastalarina gore daha yiiksek
bulunmustur (6, 8, 10) KBY, kanser tedavisinin
ve kanserin kendisinin sik gdriilen  bir
komplikasyonudur. 4077 hastalik prospektif bir
calismada onkolojik hastalarin %30’ unda eGFR
45-59 mL/dak/1,73 m? %8,3’iinde de 45
mL/dak/1,73 m? altinda tespit edilmistir (11)
KBY mevcudiyetinin kanser hastalarinda 6liim
oraninin artirtp artirmadig tartismahidir (12).
Bu c¢alismada prerenal nedenlere bagli ABY
gelisen 5 hasta, renal nedenlere bagli gelisen
ABY 5 hasta yagamini yitirmistir. Bu oranlar
renal nedenlere bagl mortalitenin daha fazla
olabilecegini akla getirmektedir.

Sonu¢ olarak onkolojik hastalarda da
bobrek yetmezligi gelisimi mortalite oranini
yiikseltmektedir ve Onlenebilir sebepleri tespit
etmek bu hastalarin daha uzun yasamalarim
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saglayabilir. Prerenal ve postrenal nedenleri iyi
irdelemek ve saptamak ve bunlar1 diizeltmek
iizerinde durulmasi gereken iki biiyiik konu gibi
durmaktadir. Genel popiilasyon calismalarinda
daha diisiik olan iskemik ATN gelisme siklig1
bizim c¢alismamizda daha yiiksek oranda
gbzlenmistir.

Conflict of interest:None
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Evaluation Of Endoscopic Retrograde Cholangiopancreatography
Procedures: A Retrospective Study

Endoskopik Retrograd Kolanjiyopankreatografi islemlerinin
Degerlendirilmesi: Retrospektif Bir Calisma

Onur Can Kiling?, Nihat Okcu?

lHaymana Devlet Hastanesi, i¢c Hastaliklari, Ankara, Tiirkiye
2Medipol Universitesi Pendik Hastanesi, Gastroenteroloji, istanbul, Tarkiye

Dergiye Ulagsma Tarihi: 25.06.2020 Dergiye Kabul Tarihi: 26.08.2020 Doi: 10.5505/a0t.2020.67944

OZET
GIRIS ve AMAGC: Endoskopik retrograd kolanjiyopankreatografi (ERCP) pankreatikobiliyer hastaliklarin tani ve
tedavisinde 6nemli bir ydntemdir. Bu ¢alismada ERCP sonuglarinin, islem sirasinda yapilan midahalelerin, igslem
sonrasi gelisen komplikasyonlarin ve ERCP sirasinda yapilan muidahaleler ile komplikasyonlar arasindaki
iliskilerin degerlendirilmesi amaglanmistir.
YONTEM ve GERECLER: Calismaya 574 hastaya yapilan 774 ERCP iglemi dahil edilmis ve vakalar retrospektif
olarak incelenmigtir.
BULGULAR: Endoskopik kaniilizasyon %88,4 vakada basariliydi. Islem sonrasi en ¢ok rapor edilen sonuglar
siraslyla koledokolitiyazis (%39,5), koledokta darlik (%22) ve mikrolitiyazis (%20,9) idi. islem sonrasi klinik olarak
anlamli komplikasyon goriilme orani toplamda %14,8 idi. Pankreatit %9,8, klinik olarak anlamli kanama %4,
kardiyopulmoner komplikasyonlar ise %1,9 oraninda goriildi. Mortalite orani %0,9 olarak bulundu. Basarisiz
kanilizasyon sonucuna sahip vakalarda daha sik én kesi yapildigi tespit edildi (p=0,000). On kesi yapilan
vakalarda kanama ve pankreatit komplikasyonlari daha sik tespit edildi (p=0,009; p=0,007). Pankreatik stent
uygulanan vakalarda pankreatit komplikasyonu daha sik tespit edildi (p=0,001).
TARTISMA ve SONUC: Post-ERCP pankreatit ve kanama riskini azaltmak adina 6n kesi islemlinden mimkiin
oldukga kaginilmasi; basarisiz kanilizasyon halinde papillay! daha fazla travmatize etmek yerine islemin sonraki
bir seansa ertelenmesi; PEP riskini azaltmak amaci ile pankreatik stent takilmasi isleminin ise sadece bu konuda
cok deneyimli merkezlerce gergeklestiriimesi uygun olacaktir.
Anahtar Kelimeler: endoskopik retrograd kolanjiyopankreatografi, sonuglar, komplikasyonlar, pankreatit,
profilaktik stentleme

ABSTRACT
INTRODUCTION: Endoscopic retrograde cholangiopancreatography (ERCP) is an important procedure in
diagnosis and treatment of pancreaticobiliary diseases. In this study we aimed to evaluate outcomes, procedural
interventions, complications and relations between procedural interventions and complications of ERCP
procedures.
METHODS: A total of 774 ERCP procedures performed on 574 patients were included and investigated
retrospectively in this study.
RESULTS: Endoscopic cannulation was successful in 88.4% of the cases. The most reported outcomes were
choledocholithiasis (39.5%), stenosis in the common bile duct (22%) and microlithiasis (20.9%). The incidence of
clinically significant procedure related complications was 14.8% in total. Pancreatitis was observed in 9.8% of the
cases, clinically significant bleeding was observed in 4% of the cases, and cardiopulmonary complications were
observed in 1.9% of the cases. The mortality rate was found to be 0.9%. Pre-cut sphincterotomy technique was
found to be more frequently applied in failed cannulation cases (p=0.000). Post-ERCP bleeding and pancreatitis
were observed more frequently in cases which pre-cut sphincterotomy technique was applied (p=0.009; p=0.007).
Post-ERCP pancreatitis was found to be more frequent in cases which pancreatic stent implantation was
performed (p=0.001).
DISCUSSION AND CONCLUSION: It would be appropriate to avoid pre-cut sphincterotomy as much as possible
in order to reduce the risk of post-ERCP pancreatitis and bleeding; to postpone the procedure to a latter session
in case of failed cannulation instead of traumatizing the papilla further; and prophylactic pancreatic stenting
should only be performed in highly experienced centers.
Keywords: endoscopic retrograde cholangiopancreatography, outcome, complications, pancreatitis, prophylactic
stenting
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INTRODUCTION

Since its first description in 1968 by
McCune et al, endoscopic retrograde
cholangiopancreatography (ERCP) has become
an important and widely used procedure in
diagnosis and treatment of pancreaticobiliary
diseases (1, 2). With the introduction of
endoscopic  sphincterotomy  in 1974,
therapeutic use of ERCP has increased (2, 3).
Over the years, ERCP has become more of a
treatment method than a diagnostic method (4).
Approximately 500,000 ERCP procedures are
performed annually in the United States, with
complications ranging from 4% to 10% and
mortality ranging from 0.05% to 1%. Since
ERCP is a complicated endoscopic procedure
with possible serious complications, purely
diagnostic ERCP procedures are now less
preferred and has been replaced by less or non-
invasive  diagnostic methods such as
endoscopic ultrasonography (EUS) and MR
cholangiopancreatography ~ (MRCP) (5).
Although it has higher morbidity and mortality
rates compared to other endoscopic
procedures, it is possible to accept ERCP a
safer procedure compared to surgery.

ERCP can be used in diagnosis and
treatment of diseases of the bile duct,
pancreatic diseases and ampullary tumors. One
of the most common indication of ERCP is
choledocholithiasis, which is the most common
cause of biliary obstructions. Even though
small stones may occasionally be missed, the
sensitivity and the specificity of ERCP for
detecting common duct stones is over 95%.
Endoscopic  sphincterotomy and  stone
extraction is highly successful in these cases in
experienced centers (2).

Post-ERCP  complications  include
post-ERCP  pancreatitis (PEP), bleeding,
perforation, infectious complications such as
cholangitis and cholecystitis, cardiopulmonary
complications, death and other rare
complications such as pneumothorax, contrast
allergy and post-sphincterotomy stenosis. PEP
is the most common serious post-ERCP
complication and is estimated to result in costs
exceeding 150 million dollars in the United
States annually. With appropriate patient
selection, incidence of PEP may decrease. EUS
and MRCP are almost equal in detection of
pancreaticobiliary diseases such as
choledocholithiasis and do not possess the risk
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of PEP. Therefore it would be appropriate to
perform ERCP only if the possibility of
therapeutic intervention is high (6).

MATERIALS AND METHODS

A total of 774 ERCP procedures
performed on 574 patients between January
2013 and December 2015 in Endoscopy Unit
of Gastroenterology Clinic of [Hidden for
Blind Review] University Faculty of Medicine
Department of Internal Medicine were
included in our study. The demographic
characteristics  of  patients;  outcomes,
procedural interventions, complications and
relations between procedural interventions and
complications of ERCP procedures were
investigated. This study was approved by the
Clinical Research Ethics Committee of
[Hidden for Blind Review] University Faculty
of Medicine (No: 2016/6-21) and complies
with research and publication ethics.

Complications were mostly defined
according to consensus criteria (7). Pancreatitis
is defined as new or worsened abdominal pain
(clinical pancreatitis) with an increase in serum
amylase to more than 3 times the upper limit of
normal at more than 24 hours after the
procedure that required admission or
prolonged the planned admission to at least 2
days. The patient was not accepted as PEP in
cases where amylase was already elevated at
the admission and this elevation continued
after the procedure. Pancreatitis is graded mild
if it required 2 to 3 days of hospitalization;
moderate if it required 4 to 10 days of
hospitalization; and severe if it required more
than 10 days of hospitalization, or if
hemorrhagic pancreatitis, abscess, phlegmon or
pseudocyst  developed, or necessitated
percutaneous or surgical intervention, or
contributed to death. Bleeding is defined as a
drop in hemoglobin concentration of at least 2
g/dL or the need for a blood transfusion within
14 days after the procedure. Clinical findings
of the bleeding (such as hematemesis or
melena) were not considered for the definition.
Bleeding is graded mild (clinically
insignificant) if there was no need for a
transfusion, moderate if 4 or less transfusions
were given, and severe if 5 or more
transfusions were given or necessitated
angiographic intervention or surgery, or
contributed to death. Solely endoscopically
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(clinically insignificant).
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Statistical Analysis

Statistical analysis of the data was
performed using the IBM SPSS Statistics for
Windows, Version 21 (Armonk, NY: IBM
Corp). Continuous data were presented as
mean (£standard deviation) and the categorical
data were presented as frequency and
percentage (n, %). Pearson's chi-square test
and Fisher’s exact test was used to compare
groups. Bonferroni correction is applied for
more than two group comparisons. P values
smaller than 0.05 were considered as
statistically significant.

RESULTS

The mean age of the cases was 59.63 £
18.07. The youngest patient was 15 years old
and the oldest patient was 96 years old at the
time of the procedure. 56.2% of the cases (435
cases) were female patients.

Cases were divided into three groups
according to patient age; <40 years old, 41 to
59 years old, and >60 years old. There were
145 cases (18.7%) in the age group of 40 years
and below, 192 cases (24.8%) in the age group
of 41 to 59 years, and 437 cases (56.5%) in the
age group of 60 years and above.

ERCP was performed only once in 451
(78.6%) of 574 patients who underwent ERCP,
and 123 (21.4%) patients had more than one
ERCP.

Papillary biopsy was performed in 34
cases (4.4%). Pre-cut sphincterotomy was
performed in 54 cases (7%), biliary
sphincterotomy was performed in 365 cases
(47.2%), and in 36 cases (4.7%) previously
existing biliary sphincterotomy was expanded.
Pancreatic sphincterotomy was performed in 5
cases (0.6%). Lithotripsy was performed in 20
cases (2.6%). Biliary stent implantation was
performed in 282 cases (36.4%) and pancreatic
stent implantation was performed in 10 cases
(1.3%).

Only single outcome was reported in
721 cases, and in the remaining 53 cases two
or three outcomes were reported (e.g.
“papillary tumor + choledocholithiasis”™).
Endoscopic cannulation was successful in 684
cases (88.4%). Only 24 cases (3.1%) were
reported to be normal; the remaining 750 cases
were reported to have at least one pathologic
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outcome. The most reported outcomes were
choledocholithiasis, stenosis in the common
bile duct, and microlithiasis. Outcomes of
ERCP was shown in Table 1.

Table 1. Outcomes of ERCP

n %
Choledocholithiasis 306 395
Stenosis in the common bile duct 170 22
- Stenosis in the distal part of common bile duct 90 11,6
- Stenosts in the middle part of commeon bile duct 30 3.9
- Stenosis in the proximal part of common bile duct 17 22
- Stenosis in the hilar part of common bile duct 32 4.1
- Multiple stenosis in the common bile duct 1 0.1
Microlithiasis 162 209
Failed cannulation L) 11,6
Papillary tumor 30 39
Normal 24 3.1
Contrast leakage 10 13
Cheledochal cyst 6 0.8
Stenosis in intrahepatic bile ducts 5 0.6
Other 27 3,5

No procedure related complication was
seen in 571 cases (73.8%), and in the
remaining 203 cases (26.2%) at least one
procedure related complication (clinically
significant and insignificant in total) was seen.
Of these 203 cases, only single complication
was seen in 171 cases, and in the remaining 32
cases two, three or four complications were
seen simultaneously. The most seen procedure
related complications was bleeding with 119
cases (15.4%), although 4% were clinically
significant and 11.4% were clinically
insignificant. The second one was pancreatitis
and the third one was cardiopulmonary
complications. The mortality rate was found to
be 0.9% (7 cases). The cause of death was
pancreatitis in two cases, bleeding in two
cases, cholangiosepsis in two cases, and
cardiopulmonary in one case. Complications of
ERCP was shown in Table 2.

When the outcomes of ERCP were
evaluated according to gender, stenosis in the
distal part of the common bile duct was found
to be significantly more frequent in males
(p=0.004), and papilla tumor was found to be
significantly more frequent in females
(p=0.002). Apart from these two outcomes, no
significant difference was found between
genders.

When the complications of ERCP were
evaluated according to gender, no significant
difference was found between genders.

When the outcomes of ERCP were
evaluated according to age groups, failed
cannulation (p=0.004) and stenosis in the distal
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part of the common bile duct (p=0.017) were
found to be significantly less frequent in the
age group of 40 years and below.
Microlithiasis was found to be significantly
more frequent in the group of 40 years and
below compared to the group of 60 years and
above (p=0.004). Normal outcome was found
to be significantly more frequent in the group
of 41-59 years old compared to the group of 60
years and above (p=0.004). Papillary tumor
was found to be significantly more frequent in
the group of 60 years and above compared to
the group of 40 years and below (p=0.005).
Apart from these outcomes, no significant
difference was found between age groups.

Orginal Article

Table 2. Complications of ERCP

n %
Bleeding, 119 154
- Mild (Clinically insignificant) 88 114
- Moderate 28 3.6
- Severe 3 04
Pancreatitis 76 928
- Mild 42 5.4
- Moderate 30 39
- Severe 4 0.5
Cardiopulmonary 15 19
Cholangitis 13 1.7

Death

Cholecystitis

Perforation

Stone impaction

Biloma

—- =] W w| w| o
=3
e

Pancreatic abscess

When the complications of ERCP were
evaluated according to age groups, pancreatitis
was found to be significantly more frequent in
the group of 41-59 years old compared to the
group of 60 years and above (p=0.015). Apart
from this, no significant difference was found
between age groups.

There were no significant relationship
between papillary biopsy and bleeding
(p=0.117),  pancreatitis  (p=0.567), or
perforation (p=0.567).

Pre-cut sphincterotomy was found to
be more frequently performed in failed
cannulation cases (p=0.000).

Bleeding and pancreatitis  were
observed more frequently in cases which pre-
cut sphincterotomy was performed (p=0.009;
p=0.007).

There were no significant relationship
between biliary sphincterotomy and bleeding
or pancreatitis (p=0.289; p=0.223). There were
also no significant relationship between
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pancreatic sphincterotomy and bleeding or
pancreatitis (p=1.000; p=0.404).

There was no significant relationship
between biliary stent implantation and
pancreatitis  (p=0.093). Pancreatitis was
observed more frequently in cases which
pancreatic stent implantation was performed
(p=0.001).

DISCUSSION

A deep, successful cannulation of the
common bile duct and/or pancreatic duct is
necessary to perform diagnostic and
therapeutic procedures. The rate of successful
cannulation in our study was consistent with
the literature, given the fact that failed
cannulation during ERCP is known to occur
5%-20% of all cases (8).

Only 3.1% of the cases were reported
to be normal in our study due to the fact that
not diagnostic, but therapeutic ERCP
procedures were more commonly performed.

The most reported outcome was
choledocholithiasis, and microlithiasis was in
the third line in our study. The most common
indication for ERCP is choledocholithiasis in
the literature. In a study that investigated 1072
ERCP procedures, 46.6% of the procedures
were  performed  with indication for
choledocholithiasis (5). Our results were also
consistent with other studies, as well (9, 10).

The second most reported outcome
was stenosis in the common bile duct. Given
the fact that pancreaticobiliary malignancies
are more frequently seen over 60 years of age
(11) and that more than half of our cases were
over 60 years of age, it is reasonable to have
this result.

Rate of overall procedure related
complications is generally accepted to be
between 5% and 10% (11-14). However the
definitions used for post-ERCP pancreatitis
and bleeding differ in the literature, which
naturally affects the ratios. The incidence of
procedure related complications was 26.2% in
total in our study. The incidence of bleeding
(clinically significant and insignificant in total)
was 15.4%. The reason of the higher rate of
complications seen in our study compared to
the literature was because clinically
insignificant bleedings were included. When
we exclude this, overall incidence of procedure
related complications becomes 14.8%, which
can be considered acceptable given the fact
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that this university hospital is the highest level
healthcare institution in its region and therefore
the patient population has a relatively higher
risk.

Orginal Article

PEP and its severity were defined
using the consensus criteria (7). The incidence
of PEP is generally accepted to be between 3%
and 10% (6, 11, 14-16). However, it can be as
high as 42% in high-risk patients (17). The
incidence of PEP was 9.8% in our study which
was consistent with the literature. In a meta-
analysis performed by Kochar et al. (18),
13,296 ERCP procedures were examined and
the incidence of PEP was found to be 9.7%,
similar to our study.

For the definition of bleeding we have
adopted an inhouse criteria. Even though our
criteria was similar to the consensus criteria
(7), the clinical findings of the bleeding (such
as hematemesis or melena) was considered a
must be in the consensus criteria, unlike ours.
Again, unlike the consensus criteria, the
amount of decrease in  hemoglobin
concentration was accepted as two units
instead of three to call it a bleeding in our
study. In this respect, the definition of bleeding
we used was wider and similar to what
Freeman and his colleagues used in their study
(19).

It is generally accepted that it is
possible to see bleeding endoscopically in 10%
to 30% cases after sphincterotomy and this is
not accepted as a procedural complication if
there is not any clinical findings of the
bleeding or a need for blood transfusion (20).
Since our study was a retrospective designed
study, we have reached the post-procedural
clinical status of in-patients by examining their
epicrisis reports, and we were not able to reach
the post-procedural clinical status of out-
patients. In epicrisis reports we have examined,
not all of them specified if there was a clinical
finding of the bleeding. Due to these reasons
we had to keep our bleeding definition wide as
possible and accept endoscopically seen
bleedings as a complication. To compensate
this, the cases in which there was a two or
more levels of drop in hemoglobin
concentration yet did not require a blood
transfusion or an intervention and the cases in
which the bleeding was seen endoscopically
yet did not require a blood transfusion or an
intervention were accepted as clinically
insignificant.
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The incidence of bleeding is accepted
to be between 0.2% and 5% in the literature
(15). The incidence of bleeding was found to
be 15.4% in our study, however the rate of
clinically significant bleeding was 4%. This
value was consistent with the literate.

The incidence of cardiopulmonary
complications, infectious complications (i.e.
cholangitis and cholecystitis), perforation and
mortality in our study were also consistent
with the literature.

In our study, stenosis in the distal part
of the common bile duct was found to be more
frequent in males and papilla tumor was found
to be more frequent in females. When the
complications of ERCP were evaluated
according to gender, no significant difference
was found between genders. Considering the
fact that cholangiocellular carcinomas and
pancreatic carcinomas are largely responsible
for choledochal strictures and that these two
malignancies are more frequent in males (11,
21), it is reasonable to see stenosis in the distal
part of the common bile duct more frequently
in males. When the epidemiology of papilla
tumors is examined, it has been reported that
papilla tumors are seen more frequently in
males (22), unlike in our study. Although it has
been reported that female gender is a risk
factor for the development of PEP (6, 18),
there was no significant difference in the
incidence of PEP between genders in our
study.

Failed cannulation and stenosis in the
distal part of the common bile duct were found
to be less frequent in the age group of 40 years
and below in our study. In a study examining
the ERCP in the elderly pointed out that failed
cannulation is more common in elder patients
(23), which was consistent with our study.
Considering the fact that neoplasms that cause
stenosis in the common bile duct increases
with age, it is reasonable that we found
stenosis in the distal part of the common bile
duct less frequent in the age group of 40 years
and below.

Pre-cut sphincterotomy is a technique
that is used for difficult cannulations to
increase the success of cannulation. It is
accepted that pre-cut sphincterotomy increases
the incidence of PEP and bleeding (24, 25). In
our study, pre-cut sphincterotomy was more
frequently performed in cases with failed
cannulation, and the incidence of PEP and
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bleeding was higher in this cases, which is
consistent with the literature.

Placing pancreatic stents in high-risk
patients to reduce the risk of PEP is an
increasing approach in recent years (24).
Prophylactic pancreatic stent placement was
shown to decrease PEP rates in two meta-
analyses (26, 27). However, when the papilla is
traumatized in cases such as repeated
cannulation trials, placing a pancreatic stent to
keep the canal open does not reduce the
incidence of pancreatitis (28). When the
pancreatic stent placement attempt fails, the
incidence of pancreatitis increases significantly
(29). In our study, PEP was observed more
frequently in cases which pancreatic stent
implantation was performed. Of the 774
procedures we investigated, only 10 cases
involved pancreatic stent implantation and five
of them had developed PEP. Although the rate
of PEP in patients treated with pancreatic
stents was found to be statistically significant,
the number of cases with pancreatic stents was
low and this was an obstacle for satisfactory
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OZET

GIRIS ve AMAC: Akciger kanseri, 2018 yil1 verilerine gore tiim diinyada iki milyonun iistiinde yeni vakayla en
stk goriilen kanser tipidir ve kansere bagl 6liimlerin %18,4’linii olusturur. Oksidatif stres, karsinogenezin tiim
basamaklarinda rol oynayabilir. Bu ¢alismada, KHDAK hastalarinda tan1 aninda antioksidan kapasitenin bir
gostergesi sayilabilecek tiyol-disiilfit dengesinin degerlendirilmesi ve saglikli kontrollerle karsilastirilmasi
amaglanmistir.
YONTEM ve GERECLER: Yeni tan1 ileri evre KHDAK olan 43 hasta ve hasta grubuyla yas ve cinsiyet
acisindan uyumlu 50 saglikli kontrol caligmaya dahil edildi. Hastalarin tiyol-distilfit homeostaz analizi i¢in
gerekli olan kan 6rnekleri tan1 aninda elde edildi. Hasta ve kontrol grubunun serum tiyol ve disiilfit 6rnekleri
otomatik spektrofotometrik metod ile dl¢iildii. Hastalarin klinik, radyolojik ve laboratuvar 6zellikleri kaydedildi.
BULGULAR: Dogal tiyol ve toplam tiyol degerlerinin hasta grubunda kontrol grubuna kiyasla anlamli sekilde
diisiik oldugu gosterildi (p<0,001). Distlfit diizeyleri ve antioksidan kapasite gostergelerinden disiilfit / dogal
tiyol orani agisindan gruplar arasinda anlamli fark saptanmadi. Ortanca genel sagkalim 9,1 ay (1,2 - 37,9 ay)
olarak tespit edildi. Tiyol ve disiilfit degerlerinin sagkalim iizerine etkisi saptanmadi.
TARTISMA ve SONUC: Non-enzimatik antioksidan bilesiklerin basinda gelen tiyol bilesiklerinin hasta
grubundaki diisiik seviyeleri KHDAK patogenezinde iiretimi artan ROS’nin eliminasyonu i¢in gosterilen artmis
kullanima bagli olabilir. Siire¢ icerisinde miktar1 azalan antioksidan tiyol bilesikleri ayn1 zamanda ROS artiginin
hem nedeni hem sonucu olabilir. Disiilfit degerlerinin artmamas1 artmis hiicre dongiisiiyle iliskilendirilebilir.
Anahtar Kelimeler: tiyol, disiilfit, antioksidan, akciger kanseri

ABSTRACT
INTRODUCTION: According to 2018 data, lung cancer is the most common cancer type with more than two
million new cases worldwide and responsible for 18.4% of cancer-related deaths. Oxidative stress have a major
role in every steps of carcinogenesis. In this study, we aimed to evaluate the thiol-disulfide balance, which can
be considered as an indicator of antioxidant capacity, in NSCLC patients and to compare it with healthy controls.
METHODS: 43 patients with advanced NSCLC and 50 healthy controls enrolled to study. Blood samples for the
analysis of thiol-disulfide homeostasis were obtained at the time of diagnosis in patient group. Serum thiol and
disulfide samples of the patient and control groups were measured by automatic spectrophotometric method.
Clinical, radiological and laboratory features of the patients were recorded.
RESULTS: Natural thiol and total thiol levels were significantly lower in the patient group compared to the
control group (p<0.001). There was no significant difference between the groups in terms of disulfide levels and
disulfide / natural thiol ratio which was an indicator of antioxidant capacity. Median overall survival was
determined to be 9.1 months (1.2 - 37.9 months). Thiol and disulfide levels had not an effect on survival,
significantly.
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DISCUSSION AND CONCLUSION: Lower thiol level in patient group might be due to the increased usage for
the elimination of ROS which contributes NSCLC pathogenesis. The amount of antioxidant thiol compounds
that decrease in the process could be both the cause and the result of the ROS increase. The reason for disulfide

values not increasing may be related to increased cell cycle.

Keywords: thiol, disulfide, antioxidant, lung cancer

GIRIS

Akciger kanseri, 2018 yil1 verilerine
gore tiim diinyada iki milyonun iistiinde yeni
vakayla en sik goriilen kanser tipi ve kansere
bagli oliimlerin %18,4’{inli olusturarak 6nemli
bir saglik sorunu olmaya devam etmektedir
(1). Kicik hiicre dis1 akciger kanserleri
(KHDAK) tiim akciger kanserlerinin yaklagik
%385’ini olusturmaktadir. Adenokanserler %40
ve Skuamoz hiicreli kanserler ise %25-30 ile
akciger kanserlerinin en sik gorillen iki
histolojik alt tipidir (2).

Oksidatif  stres, baslangic¢ ve
promosyon asamalar1 dahil karsinogenezin tim
basamaklarinda rol oynayabilir ve hastaligin
progresyonuna neden olabilir (3). Reaktif
oksijen tiirleri (ROS), hiicre i¢i baslica kaynagi
olan mitokondri ve diger enzim sistemleri
(NADPH oksidaz, Sitokrom P450, Aldehit
oksidaz, Nitrik oksit sentaz vs.) tarafindan
hiicre metabolizmasinin dogal {iriinleri olarak
ortaya cikabilirler. Ayrica sigara gibi ¢evresel
toksinlere, inflamasyona, artmis sitokin
sentezine, bilyiime faktorlerine, kemoterapi ve
radyoterapi gibi sitotoksik tedavilere yanit
olarak da meydana gelebilirler (4, 5).

Fizyolojik kosullar altinda, meydana
gelen ROS farkli enzimatik ve non-enzimatik
antioksidan sistemler tarafindan dengelenirler
(6). Ancak bu sistemlerin kapasitesinin
asilmasi, etkisiz hale getirilemeyen ROS’nin
oksidatif stres denilen tabloya yol a¢gmasina
neden olur. Antioksidan enzimleri baslica
Stiperoksit dismutaz, Katalaz ve Glutatyon
peroksidaz  olustururken; non-enzimatik
antioksidanlarin baginda siilfidril grubu igeren
tiyol bilesikleri gelir (7).

Tiyol gruplari, ROS’nin nétralize
edilmesinde rol oynayan oldukca giiclii
antioksidanlardir. Oksidasyon reaksiyonlarina
giren tiyol gruplari, disiilfit (DS) baglar
kurarlar ve bu DS baglar1 sonrasinda normal
fizyolojik kosullar altinda yeniden tiyol
gruplarina indirgenebilirler (7). Antioksidan
kapasitenin bir gostergesi sayilabilecek tiyol ve
DS gruplan arasindaki bu karsilikli etkilesim
ve donlisim hiicre sinyal mekanizmalari,
apoptosis, protein sentezi gibi hiicre i¢in hayati
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fonksiyonlara sahip yolaklar1 kapsamli sekilde
etkileyebilir ~ (8). Dinamik tiyol-distlfit
dengesinin  bozulmasimmin  birgok  kronik
hastaligin ve akciger kanseri de dahil olmak
iizere farkli kanser tiplerinin patogenezinde rol
oynayabilecegi gosterilmistir (9-11).

Bu calismada, KHDAK hastalarinda
tan1 aninda antioksidan kapasitenin  bir
gostergesi say1labilecek tiyol-distilfit
dengesinin  degerlendirilmesi  ve  saglikli
kontrollerle karsilastiriimas1 amaglanmaistir.

GEREC ve YONTEM

2015-2016 yillarinda Ankara Yildirim
Beyazit Universitesi Tibbi Onkoloji bilim
dalindatakibe giren, daha 6nce tedavi almamas,
yeni tani ileri evre KHDAK olan 43 hasta ve
hasta grubuyla yas ve cinsiyet acisindan
uyumlu 50saglikli  kontrol 2017 yilinda
calismaya dahil edildi. Hastalar 18 yasin
istiindeydi ve KHDAK tanis1 patolojik olarak
dogrulanmisti. Kigiik hiicre dis1  akciger
kanserleri evrelemesi i¢in Amerikan Ortak
Kanser Komitesi (AJCC) 7. baskis1 kullanildi.
Lokal ileri evre ve metastatik hastalar
calismaya dahil edildi. Erken evre hastalar,
bobrek yetmezligi, karaciger yetmezligi, aktif
inflamasyon veya enfeksiyonu olan hastalar
calisgmadan dislandi. Ayrica hedef tedaviye
uygun EGFR, ALK veya ROS mutasyonu
oldugu bilinen hastalar ¢aligmadan dislandi.
Hastalarin klinik, radyolojik ve laboratuvar
Ozellikleri kaydedildi. Sigaray1 birakmis olarak
siniflandirilabilmek i¢in biraktiktan sonra en az
6 aydir hic sigara igmemis olmak kriter kabul
edildi.

Hastalarmm  tiyol-disiilfit homeostaz
analizi i¢in gerekli olan kan ornekleri tam
aninda rutin kan testleri icin perifer vendz
yolla drnek alinirken elde edildi ve bu yiizden
hastalara ek girisim uygulanmadi. Gerek
kontrol gerekse hastalarin kan 6rnekleri sabah
saatlerinde elde edildi ve 1500g ile 10 dakika
boyunca santrifiij edilerek ayrilan serum
ornekleri -80 C sicaklikta analize kadar
bekletildi.

Serum tiyol ve DS ornekleri Erel ve
Neselioglu tarafindan gelistirilen otomatik
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spektrofotometrik metod ile 6lgiildii (12). Buna
gore dinamik DS baglarimi fonksiyonel serbest
tiyol gruplarina indirgemek i¢in sodyum
borohidrit kullanildi. indirgenmis sodyum
borohidritin, ditiyonit-2 nitrobenzoik bilesigine
indirgenmesini ~ 6nlemek icin  NaBH4,
formaldehit ile ortamdan uzaklastirildi.
Ditiyonit-2 nitrobenzoik ile reaksiyondan sonra
dogal tiyol (DT) ve toplam tiyol (TT)
seviyeleri Ol¢iildii. Dogal tiyol miktarinin, TT
iceriginden ¢ikarilmasiyla elde edilen sonucun
farkinin yaris1 DS seviyesini gosterdi. Tiyol-
distilfit homeostazinin yani  antioksidan
kapasitenin gostergesi icin en iyi belirte¢ olan
Disiilfit / Dogal tiyol (DS / DT) oram
hesaplandi.

Analizler IBM SPSS Statistics 22.0
(SPSS Inc, Chicago, IL, USA) istatistik analiz
paket programinda yapildi. Siirekli degiskenler
ortalama, standart ~ sapma, minimum,
maksimum degerleri ile birlikte kategorik
degiskenler; frekans tablolar ve yiizdeleri ile
verildi.  Kategorik  degiskenler  capraz
tablolarda Pearson Ki-kare veya Fischer Exact
testi kullanilarak karsilagtirildi. Sag kalim
analizleri Kaplan-Meier metodu ile
degerlendirildi. Sayisal degiskenlerin
kiyaslanmasi i¢in normal dagilima uymasi
halinde Bagimsiz Orneklem T Testi, uymamasi
halinde Mann-Whitney U Testleri kullanildi.
Istatistiksel anlamhilik i¢in p <0,05 degeri
kriter olarak kabul edildi.

Universitenin Klinik Arastirmalar Etik
Kurulu’ndan onay alindi.(14.06.2017, No:126)
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SONUCLAR

Hasta Ozellikleri

Caligmaya toplam 43 hasta ve 50
saglikli kontrol dahil edildi. Hasta grubu 3
kadin ve 40 erkek, kontrol grubu ise 3 kadin ve
47 erkek katilimcidan olusuyordu. Hasta
grubunun ortanca yasi 60 (23-78), kontrol
grubunun ise ortanca yasi 60,5 (38-78) olarak
bulundu. Hasta ve kontrol grubu arasinda yas
ve cinsiyet agisindan anlamli fark yoktu.
Hastalarm %98’inin  hayat boyu sigara
maruziyeti mevcuttu. Ozellikle tan1 aninda
aktif olarak sigara igenlerin oraninin %77’ye
ulastig1 goriildii.

Hasta grubunun ozellikleri
incelendiginde  %56’sinin en az  bir
komorbiditesi oldugu, %61 ile biiyiik kisminin
hastaliginin adenokanser alt tipinde oldugu, 6
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hastanin lokal ileri (evre IIIB ve iistii) evrede
oldugu, en sik metastaz bolgelerinin ise kemik,
karaciger ve beyin oldugu goriildii (Tablo.1).
Ayrica calismaya alinan bir hastada sonradan
pozitif oldugu anlagilan EGFR ekzon 21
mutasyonu mevcuttu. Dokuz hastada (%21)
kemoradyoterapi  tedavisiyle  baglanirken,
birinci basamak kemoterapi alan hastalarin
(n=37) tedavi protokollerininin %351’ini platin
ve pemetrekset kombinasyonu, %22’sini platin
ve taksan kombinasyonu ve %13’{linii platin ve
gemsitabin kombinasyonu olusturmaktaydi.

Antioksidan Kapasitenin
Degerlendirilmesi

Hastalarin tam1 aninda elde edilen
dogal tiyol, toplam tiyol ve disiilfit ortanca
degerleri sirasiyla 358, 398 ve 20,9umol/L
olarak saptandi. Kontrol grubu i¢in bu ortanca
degerler sirasiyla 429, 464 ve 20 umol/L
olarak bulundu. Gerek dogal tiyol gerek
toplam tiyol degerlerinin hastalarda anlamli
sekilde diistik oldugu gosterildi (p<0,001).

Disiilfit diizeyleri acisindan gruplar
arasinda anlamli fark saptanmadi. Disiilfit
diizeyleriyle dogrudan baglantili  olarak
antioksidan kapasitenin gostergelerinden olan
DS/DT oranlar1 bakimindan gruplar arasindaki
fark istatistiksel anlamliliga ulagsmadi (p=0,08).

Genel Sagkalim ve Antioksidan
Kapasite

Olen 42 hastaya (%98) karsihk
hastalarm  sadece bir tanesi yasamini
stirdiiriiyordu. Ortanca genel sagkalim 9,1 ay
(1,2 - 37,9 ay) olarak tespit edildi (Sekil 1).
Hastalar DT, TT, DS ve DS/DT oranlarinin
ortanca degerleri lizerinden disiik ve yiiksek
olarak ikiye ayrilarak karsilagtirildiklarinda
herhangi bir degisken i¢in sagkalim agisindan
diisiik ve yiiksek gruplar arasinda anlamli fark
Saptanmadi.
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Tablo 1. Hastalarin Demografik ve Klinik Ozellikleri
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Degisken Deger (n, %) Degisken Deger (n, %)
Yas Evre
Ortanca (min-maks.) 60 (23-78) Lokal Ileri 6 (%14)
Metastatik 37 (%86)
Cinsiyet Metastaz Bolgeleri
Kadin 3 (%7) SSS 12 (%28)
Erkek 40 (%93) Karaciger 12 (%28)
Siirrenal 9 (%21)
Kemik 13 (%30)
Komorbiditeler Sigara Oykiisii
Diyabet 8 (%19) Aktif igiyor 33 (%77)
Hipertansiyon 9 (%19) Birakmig 8 (%19)
KOAH 7 (%16) Hig igmemis 2 (94)
KAH 6 (%14)
Histolojik Alt Tip 1.Basamak Tedavi
Adenokanser 26 (%61) Kemoradyoterapi 9 (%21)
Skuamoz hiicreli 13 (%30) Kemoterapi 37 (%86)
NOS 4 (%9)
Tablo 2. Hasta ve Kontrol Grubunun Tiyol ve Disiilfit Degerleri
Degisken Hasta Grubu KontrolGrubu p
Ortanca (min-maks) Ortanca (min-maks)
DogalTiyol(nmol/L) 358 (216-3261) 429 (313-607) <0,001
Disiilfit(umol/L) 20,9 (0,05-55) 20,0 (8,4-37) 0,98
ToplamTiyol(umol/L) 398 (253-573) 464 (354-632) <0,001
Disiilfit / DogalTiyol 0,059 (0,01-0,19) 0,046 (0,02-0,14) 0,08

Sekil 1. Hastalarin Genel Sagkalim Analizi

1,0
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e
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TARTISMA

Bu calismayla ileri evre KHDAK
hastalarinda tan1 aninda tiyol degerlerinin
normal populasyona kiyasla anlamli sekilde
diisik oldugunu gosterdik. Ancak disiilfit
degerlerinde anlamli farklilik saptanmadi.
Bununla beraber, hasta ve kontrol gruplarn
arasindaki  disiilfit degerlerinde  farklilik
olmamasiyla  dogrudan  iligskili  olarak
antioksidan kapasitenin gdstergesi DS/DT
oranindaki degisiklik istatistiksel anlamliliga
ulasmadi.

Farkli kanser tiirleri arasinda KHDAK,
oksidatif stresin patogeneze katkisi en ¢ok
aragtirllmig kanser alt tiplerinin baginda gelir.
Antioksidan-oksidan dengesinin oksidan lehine
bozuldugu her durumu ifade etmek icin
kullanilan bu durum yaglanma, kronik
hastaliklar, dejeneratif hastaliklar ve kanser
gibi bircok olgunun patogenezine katkida
bulunabilir (5).

Tartismanin anlam kazanabilmesi i¢in
en basindan vurgulamak gerekir ki oksidatif
stresin bir cati kavram olarak kapsayiciligi
artikca, farkli hastaliklarin  patogenezine
yaptig1 niteliksel ve niceliksel katkiyr objektif
ve standardize edilmis olarak olglimlemek
zorlasmaktadir. Kanserin tek bir hastalik olarak
diisiiniilemeyecegi gercegi iizerinden dekatlar
gecmesi bir yana; bir kanser alt tipi olan
KHDAK halihazirda olduk¢a heterojen
molekiiler alt gruplara sahip, farkli patogenetik
yolaklardan koken alabilen genis bir calisma
sahasidir (13). Diger taraftan molekiiler
diizeyde yapilan ¢aligmalarla KHDAK
patogenezindeki rolii  kesfedilen oksidatif
stresle iligkili sayisiz  molekiill ve/veya
yolaklarin her birinin hastaligin olusumu ve
gelisimine klinik anlamda ne kadar katki
yaptiklar1  ayr1  bir tarisma  konusu
olusturmaktadir (14).

Calismamizda hasta grubunda tiyol
degerlerinin kontrol grubuna gore diisiik
olmasi hem bir neden hem de bir sonug olarak
ele almabilir. Hiicre i¢i temel ROS kaynagi
aerobik  solunumun  merkezi  organeli
konumundaki mitokondridir. Bununla beraber
diger intrinsik ROS iireten kaynaklar arasinda
NADPH oksidaz,Sitokrom P450, Aldehit
oksidaz, Nitrik oksit sentaz gibi enzimatik
sistemler yer alir (4). Sadece dogal intrinsik
kaynaklart olmayan ROS, aym zamanda
akciger  kanserinin etiyolojisinde ve
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patogenezinde yer alan sigara, ¢evresel
toksinler, inflamasyon, artmis sitokin sentezi
ve biiylime faktorlerine bagli olarak da artis
gosterebilir. Antioksidan sistemleriyle elimine
edilmemis ROS artisinin yarattigi oksidatif
stres DNA hasarina katkida bulunabilir.
Oksidatif DNA hasar1 tek veya cift-iplik
kiriklarina, baz modifikasyonlarina, ¢apraz bag
olusumlarma, transkripsiyon uyarilmasina,
replikasyon hatalarina kadar wuzanan ve
genomik instabiliteye yol agan birgok duruma
neden olarak kiiglik hiicre-dis1  akciger
karsinogenezine katkida bulunabilir (14).
Ayrica ROS’nin birincil sonuglarindan lipid
peroksidasyonu ve son riinlerinin artisi,
bununla beraber reaktif nitrojen tiirlerinin
KHDAK  patogenezindeki  yeri  Onceki
caligmalarla gosterilmistir (15, 16).

Bu ROS’ni dengelemek, elimine etmek
ve verecegi zarar1 azaltabilmek icin
kullandigimiz enzimatik sistemlerin
(Stiperoksit dismutaz, Katalaz ve Glutatyon
peroksidaz ~ vb.) yamisira  non-enzimatik
antioksidan bilesikler mevcuttur (7, 17). Non-
enzimatik antioksidan bilesiklerin basinda
gelen tiyol bilesiklerinin hasta grubundaki
disilk seviyeleri KHDAK patogenezinde
tretimi artan ROS’nin eliminasyonu igin
gosterilen artmis kullanmima bagli olabilir.
Siire¢ icerisinde miktar1 azalan antioksidan
tiyol bilesikleri ayn1 zamanda ROS artiginin
hem nedeni hem sonucu olabilir.

Bir diger goz oniinde bulundurulmasi
gereken faktor hasta grubunun %77’sinin aktif
olarak sigara i¢iyor olmasidir. Sigaranin birgok
antioksidanin  diizeyini  diigtirdiigii  onceki
calismalarda gosterilmistir (18). Akcigerler soz
konusu oldugunda sigara sistemik etkisinin
yanisira dogrudan epitel hasariyla akcigerlerde
oksidatif strese neden olmaktadir (19).
Sigaranin KHDAK etiyolojisindeki  bir
numarali risk faktorii olmasi, ayrica yarattig
oksidatif stresin de DNA’da kovalent baglar
olusumuna ve DNA kiriklarina yol agarak yine
akciger  kanseri  patogenezine  katkida
bulunmasi hasta grubundaki tiyol diistikligiinii
hem bir neden hem de bir sonu¢ olarak
aciklamaya katkida bulunabilir (19).

Literatiirde benzer bir hasta grubuyla
yapilan ve 2015’te yaymlanan bagka bir
calismada, sonuglarimiza benzer sekilde ileri
evre KHDAK hastalarinin (n=35), kontrol
grubuna gore tan1 aninda anlamli sekilde diistik
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tiyol seviyelerine sahip olduklar1 gosterilmistir
(10). Bu ¢alismada ayrica DT degerlerinin
genel sagkalimla (OS) korelasyon gosterdigi
bulunmustu. Calismamizda ise tiyol
degerleriyle =~ OS  arasinda  korelasyon
gosterilmedi. Iki caliyma arasinda hasta
gruplart arasindaki en belirgin fark ise
adenokarsinom alt tipinin ¢aligmamizda %61,
diger c¢alismada ise = %25  oraninda
bulunmasiydi (10).

Kiiciik hiicreli akciger kanserlerinin
(%22) de dahil edildigi ve hastalarin %86’sinin
evre 3B-4 oldugu, 50 hasta igeren bir bagka
calismanin bulgular1 sonuglarimizla benzerlik
gostermektedir (20). Bu ¢alismada da DT ve
TT seviyeleri hasta grubunda anlamli sekilde
diisiik gosterilmis ancak tipki calismamizdaki
gibi  disiilfit degerlerinde anlamli fark
saptanmamis ve gerek OS gerekse diger klinik
parametrelerle anlamli iliski saptanamamistir
(20).

Orginal Article

Calismamizda disiilfit degerlerinde
anlamli farklilik saptanmadi, hatta ortanca
degerler hasta ve kontrol grubu arasinda
oldukca  benzerdi.  Oksidanlarin  tiyol
gruplariyla etkisiz hale getirildigi
reaksiyonlarda tiyol gruplar1 kovalent baglarla
distilfit gruplarina doniigiirler.  Fizyolojik
kosullar saglandiginda ise disiilfit gruplar
yeniden tiyol gruplarma doniisebilir. Oksidan
maruziyetinin arttigi diyabet, obezite gibi
hastaliklarda tiyol gruplarmin disiilfite dogru
kaymasi 6nceki ¢aligmalarda gosterilmistir (21,
22). Oksidatif stres altinda olan ve tiyol
gruplarmin azaldigit KHDAK hastalarinda da
disiilfit miktarinin  artmasi  beklenebilir.
Bununla birlikte, multipl myelom gibi
proliferatif hastaliklarda veya renal hiicreli
karsinom, mesane kanseri, kolon kanseri gibi
soliter malignitelerde disiilfit degerlerinin
normal populasyona kiyasla diisiik oldugu
gosterilmistir (12). Bizim caligmamizda da
KHDAK hastalarinda disiilfit degerleri normal
populasyonla ayni degerlerde bulunmustur.
Tipki diger kanser tiplerinde oldugu gibi
degerin  kontrol grubuna gore yiiksek
bulunmamis olmasi artmis hiicre dongiisiiyle
iliskilendirilebilir. Bir gelecek perspektifi
olarak disiilfit degerlerinin bir¢ok kanserde
saglikli kontrollere kiyasla normal, hatta diisiik
bulunuyor olusu disiilfit degerleri i¢in malign-
benign durumlar arasinda bir ayrima gidilmesi
gerekliligini  Oniimiize koymaktadir. Yine
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antioksidan  kapasitenin  gdstergelerinden
sayllan ve disiilfit degerlerinin dogrudan
belirleyicilerinden oldugu DS/DT oran1 da
malign hastaliklar i¢in ayr1 bir sekilde refere
edilebilir.

Calismamiza alinan hastalarin ileri
evre, biiyiik bir kisminin ise metastatik olusu,
timor yiikiiniin fazla olmasi sonuca katkida
bulunan diger faktorler olabilir. Bununla
dogrudan iligkili olarak bu gercek yasam
hastalarinin performans, yas ve
komorbiditelerine  bakilmaksizin ¢aligmaya
dahil edilmesi ayni zamanda randomize
kontrollii ¢alismalara kiyasla daha kisa
sayilabilecek ortanca 9,1 aylik genel
sagkalimin da nedenini  olusturmaktadir.
Ayrica  sonuglar degerlendirilirken hasta
grubunun  diyabet, hipertansiyon, kronik
obstruktif akciger hastaligi ve koroner arter
hastalifi gibi hemen hepsi antioksidan
kapasitenin  tiim  gostergelerini  etkileme
potansiyeli igeren komorbiditelere sahip
oldugu mutlaka g6z 6niinde bulundurulmalidir
(21, 23-25).

Daha  otesi  olduk¢a  karmagik
patogenetik  yolaklarin  hakim  olabildigi
boylesine heterojen bir hastalikta gerek tiyol
degerlerinin  neden-sonu¢ iligkisi  iginde
anlamlandirilabilmesi gerekse distlfit
degerlerinin kontrol grubuyla benzer olarak
bulunmasi, kesitsel olarak tan1 an1 degerlerini
inceleyen  ¢alismamizin  siirlarimi da
belirlemektedir.

Oksidan-antioksidan dengesini
olusturan farkli yolaklarin ve bilesiklerin kesfi
ve bu yolaklar1 ve birbirleriyle iligkilerini
diizenleyen genomik degisikliklerin daha iyi
aydinlatilmasi hedeflenmis ajanlar basta olmak

lizere yeni tedavi yontemlerinin
gelistirilmesine 6n ayak olusturabilir (14).
Cikar Catismasi
Yazarlarin cikar catigmasi
bulunmamaktadir.
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OZET

GIRIS ve AMAC: Bu calisma, kemoterapi uygulanan hastalarda, kemoterapiye bagl periferal néropati, guinliik
yasam aktivitesi ve yasam kalitesi arasindaki iligkinin incelenmesi amaciyla yapiimistir
YONTEM ve GERECLER: Tanimlayici tipteki bu arastirmanin érneklemini Mart 2016- Adustos 2016 tarihlerinde
kemoterapi uygulanan 196 kanser hastasi olusturmustur. Arastirmanin verilerinin toplanmasinda, Hasta Tanitim
Formu, Katz Ginliik Yasam Aktiviteleri Olgegi, Enstriimantal Giinliik Yasam Aktiviteleri Olgegi, EORTC QLQ-30
ve EORTC QLQ — CIPN20 dlgegi kullaniimigtir
BULGULAR: Hastalarin %62,2’si 46-65 yas arasinda,%50,5’i kadin, % 83’U evli, %67,2’si ilkdgretim mezunudur.
Hastalarin gunlik yasam aktivitelerinden ylkanma ve giyinmede kismen badimlilk duzeyleri ylksektir.
Enstrimantal glnlik yasam aktivitelerinden camasir yikama, ev isi yapmada bagimlilik dizeyleri yuksektir. Tani
suresi ve kemoterapi kir sayinin duyu, motor ve otonomik semptomlarda farkhhk olusturdugu belirlendi (p<0.05).
Kemoterapiye bagli periferal néropati 6lgegi ile yasam kalitesi 6lgeginin genel saglik alt boyutu ile fonksiyonel
saglhk durumu arasinda negatif, semptom skoru arasinda ise pozitif kolerasyon saptanmistir (p<0.01).
TARTISMA ve SONUGC: Periferal noropati kanser hastalarinin gunlik ve enstrimental yasam aktivitelerinde
otonomi kaybina neden oldugu; duyu, otonomik ve motor fonksiyonlarini sinirladigi ve yasam kalitesini olumsuz
yonde etkiledigi belirlenmistir. Kanser hastalarinda kemoterapiye bagli néropatinin gunlik yasam aktivitelerine
etkisinin duzenli takip edilmesi, énleyici ve rehabilite edici girisimlerin planlamasi énerilir
Anahtar Kelimeler: Kemoterapi, Periferal néropati, GUnlik yasam aktiviteleri, Yasam kalitesi, Hemsirelik

ABSTRACT
INTRODUCTION: Aim of the study was conducted to assesing the relationship between chemotherapy-induced
peripheral neuropathy, daily life activity and quality of life in chemotherapy-treated patients.
METHODS: The sample of this descriptive study consisted of 196 cancer patients who underwent chemotherapy
in the Medical Oncology Polyclinic Unit of the Akdeniz University between March 2016 to August 2016 and met
the criteria for inclusion in the study. Participant Informed Consent Form, Patient Presentation Form, Katz Daily
Activities Activity Scale, Instrumental Daily Activities Activity Scale, EORTC QLQ-30 and EORTC QLQ-CIPN20
scale were used to collect the data of the study.
RESULTS: 62.2% of the patients are between the ages of 46-65, 50.5% are women, 83% are married and 67.2%
are primary school graduates. Partly the level of dependence on washing and dressing is higher than the daily
activities of the patients. The degree of dependence of the instrumental daily life activities on washing and running
errands is high (p<0.05). Sensory, motor and autonomic point averages were also found significantly higher in
patients with increasing diagnosis duration and number of cures (p<0.05). Chemotherapy-induced peripheral
neuropathy scale mean score and life quality scale subscale were negative between general health subscale and
functional health status; Positive colaration was found between the symptom score. (p<0.01).
DISCUSSION AND CONCLUSION: It has been determined that peripheral neuropathy caused by chemotherapy
leads to loss of autonomy in daily and instrumental life activities of patients; limits sense, autonomic, motor
functions and negatively affects quality of life. It is recommended to regularly monitor the effects of chemotherapy-
induced neuropathy on daily life activities in cancer patients and to plan preventive and rehabilitative
interventions.
Keywords: Cancer, Chemotherapy, Peripheral neuropathy, Daily life activities, Quality of life

GIRIS talidomid veya bortezomib iceren kemoterapi
Kanser tedavisinde énemli yeri olan taksanlar, rejimlerini alan hastalarin yarisindan fazlasinda
platin bazli ajanlar, vinka alkaloidleri, kemoterapiye bagli periferal néropati (KBPN)
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goriilmektedir  (1,2). KBPN’nin  siddeti
kemoterapinin  dozuna,  kombinasyonuna,
tedavinin siiresine ve kiimiilatif doza bagl
olarak degisebilmektedir (3,4). KBPN duyusal,
agrili  noropati  (sisplatin,  karboplatin,
oksaliplatin) veya duyusal motor noropati
(vinkristin, paklitaksel) birlikte gorilebilir
(5,6). Patofizyolojisi heniiz tam olarak
aciklanamayan KBPN’de duyu sinirlerin
(parastezi, hiperestezi, hipoestezi, uyusma,
karincalanma, agri, sogukla temasta elektrik
carpma hissi, tat almada bozulma, reflekslerde
azalma, vibrasyon duyusunda) ve motor
sinirlerin hasar1 (gii¢siizlikk, denge bozuklugu,
koordinasyon bozuklugu, yiiriimede ve ince
motor hareketlerde zorlanma) sonucu giinliik
yasam ktivitelerinde bozulmalar  goriiliir
(7,8,9,2). Ayrica otonom sinirlerin
etkilenmesiyle 1s1 regiilasyonunda bozulma,
kan basinct degisimi, bagirsak motilitesinde
azalma, iiriner retansiyon, sekstiel disfonksiyon
gelismektedir  (2,7,10). Periferal ndropati
yasayan  hastalarda; agrimin  yOnetimi,
diismenin 6nlenmesi, ev giivenligi konusunda
egitim, psikolojik destek, fiziksel
fonksiyonlarin diizenli olarak
degerlendirilmesi, giinlilk yagam aktivitelerine
yardim edilmesi gibi destekleyici girisimlere
ihtiyag vardir (11,12). Onkoloji pratiginde
KBPN’ ye neden olan tedavi alan hastalarda,
glinlik yasam  aktiviteleri (GYA) ve
enstriimental yasam aktivitelerinin (EYA)
etkilenme  durumlarim1  diizenli  olarak
degerlendirmesi ve izlemesi gerekmektedir
(10,13,14). Kemoterapi uygulanan hastalarin
yasadiklar1 periferal noéropatinin hastalarin
giinliik yasam aktivitelerine etkisini inceleyen
sinirl1 sayida calisma vardir. Hastalarin KBPN
yasama durumlarinin ve KBPN’ nin giinliik
yasam aktivitelerine etkisinin belirlenmesine
ihtiyag oldugu goriilmektedir. Bu ¢alisma,
kemoterapi uygulanan hastalarda kemoterapiye
bagh periferal noropati ve yasam kalitesi
arasindaki iligkinin incelenmesi amaciyla
yapilmustir.

Orginal Article

GEREC ve YONTEM

Arastrmanin Tipi

Bu calisma kemoterapi uygulanan hastalarda
kemoterapiye bagl periferal ndropati ve yasam
kalitesi  arasindaki iligkinin  incelenmesi
amaciyla  tanimlayici calisma  olarak
yapilmustir.
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Aragtirmanin Sorulari

Kemoterapi uygulanan hastalarda KBPN
goriilme orani nedir?

Kemoterapi uygulanan hastalarda KBPN’nin
GYA ve EGYA’ne etkisi var midir?
Kemoterapi uygulanan hastalarda KBPN’nin
yasam kalitesine iliskisi nasildir?

Evren ve Orneklem

Arastirma bir iiniversite hastanesinin gilindiiz
kemoterapi initesinde Mart-Agustos 2016
tarihleri arasinda  yapilmistir.  Orneklem
biiylikliigi Tip 1 Hata 0=0,05 anlamhlik
diizeyinde, orta derece etki biiyiikliigiinde 0,5,
ve %85 giic ile 196 hastadan olusmustur.
Caligmaya 18 yas ve stii, en az 3 kiir platin
ve taksan grubu kemoterapi ilaci uygulanmis,
Tiirkge anlama ve konusma yeteneginin olan
hastalar dahil edilmistir. Tibbi polindropati
tanisi, alkol bagimlihigi ve ekstiremite
amputasyonu olan hastalar ¢aligmadan
diglanmustir.

Verilerin Toplanmast

Aragtirmanin verilerinin toplanmasinda Hasta
Tanitim Formu, Giinliikk Yasam Aktiviteleri
Olgegi,  Estriimental  Giinlik  Yasam
Aktiviteleri Olgegi, EORTC QLQ C30 Yagam
Kalitesi  Olgegi, EORTC-QLQ CIPN20
Kemoterapiye Bagl Periferal Néropati Olgegi
kullanilmgtir.

Hasta Tamitim Formu

Hasta  tamitim  formu iki  boliimden
olugmaktadir.  Birinci  bolimde  kisisel
ozellikler ikinci boliimde hastaliga iliskin
ozellikler yer almaktadir. Sorular
arastirmacilar tarafindan literatiir taranarak
hazirlanmigtir (15-18).

Katz Giinlitk Yagsam Aktiviteleri Olg:egi (GYA)
Katz ve arkadaslari1 (1963) tarafindan
bireylerde temel giinliik yasam
aktivitelerindeki bagimlilik diizeyini 6lgmek
amaciyla gelistirilen dl¢cek yikanma, giyinme,
tuvalet ihtiyaci, transfer, bosaltim ve beslenme
olmak iizere alt1 farkli yasam aktivitesini
icermektedir (19,20). Bireyin GYA’lerinde
bagimhilik durumu (bagimsiz= 3 puan;
yardimla  yapiyor=2; hi¢  yapamiyor=1)
degerlendirilen Olgegin  puanlamast  6-18
arasindadir,0-6 puan bagiml, 7-12 puan
kismen bagimli, 13-18 puan bagimsizlig
gostermektedir (19-21). Bu calismada 6lgegin
Cronbach alfa degeri 0,83 bulunmustur.
Enstriimantal Giinliik Yasam Aktiviteleri
Olgegi (EGYA)
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Lawton ve Brody tarafindan gelistirilen EGYA
Olgegi sekiz alt boyuttan (telefon kullanma,
yemek hazirlama, alis veris yapma, giinliik ev
islerini yapma, c¢amasirlart yikama, ulagim
aracina  binebilme, ilaglar1 tanima ve
kullanabilme ve para idaresi) olusmaktadir.
EGYA’ ya gore 0-8 puan hastanin bagimli, 9-
16 puan yar1 bagimli, 17-24 puan bagimsiz
oldugunu gostermektedir (22). Altin’in
calismasinda, EGYA o0lceginin Cronbach alfa
giivenirlik katsayisi 0,86 olarak bildirilmistir
(23). Calismamizda Olgegin Cronbach alfa
degeri 0,86 bulunmustur.

EORTC QLQ —C30 Yasam Kalitesi Olcegi
Avrupa Kanser Arastirma ve Tedavi
Organizasyonu Yasam Kalitesi  Anketi,
(EORTC-QLQ-C30-European  Organization
for Research and Treatment of Cancer Core
QoL Questionnaire), Neil K. Aaronson ve ark.
tarafindan 1987 yilinda gelistirilmistir (24).
EORTC-QLQ-C30 Yasam Kalitesinin genel
iyilik hali, fonksiyonel saglik ve semptom
olmak {izere ii¢ alt boyutu vardir. Bu 6l¢ekteki
30 sorudan ilk 28 soru dortlii likert tipidir ve
maddeleri; hi¢: 1, biraz: 2, oldukca: 3, cok: 4
puan, son iki soru ise 1-7 arasinda bir puanla
degerlendirilmektedir. Glizelant ve arkadaglar
tarafindan Tiirk¢e’ye uyarlanan ¢aligmada
0lcegin Cronbach alfa katsayisi >0,70, Beser
ve Oz’iin ¢alismasinda Cronbach alfa
giivenirlilik  katsayis1  0.90  bulunmustur
(25,26). Bu calismada ise Olgegin Cronbach
alfa katsayisi 0,88 bulunmustur.

EORTC QLQ — CIPN20 (Kemoterapi Bagh
Periferal Néropati Olgegi)

Kanser hastalarinin KBPN semptomlarini
degerlendirmek amaciyla olusturulan 6l¢ek
duyusal (9 madde) , motor (8 madde) ve
otonomik (3madde ) olmak {izere ¢ alt
boyutu icermektedir (29). Olgekten almacak en
yiksek  puan  80’dir.  Yiiksek  puan
semptomlarin arttigini ve ndropatinin seyrinin
agirlastigim gdstermektedir (27, 28). Olgegin
Tiirkge gegerlik ve giivenirligini Unal Onsiiz
ve Can (2015) tarafindan test edilmistir (29).
Bu c¢alismada Cronbach alfa giivenirlilik
katsayis1 0,84 bulunmustur.

Veriler, Giindiiz Kemoterapi Unitesinde tedavi
alan ve arastirmaya dahil edilme kriterlerini
karsilayan hastalara calisma ile ilgili bilgi
verilerek yazili ve sozlii onamlar1 alindiktan
sonra yliz yiize goriisme yontemi (ortalama 30
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dakika) ile toplanmistir. Tibbi tam ile ilgili
veriler hasta dosyalarindan alinmistir.
Verilerinin Analizi

Calisma sonucu elde edilen verilerin
istatistiksel ~ analizleri SPSS  (Statistical
Package for Social Science) for windows 22.0
programi  ile  yapilmistir.  Arastirmada
belirlenen nicel degiskenler ortalama ve
standart sapma; sayimla saptanan nitel
degiskenler ise say1 ve yiizde tanimlayict
istatistikler ile gosterilmistir. Shapiro-Wilk
testi ile normal dagilima uygunluk testleri
yapilmistir. Yapilan testler sonucu normal
dagilim gostermedigi belirlenen veriler i¢in
parametrik  olmayan testler istatistiksel
analizde kullanilmigtir. Degiskenlerin  iki
kategorili oldugu karsilagtirmalarda Mann-
Whitney U testi; egitim durumu, gelir diizeyi
gibi degiskenlerin ii¢ veya daha fazla kategorili
oldugu karsilastirmalarda ise farkliliklar
belirlemek amaciyla Kruskall-Wallis Varyans
Analizi  yapilmistir. Bagimhi  degiskenler
arasindaki iligkiyi saptamak i¢in korelasyon
analizi yapilmig ve istatistiksel olarak
anlamlilik diizeyi p<0,05 kabul edilmistir.

Etik Yonii

Akdeniz Universitesi Hastanesi
Baghekimliginden kurum izni
(26.11.2015/87343), Akdeniz Universitesi Tip
Fakiiltesi Hastanesi Klinik Arastirmalar Etik
Kurulundan onay (09.09.2015/70904504)
almmistir. Aragtirmanin 6rneklemini olusturan
hastalara verilerin yalnizca bilimsel amagla
kullanilacagi anlatilmis ve katilimcilardan
goniilliilik ilkesine uygun olarak
bilgilendirilmis onam alinmistir.

BULGULAR

Hasta ozellikleri

Hastalarin %62,2’si 46-65 yas aralifinda ve
yas ortalamast 57,658+10,59’du. Hastalarin
%50,5’1 kadin, %83’0 evli, %67,2’sinin
ilkogretim mezunu, %90,3’iiniin ¢aligmadig1
belirlendi, Hastalarm %27 ’si akciger kanseri
ve ortalama tani siiresi 22,2+51,89 ay ve
%84, 7’sinin  hastalii metastatik kanserdi,
Hastalarin  %19,4°1i taksan grubu, %47,4’
platin grubu , %33,2’si taksan ve platin grubu
kemoterapi protokolii ile tedavi almakta
oldugu ve %19,3’ii tedavi sonrasinda diisme
yasadig1 belirlendi (Tablo 1).
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Tablo 1. Hastalarin sosyodemografik ve hastalik

ozellikleri

Ozellikler n %
Yas (Ort.£ SS) (57,65 £10,59)

45 ve alt1 27 13,8
46-65 122 62,2
66 ve Ustil 47 24,0
Cinsiyet

Kadin 99 50,5
Erkek 97 49,5
Medeni Durum

Evli 162 83,0
Bekar 34 17,0
Egitim

[lkogretim 132 67,2
Lise 30 154
Yiiksek Ogretim 34 17,4
Calisma Durumu

Calisiyor 19 9,7
Calismiyor 177 90,3
Kanser tanisi

Meme 24 12,2
Akciger 53 27,0
GIS 48 24,5
Jinekolojik 36 18,4
Bag-Boyun 16 8,2
Uriner Sistem 9 4,6
Diger kanser 10 51
Metastaz

Var 164 84,7
Yok 32 15,3
Tan siiresi(ay)

(Ort.£SS)(22,20+51,8)

1-12 ay 125 63,7
13-36 ay 43 21,9
37 ay ve lstl 28 14,2
KT*

Taksan grubu 38 194
Platin grubu 93 47,4
Taksan ve platin grubu 65 33,2
KT Kkiir sayis1

3 Kiir 51 26
3-6 Kiir 104 53
7 Kiir ve tizeri 41 26
Kronik hastalik durumu

Evet 43 29,1
Hay1r 153 70,9
Son 3 ayda diisme durumu

Evet 40 19,3
Hayir 156 80,7

*KT: Kemoterapi
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Giinliik ve Enstriimantal Yasam Aktiviteleri
Hastalarm GYA ve EGYA’ da bagimlhlik
diizeyleri incelendiginde yikanma (%18,5) ve
giyinmede (%12,8) kismen bagimlilik diizeyi
yiiksektir, Beslenmenin %96,9 ile en bagimsiz
olarak yapilan aktivite oldugu goriilmiistiir,
Hastalarin EGYA O0lgegine gore bagimlilik
diizeyleri incelendiginde, en ¢ok ev igi yapma
(bagimhi %32,7, kismen bagimli %44,9) ve
camasir yikamada (bagimli %41,8, kismen
bagimhi  %41,3) =zorlandiklar1 goriilmustiir
(Tablo 2), Ayrica 66 yas ve {istiinde olan
hastalarda GYA (16,59+ 2,32) ve EGYA
(18,55 +3,72) dlgegi puan ortalamalarinin daha
diisikk oldugu saptanmistir (p<0,01). Kadin
hastalarm GYA (16,75+£2,09) ve EGYA (18
+3,86) yasam aktivitelerinde erkeklere gore
daha bagimli oldugu saptanmistir (p<0,05).
Egitim durumlarina gore karsilastirildiginda
ilkogretim mezunlarmin GYA 0lgegi puan
ortalamalar1 (16,75+2,02) ve EGYA oOlcegi
puan ortalamalan (16,75+£2,02) diger egitim
diizeylerine gore diisiik olup egitim seviyesi
arttikca bagimsizlik diizeyi de artmaktadir.
Gelir-gidere gore az olanlarin
GYA(16,71£1,91), EGYA (18,7143,82) puan
ortalamalarmin diisiik oldugu belirlenmistir
(p<0,01). Calisan hastalarin GYA (17,79
+0,71), EGYA (19,39 +3,67) aktivitelerde
daha bagimsiz oldugu bulunmustur (p<0,05)
(Tablo 3).

Periferal Noropati

KBPN olgeginin motor puan ortalamasini
(20,64+16,70) ise 66 yas ve lstiinde
istatistiksel olarak anlamli diizeyde yiiksek
oldugu saptanmistir (p=0,004). Bununla
birlikte kadinlarda duyu (28,22420,91),
erkeklerde motor (20,36+£19,14) ve otonomik
(28,88+15,72) alt boyutlar1 puanlarinin yiiksek
oldugu belirlenmistir (p<0,05) (Sekil 1).
Taksan ve platin bazli kemoterapileri kombine
alan hastalarda duyusal ndropatinin
degerlendirildigi duyu alt boyut puani
(37,19£23,21) bu tedavileri ayr1 ayr1 alanlar
gore daha yiiksek bulunmustur (p=0,008)
(Sekil 2). Kemoterapi kiir says1 7 kiir ve
tizerinde olan hastalarin duyu (p= 0,000) ve

otonomik (p=0,030) fonksiyonlarinda
bozulmasinin daha fazla oldugu belirlenmistir.
(Tablo 4).

Yasam kalitesi, periferal noropati ve giinliik
yasam aktiviteleri arasindaki iligki
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Tablo 2. GYA ve EGYA frekanslari
Bagimh Kismen Bagiml Bagimsiz

n ‘ % n % n %
GYA
Yikanma 5 2,6 36 18,5 154 79,0
Giyinme 2 1,0 25 12,8 168 86,2
Tuvalet 1 0,5 20 10,3 174 89,2
Transfer 2 1,0 18 9,3 173 89,6
Bosaltim 17 8,7 21 10,8 157 80,5
Beslenme 1 0,5 5 2,6 188 96,9
EGYA
Telefon Kullanma 9 4,6 8 4,1 179 91,3
Ulasim Araglarina Binme 16 8,2 54 27,6 126 64,3
Alisveris Yapma 24 12,2 55 28,1 117 59,7
Yemek Hazirlama 25 12,8 45 23,0 126 64,3
Ev isi Yapma 64 32,7 88 44,9 44 22,4
Camasir Yikama 82 41,8 81 41,3 33 16,8
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Ozellikler GYA EGYA
ort. | SS ort. | SS
Yas
45 ve alt1 17,92 0,27 18,70 3,86
46-65 17,00 1,69 20,80 2,86
66 ve listil 16,59 2,32 18,55 3,72
p 0,004 0,000
Cinsiyet
Kadin 16,75 2,09 18,70 3,86
Erkek 17,39 1,31 20,80 2,86
p 0,023 0,000
Medeni Durum
Evli 17,09 1,75 21,20 2,61
Bekar 16,85 1,77 21,29 2,70
p 0,377 0,067
Egitim
[1kdgretim 16,75 2,02 18,71 3,82
Lise 17,63 0,89 20,50 3,29
Universite 17,68 0,81 21,21 2,49
p 0,003 0,000
Gelir durumu
Yetersiz 16,71 1,91 18,71 3,82
Orta 17,24 1,80 20,50 3,29
Yeterli 17,86 0,36 21,21 2,49
p 0,010 0,001
Calisma Durumu
Calisiyor 17,79 0,71 21,89 2,47
Caligmiyor 16,95 1,87 19,39 3,67
p 0,023 0,067
Tam Siiresi
1-12 ay 16,95 1,94 19,74 3,70
12-36 ay 17,26 1,56 20,07 3,25
37 ve istii 17,04 1,53 18,48 3,85
p 0,671 0,200
KT
Taksan 17,26 1,37 19,26 3,91
Platin 16,98 1,99 19,91 3,51
Taksan+Platin 16,95 1,75 19,46 3,68
p 0,694 0,604
Kiir Sayisi
3 kiir 17,53 1,08 20,31 3,71
4-6 kiir 16,81 2,01 19,62 3,51
7 ve ustl 16,95 1,88 18,85 3,79
p 0,098 0,095

p: p degeri, *KT: Kemoterapi
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Tablo 4. Hastalarin KBPN semptomlari siddeti

Ozellikler Duyu Motor Otonomik
Ort. SS Ort. SS Ort. SS
Yas
45 ve alt1 18,24 | 19,30 10,21 | 11,21 | 19,55 | 19,69
46-65 26,47 | 20,73 16,48 | 14,02 | 27,78 | 19,13
66 ve Ustl 22,12 | 20,90 20,64 | 16,70 | 26,95 | 17,61
p 0,076 0,004 0,093
Cinsiyet
Kadin 28,22 | 20,91 18,62 | 15,68 | 22,85 | 21,29
Erkek 20,36 | 19,14 20,36 | 19,14 | 29,88 | 15,72
p 0,006 0,039 0,002
Tani Siiresi
1-12 ay 19,87 | 18,68 14,25 | 13,33 37,19 | 23,21
12-36 ay 29,29 | 20,79 17,12 | 13,87 | 26,91 | 17,61
37 ve Usti 37,19 | 23,21 28,94 | 19,57 | 32,10 | 16,62
p 0,000 0,000 0,104
KT protokolii
Taksan 21,83 | 18,52 16,74 | 16,75 | 24,42 | 17,64
Platin 20,02 | 17,99 14,87 | 13,73 | 26,58 | 18,57
Taksan+Platin 31,85 | 23,53 19,04 | 14,46 | 27,44 | 20,41
p 0,008 0,162 0,701
Kiir Sayisi
3 kar 16,78 | 16,39 12,94 | 12,32 | 20,37 | 17,38
4-6 kiir 23,75 | 21,66 | 17,31 | 14,36 | 28,53 | 18,17
7 ve Usti 35,02 | 18,81 19,42 | 17,23 | 28,73 | 21,48
p 0,000 0,069 0,030
p: p degeri

Adress for correspondence: Akdeniz Universitesi Hemgirelik Fakiiltesi 05050 Antalya — Tiirkiye
e-mail: farikan64@gmail.com

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


http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
TURCICA

Orginal Article

Tablo 5. Yasam kalitesi, KBPN, GYA ve EGYA iliskisi

436

Genel iyilik Fonksiyonel | Semptom | Duyu Motor Otonomik
Hali Saghk
EORTC QLQ-C30 dlgegi
Genel lyilik Hali 1,000
Fonksiyonel Saglk 0,465** 1,000
Semptom -0,525** -0,671** 1,000
EORTC QLO-CIPN20 dlgegi
Duyu -0,210** -0,384** 0,345%** 1,000
Motor -0,367** -0,606** 0,564** 0,536** 1,000
Otonomik -0,291** -0,342** 0,309** 0,347** 0,359** 1,000
GYA 0,336** 0,491** -0,351** -0,214** -0,487** -0,143*
EGYA 0,402** 0,633** -0,495** -0,295** -0,643** -0,222**
p: p degeri* p<0,05 ** p<0,01
40-
E3) Kadm
2 &3 Erkek
= 30+
n
=
s
&
5 20+
Z
=
B
£ 10-
F o
5]
~
0-

Semptomlar

T
Otonomik

Sekil 1. Cinsiyete gore periferal néropati semptomlar1
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Periferal Noropati Siddeti

Duyu Motor
Semptomlar
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Taksan
=3 Platin
B3 Taksan ve Platin

Otonomik

Sekil 2. Kemoterapi ilaglarma gore periferal ndropati semptomlart

Yasam kalitesi Olcegi genel iyilik hali alt
boyutu ile fonksiyonel saghik alt boyutu
arasinda pozitif kolerasyon; semptom, duyu,
motor, otonomik alt boyutlar1 arasinda negatif
korelasyon saptanmistir (p<0,01). Yasam
kalitesi olgegi fonksiyonel saglik alt boyutu ile
semptom, duyu, motor ve otonomik alt
boyutlar1 arasinda istatistiksel olarak negatif
kolerasyon saptanmistir (p<0,01). GYA ve
EGYA olgegi ile genel iyilik hali ve
fonksiyonel saglik alt boyutlar1 arasinda pozitif
kolerasyon, GYA ve EGYA olgegi ile
semptom, duyu, motor, otonomik alt boyutlar
arasinda ise negatif korelasyon saptanmigtir
(p<0,01) (Tablo 5).

TARTISMA

Kemoterapiye bagli periferal noropati gelisen
bircok hastada bu durumun diizelmesi zaman
alir baz1 hastalarda ise iyilesme olmaksizin
yillarca siirebilir. KBPN kanser hastalarinin
ozellikle glinlik yasam aktivitelerini onemli
olgiide etkiler (30). Bu c¢alismada kemoterapi
alan hastalarn GYA siirdirmede yiiksek
oranda bagimsiz oldugu belirlenmistir. Kismen
bagimlilik  diizeylerinin  yiiksek  oldugu
aktiviteler ise yikanma (%18,5) ve giyinmedir
(% 12,8). Calisma sonucumuza benzer sekilde
kemoterapi alan 387 hastayla yapilan bir
aragtirmada en cok etkilenen giinliik yasam
aktivitelerinin yikanma, giyinme ve bosaltim
oldugu belirlenmistir (31). Caligmamizda
EGYA o6lgegi degerlendirildiginde hastalarin
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% 40’1 bagimlidir. Bagimlilik diizeyinin en
yiiksek oldugu aktiviteler ise camasir
yikama(%84) ev isi yapmadir (%78). Leticia
ve arkadaglarinin ¢aligmasinda kemoterapi
sonrasi hastalarin yaklasik yarisi aktivitelerde
kismen bagimli bulundugu bildirmistir (32).
Baska bir ¢aligmada da kemoterapi sonrasi
EGYA bagimlilik diizeyinin arttig1
bildirilmistir (33).

Caligmamizda GYA ve EGYA 0lgegi puan
ortalamalarina gore yasla bagimlilik artar iken
KBPN o6l¢egi motor semptomlarin arttigi tespit
edilmistir. Eckhoff ve  arkadaslarinin
calismasinda ise hastalarin 55 yas ve dsti
olmasinin kalict KBPN igin belirgin risk
faktorii oldugu bildirilmistir (34). Kemoterapi
sonrast 45-65 yas arasinda kavrama giicii
azaldig1 bildirilmektedir (33). Bu caligsmada
kadin hastalarin erkek hastalara gore GYA ve
EGYA’nde daha fazla zorluk yasadiklar
belirlendi. Calisma sonucumuza benzer sekilde
kemoterapi uygulanan kadin hastalarin erkek
hastalara gére GYA’inde daha bagimli oldugu
gosterilmistir (35). Meme kanseri kadinlar ile
yapilan bir ¢caligmada ise ev isi, 6z bakim ve
giin icindeki diger etkinliklerde hastalarin
yetersizlik yasadigi gosterilmistir (32).

Bu c¢alismada KBPN’nin duyu ve motor
semptomlarinin ~ kadinlarda daha  siddetli
oldugu goriildii. Benzer sekilde literatiirde
kadin hastalarin  erkeklere gore Ozellikle
duyusal noropati semptomlarindan daha g¢ok
yakindiklar bildirilmektedir (36,37).
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Calismamizda hastalarin tami siireleri ve kiir
sayis1 arttitkca bagimlilik diizeyinin arttigi,
duyu, motor ve otonomik semptomlarin daha
fazla goriildiigii saptanmistir. KBPN kiir sayis1
ve kiimiilatif doza baghdir, kiimiilatif dozun
artmas1 ile semptomun siddetinin arttig1
bildirilmektedir  (28,39). Meme kanserli
hastalarla yapilan bir calismada 7. Kiirden
sonra periferal noropati semptomlarinin arttigi
bildirilmistir (40). Smith ve arkadaglarinin
kemoterapi alan hastalarla yaptiklar1 ¢alismada
hastalarin duyu ve motor noropatiyi daha ¢ok
yasadigmi  ve duyu noropatinin  alt
ekstiremiteleri ~ daha  ¢ok  etkiledigini
gostermistir (28). Kolorektal kanser hastalari
ile yapilan tedaviden 2-11 yil araliginda olan
hastalar1 kapsayan ¢alismada KBPN’nin GYA
tizerinde etkisinin uzun dénemde devam ettigi
saptanmistir (41). Baska bir ¢aligmada ise
norotoksik ila¢ alan hastalarin  %50’sinde
ylriime, egzersiz ve hobilerini yapmakta
zorlandiklar1 bildirilmistir (42). Literatiirde
platin ve taksan kemoterapi protokolii kombine
alan hastalarin daha yiiksek KBPN yasadiklari
belirtilmektedir (43). Calismamizda taksan ve
platin bazli kemoterapileri birlikte alan
hastalarda duyu, motor ve otonomik
semptomlarin yalnizca taksan veya platin alan
hastalara gore daha fazla oldugu belirlenmistir.
Norotoksik ajanlara bagh goriilen uyusma,
karincalanma, kavrama gii¢liigii, ndropatik agri
gibi semptomlar yasam kalitesini olumsuz
etkilemektedir (44). Calismamizda genel iyilik
hali ve fonksiyonel saglik skoru ile duyu,
motor ve otonomik alt boyutlar1 arasinda
negatif kolerasyon oldugu belirlenmistir.
Ayrica KBPN ile semptomlar arasinda pozitif,
glinliik yasam aktiviteleri arasinda negatif
iligki oldugu saptanmistir. Taksanlar, vinka
alkaloidler ve / veya platin bilesikleri ile tedavi
edilen hastalarla yapilan bir caligmada KBPN
ile yasam kalitesi arasinda giiclii negatif
korelasyon oldugunu bildirmistir (45). Bagka
bir calismada ise kiigiik hiicre dis1 akciger
kanseri hastalarda yasam kalitesi ve KBPN
semptomlart  arasinda negatif kolerasyon
oldugu bildirilmistir (46). Duyu, motor ve
otonomik fonksiyonlardaki bozulmalar
hastalarm GYA ve EGYA’ni bagimsiz
yapmasini engelleyecektir, hastalarin
aktivitelerinde = bagimli  olmasi  yasam
kalitesinde azalmaya neden olacaktir.
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Calismamizin tek merkezli olmasi,
elektromyelografinin ~ yapilamamasi, izlem
stiresinin bulunmamas1 ve hastanin bir kez
degerlendirilmesi en 6nemli sinirhiliklaridir

SONUC

Bu calismadan elde edilen sonuglar KBPN’nin
giinliik yasam aktiviteleri, enstriimental yagam
aktiviteleri ve yasam kalitesi olumsuz
etkiledigini  gostermektedir. Bu nedenle
onkoloji hemsirelerinin nérotoksik kemoterapi
alan hastalarin tedavinin basinda, siirecinde ve
sonrasinda ~ KBPN  yoniinden  diizenli
degerlendirmesi ve semptomun ydnetiminde
danismanlik yapmasi onerilir.
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Evaluation Of Sars-Cov-2 Infection In Cancer Patients: Single-Center
Experience From Turkey
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OZET(times new roman, 10 punkto, Ortali,kalin, ¢izgiden bir boslukla ayrilarak)
GIRIS ve AMAC: COVID-19 krizi siirecinde kanserli hastalarmin bakimi ile ilgili 6nemli sorunlar
bulunmaktadir. Bu hasta grubunun hem kanser tedavilerinin gecikmesi ile karsilasilabilecek dnemli mortalite
riski hem de kemoterapi, radyoterapi, immiinoterapi gibi antikanser tedavilerine bagli gelisebilecek
immiinsiipresif durumlari nedeniyle olast SARS-Cov-2 enfeksiyonu sirasinda kotii prognoz ve mortalite riski
bulunmaktadir. Bu nedenle pandemi donemlerinde kanser hastalarinin tedavilerinin devam etmesi ve enfeksiyon
riskinin en aza indirilmesi i¢in 6nemli tedbirler alinmasi gerekmektedir. Biz de tiim bu sorunlara cevap bulmak
amaciyla hastanemiz acil servis, pandemi poliklinigi, medikal onkoloji polikliniklerine COVID-19 bulgulan ile
bagvurmus solid malignite tanili hastalarimizi retrospektif olarak taramay1 amagladik
YONTEM ve GERECLER: 11 Mart 2020 - 11 Mayis 2020 tarihleri arasinda Ankara Dr. A. Yurtaslan Onkoloji
Egitim ve Arastirma Hastanesi medikal onkoloji poliklinigi, acil servis ve pandemi poliklinigine COVID-19
hastalig1 semptom ve/veya bulgulari ile bagvuran ve daha 6nce solid organ malignitesi tanisi olan, tibb1 onkoloji
klinigimizde takipli 76 hasta retrospektif olarak incelendi.
BULGULAR: Bagvuruda en sik goriilen semptomlar;kuru 6ksiiriik (33, %43.4), ates (23, % 30.3), yorgunluk
(23, %30.3) ve dispne (23, %30.3) idi. Otuz dokuz vakaya (%51.3) COVID-19 rRT-PCR testi yapildi.Dort
hastanin (%5.2), COVID-19 rRT- PCR testi pozitif sonuglandi.Bu say1, ayni dénemde poliklinigimize bagvuran
yaklagik alt1 bin kanser tanili hastalarimizin % 0.06 ‘sin1 olusturuyordu. rRT-PCR testi pozitif hastalar; evre 2
meme ca, 2. basamak kemoterapi alan mesane ca ve kemonaif evre 4 mide ca olup yogun bakima {iinitesine
yatiglar1 gerekmedi ve iyilesmis olarak taburcu olduklar1 6grenildi
TARTISMA ve SONUC: Bulgularimiz, mevcut pandemide kanser hastalarinin daha kotii seyrini ve mortalitesini
desteklememektedir. Bu durumun hastanemizin, onkoloji agirlikli hizmete devam edilmesi nedeniyle nisbeten
korunakli olup aktif covid hastasinin takip edilmemesinin yanisira ¢aligma sistemimizde yaptigimiz 6nemli
degisikliklerden dolay1 (triyaj, polikliniklerde yer degisikligi yaparak sosyal mesafe korunmasi, maske takilmasi,
remisyondaki kontrol hastalari, kemoterapi oncesi semptom sorgulama ve danisma i¢in kullanilan teletip
uygulamalar1 gibi) kanser hastalarinin hastaneye gelis sikliklarin1 azaltarak, COVID-19 enfeksiyon riskini
azalttigimizi diisiinmekteyiz.
Anahtar Kelimeler: COVID-19, Kanser, Kemoterapi, Risk

ABSTRACT

INTRODUCTION: Oncologists from all over the world have important problems about the follow up and
treatment of cancer patients during the COVID-19 crisis.Cancer patients have a poor risk of prognosis during
SARS-Cov-2 infection due to both the significant risk of mortality that can be encountered with delayed cancer
treatments and immunosuppressive conditions.We aimed to evaluate solid cancer patients with COVID-19
findings retrospectively to find an answer about the management of these patients during outbreak.
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METHODS: Between March 11,2020 and May 11,2020,76 patients who had solid organ malignancy were
admitted to the Ankara Dr. A. Yurtaslan Oncology Training and Research Hospital with symptoms suggestive of
COVID-19 infection were examined retrospectively.

RESULTS: The most common symptoms at admission were: dry cough, fever.COVID-19 RT-qPCR test was
performed in 39 cases.The COVID-19 RT-gPCR test results were positive in four patients.This number
constituted 0.06% of 6000 cancer-diagnosed patients admitted to our outpatient clinic.Among the patients who
were positive for COVID-19 with RT-gPCR, one patient had stage2 breast carcinoma and was not actively
receiving chemotherapy, another had newly-diagnosed stage 4 gastric carcinoma and was treatment-naive,
another was receiving radiotherapy and capecitabine for locally advanced rectal cancer, and the final patient had
stage4 bladder cancer and was receiving second-line chemotherapy.Of these four patients, only one patient
needed intensive care, while the other three recovered with intensive care-free medical treatment.

DISCUSSION AND CONCLUSION: Our findings do not support previous studies that have resulted in worse
prognosis and mortality in cancer patients in the current pandemic.Our tertiary center based on oncology might
provided the protection of COVID-19 infection due to non-followed COVID-19 positive patients.In addition,
changes in our working system as; triage, displacement in polyclinics, communication by telemedicine with
patients in remission, symptom questioning and consultation before chemotherapy, supply less frequency of
routine hospital visits of cancer patients resulted reduced the risk of COVID-19 infection.

Keywords: Cancer, Chemotherapy, COVID-19, Risk
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INTRODUCTION

Coronavirus disease 2019 (COVID-19)
is the categorical diagnosis of the respiratory
infection first reported among a group of
individuals admitted with pneumonia in
December 2019 in Wuhan, China (1-2). The
infectious agent causing this pneumonia was
determined to be a new coronavirus (initially
named 2019 novel coronavirus). The virus was
later termed as the Severe Acute Respiratory
Syndrome Coronavirus 2 (SARS-Cov-2) (3).
The SARS-Cov-2 infection was defined as a
pandemic by the World Health Organization
on March 11, 2020. As of May 22, 2020, there
were 5,245,672 confirmed cases worldwide. In
addition, 2,116,322 patients had recovered,
while 336,085 patients died due to the virus
(case fatality rate was 6.41% at the time of
writing). In Turkey, the first case was
announced by the Ministry of Health on March
11, 2020. As of May 20, 2020, there were
154,500 confirmed cases, 116,111 recovered
patients and 4276 deaths (case fatality rate was
2.77%).

Oncology patients represent a critical
group of patients. They are especially
vulnerable to COVID-19, but their diagnosis
and treatment had to continue uninterruptedly.
Cancer patients are more susceptible to the
infection than individuals without cancer due
to malignancy and systemic
immunosuppressive conditions caused by anti-
cancer treatments such as chemotherapy and/or
surgery (4-7). Moreover, it has been reported
that these patients are at greater risk of
COVID-19, and their prognosis is poor (8).

However, there is insufficient data on the
frequency and prognosis of COVID-19 disease
in cancer patients, with the exception of
several studies mostly small case series. In a
recent study from China that reported results of
18 cancer patients among 2007 cases of
COVID-19, it was found that patients with
cancer had a higher risk for severe clinical
events when compared to patients without
cancer (8). While COVID-19 mortality rate
was estimated at 2.3% overall, the mortality
rate in cancer patients was reported to be 5.6%

9).

There are important challenges
concerning the care of patients with cancer
during the COVID-19 pandemic. It is rather
apparent that cancer patients have worse
prognosis and higher mortality with COVID-
19 in relation with the cancer itself and also
treatments, such as chemotherapy,
radiotherapy and immunotherapy, which cause
immunosuppression. Therefore, careful
measures must be taken to continue the
treatment of cancer patients while minimizing
the risk of infection. In this study, it was aimed
to analyze solid cancer patients who were
admitted to the emergency department,
pandemic outpatient clinics or medical
oncology clinics of a single Oncology Training
and Research Hospital with symptoms
suggestive of COVID-19 retrospectively.

MATERIAL and METHODS
Study design and participants

Between March 11, 2020 and May 11,
2020, 76 patients who had solid organ
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malignancy were admitted to the Ankara Dr.
A. Yurtaslan Oncology Training and Research
Hospital medical oncology outpatient clinics,
emergency department and/or pandemic
outpatient clinics with symptoms suggestive of
COVID-19  infection  were  examined
retrospectively.

March 11, 2020 was chosen on purpose
because the first case was announced on March
11, 2020 in Turkey. In particular, patients who
were admitted with complaints of fever, cough,
dyspnea, and/or those who had a history to
have a contact with a COVID-19 patient, were
evaluated as a medium- or high-probability
suspect case according to the recommendations
of the Ministry of Health. The patients with
symptoms suggestive of COVID-19 infection
were taken nasal and/or pharyngeal swab
specimens and SARS-CoV-2 RNA was tested
by real-time reverse transcriptase polymerase
chain reaction (RT-gPCR), in moderate and
high clinical suspect cases high resolution
computer  tomography was  performed.
Retrospective medical data were obtained from
the hospital records of the patients and
included demographic features, comorbid
diseases, performance scores, diagnostic
informationes,  forms  associated  with
treatment, duration of treatment, SARS-CoV-2
PCR results, and treatment results after
COVID-19 diagnosis.

A 24-hour pandemic clinic outside the

hospital's main building was established on 17
March 2020. Patients suspected to have
COVID-19 were immediately directed to the
Radiotherapy ward or the intensive care unit of
the Department of Internal Medicine which
had been vacated for pandemic response. The
patients were transferred to designated
pandemic-response hospitals if their COVID-
19 RT-gPCRtests were positive.
This study was approved by the Ankara Dr. A.
Yurtaslan Oncology Local Clinical Study
Board and Republic of Turkey Ministry of
Health Scientific Research Platform (2020-05-
07, T11_29 00).
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Statistical analysis

Continuous variables were presented
as mean = SD (standard deviation) or median
(IQR) (Interquartile Range) accordingly.
Categorical variables were presented as
number (n) and percentage (%) values. The
Shapiro-Wilk test was used to test the
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normality of distribution of continuous data
sets. The Kaplan-Meier method was used for
the evaluation of event time data, to estimate
median time and the corresponding 95%
confidence intervals (CI). All statistical
analyses were performed by the use of SPSS
version 26.0. Any p value of <0.05 was
accepted to demonstrate statistical
significance.

RESULTS

Seventy-six patients with a prior
diagnosis of cancer who had COVID-19
symptoms were evaluated retrospectively
among approximately 6000 patients who were
admitted tomedical oncology outpatient
clinics in a period of 60 days.The demographic
and clinical features of the patients are shown
in Table 1.

Median age was 57 (19-86) years, 39
(51.3%) patients were male. Twenty-one
patients (27.6%) were active smokers. Thirty-
nine  patients (51.3%) had  various
comorbidities, including diabetes mellitus
(13.2%), hypertension (26.3%) and chronic
obstructive pulmonary disease (6.6%). The
most common types of cancer among the
patients were: breast cancer (n=19, 25.0%),
lung cancer (n=16, 21.1%), and head and neck
cancers (n=9, 11.8%), respectively. Among
these patients, 40 (52.6%) had stage 4
malignancy. There was a history of lung
metastasis in 27 patients (35.5%), and
mediastinal radiotherapy in 8 patients (10.5%).
Thirty-four patients (44.7%) had received
chemotherapy, 5 patients had received (6.6%)
immunotherapy, and 14 patients (18.4%) had
received targeted therapy in the past 14 days.
Twenty-five patients (32.9%) had the use of G-
CSF for primary or secondary prophylaxis
after chemotherapy.

The most common symptoms at
admission were: dry cough (n=33, 43.4%),
fever (n=23, 30.3%). Computed tomography of
the thorax was performed in 50 patients
(65.7%), while COVID-19 RT-gPCRtest was
performed in 39 patients (51.3%). The
COVID-19 RT-gPCRtest results were positive
in four patients (5.2%). Thorax computed
tomography findings of 10 patients (13.2%)
were consistent with viral pneumonia, but only
one of these 10 patients had a positive COVID-
19 RT-gPCRtest result. Among the patients
who were positive for COVID-19 with RT-
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gPCR, one patient had stage 2 breast
carcinoma and was not actively receiving
chemotherapy, another had newly-diagnosed
stage 4 gastric carcinoma and was treatment-
naive, another was receiving radiotherapy and
capecitabine for locally advanced rectal cancer,
and the final patient had stage 4 bladder cancer
and was receiving second-line chemotherapy

Orginal Article

444

hospitalized and only gastric carcinoma patient
was hospitalized in intensive care unit for ten
days and received favipiravir, plaquenil and
antibiotic treatment. One patient received
oseltamivir, plaquenil, and antibiotics, and the
remaining two received plaquenil and
antibiotic therapy only. All patients were
discharged in good health.

in the past 14 days. Allpatients were

Table 1. Demographicandbaselineclinicalcharacteristics ofcancerpatientswithsuspectedCOVID-19

Patients( n=76) %

Median Age (range: mim-max) 57 (19-86)
Male Gender 39 51,30
Tumor diagnosis

Breast Cancer 19 25,00
Lung Cancer 16 21,10
Head and Neck Cancer 9 11,80
Others 32 42,10
TumorStage
Stage I/11/111 36 47,40
Stage IV 40 52,60
LungMetastasis 27 35,50
History of PriorTreatment
Chemotherapy (<14 days) 34 44,70
Targetedtherapy (<14 days) 14 18,40
Immunotherapy(<14 days) 5 6,60
Radiotherapy to mediastinum 8 10,50
Co-morbidities
Diabetes Mellitus 10 13,20
Hypertension 20 26,30
C_hronlc obstructive pulmonary 5 6,60
disease
other 4 5,20
Symptoms and signs at on
admission
Dry Cough 33 43,40
Fever 23 30,30
Fatique 23 30,30
Dyspnea 23 30,30
rRT-PCR test positive 4 5,20
Ct flndlngs with viral 10 13.10
pneumonia

Among the 10 patients (13.1%)
whoseRT-gPCRtests were negative  but
tomography findings were suggestive of
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gastric carcinoma, one had soft tissue sarcoma,
and one patient had urothelial carcinoma. Two
of these patients were actively receiving
chemotherapy and one patient was receiving
immunotherapy. Two of the patients with
negative RT-gPCRresult who had computed
tomography findings compatible with viral
pneumonia died.

Orginal Article

DISCUSSION

This study is one of the few studies
focusing on the frequency of COVID-19 in
patients with cancer. In our hospital, only 4
patients out of approximately 6000 who were
admitted to our outpatient clinics between 11
March 2020 and 11 May 2020 were found to
be positive for COVID-19 via RT-gPCRtest.
This number constituted 0.06% of 6000
cancer-diagnosed patients admitted to our
outpatient clinic. In addition, it was 0.18% of
2181 patients who were admitted to the
pandemic outpatient clinic.

The initial data regarding the incidence
of COVID-19 in cancer patients comes from
Wuhan, China. In a single-center, retrospective
study conducted by Jing Yu et al., SARS-CoV-
2 infection was detected in 0.79% (12 patients)
of the 1524 cancer patients who were admitted
to the Radiation and Medical Oncology
Department from December 2019 to February
2020 (10). This percentage was higher than the
cumulative incidence of all COVID-19 cases
diagnosed during the same time period in
Wuhan (0.37%, 41,152/11,081,000; data as of
17 February 2020) (10). In a nationwide
analysis with data drawn from 575 hospitals in
China, 18 out of 1590 COVID-19 cases (95%
Cl = 0.61-1.65) were found to have a history of
cancer, and this frequency was higher than the
incidence of cancer in the Chinese population
(285.83 per 100.000 people, 0.29%, according
to the 2015 Cancer Epidemiology Statistics)
(8). On the other hand, when we focus on data
from the west, it was determined that 320 (6%)
of the 5700 patients hospitalized with COVID-
19 in New York City had a history of cancer
(12).

According to this retrospective data,
we may attribute the low incidence of COVID-
19 positive patients in Turkey to the early
measures taken by the Ministry of Health
throughout the country, in addition to further
precautions taken by our center and Medical
Oncology Clinics.Ankara Dr. A. Yurtaslan
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Oncology Training and Research Hospital is a
huge center giving service mostly to oncology
patients. During the triage of patients, body
temperature measurements were performed at
all hospital entrances, and disinfectants and
surgical masks were provided for patients.
Additionally,  individuals  accompanying
patients were not accepted into waiting rooms,
and strictly followed social distancing
measures. We have also imposed restrictions
for the visitors of patients in wards.

In order to reduce elective arrivals to

the medical oncology outpatient clinics,
patients in remission were called by telephone
and their appointments were postponed. The
entrance doors of the chemotherapy service
and outpatient clinics were separated; thus,
enabling less interaction of patients. Other
precautions that could be taken to reduce risks
in chemotherapy patients were discussed case
by case and planned to be undertaken when
necessary (such as switching from intravenous
therapy to oral therapy or extending weekly
treatments, or extending the duration of
supportive treatments such as bisphosphonate /
denosumab etc.).
One of the most important of these measures
may be the use of telemedicine services which
are utilized throughout world (12). Two
separate phone lines were established for
patients receiving chemotherapy and those
with scheduled controls. Through these,
patients were contacted and their control dates,
laboratory investigations and results were
organized remotely; thus reducing their
frequency of hospital visits. In addition to
counseling services through phone, we also
called patients scheduled for chemotherapy
before treatment dates for anticipatory triage
and questioned their symptoms (fever, cough,
shortness of breath). Patients with these
symptoms were directed to appropriate clinics.
However, as the administrative, legal and
financial  infrastructure of  telemedicine
regulations are developing in our country
(similar to many countries), there were
difficulties in practical application.

In our study, 76 patients were
evaluated and 51.3% of the patients were male,
median age was 57 years, and the most
common type of cancer (25%) was breast
cancer. The most common symptoms at
admission were dry cough (n=33, 43.4%),
fever (n=23, 30.3%) and dyspnea (n=23,
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30.3%). In a study evaluating 28 cancer
patients with COVID-19 from three hospitals
in Wuhan, China, 67% of the patients were
male, median age was 65 years, and the most
common type of cancer was lung cancer (7
patients, 25%) (13). In a nationwide analysis in
China, the majority of 18 cancer patients
diagnosed with COVID-19 had lung cancer (5
patients, 28%), and the mean age was 63.1
years (8). In a study evaluating five COVID-19
patients with cancer in Italy, the mean age was
71.64 £ 10.08 years (range 50 to 84 years),
80% of the patients were male (male / female
20/5), and the most common type of cancer
was lung cancer (8 patients, 32%)
(14).Although the data on the clinical features
of cancer patients infected with SARS-CoV-2
are limited to the retrospective data drawn
from small case groups; thus limiting their
reliability, we also found that more than half of
the patients in our study were male.

Only four of the approximately 6000 patients
that applied to our outpatient clinic over the
two-month period of this study were tested
positive for SARS-CoV-2 via RT-gPCR. Of
these four patients, only one patient needed
intensive care, while the other three recovered
with intensive care-free medical
treatment.However, currently available
retrospective studies show that the disease is
more severe and mortal in the patients with
malignancy. In a multicenter study conducted
in  Wuhan, China, 105 cancer patients
diagnosed with COVID-19 and 536 patients
without cancer were compared. Patients with
cancer were found to have higher mortality
rate [OR: 2.34; 95% CI (1.15-4.77); P = 0.03],
higher ICU admission rate [OR: 2.84; % 95 ClI
(1.59-5.08); P <0.01], at least one severe or
critical symptom rate [OR, 2.79; 95% ClI,
(1.74-4.41); P <0.01], and increased likelihood
for the need for invasive mechanical
ventilation (15). In a study from Italy,
comprised of 25 cancer patients infected with
SARS-CoV-2 as of 18 March 2020, it was
found that 9 (36%) patients died, and 16 (64%)
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12-Cycle of Temozolomide Treatment is not Superior To 6-Cycle of
Treatment in Glioblastoma Multiforme

Glioblastome Multiforme'de 12 Kiir Temozolomid Tedavisi 6 Kiir Tedaviye
Ustiin Degildir
Ibrahim Karadag, Serdar Karakaya, Oztiirk Ates, Berna Oksuzoglu

Dr. A.Y. Onkoloji Egitim ve Arastirma Hastanesi, Tibbi Onkoloji Béliimii, Ankara, Tiirkiye

Dergiye Ulagsma Tarihi: 31,08,2020 Dergiye Kabul Tarihi: 21.10.2020 Doi: 10.5505/a0t.2020.99815

OZET

GIRIS ve AMAC: Grade IV gliom olan glioblastoma multiforme (GBM), yetiskinlerde en sik gériilen primer
beyin tiimoriidiir. Biyopsi veya rezeksiyonu takiben, radyoterapi (RT) es zamanli ve adjuvan temozolomid
(TMZ) kullanim (6 kiir), yeni teshis edilmis GBM vakalar1 i¢in standart tedavi haline gelmistir. Orijinal tedavi
rejimi 6 kir TEMODAL kullanimimi igermesine ragmen, bazi merkezler daha iyi sonu¢ elde etme umuduyla
progrese olmayan hastalarda 12 veya daha fazla kiir tedavi uygulamaktadir. Butedavi yaklagimi tartismalidir.
Calismamizin temel amaci, hastaliksiz sagkalim (DFS) ve genel sag kalim (OS) agisindan standart kombine
tedavi yaklasimi ile tedavi edilen hastalarda TEMODAL tedavisinin uzatilmasinin (6 aydan 12 aya kadar) yararh
olup olmadigini belirlemektir.
YONTEM ve GERECLER: 2012-2019 yillar1 arasinda retrospektif olarak 180 GBM hastasim analiz ettik ve
calismaya dahil edilme kriterlerini kargilayan 100 hastay: dahil ettik.
BULGULAR: 100 GBM hastas1 geriye doniik olarak incelendi. Medyan OS 21 (18.47-23.52) ay iken, 6 kiir
TMZ alanlarda 24 (18.21-29.78) ay, 12 kir TMZ alan grupta 22 (18.50-25.49) ay ve adjuvan tedaviyi
tamamlayamayanlarda 10 aydi. 6 ve 12 kiir TMZ tedavisi arasinda istatistiksel olarak anlamli bir fark yoktu (p =
0.55). Adjuvan tedaviyi tamamlayamayan hastalar daha diisiik sag kalima sahipti ve bu grup, 6 ve 12 kiir TMZ
alan hastalara kiyasla istatistiksel olarak anlamli bir OS farkina sahipti (sirasiyla p = 0.04 ve p = 0.024).
TARTISMA ve SONUC: Calismamiz, GBM hastalarinda adjuvan TMZ tedavisinin uzatilmasinin yas,
performans durumu ve timoér Ozelliklerinden bagimsiz olarak ek bir sag kalim avantaji saglamadigin
gostermektedir.Ayrica, standart 6 kiir adjuvan tedaviyi tamamlayamayan GBM hastalarinin hayatta kalma
oranlar1 daha diisiiktiir.
Anahtar Kelimeler: GBM, Temozolomid, Adjuvan Tedavi Siiresi

ABSTRACT
INTRODUCTION: Glioblastoma multiforme (GBM), a grade IV malignant glioma, is the most common
primary brain tumor in adults. Following biopsy or resection, radiotherapy (RT) and concomitant and adjuvant
temozolomide (TMZ) use (6 cycles) have become the standard of treatment for newly diagnosed GBM cases.
Although the original treatment regimen involves the use of 6 cycles of TMZ, some centers administer prolonged
treatment up to 12 or more cycles in non-progressive patients in the hope of achieving better outcome. This form
of administration is controversial. The main purpose of our study is to determine whether prolonging TMZ
treatment (from 6 months to 12 months) is beneficial in patients treated with a standard combined treatment
approach in terms of disease-free survival (DFS) and OS.
METHODS: Between 2012-2019 years we analyzed 180 GBM patients retrospectively and included 100 patients
who met the criteria for inclusion in the study.
RESULTS: 100 GBM patients were retrospectively examined. Median OS was 21 (18.47-23.52) months overall,
while it was 24 (18.21-29.78) months in recipients of 6 cycles of TMZ, it was 22 (18.50-25.49) months in the
group receiving 12 cycles of TMZ, and 10 months in those who could not complete adjuvant therapy. There was
no statistically significant difference between 6 cycles and 12 cycles of TMZ treatment (p = 0.55). Patients who
could not complete the adjuvant therapy had lower survival and this group had a statistically significant OS
difference compared to patients receiving 6 and 12 cycles of TMZ (p = 0.04 and p = 0.024, respectively).
DISCUSSION AND CONCLUSION: Our study indicate that prolongation of adjuvant TMZ treatment in GBM
patients do not provide an additional survival advantage regardless of age, performance status and tumor
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characteristics. Additionally, GBM patients who could not complete standard 6-cycle adjuvant treatment have

lower survival rates.

Keywords: GBM, Temozolamide, Duration of Adjuvant therapy

Introduction

Primary tumors of the central nervous system
(CNS) include cerebral neoplasms, tumors of
the sellar region, cranial nerve tumors, and
spinal cord tumors. The World Health
Organization (WHO) classification in 2016
covered more than 130 CNS tumor variants
(1). Malign gliomas constitute 25% of these
tumors. The 2016 classification of diffuse
gliomas is based on the combined use of
morphological, immunohistochemical (IHC)
and molecular test results. The clinical routine
evaluation and molecular classification of
gliomas  includeanalysis  of  promoter
methylation of MGMT, 1p/19q chromosomal
deletion, IDH and EGFR mutations and ATRX
gene analysis. Glioblastoma multiforme
(GBM), a grade IV malignant glioma, is the
most common primary brain tumor in adults.
Advanced age, poor functional status, and
inability to perform a total or near total
excision of the tumor are among the reported
poor prognostic factors (2).

Following biopsy or resection, radiotherapy
(RT) and concomitant and adjuvant
temozolomide (TMZ) use (6 cycles) have
become the standard of treatment for newly
diagnosed GBM cases. This regime has been
widely adopted; however,although the original
treatment regimen involves the use of 6 cycles
of TMZ, some centers administer prolonged
treatment up to 12 or more cycles in non-
progressive patients in the hope of achieving
better outcome. This form of application is
controversial. There are studies showing that
prolonging treatment after 6 cycles has no
effect on progression-free survival (PFS) and
overall survival (OS) (3,4). Median OS is
around 14 months after standard 6-cycle TMZ
treatment (5).The addition of low-intensity
alternating electric field (tumor treating fields,
TTF) therapy to standard treatment has been
shown to increase median OS to 20.9 months.
With this treatment method, a statistically
significant  improvement was  observed
compared to the 16-month OS of the control
group, which received only standard treatment.
However, due to its difficulty and high cost,
this technique has not been widely adopted yet

(6).

The main purpose of our study is to determine
whether prolonging TMZ treatment (from 6
months to 12 months) is beneficial in patients
treated with a standard combined treatment
approach (operation, RT, concomitant and
adjuvant TMZ) in terms of disease-free
survival (DFS) and OS. In addition, another
purpose of this study is to examine possible
changes inadverse effect profile as a result of
prolonging the treatment to 12 months.

Materials and Methods

The data of patients who received adjuvant
TMZ treatment with a diagnosis of GBM
between 2012-2019 in our hospital's medical
oncology clinic  were  retrospectively
reviewed. A total of 100 patients older than
18 years old, who underwent gross or
subtotal resection surgery (resection was
confirmed by control magnetic resonance
imaging after surgery) and who were
diagnosed with high grade glioma or GBM
were included in the study. Patients who
received 6 cycles of the Stupp protocol [RT +
concomitant TMZ 75 mg/m?/day for 7 days +
6 cycles of adjuvant TMZ 150-200
mg/m?/day, for 5 days every 28 days] and
those who received 12 cycles after non-
progression with 6 cycles were included in
the study. Patients who were scanned by MR-
spectroscopy during CRT and in every 3
cycles of adjuvant TMZ and were followed
up for hematological toxicity with blood
counts in each cycle were included in the
study.DFS was calculated according to the
recurrence or progress status of the patients,
and OS was calculated according to the date
of death recorded in the final death
notification forms.

This research was carried out by scanning data
from the hospital database retrospectively. The
demographic  characteristics,  performance
scores, diagnosis and recurrence dates,
treatment types, duration of treatment,
laboratory values before and after treatment,
progression, last control and death dates were
obtained from the hospital file records. The
study was approved by the local ethics
committee on 20.02.2020 with decision
number: 87.
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Statistical Analysis

Statistical analyses were performed with SPSS
25.0 software (Chicago, IL, USA). While the
Mann Whitney U test was used to compare
nonparametric data, the Student’s T-test was
used to compare parametric data. Chi-square
test or Fisher's exact test was used to compare
categorical data. The Kaplan-Meier method
was used for survival analysis and the log-rank
test was used for comparisons between groups.
A value of p<0.05 was considered statistically
significant.
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Results

100 patients were included in our study, 52
were male and 48 were female, and the median
age of these patients was 53 (18-76) years. The
most common tumor localization in these
patients was the frontal lobe (n = 41), followed
by the temporal (n = 23), parietal (n = 21) and
occipital (n = 15) lobes. When we evaluated
the patients according to tumor size, there were
68 patients with tumor size <5 cm and 32
patients with a tumor size>5 cm (Table 1). The
mean age at diagnosis, gender distributions,
tumor localizations, and tumor sizes of the
groups receiving 6 and 12 cycles of TMZ
treatment were similar.

Table 1: Summary of patientcharacteristics
Characteristics

Patients n=100
Gender
Female 42
Male 58
Median Age 53
TumorSize
<5cm 68
>5cm 32
TumorLocation
Frontal 41
Temporal 23
Parietal 21
Occipital 15
Resection
Gross total resection 82
Incompleteresection 12
RT
60 gray 81
40 gray 16
Adjuvan TMZ
6ay TMZ 43
12ay TMZ 30
Not receivingstandardcycles 17
Reoperationafterrelapse 15
Reiiradiationafterrelapse 25

450

Median PFS was 15 (11.83-18.17) months
overall, while it was 16 (11.24-20.75) months
in the group receiving 6-cycle adjuvant TMZ,
and 14 (11.50-16.49) months in the group
receiving 12 cycles of TMZ, but there was no
statistically significant difference between the
groups (p = 0.088) (Figure 1).

Table 2: Baselinecharacteristics of patientsreceiving 6
cyclesversus 12 cycles of adjuvant TMZ

Characteristics Adj6 TMZ Adj12TMZ p

Patients n=43 n=30
Median Age 52 49 0,96
Gender
Female 19 9 0,38
Male 24 21
TumorSize
<5 cm 32 19 0,41
>5cm 11 11
TumorLocation
Frontal 18 14 0,25
Temporal 10 16
Parietal 6 8
Occipital 2 2

According to tumor localizations, median PFS
in frontal locations (n = 41) was 18 (13.30-
22.69) months, 14 (7.76-20.29) months in
temporal locations (n = 23) and 10 (4.33-
15.66) months in parietal locations (n = 21). In
patients with the tumor located in the occipital
lobe (n = 15), median PFS statistically
significantly lower compared to patients with
tumors located in the frontal (p = 0.009) and
temporal lobes (p = 0.043) (Figure 2). The
median PFS times were 16 (18.72-20.27)
months in patients with a tumor size of 5 cm or
less, and 10 (5.32-16.68) months in those with
tumors greater than 5 cm (p = 0.1).

Median PFS was 16 (12.99-19.00) months in
patients who underwent gross tumor resection
and 13 months in patients who underwent
incomplete resection (p = 0.51). While median
PFS was 16 (12.44-19.00) months in patients
receiving 60 Gray RT after surgery, it was 9
(6.07-18.92) months in the subgroup receiving
40 gray, and this difference was statistically
significant (p = 0.049). The median age of the
group receiving 60 gray RT was 50 years,
while the group receiving 40 gray RT had a
median age of 65 years.
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Figure-1: Disease Free Survival in patients with GBM by number of TMZ cycles:
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Figure-3: Overall survival in patients with GBM by number of TMZ cycles:
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Figure-4: Overall survival in patients with GBM by operation type
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Figure-5: Overall survival in patients with relapsed gbm by reoperation
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Median OS was 21 (18.47-23.52) months
overall, while it was 24 (18.21-29.78) months
in recipients of 6 cycles of TMZ, it was 22
(18.50-25.49) months in the group receiving 12
cycles of TMZ, and 10 months in those who
could not complete adjuvant therapy. When

Median OS values were compared, there was
no statistically significant difference between 6
cycles and 12 cycles of TMZ treatment (p =
0.55). Patients who could not complete the
adjuvant therapy had lower survival and this
group had a statistically significant OS
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difference compared to patients receiving 6
and 12 cycles of TMZ (p = 0.04 and p = 0.024,
respectively) (Figure 3). Median OS was 20
(16.35-23.64) months in patients with tumor
size of 5 cm or less, and 19 (14.38-23.62)
months in patients with tumor size greater than
5 cm (p = 0.82). The median OS was 22
(19.03-24.96) months in patients who
underwent gross tumor resection, while it was
16 (8.44-23.55) months in patients who
underwent incomplete resection, and this
difference was statistically significant (p =
0.041) (Figure 4). Median OS was 39 (29.08-
48.91, 95% CI) months in patients who
underwent surgery after recurrence (n = 15),
while median OS was 20 months (16.92-23.08)
in patients who did not undergo surgery after
recurrence (n = 47) (p = 0.024) (Figure 5).
Median OS was 28 (21.88-34.12) months in
patients who underwent reirradiation after
recurrence (n = 25), and 17 (11.90-22.09)
months in patients who did not undergo
reirradiation after recurrence (n = 36) (p =
0.001) (Figure 6).

When subgroups receiving 6 and 12 cycles of
TMZ were compared, similar hematological
adverse effect profiles were observed. Anemia
developed in 13.4% of patients in the study.
Anemia rates of subgroups receiving 6 and 12
cycles of TMZ were 16% and 6.6%,
respectively;  however, there was no
statistically significant difference between
these groups (p>0.05). Thrombocytopenia
developed in 17.7% of patients. The rate of
thrombocytopenia was 14% in the subgroup
receiving 6 cycles of TMZ and 13.3% in the
subgroup receiving 12 cycles of TMZ, and
there was no significant difference between
them (p = 0.94). Leukopenia developed in
45.5% of patients. In the subgroups receiving 6
and 12 cycles of TMZ, leukopenia rates were
44% and 33.3%, respectively; and there was no
significant difference between them (p = 0.35).
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Discussion

In this retrospective study comparing the
effectiveness of adjuvant 6 and 12 cycles of
TMZ treatment, it has been shown that
prolonging the standard treatment does not
contribute to OS. As a result of the study
published by Stupp et al. in 2005, RT +
concomitant TMZ 75 mg/m?/day for 7 days +
6 cycles of adjuvant TMZ 150-200

454

mg/m?/day, for 5 days every 28 days was
accepted as the standard treatment in patients
with newly diagnosed GBM and this treatment
provided a 14-month survival advantage in
patients (5). In our study, the median OS was
21 months, an increased value comparedto the
literature. Age and performance score are
important prognostic factors in GBM. In the
study conducted by Stupp et al., the median
age was 56, and in our study, median age was
51. This indicates that the increased survival
may be associated with age. In our study,
MGMT promoter methylation of patients could
not be evaluated. MGMT methylation occurs
in 35-45% of high-grade gliomas. Studies have
shown that MGMT methylation is a potent and
independent prognostic factor associated with
prolonged PFS and OS (7). It is possible that
our patients may have had higher MGMT
methylation rates; thus translating to better OS.
Also, none of the patients had been
investigated for IDH mutation analysis. The
IDH mutation occurs in 6% of primary GBM
and is known to be associated with good
prognosis (8). The frequency of this mutations
is therefore likely to be higher in our patient
group.Also the study is a retrospective study, it
can be explained that the OS is higher than the
literature.

In accordance with Stupp data, the median
survival in the group whose standard treatment
could not be completed was 10 months in our
study, and there was a statistically significant
decrease compared to the group receiving
standard treatment. Previous laboratory studies
have suggested that prolonged TMZ therapy
has the risk of causing resistance in tumor cells
(9). In the analysis of the pooled data of 4
randomized prospective  studies, the
contribution of prolonged TMZ treatment to
increased OS could not be demonstrated. It has
also been emphasized that prolonged exposure
to TMZ may cause mutations in tumor cells
that may develop resistance to alkylating
agents and decrease the treatment options after
recurrence that may develop in the future (3).
In addition, in the aforementioned study,
prolonged TMZ treatment was shown to
provide an advantage of PFS only in the
subgroup with MGMT methylation (3). Since
our study was retrospective and the MGMT
data of the patients could not be obtained, it
was not determined whether there was a

Adress for correspondence: University Of Health Sciences, Dr.a.y. Ankara Oncology Education And Research Hospital, Department Of Medical Oncology, Anakara - Tiirkiye

e-mail: ikaradag58@gmail.com

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


http://www.actaoncologicaturcica.com/

R

A Ot
i % ACTA

% ONCOLOBICA
D, & TURCICA

y

Orginal Article

similar  PFS  contribution. In  another
retrospective study conducted with 37 patients
in the literature, significant OS advantage was
obtained in the group receiving prolonged
TMZ treatment compared to the group
receiving the standard treatment (28 vs 8
months, p = 0.001) (10). This can be explained
by the relatively low number of patients and by
the fact that the proportion of patients with
positive MGMT methylation was higher in the
group receiving prolonged TMZ treatment
compared to the standard treatment group
(%73.6 vs %27.7) in their study.

The tumors of the patients in our study were
most frequently localized in the frontal lobe
(41%) and the least in the occipital lobe (15%).
Statistically, tumors localized in the occipital
lobe were found to have worse prognosis, as
demonstrated by shorterPFS. Previous studies
have shown that tumors localized in the frontal
lobe showbetter prognosis than other
localizations (11). Therefore, the relatively
better OS values in our study may also be
attributed toa higher number of patients with
tumors localized in the frontal lobe.The
functional separation in different anatomical
regions of the brain and the different glial
tissue density in these regions explain the
difference in GBM development rate in
different anatomical regions (12). Studies have
emphasized that poor prognosis in the
occipital, parietal and temporal lobes may be
associated with neuroanatomy and underlying
tumor biology. This relationship needs to be
clearly determined by the analysis of molecular
mutations (13).

We have found that OS data were statistically
better in patients who underwent gross tumor
resection compared to those who underwent
subtotal resection (22 vs. 16 months). Gross-
total resection was defined as the absence of
solid enhancing tissue on postoperative MRI.
GBM is an infiltrative tumor and the quality of
resection is directly related to the localization
of the tumor. Although there is no randomized
study showing whether gross total resection
provides a survival advantage than subtotal
resection, in most of the observational studies,
extent of resection has been shown to directly
affect prognosis (14). In our study, patients
who receivedpost-operative adjuvant standard
treatment with 60 Gray RT were found to have
longer PFS than those receiving 40 Gray
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RT.Our results support the literature in
showing that RT (60 gray, for 6 weeks)
combined with TMZ isbeneficial as the
standard treatment to increase survival time
(15). However, it is a given that 40 Gray RT is
often preferred in patients older than 70 years
of age with lower performance than younger
patients(16). In our study, the mean age of the
group receiving 40 Gray RT was higher (65 vs.
50 years) and the PFS values of these patients
were lower in accordance with the literature.
Only 15 (24%) of our patients who developed
recurrence had a chance for re-surgery and had
a longer survival than those who could not be
operated (39 vs 20 months). Studies have
found that only 20-30% of patients are suitable
for a second operation in cases who develop
recurrence (17).Although it has not been
exactly determined to whom surgery should be
performed, the median survival has been
shown to vary between 8-12 months in
patients undergoing surgery after recurrence
(18).In 25 patients who underwent reirradiation
after recurrence, longer survival was achieved
than those who could not be re-irradiated (28
vs. 17 months). The role of reirradiation in
patients with recurrent glioblastoma is
uncertain. According to retrospective studies,
patients with small tumors and good
performance can benefit from
reirradiation(19).Conventional radiotherapy in
the form of whole brain radiation treatment is
not possible during reirradiation, since most
patients already receive the maximum tolerable
dose during adjuvant RT. Thus,focal
irradiation is preferred in these cases(20).
Patients receiving TMZ are at risk for
hematological toxicity. In our study,
hematological adverse effects were observed at
similar rates in patient groups receiving 6 and
12 cycles of TMZ. Thrombocytopenia is the
most common hematologic adverse effect,
occurring in approximately 10 to 20 percent of
patients (21).Thrombocytopenia was found to
be present in17.7% of the patients in our study,
similar to the literature data.In the literature,
TMZ-induced moderate or severe lymphopenia
and neutropenia can be seen in at least 15% of
patients and it was reported that the frequency
of lymphopenia increased especially in RT +
concomitant TMZ treatment(22). There is also
literature data on the increased risk of
myelodysplasia and leukemia secondary to
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prolonged use of TMZ, although it was not
detected in our study (23). Additionally, it
must be kept in mind that the increase in the
risk of infection, especially due to the
increased frequency of lymphopenia, may
create additional risk for morbidity and/or
mortality.
This study has some limitations.The main
limitation of our study is that it is a
retrospective  study.The  duration and
effectiveness of adjuvant TMZ therapy can be
better assessed with a prospective multi-
centered study.Another limitation of our study
is that there is a risk of bias in some results due
to missing data, even though the majority of
characteristics were well-recorded throughout
the patient group.The third limitation of our
study was that, since molecular analyses could
not be performed, the effects of MGMT
mutation and other mutations, which have been
reported to reflect good response to TMZ
treatment could not be determined.

This study has shown that prolongation of

adjuvant TMZ treatment (over 6 cycles)in

GBM patients did not provide an additional

survival advantage regardless of age,

performance status and tumor characteristics.In
addition, in this study, it was found that GBM

patients who could not complete standard 6-

cycle adjuvant treatment had lower survival

rates.Prospective and more comprehensive
studies in the future may provide us with more
precise information on this issue.
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Genetic Alterations In Turkish Patients With Multiple Myeloma: A Single
Center Experience

Tiirk Multiple Myeloma Hastalarindaki Genetik Bozukluklar: Tek Merkez
Deneyimi
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OZET

GIRIS ve AMAC: Multipl Miyelom (MM) ikinci en sik goriilen hematolojik malignitedir. MM'deki genetik
degisiklikler kromozomlarin yapisini veya sayisini etkileyebilir. t (11; 14) (q13; q32), t (4; 14) (p16; q32), t (14;
16) (923; q32), hipodiploidi, hiperdiploidi, delesyon 13q (del 13q) veya TP53, MM hastalarinda gézlenen
mutasyonlardan bazilaridir. Bu ¢alismada, myelomali Tiirk hastalarda gozlenen genetik degisiklikleri incelemeyi
amagcladik.
YONTEM ve GERECLER: Subat 2014 ile Kasim 2019 tarihleri arasinda merkezimizde genetik degerlendirmesi
yapilan MM hastalariin verileri retrospektif olarak incelendi. Yalnizca kemik iligi 6rnekleri konvansiyonel
sitogenetik ve floresan yerinde hibridizasyon (FISH) [t (4; 14), t (11; 14), del13qg, TP53] ile degerlendirilen
hastalar ¢alismaya dahil edildi.
BULGULAR: Calisgmaya 100 MM hastas1 dahil edildi. 22 (% 22) hastada tan1 aninda genetik degisiklikler
goriildi. En sik goriilen genetik degisiklik hastalarin% 12'sinde goriilen del13q idi. MM hastalarinin % 8’inde t
(11; 14), % 8’inde TP53, % 7’sinde trizomi 7, % 5’inde t (4; 14) ve % 4'linde trizomi 8 gdzlenmistir.
TARTISMA ve SONUC: Tedavi yaklagimlarint optimize etmek icin MM hastalarinin genetik 6zelliklerinin
sadece tan1 aninda degil takip sirasinda da degerlendirilmesi 6nemlidir.
Anahtar Kelimeler: Multipl myelom, genetik degisiklikler, konvansiyonel sitogenetik

ABSTRACT
INTRODUCTION: Multiple Myeloma (MM) is the second most common hematologic malignancy. Genetic
alterations in MM may affect structure or number of chromosomes. Specific translocations like
t(11;14)(913;932), t(4;14)(p16;932), t(14;16)(q23;932), hypodiploidy, hyperdiploidy, deletion 13q (del 13q) or
TP53 are some of the mutations observed in MM patients. In this study, we aimed to study the genetic alterations
observed in Turkish patients with MM.
METHODS: The data of MM patients whose genetic evaluations were performed at our center between February
2014 and November 2019 were retrospectively analyzed. Only the patients whose bone marrow samples were
evaluated by conventional cytogenetics and by fluorescence in situ hybridization (FISH) [t(4;14), t(11;14),
del13q, TP53] were included in the study.
RESULTS: 100 patients with MM were included in the study. 22 (22%) patients had genetic alterations at the
time of diagnosis. The most often observed genetic alteration was del 13q which was observed in 12% of the
patients. t(11;14), TP53, trisomy 7, t(4;14) and trisomy 8 were observed in 8%, 8%, 7%, 5% and 4% of MM
patients, respectively.
DISCUSSION AND CONCLUSION: Evaluating the genetic characteristics of MM patients not only at the time
of diagnosis but also during the follow up is crucial in order to optimize the treatment aproaches.
Keywords: Multiple myeloma, genetic alterations, conventional cytogenetics
Keywords: Multiple myeloma, genetic alterations, conventional cytogenetics
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INTRODUCTION

Multiple myeloma (MM) is a plasma
cell malignancy in which clonal plasma cells
produce a monoclonal immunoglobulin. MM is
the second most common hematologic
malignancy. Median age at diagnosis is 70
years and two-thirds of the patients are older
than 65 years. MM patients usually present
with skeletal destruction with osteolytic
lesions, pathologic fractures, hypercalcemia,
renal insufficiency and anemia (1,2).

The etiology of MM has been under
investigation for decades but the exact cause is
still unknown. The pathogenesis of MM
patients starts from genomic changes. The
factors that start these genomic changes has
not been identified yet. The earliest phase of
MM is monoclonal gammopathy of
undetermined significance (MGUS). There is
an asymptomatic expansion of clonal plasma
cells in MGUS and the risk of MGUS patients
for progressing to MM is 1% per year (3,4).
The phase between MGUS and MM is
smoldering MM (SMM) and the risk of SMM
patients for progressing to MM is 10% per year
for the first five years (5). So some patients
with MGUS or SMM progress to MM, but
most of the patients remain without
progression. The question that must be
answered is which factor  triggers the
progression to MM from MGUS or SMM. The
answer is still unknown but the main
hypothesis is the occurrence of a genetic
alteration that cause carcinogenesis leading
progression to MM. With the improvements in
the field of genetic, many genetic alterations
that cause MM have now been characterised
and they have been used to categorise patients
according to their genetic risk classification.
So genetic evaluation of every MM patient is
very important in order to understand the
disease aggressiveness and to plan treatment
aproaches (3-5).

Genetic alterations in MM may affect
structure or number of chromosomes. Specific
translocations like t(11;14)(q13;932),
t(4;14)(p16;932), t(14;16)(q23;0932),
hypodiploidy, hyperdiploidy, deletion 13q (del
13g) or TP53 are some of the mutations
observed in MM patients (6). In this study, we
aimed to study the genetic alterations observed
in Turkish patients with MM.
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MATERIAL AND METHOD

The data of MM patients who were
treated at our center between February 2014
and November 2019 were retrospectively
analyzed. Only the patients whose bone
marrow  samples  were evaluated by
conventional cytogenetics and by fluorescence
in situ hybridization (FISH) [t(4;14), t(11;14),
del13q, TP53] were included in the study. The
patients who had missing data of conventional
cytogenetic or t(4;14), t(11;14), dell3q and
TP53 by FISH were excluded from the study.
In order to study conventional cytogenetics
(chromosome analysis), after the bone marrow
samples of  patients reached to genetic
laboratory, direct cell cultures were
performed from the samples. 20% fetal calf
serum and antibiotic were added to the samples
and cultures were performed on RPMI
medium. Mitogen agents were not added to
cultures. Then the harvesting was carried out
according to routine methods and the spreading
process was performed. Finally, the
preparations were made ready for analysis by
GTG banding. Chromosome analysis was
performed with  computer aided software
under microscope according to ISCN
(International System of Human Cystogenetic
Nomenclature) on at least 20 metaphases.
When sufficient number of metaphase was not
obtained, analysis was made on the number of
metaphases obtained. In order to use molecular
cytogenetic (FISH) method; smears were made
with fixatives obtained from bone marrow
samples and genomic changes were analyzed
by fluorescence microscope using probes
specific to t (4; 14), t (11; 14), dell3q and
TP53 regions. In addition, after the
amplification by polymerase chain reaction
(PCR) technique for detection of t (11; 14)
change, DNA execution was performed on gel
electrophoresis and analyzed.

The  statistical  analyses  were
performed with SPSS V21.0 (SPSS Inc.,
Chicago, IL) software. Descriptive statistics
were used to summarize the data.

RESULTS

100 patients with MM were included
in the study. 22 (22%) patients had genetic
alterations at the time of diagnosis. The most
often observed genetic alteration was dell3q
which was observed in 12% of the patients. In
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3 patients there were 5 genetic alterations
together at the time of diagnosis. Except these
22 patients who had genetic alterations at the
time of diagnosis, 4 patients had genetic
alterations during follow up unless they had no
genetic alterations at the time of diagnosis. The
prevalances of genetic alterations observed in
patients were given in Table 1 and the genetic
characteristics of the patients were given in
Table 2.
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Table 1. Prevalances of genetic alterations

Genetic alterations Patients (%)
del 13q 12%

TP53 8%

t(11,14) 8%

t(4,14) 5%

trisomy 7 7%

trisomy 8 4%

Table 2. Genetic characteristics of the patients

Number of | Genetic alterations

patients

n:6 del 13q

n:3 TP53

n:2 TP53 and t(11,14)

n:2 trisomy 7

n:1 t(11,14)

n:1 TP53 and t(4,14)

n:1 trisomy 8, del 13g

n:1 trisomy 7, trisomy 8, del 13q

n:1 del 13q, t(11,14), t(4,14)

n:1 trisomy 7, del 13q, t(11,14)

n:1 trisomy 7, trisomy 8, t(11,14),
t(4,14), TP53

n:1 trisomy 7, del 13q, t(11,14),
t(4,14), TP53

n:1 trisomy 7, trisomy 8, del 13q,
t(11,14), t(4,14)

DISCUSSION

Multiple Myeloma is an older age
disease. The patiens have been long living with
the novel agents such as lenalidomide,
pomalidomide, monoclonal antibodies and
protesome inhibitors. Although various side
effects of these novel agents have been widely
observed, they could be managable (7).
Genetic alterations in Multiple Myeloma are
important  prognostic  factors and their
importance in clinical practice have been
increasing.
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The most common genetic alterations
observed in monoclonal plasma cells at the
time of diagnosis are monosomy 13,
chromosome 1q gains and different deletions
involving the 1p, 6q, 8p, 12p, 14q, 16q, 17p, or
20p chromosomal regions (8-10). In our study.
22% of patients had genetic alterations at the
time of diagnosis and the most often observed
genetic alteration was del 13q.

40-50% of genomic changes in MM
patients at the time of diagnosis are
chromosomal translocations (12).
t(11;14)(q13;932) dysregulates
the CCND1 gene and it is observed in 15% to
20% of MM patients (12). In our study,
t(11;14) was observed in 8% of MM patients.
Except 1 patient, all patients with t(11;14) had
additional genetic alterations.

The second most
offen immunoglobulin heavy chain
translocation is the t(4;14)(p16;932) and it is
observed in 12% to 15% of MM patients (13).
t(4; 14) cause overexpression of FGFR3 and
MMSET (14). In previous studies t(4; 14) has
been shown to be related with an adverse
prognosis (15-17). In our study, t(4;14) was
observed in 5% of MM patients and all of
these patients had additional genetic
alterations.

TP53 gene has a role in DNA repair
and apoptosis in response to DNA damage. In
previous studies, del(17p) has been found to be
associated with an aggressive disease
phenotype and poor survival (18). The gene
deregulated in del(17p) is thought to be the
tumour suppressor gene TP53, as it has been
shown that 17p deletions express significantly
less TP53 compared to nondeleted samples
(19). In cases without del(17p) the rate of
TP53 mutation is< 1%, whereas in cases with
del(17p) this rises to 25-37% (20,21). In our
study, TP53 mutation was observed in 8% of
MM patients and all of these patients had
additional genetic alterations. Further analysis
to observe the possible relations of hemogram
parameters and plasma cell ratio with these
mutations may also be helpfull for prognosis
evaluations in hematological malignancies
(22).

Chromosome 13 deletion is observed
in approximately 50% of patients with MM
(23). In approximately 85% of cases, deletion
of chromosome 13 constitutes a monosomy or
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loss of the q arm, whereas in the remaining
15% various interstitial deletions ocur (24). In
our study, del 13 was observed in 12% of MM
patients. In 90% of patients with del 13q, there
is also t(4; 14) (25). In our study, 50% of
patients with del 13q, there was additional
genetic alterations and in 25% of patients with
del 13, there was also t(4; 14).

Genetic alterations in MM may affect
structure or number of chromosomes.
Hyperdiploidy involves trisomies of the odd
numbered chromosomes and is observed in
50% of patients with MM. Hyperdiploidy is
more common in elderly patients and is
associated with a relatively favourable
prognosis (26). In our study, 7% of patients
had trisomy 7 and 4% of patients had trisomy
8.
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In conclusion; the prognosis in
MM is very heterogeneous. Evaluating the
genetic characteristics of MM patients not only
at the time of diagnosis but also during the
follow up is crucial in order to optimize the
treatment aproaches.
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OZET

GIRIS ve AMAC: Mesane tiimorii nedeniyle agik radikal sistektomi uygulanan hastalarin postoperatif kisa-orta
donemdeki renal fonksiyonlarindaki degisimlerinin degerlendirilmesi.
YONTEM ve GERECLER: Calismada Aralik 2010-Ekim 2019 tarihleri arasinda mesane tiimérii nedeniyle agik
radikal sistektomi uygulanan toplam 76 hastanin, demografik, operatif ve postoperative verileri ile postoperative
1. gilin, 1., 3., 6., 9. ve 12. ay renal fonksiyon degerlerinin islem 6ncesine gore degisimleri degerlendirildi. Es
zamanli nefrektomi uygulanan, preoperatif kronik bobrek yetmezligi nedeniyle diyaliz 6ykiisii bulunan, tek
bobrekli olan ve 1 yildan daha az takipli hastalar ¢aligmaya dahil edilmedi.
BULGULAR: Caligmaya toplam 51 hasta dahil edildi. Hastalarin yas ortalamasi 64,31+ 8,37 yil idi. Hastalarin
% 86.3’line ileal konduit uygulanirken, %13.7 sine ortotopik mesane uygulandi. Postoperatif renal fonksiyonlar
hastalarin %51 sinde diislis gosterirken, %49 inda artis izlendigi ya da degisim izlenmedigi tesbit edildi.
Preoperatif eGFR 62.70+ 23.22 mL/min/1.73 m2 iken postoperatif 1-3 giin, 1. ay, 3, ay, 6.ay, 9.ay, 12. ay eGFR
degerleri sirasiyla 58.55+£28.08, 64.67+£26.52, 64.35423.23, 61.18+£24.80, 59.93+21.99 ve 58.09+ 22.33
mL/min/1.73 m2 seklinde kaydedildi. Islem sonrast 1 yil icinde yapilan periyodik eGFR &l¢iimlerinde
peroperatif erken dénemde nisbeten hizli eGFR disiisii izlenirken sonrasinda kademeli bir degisim oldugu
goriildi.
TARTISMA ve SONUC: Kas invaziv ve yiiksek risk mesane tiimoérlerinde agik radikal sistektomi sonrasi erken
donemde renal fonksiyonlarda ani bozulmalar izlenebilirken sonrasinda yakin takip izlemle normal degerlerine
yaklastig1 goriinmektedir. Morbidite ve mortalitesi yiiksek bu prosediir de renal fonksiyonlarin korunmast
acisindan dzellikle postoperatif erken donemde yakin takip ve izlem 6nermekteyiz.
Anahtar Kelimeler: Mesane tiimori, radikal sistektomi, ileal konduit, renal fonksiyon, eGFR

ABSTRACT
INTRODUCTION: To evaluate the postoperative early-mid term renal functions of patients who underwent
open radical cystectomy for bladder tumor.
METHODS: In the study, demographic, operative, postoperative data and postoperative 1st day, 1st, 3rd, 6th, 9th
and 12th month renal function values of 76 patients who underwent open radical cystectomy due to bladder
tumor between December 2010 and October 2019 were evaluated. Patients who underwent concomitant
nephrectomy, history of dialysis due to preoperative chronic renal failure, history of solitary kidney and had a
follow-up less than 1 year were excluded from the study.
RESULTS: A total of 51 patients were included in the study. The mean age of the patients was 64.31 +
8.37years. lleal conduit was applied to 86.3% of the patients, while orthotopic bladder was applied to 13.7%.
While postoperative renal functions decreased in 51% of the patients, it was found that there was an increase or
no change in 49% of the patients. While preoperative eGFR was 62.70 + 23.22 mL / min / 1.73 m2,
postoperative 1-3 days, 1st month, 3rd month, 6th month, 9th month, and 12th month eGFR values were 58.55 +
28.08, 64.67 £ 26.52, 64.35 £ 23.23, 61.18 + 24.80, 59.93 + 21.99 and 58.09 + 22.33 mL / min / 1.73 m2,
respectively. While the eGFR levels relatively rapid decrease in the early perioperative period, but a gradual
change was observed afterward for the periodic eGFR measurements performed within 1 year after the
procedure.
DISCUSSION AND CONCLUSION: The rapid deterioration in renal functions can be observed in the early
period in muscle-invasive or high-risk bladder tumors after the open radical cystectomy, but it seems to approach
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normal values with close follow-up. In this procedure with high morbidity and mortality, we recommend close
follow-up and care, especially in the early postoperative period, in order to protect renal functions.
Keywords: Bladder tumor, radical cystectomy, ileal conduit, renal function, eGFR

GIRIS

Kas invaziv veya yiiksek risk mesane
timorlerinde acik radikal sistektomi ve
pelviklenfadenektomi altin standart tedavi
yontemidir (1). Son zamanlarda robotik cerrahi
gibi minimal invaziv ydntemler kanama
miktarinin daha az olmasi, barsak motilitesi ve
buna bagl hastanede kalis siiresinin daha kisa
olmasi ve kozmetik agidan avantajlar saglasa
da (2,3)pulmoner, kardiyak ve pozisyonel
sorunlar nedeniyle robotik cerrahiye uygun
olmayan radikal sistektomiye aday hastalar
icin agik radikal sistektominin suan oldugu gibi

ve gelecektede yerini koruyacag1
diistintilmektedir.

Radikal sistektomi ve es zamanli {iriner
diversiyonlarda renal fonksiyonlarin

korunmasi en onemli hedeftir (4,5). Yapilan
caligmalar radikal sistektomi sonrasi hastalarin
%5-27 sinde eGFR disiisii  oldugunu
gostermektedir (6,7,8).  Eisenberg ve ark.
iseradikal sistektomi sonrasi 1. ve 10 yil
sonunda hastalarin %27 ve %72 sinde eGFR
diisiisii oldugunu bildirdiler(9).

Islem sonrasi renal fonksiyonlarda bozulma
yas, preoperatif tahmini glomeriiler filtrasyon
orant (eGFR/ estimated glomeruler filtration
rate), kronik hipertansiyon, diyabet gibi
modifiye  edilemeyen  faktdrlere  bagh
olabilecegi gibi islem sonrasi obstriiksiyon,
komplike {iriner enfeksiyon gibi Onlenebilir
faktorlere de bagl olabilmektedir (9,10,11).
Biz bu g¢alismada radikal sitektomi sonrast 12
ay igerisinde renal fonksiyonlarm belli

periyodlar  arasinda nasil  etkilendigini
gostermeyi planladik.
YONTEM VE GERECLER

Calisgma i¢in Aralik 2010 ve Ekim 2019
tarihleri arasinda radikal sistektomi uygulanan
toplam 76 hastanin dosya verileri retrospektif
olarak tarandi. Es zamanhi nefrektomi
uygulanan,  preoperatif  kronik  bobrek
yetmezligi (KBY) nedeniyle diyaliz Oykiisii
bulunan, tek bobrekli olan ve 1 yildan daha az
takipli hastalar ¢alismaya dahil edilmedi.
Kriterleri karsilayan toplam 51 hasta ¢alismaya
dahil edildi.

Radikal sistektomi daha oncesinde tariflenen
yonteme uygun olarak yapildi (1). Radikal
sistektomi esnasinda hastaya uygulanacak
diversiyon tipi tiimoriin  mesane boynu
invazyonu, KBY varligi, gastrointestinal
durumu, hastanin tedaviye adaptasyon durumu
ve cerrahin segimine gore karar verildi.
Ortotopikdiversiyon i¢in  Studer teknigi
uygulanildi(12).Ozetle; Studer rezervuar igin
ileogekal valvin yaklasik olarak 20 cm
proksimalinden 50 cmlik ileal segment izole
edildikten sonra, ileal uglar barsak stapleri ile
tekrardan uguca anastomoz edildi. Izole edilen
ileal segmentin proksimal 10 cm lik kism1 baca
seklinde birakildiktan sonra kalan segment
antimezenterik kisimdan detiibiilerize edildi.
Detiibiilerize ~ segmentin ~ Once  posterior
ardindan anterior kismi 3.0Vicry ile sferik
sekilde kapatildi. Uretral anastomoz igin
neobladderin distal antimezenterik kisimdan
parmak destegi ile anastomoz deligi agildi ve
3.0 Monocrylile iiretral giidiige anastomoz
edildi. Baca seklinde ayrilan segment
proksimaline fireter distal wuglar1 Bricker
teknigi (13) ile anastomoz edildi. Anastomoz
tamamlanmadan her iki iiretere mono-J stentler
konuldu, mono J stenlerin distal uglar
neobladderin  antimezenterik ~ kismindan
cikartilarak cilt kesi yerinden disar1 alind.
Anastomoz tamamlandiktan sonra kagak testi
uygulandi, kagak goriilen yerlere ek siiturlar
konuldu, Ilealkonduit igin ise ileo¢ekalvalvin
yaklasik 20 cm proksimalinden izole edilen 15-
20 cmlik ileal segmente bilateral iireter distal
uclar1 Bricker (13) veya Wallace (14) yontemi
ile anastomoz edildikten sonra ileal segment
distalinin karin sag alt duvarma agizlastirilmasi
seklinde uygulandi. Kutandz iiroterostomi de
ise; sol iireter sigmoid kolonun altindan
retroperitoneal olarak sag tarafa alindi
ardindan sag iireter ile birlikte daha 6ncesinde
sag alt abdomen cildi ile agizlastirildi (15).
Hastalarin  tamamina es zamanli olarak
bilateral pelvik lenf nodu diseksiyonu (PLND)
islemi uygulandi. PLND’u daha Once
tariflendigi gibi obturator, eksternal iliak,
kommon iliak ve presakral bdlgeleri igine
alacak sekilde uygulandi (16,17).

Caligmanin birincil amaci1 radikal sistektomi
sonras1t 12 aylik sure icerisinde postoperatif
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l.gilin, 1, 3, 6, 9 ve 12 aylardaki periyodlarda
eGFR degerlerindeki degisimlerini
degerlendirmek idi.

Calismada renal fonksiyonlar1 degerlendirmek
icin eGFR degerleri kullanildi. Caligmamizda
eGFR hesaplamasi “Modification of Diet in
Renal Disease (MDRD): eGFR (mL/min/1.73
m2) = 175 x standardized serum creatinine
(Scr)—1.154x age—0.203 X 1.212
[siyahirrktansa] X% 0.742 [kadinsa]” formula
kullanilarak yapildi (18). Postoperatif eGFR

Orginal Article

degerlerinde islem Oncesine gore
10mL/min/1.73 m2 azalma renal
fonksiyonlarda bozulma olarak

tariflendi(9,19).

ISTATISTIKSEL ANALIZ

Istatistiksel analiz IBM Statistical Package for
the Social Sciences soft version 22.0 (IBM
SPSS Corp.;Armonk, NY, USA) programi
kullanilarak yapildi. Degiskenlerin dagilimlari
analiz edildikten sonra. tanimlayici istatistikler
kullanilarak bulgular elde edildi. Degerler
ortalama 4 standart sapma veya sayi (%)
seklinde belirtildi.

BULGULAR

Hastalarin ~ klinikopatolojik ~ dzellikleri  ve
operatif veriler Tablo 1 ve 2’de 6zetlenmistir.
Calismaya kriterleri saglayan 51 hasta dahil
edildi. Hastalarmm %86.3iine ileal kondiiit
uygulanirken, %13.7 sine ortotopik mesane
uygulandi. Hastalarin % 51’ine neoadjuvan
veya adjuvan kemoterapi uygulandi. Hastalarin
preoperatif hidronefroz orani %39.2  iken,
postoperatif hidronefroz orami %23.5 olarak
kaydedildi. @ Takip  boyunca  hastalarin
%13.7’sinde  komplike iiriner enfeksiyon
izlendi.

Caligmaya alinan hastalarin islem oncesi eGFR
degerlerine gore %9.8 i Evre I, %41.2°si Evre
II, %39.2’si Evre III, %9.8’i Evre IV
seklindeydi. Preoperatif eGFR 62.70+ 23.22
mL/min/1.73 m2 iken postoperatif 1-3 giin, 1.
ay, 3. ay, 6.ay, 9. Ay ve 12. ay eGFR degerleri
sirastyla 58.55+28.08, 64.67+26.52,
64.35423.23, 61.18+£24.80, 59.93+21.99 ve
58.09+ 22.33 mL/min/1.73 m? seklinde tesbit
edildi.

Radikal sistektomi sonrast 12. ayda hastalarin
%51 inde eGFR degerlerinde diisiis izlenirken
%49unda yiikselme izlendi yada degiskenlik
izlenmedi. Postoperatif 12. ay da ortalama
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eGFR  dastsi  4.22+33.23  mL/min/1.73
mM2(%6.73) olarak saptandi. Radikal sistektomi
sonrast 12. ayda hastalarin %27.5inde renal
fonksiyonlarinda bozulma (eGFR da >10
mL/min/1.73 m2azalma) saptandi.

Hastalarin ortalama takip siiresi 41.80 +23.14
ay idi. Takip siiresince radikal sistektomi
sonrast yeni Dbaglangich  kronik bdbrek
yetmezligi gelisen hasta sayis16 (%11.8) idi.

Tablo 1. Hastalarin klinikopatolojik 6zellikleri ve
operatif verileri

Degiskenler Acik radikal sistektomi
(n=51)
Cinsiyet
Erkek 39 (76.5%)
Kadin 12 (23.5%)
Yas, yil 64,31+ 8,37
BMI (kg/m2) 26.97 £1.96
Urinerdiversiyon tipi
Ortotopik mesane 7 (13.7%)
Ileal kondiiit 44 (86.3%)
Ortalama operasyon siiresi, dakika 381.86+53.1
Hastanede kalis siiresi, giin 14.53 +4.54
Loj dreni kalis siiresi, giin 11.47+2.55
ASA Skoru
| 4 (7.8%)
Il 23 (45.1%)
1 20 (39.2%)
v 4 (7.8%)
Cikartilan lenf nodu sayis1 21.41+9.13
Spesmen patoloji evresi
0 6 (11.8%)
1 5 (9.8%)
2 14 (27.5%)
3 17 (33.3%)
4 9 (17.6%)
Lenf nodu pozitifligi
N- 37 (72.5%)
N+ 14 (27.5%)
Cerrahi sinir pozitifligi
Negatif 48 (94.1%)
Positif 3 (5.9%)
Kemoterapi
Neoadjuvan 5 (9.8%)
Adjuvan 21 (41.2%)
Komplikasyon oranlari
Minor (Clavien 1-2) 29 (56.9%)
Major ( Clavien 3-5) 3 (5.9%)
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Tablo 2.Renal fonksiyon degisimlerive renal
fonksiyonlari etkileyebilecek ek hastalik verileri

Orginal Article

Degiskenler Acik
radikal
sistektomi
(n=51)

Ek Hastalik

Diyabet 11 (21.6%)

Kronik hipertansiyon 35 (68.6%)

PreoperatifeGFRevreleri

I 5(9.8%)

I 21(41.2%)

" 20 (39.2%)

v 5 (9.8%)

eGFR (preoperatif), mL/min/1.73 m? | 62.70+
23.22

eGFR (postoperatif 58.554+28.08

1.giin),mL/min/1.73 m?

eGFR (postoperatif 1. ay), 64.67+26.52

mL/min/1.73 m?

eGFR (postoperatif 3. ay), 64.35+23.23

mL/min/1.73 m?

eGFR (postoperatif 6. ay), 61.18+24.80

mL/min/1.73 m?

eGFR (postoperatif 9. ay), 59.934+21.99

mL/min/1.73 m?

eGFR (postoperatif 1. yil), 58.09+

mL/min/1.73 m? 22.33

1. y1l sonunda ortalama -4.22+33.23

eGFRdegisimi, mL/min/1.73 m?

eGFR>10 mL/min/1.73 m? diisme 14 (27.5%)

eGFR degisim
Azalan 26 (51.0%)
Artan veya Degismeyen 25 (49.0%)

Preoperatifhidronefroz 20 (39.2%)

Postoperatifhidronefroz 12 (23.5%)

Takip siiresince komplikeiiriner 7 (13.7%)

enfeksiyon

Yeni baslangicli KBY 6 (11.8%)

Ortalama takip siiresi, ay 41.80
+23.14

KBY=kronik bobrek yetmezligi, eGFR= estimated glomerular
filtration rate/ tahmini glomerular filtrasyon orani

TARTISMA

Radikal sistektomi yakin takip ve izlem
gerektiren yiiksek mortalite ve morbiditeye
sahip bir prosediirdiir (20,21).  Uriner

466

diversiyonda temel amag renal fonksiyonlarin
korunmasidir. Ideal bir diversiyonun renal
fonksiyonlar1 korumasi icin diisiik basing
altinda yeterli idrar depolama kapasitesine
sahip olmasi1 gerekmektedir (22).

Radikal sistektomiyle ilgili olarak onkolojik,
yasam kalitesi ve cinsel fonksiyon gibi bir
takim fonksiyonel sonuglar1 degerlendiren
calisma sayis1 literatiirde yaygin sekilde
mevcut olsa da, renal fonksiyonlardaki
bozulmay1 periyodik araliklarla gosteren yaymn
sayist hala kisith sayidadir.

Renal fonksiyonlarda yillik olarak 1
mL/min/1.73 m? 'hik diisiis normal olarak
Kabul edilmekte iken (23) temel alinan degere
(baseline) gore 10 mL/min/1.73 m? birim veya
> 25% diislis renal fonksiyonlarda bozulma
olarak tanimlanmaktadir (9,19,24).

Eisenberg ve ark.10 yil takipli radikal
sistektomi serilerinde cerrahiden 1 yil sonraki
ortalama eGFR diisiisiinii 5 mL/min/1.73 m2
olarak  bildirdiler. Renal fonksiyonlarda
bozulmay1 eGFR da 10 mL/min/1.73 m2 ‘den
daha fazla gerileme olarak tarifledikleri
caligmalarinda, ileal konduitlerde renal
fonksiyonlarda bozulm aoranimi %26 iken,
kontinen diversiyonlarda ise %31 olarak
bildirdiler. Yas, preoperative eGFR, kronik
hipertansiyon,  postoperative  hidronefroz,
piyelonefrit ve ireteroenterik darlik eGFR
diisiisiinde risk faktorii olarak belirtildi (9).

Al Hussein Al Awamlhve ark.35 ay takipli
radikal sistektomi hastalarinda diversiyona
baghh komplikasyonlar ve uzun dénem renal
fonksiyonlardaki degisimi arastirdiklari
caligmalarinda takip siiresince ortalama eGFR
diglisiini.  14.6 mL/min/1.73 m2 olarak
bildirdiler. Renal fonksiyonlarda bozulmay1
eGFR da >10 ml/min/1.73m2 azalma ve kronik
bobrek yetmezligi evresinde ilerleme olarak
tarifledikleri ¢aligmalarinda radikal sistektomi
sonrast l.yilda diversiyon tipine gore renal
fonksiyonlarda bozulma oranlarimi %20 ile
%24 olarak bildirdiler(19).

Hamidi ve ark. Kas invaziv mesane timorii
hastalarinda farkli tedavi modalitelerinin uzun
donem renal fonksiyonlara olan etkisini
karsilagtirdiklar1 ¢alismalarinda 1. Y1l sonunda
radikal sistektomi sonrasi eGFR degerinde 4.7
mL/min/1.73 m2 (%5.1) disis bildirdiler.
Multivariant lojistik regresyon analizinde
iireteroenterik  anastomoz darligi, baseline
eGFR  disiikligli, multimodal  tedavi
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uygulamasi, diyabet ve hipertansiyon varligi
S5.yil sonunda eGFR degerinin 60 ve 45
mL/min/1.73 m? ‘nin altinda olmasiyla iliskili
oldugunu bildirdiler (11).

Bizim calismamizda radikal sistektomi sonrasi
1. yilda eGFR diistisii 4.22+33.23mL/min/1.73
m2(%6.73) olarak saptandi. Calismamizda
renal fonksiyonlarda bozulma eGFRda islem
oncesine gorel0 mL/min/1.73 m2 lik azalma
olarak baz alindiginda, radikal sistektomi
sonrast 1.yillda renal fonksiyonlar1 bozulan
hasta orami literatiirde bildirilen oranlara
benzer sekilde %27.5 olarak tesbit edildi.
Postoperatif donemde yeni baglangicli kronik
bobrek yetmezligi gelisen hasta orami %11.8
idi.

Yapmis oldugumuz c¢alismada postoperative
erken donemde eGFR degerlerinde nisbeten
ani diisiis izlenirken sonraki takiplerinde
kademeli olarak normal degerlere yaklastig1
izlenmektedir. Mesane tiimdriiniin ureteral
orifis tutulumlarina bagl preoperative eGFR
degerlerinde diislis izlenen hastalarin ise
postoperative donemde eGFR degerlerinde
artis oldugu gozlendi.

Radikal sistektomi mortalite ve morbididesi
yiiksek bir cerrahi olup elde ettigimiz veriler

gdz  Oniinde  bulunduruldugunda  renal
fonksiyonlarin korunmasi igin perioperatif
yakin izlem ve takip gerektirmektedir.

Islemden hemen sonra eGFR degerlerindeki
nisbeten olusan ani diislisiin, operasyon
stiresinin uzun olmasi, hem triner sistem hem
gastrointestinal ~ sistem  manuplasyonlarina
baglh viicut sivi dengesinin ameliyat sonrasi
erken donemde yeterince saglanamamasina
bagl oldugunu diisiinmekteyiz.

Caligmamizda bir takim kisitlayici etmenler
mevcuttu.  Bunlardan  ilki, ¢alismamizin
retrospektif olmasidir. Bunun yaminda diger
kisitlayici faktorlerimiz c¢alismamizda takip

sonunda rekiirrens oranlarinin  olmamasi,
yasam kalitesi, cinsel fonksiyon
degerlendirmesi  gibi  diger  fonksiyonel
degerlendirmelerinin  olmamast ve takip

stiresinin literatiire gore nisbeten daha kisa
olmasiyd.

SONUC

Acik radikal sistektomikas invaziv veya
ylksek risk mesane tiimorlerinde operatif ve
onkolojik giivenilirliginin yaninda kisa ve orta

10.

11.

12.

467

donemde renalfonksyonlarin korunmasinda da
etkin bir tedavi yontemi olarak giivenli bir
yontemdir. Her ne kadar minimal invaziv
yontemler hizli sekilde gelisim gdsterse de acik
radikal sistektominin uzun bir slire daha
giincelligini koruyacag: diistiniilmektedir.
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Is Autologous Stem Cell Transplantation a Risk For Divorce in Lymphoma
Survivors?

Otolog Kok Hiicre Nakli Lenfoma Hastalarinda Bosanma Icin Bir Risk
Faktori miidiir?
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OZET

GIRIS ve AMAC: Standart kemoterapi disinda otolog kok hiicre nakli (OKHN), relaps/refrakter lenfomali
hastalarda en etkili tedavi se¢eneklerinden biridir. Lenfoma tedavisi i¢in OKHN uygulanan hastalarin sonraki
donemde sosyal yasamda, is hayatinda, cinsel yasamda ve aile iligkilerinde bazi zorluklar yasadiklari
diisiintilmektedir. Bu ¢alismanin amaci, lenfoma tedavisi icin OKHN uygulanan hastalarda boganma sikligini
aragtirmak ve bosanma {izerinde etkisi olabilecek hasta ve tedavi iliskili faktorleri degerlendirmektir.
YONTEM ve GERECLER: Relaps veya refrakter lenfoma nedeniyle OKHN uygulanan, 18 yas iistii ve
remisyonda olan hastalar ¢alismaya dahil edildi. Calismanin birincil sonlanim noktast OKHN sonrasi bogsanma
sikligint degerlendirmek, ikincil sonlanim noktasi ise bosanmayla iliskilendirilebilecek faktorleri ortaya
koymakti.
BULGULAR: Calismaya dahil edilen 95 hastanin ortanca yast 50 (21-69 yas) idi. Hastalarin ¢cogu erkekti (n:
72,% 75.8). OKHN yapilan hastalarin yarisindan fazlasi (n: 60,% 63.1) sehir merkezinde yasarken, 73 (% 69.5)
hasta halen c¢alistyordu. Hastalarimizin 80' (%84.2) halen evliydi; bu hastalarda ortanca evlilik siiresi 30.01 yil
(2.5-48.5 yil) idi. On bes (% 15.7) bekar hastadan 4 (% 4.2) OHKN'den sonra bosanmis hastalardan
olusmaktaydi. Cinsiyet, egitim durumu, ¢alisma durumu, ikamet yeri, ¢cocuk sahibi olma ve lenfoma tipinin
bosanma riski ile iliskisi olmadig1 gortildi.
TARTISMA ve SONUC: Calismamizda OKHN uygulanan lenfoma tanili hastalarda bosanma orani% 4,2 olarak
bulunmustur. Sonuglarimiza goére lenfoma tipi, cinsiyeti, ¢aligma durumu ve egitim durumu bosanma riski ile
iliskili degildi. OKHN o&ncesi donemden baslamak {izere aile danigsmanligi verilmesi ve psikoonkoloji
konsultasyonunun bosanma sikligini azaltabilecegi diistiniilmistiir.
Anahtar Kelimeler: Otolog kok hiicre nakli, bogsanma, lenfoma

ABSTRACT
INTRODUCTION: Apart from standard chemotherapy, autologous stem cell transplantation (ASCT) is one of
the most effective treatment options in patients with relapse/refractory lymphomas. Lymphoma survivors are
thought to experience some difficulties in social life, business life, sexual life and family relations after ASCT.
The aim of this study is to investigate the frequency of divorce in patients who underwent ASCT for lymphoma
and to evaluate the patient characteristics and the treatment-related factors that may affect the divorce.
METHODS: Patients over 18 years of age with a diagnosis of relapsed or refractory lymphoma who underwent
ASCT and in remission were included in the study. The primary endpoint of the study was to evaluate the
frequency of divorce after ASCT. The secondary endpoint was to reveal the factors that might be associated with
divorce.
RESULTS: The median age of 95 patients included in the study was 50 (21-69 years). Most of the patients were
male (n: 72, 75.8%). More than half of the patients (n: 60, 63.1%) were living in the city center and 73 (69.5%)
patients were still working after ASCT. Eighty (84.2%) of our patients were still married. The median duration
of marriage in these patients was 30.01 years (2.5-48.5 years). Of the 15 (15.7%) single patients, 4 (4.2%) were
divorced after ASCT. It was observed that gender, educational status, employment status, place of residence,
childbearing and lymphoma type were not associated with divorce rates.
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DISCUSSION AND CONCLUSION: In our study, the rate of divorce was found 4.2% in lymphoma survivors
treated with ASCT. According to our results, lymphoma type, gender, employment status and educational status
were not associated with divorce risk. Family counseling and psychooncology consultation starting from the pre-

ASCT period can reduce the frequency of divorce.
Keywords: ASCT, divorce, lymphoma, survivor

INTRODUCTION

Lymphomas are among the top five most
common cancer types in the US (1). Although
lymphomas are curable cancers, recurrence
rates of up to 50% can be seen depending on
prognostic markers such as histological
subtype and disease stage (2,3). Apart from
standard chemotherapy, autologous stem cell
transplantation (ASCT) is one of the most
effective treatment options in patients with
relapse/refractory lymphoma after high-dose
chemotherapy (4,5).

After ASCT, satisfactory disease-free survival
times can be achieved, especially in patients
with good prognostic features. There are
studies investigating if these patients continue
their lives as normal as in previous periods.
Post-ASCT Ilymphoma survivors are thought to
experience some difficulties in social life,
business life, sexual life and family relations.
Physical limitations, psychological problems
such as depression and anxiety that continue
after cancer treatments make it difficult for
these patients to adapt to life again (6-8).

The effect of cancer on marital and family ties
has been studied most in women with breast
cancer. While it was concluded in some studies
that breast cancer did not increase the
frequency of divorce, the opposite results were
obtained in some studies (9-11). The frequency
of divorce in lymphoma survivors after ASCT
has been the subject of few studies (12,13).
Our aim is to investigate the frequency of
divorce in patients who underwent ASCT for
relapsed/refractory lymphoma and to evaluate
the patient characteristics and the treatment-
related factors that may affect marital status.

MATERIAL and METHODS

Study design

This study was conducted between January
2020 - May 2020 at Health Sciences
University, Ankara Oncology Research and
Training Hospital, Department of Hematology.
This study was approved by the Ethics
Committee of Health Sciences University, Dr.
A.Y. Ankara Oncology Training and Research
Hospital. All procedures in this study
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involving human participants were performed
in accordance with the 1964 Helsinki
Declaration and its later amendments.

Our hospital is a tertiary oncology center, and
approximately 150 hematopoietic stem cell
transplants (HSCT) are performed annually in
transplant clinic. Approximately 200 patients
apply to our outpatient clinic daily.

Patients and outcomes

All patients who applied to our outpatient
clinic were evaluated in terms of eligibility to
the study. Patients over 18 years of age, with a
diagnosis of relapsed or refractory lymphoma
who underwent ASCT and in remission were
included in the study. Patients currently
receiving treatment for relapsed/refractory
lymphoma after ASCT were excluded.

The patients who were eligible for the study
were informed by the nurse of the hematology
outpatient clinic. Informed consent form was
given to the patients who wanted to participate
in the study. We gave patients enough time to
read this form. Patients wishing to participate
in the study approved this form. The
guestionnaire was completed with a face-to-
face interview in a separate room with those
who wanted to participate in the study.

The primary endpoint of the study was to
evaluate the frequency of divorce after ASCT.
The secondary endpoint was to reveal the
factors that might be associated with divorce.
Divorce was defined as the fact that the
patients were officially separated from their
spouses or living in separate houses.

Among the patients participating in the study,
those who were married before ASCT were
included in the statistical analysis. Those who
were single or divorced prior to ASCT were
excluded from the analysis.

Statistical analysis

The data obtained were analyzed through I1BM
SPSS Statistics for Windows, Version 21.0.
Armonk, NY: IBM Corp. Univariate analysis
was used to examine whether there was a
relationship between divorce and patients’
demographic and clinical characteristics. P
value <0.05 was considered statistically
significant.
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RESULTS
817 patients who applied to our outpatient
clinic were evaluated in terms of eligibility for
the study. 102 patients were eligible for the
study, but 7 patients did not want to participate
in the study.

Orginal Article

Table 1. Demographics of the patients

n: 95 %

Age (years)
Median (range) 50 (21-69)
Gender

Male 72 75.8

Female 23 24.2
Place of residence

City center 60 63.1

District 18 18.9

Village 17 17.8
Marital status

Single 15 15.8

Married 80 84.2
Number of children

None 17 17.9

1 17 17.9

2 25 26.3

>2 36 37.8
Education level

Iliterate 7 7.4

Primary 58 61.1

Secondary 26 27.4

Higher 4 4.2
Occupational status

Working 73 69.5

Not working 29 30.5
Type of disease

Hodgkin lymphoma 35 36.8

Non-Hodgkin 60 63.2

lymphoma

The median age of 95 patients included in the
study was 50 years (21-69 years). Most of the
patients were male (n: 72, 75.8%). 78 (82.1%)
patients had at least one child. Considering the
education level, 58 (61.1%) patients were
primary school graduates, 26 (27.4%) were

Adress for correspondence: Yenimahalle 06200 Ankara — Tiirkiye
e-mail: dr.jalevardi@hotmail.com

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

471

secondary school graduates, while 4 (4.2%)
patients were graduated from higher education.
7 (7.4%) patients were illiterate. More than
half of the patients (n: 60, 63.1%) were living
in the city center and 73 (69.5%) patients were
still  working after ASCT. All patient
characteristics are shown in Table 1.

Table 2. Univariate analysis of the patients’
characteristics for divorce risk

Characteristics OR (95% CI) P

Age (years) 0.86 (0.74-1.05)  0.274

Gender
Male Ref
Female 0.48 0.127

Place of residence

City center Ref

District 0.67 0.256

Village 0.76 0.268
Having children

No Ref

Yes 0.55 0.132

Education level

Illiterate Ref

Primary 0.98 0.923

Secondary 0.89 0.761

Higher 0.77 0.672
Working status

Employed Ref

Unemployed 0.86 0.752
Type of disease

Hodgkin Ref
lymphoma

Non-Hodgkin 1.12 0.974
lymphoma
Comorbidity

Yes Ref

No 0.91 0.782

Eighty (84.2%) of our patients were still
married. The median duration of marriage in
these patients was 30.01 years (2.5-48.5 years).
Of the 15 (15.7%) single patients, 9 (9.5%)
were never married,4 (4.2%) were divorced
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after ASCT and spouses of 2 (2.1%) were
deceased.

Considering the factors that may affect
divorce; it was observed that gender,
educational status, employment status, place of
residence, childbearing and lymphoma type
were not associated with divorce rates (Table
2).

Orginal Article

DISCUSSION

In studies investigating the relationship
between cancer and divorce, patients who
underwent ASCT are rarely included (14). This
study is one of the rare studies investigating
the relationship between ASCT and divorce in
lymphoma survivors in a very homogeneous
patient group. In our study, the rate of divorce
in lymphoma survivors after ASCT was found
to be 4.2%.

Some of the cancer patients are cured with
current treatments. However, it is a known fact
that the treatment process negatively affects
the patients' future lives in terms of physical
and psychosocial aspects. Disruptions in
family ties such as difficulties in returning to
work, long-term emotional disturbances,
physical limitations due to surgery and/or
chemotherapy are also among these problems
(15-19).

One of the largest studies investigating divorce
risk in cancer survivors has been conducted in
the Danish population. In this study, which
included  patients  with  hematological
malignancies such as leukemia and lymphoma,
as well as solid cancers, 46,300 cancer patients
were compared with 221,000 control groups.
As a result of this study, it was observed that
cancer types other than cervical cancer did not
pose a risk for divorce (20).

In a study involving 1198 patients, the divorce
frequency of young cancer survivors between
the ages of 20-39 was investigated. One of the
most common diagnoses in this study group
was non-Hodgkin lymphoma (20%). Divorce
frequency was higher in cancer survivors
compared to the control group (18% vs 10%).
In the same study, it was observed that
emotional disturbances and financial problems
posed a risk for divorce, while lymphoma
diagnosis did not (14). In our study, the
frequency of divorce was lower in lymphoma
survivors treated with ASCT compared to this
study. While the median age of the patients in
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our study was 50, all patients in this study were
younger than 39 years. At the same time, while
all patients in our study were diagnosed with
lymphoma, patients from different cancer types
were also included in this study. For this
reason, we think that the difference in the
frequency of divorce may be due to the
differences in patient characteristics.

In their 5-year prospective-observational study,
Langer et al. found 7% of the study group
divorced after HSCT. In this study, the marital
satisfaction perception of the spouses of the
patients after HSCT was also measured. It was
observed that only gender, not physical or
psychosocial characteristics, was related to
satisfaction with marriage (13). The frequency
of divorce after ASCT in our study was
slightly lower than in this study, and according
to the results of our study, there was no
relationship between gender and divorce risk.
It was thought that the cultural differences
between the US where the study was
conducted and our country, the lower mean age
of the patient group in this study and the
patient groups requiring chronic treatments
after HSCT may cause this difference in the
divorce rate.

As far as we know, there is no other study
investigating the frequency of divorce in
patients who had previously undergone HSCT,
in our country. The crude divorce rate in
Turkey is 0.18% by Turkey Statistics Institute
report published in 2019 (21). Therefore, when
we make a comparison with the frequency of
divorce in the general society in our country, it
is seen that the rate of divorce in our patients is
higher. Although factors such as lymphoma
subgroup, gender, employment status are not
directly related to divorce; it can be speculated
that cancer diagnosis, applied treatments and
all the processes experienced may cause an
increase in the frequency of divorce.

The most important limitation of our study was
that it did not include a control group for
comparison. At the same time, the single-
center nature of our study prevented us from
including patients with different sociocultural
characteristics. However, our study is one of
the rare studies investigating the frequency of
divorce in a homogeneous group including
lymphoma survivors after ASCT.
CONCLUSION
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In our study, the frequency of divorce was
found to be higher in lymphoma survivors
treated with ASCT compared to the general
population.  According to our results,
lymphoma type, gender, employment status
and educational status were not associated with
divorce risk.

In order to reduce the frequency of divorce, it
may be beneficial for each patient and their
family to be consulted with psychooncology at
the beginning of the treatment, and to be
informed about the difficulties and psychiatric
burdens of the disease by taking family
therapy. The team applying ASCT must also
provide clear information to the patient and
family about the process. It can be predicted
that familial problems and related divorces will
be less in patients who receive
psychooncological support and know the
treatment process well.
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A Glance to Infectious Complications During the Course of Chronic
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OZET

GIRIS ve AMAC: Enfeksiyonlar kronik lenfositik 16semi (KLL) hastalarinda mortalite ve morbiditenin en énemli
sebeplerindendir. Bu calismada, KLL tanili hastalarimizin ana klinik ve biyolojik ¢zellikleri ile birlikte hastaligin
seyri esnasinda gelisen enfeksiyonlari 6zetlemeye calistik.
YONTEM ve GERECLER: Numune Egitim ve Arastirma Hastanesinde Ocak 2000-Mayis 2019 tarihleri arasinda
KLL tanisi alan hastalar retrospektif olarak degerlendirildi
BULGULAR: 204 erkek, 120 kadin toplam 324 hasta calismaya dahil edildi. Ortanca yas 64 (33-91 yil) saptandi.
Takip slresince, %42,9 (n = 139) hasta kemoterapi/immunoterapi ile tedavi edildi ve bu hastalarin %17,2’ si
(n=57) ilk tedaviden sonra niiks etti. Hastalar RAI evresine gore gruplandirildi. 267 (%82,4) hasta evre 0-2, 57
(%17,6) hasta evre 3-4 grubundaydi. Akut ve kronik bakteriyel enfeksiyonlar RAI evre 3-4 olan grupta daha sikti
(%50,6 ve %26,6, %7,0 ve %0, sirasiyla, p<0,001). CTC-AE grade 4-5 enfeksiyon sikligi evre 3-4 olan grupta
daha yuksekti (p<0,001). Hipogamaglobulinemi ve intravendz immunglobulin (IVIg) tedavi ihtiyaci evre 3-4 olan
grupta daha sik gorildi (%45,6 ve %18,5, %24,6 ve %9,7, sirasiyla; p<0,001 ve p=0,002). Immuntrombositopeni
evre 3-4 olan grupta daha sikti (%5,3 ve %0,7, p=0,03). Ortanca toplam sag kalim (OS) 97,6+11,8 ay (%95 CI
74,4-120,8) aydi. Ortanca takip suresi 25,8 ay (1-226,4 ay) saptandi. Evre 3-4 hastalik grubunda OS anlamli
olarak kisa bulundu (p<0,001).
TARTISMA ve SONUGC: KLL hastalarinda, enfeksiyonlarin tipinin ve ciddiyetinin dagihmi evre bagimh olmakla
birlikte, hastaligin her evresinde enfeksiydz komplikasyonlar sik gordlebilir.
Anahtar Kelimeler: Kronik lenfositik I6semi, RAI evresi, enfeksiyonlar, otoimmun sitopeni

ABSTRACT
INTRODUCTION: Infections are the leading cause of morbidity and mortality in chronic lymphocytic leukemia
(CLL) patients. We aim to summarize the main clinical and biological features of CLL patients diagnosed in our
center and infections occurred during their disease.
METHODS: Patients diagnosed with CLL in Numune Training and Research Hospital between January 2000 and
May 2019, were retrospectively analyzed.
RESULTS: A total of 324 patients, of whom 204 were male and 120 females, were included. The median age was
64 years (33-91 years). During the follow-up, 42.9% (n = 139) were treated with a chemotherapy/immunotherapy
and 17.2% (n=57) of these relapsed after the first line. Patients were analyzed according to Rai stage at diagnosis
and were divided into two groups, as stage 0-2 and stage 3-4. Stage 0-2 group involved 82,4% (n=267) and stage
3-4 group 17,6% (n=57) of the patients. Acute and chronic bacterial infections were more frequent among patients
with stage 3-4 disease (50.6% vs 26.6% and 7.0% vs 0%, respectively, p<0.001). CTC-AE grade 4-5 infections
were higher in the stage 3-4 group (p<0.001). Hypogammaglobulinemia and the requirement of intravenous
immunoglobulin (IVIg) therapy were more common in grade 3-4 group (45.6% vs 18.5% and 24.6% vs 9.7%,
respectively; p<0,001 and p=0,002). Immune thrombocytopenia was also more frequent in the stage 3-4 group
(5.3% vs 0.7%, p=0.03). Estimated median overall survival (OS) was 97.6+11.8 (%95 Cl 74.4-120.8) months. The
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median follow-up time was 25.8 months (1-226.4 months). OS was significantly lower in the stage 3-4 group

(P<0.001).

DISCUSSION AND CONCLUSION: Although, the distribution of type and severity of infections are stage
dependent in patients with CLL, frequent infections may occur at every stage of the disease.
Keywords: Chronic lymphocytic leukemia, RAI stage, infections, autoimmune cytopenia

Introduction:

Chronic lymphocytic leukemia (CLL) is the
most frequent lymphoproliferative disease in
adults, and it is characterized by its clinical and
genetic heterogeneity [1]. Median age at
diagnosis is around 70 years [2]. Patients with
CLL have progressive immunodeficiency and
infections are the leading cause of morbidity
and mortality in these patients. The
pathogenesis of immune deficiency secondary
to CLL is multifactorial including disease- and
treatment-related factors. The defect in
humoral and cellular immunity and
neutropenia with various degree of severity are
common in patients with CLL. Neutropenia is
related with bone marrow infiltration by the
underlying disease. The most obvious and
well-known abnormality is
hypogammaglobulinemia, which is present in
up to 85% of patients with CLL. In most
patients, all immunoglobulin classes are
suppressed and the degree of
hypogammaglobulinemia depends on the stage
and duration of the disease. [3].

It is well-known that patients with CLL have
suppression of helper T-cells, imbalances of T-
cell subset, diminished T-cell response to
proliferative signals. Inverted CD4/CD8 T-cell
ratios, with a decreased CD4 T cells count and
high level of cytotoxic CD8 T cells are also
associated with an increased rate of infection
in patients with CLL [4-7].

Most infections affect the lower respiratory
tract and are usually caused by bacteria such
as S. pneumoniae, S. aureus and H. influenzae
[8]. Patients with CLL have also a high risk of
bloodstream infections. Andersen et al.
reported the increased frequency ofS.
pneumoniae and Pseudomonas aeruginosa and
the high mortality of candidemia in CLL
patients according to results of a longitudinal
nation-wide cohort study [9].However,
opportunistic infections have been seen
sporadically in patients with advanced CLL on
treatment [8, 10], Suleman et al. reported
disseminated cryptococcal infection in a
patient with treatment-naive CLL [11].
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The duration of remission and the time
between relapse phases in CLL patients have
prolonged due to recent advances in CLL
treatment. The use of salvage therapies and
managing of multiple relapses can lead to
cumulative immunosuppression and a higher
risk of infections [12]. The introduction of new
therapeutic agents in CLL, including the new
kinase inhibitors has also changed frequency
and epidemiology of infections, that represent
a major cause of morbidity and mortality of the
disease [13-15]. However, Teh et al. pointed
out that treatment with ibrutinib as
monotherapy or in combination with chemo-
immunotherapies is not associated with
additional risk for infection [16], Dotson et al.
reported  simultaneous  infection  with
disseminated nocardia and  pulmonary
aspergillus, a rare instance, in a patient
receiving ibrutinib for CLL [17].

Autoimmune cytopenia (AIC) occur in
approximately 4-10% patients with CLL .The
precise incidence of AIC may be difficult to
determine because these can come before CLL
diagnosis and present at any time of disease
[18, 19]. AlC-related morbidity may be
significant; furthermore, the risk of infection
increases, and pre-existing infections may
deteriorate due to immunosuppressive drugs
[20].

The aim of this study is to evaluate the
incidence  of infectious and immune
complications in patients with CLL diagnosed
and/or treated in one center according to the
RAI stage of disease.

Materials and methods:

We retrospectively analyzed clinical features,
treatment outcomes and infectious
complications of patients diagnosed with CLL
between January 2000 and June 2019. The
medical records of Ankara Numune Training
and Research Hospital were retrospectively
reviewed in terms of age, sex, cytogenetic data,
type and grade of infectious complications,
comorbidities, the presence of
hypogammaglobulinemia, hemolytic anemia
and immune thrombocytopenia, the need for
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intravenous immunoglobulin (1IVIg) and the
presence of secondary malignancies and
Richter transformation. Patients > 18 years
were included in the study. Cytogenetic data
including deletion 13p (del 13p), deletion 17p
(del 17p) and deletion 11q (del 11q) were
analyzed with fluorescent in situ hybridization
(FISH). Severity of infections were graded
according to Common Terminology Criteria
for Adverse Events (CTCAE) v5.0. In addition
to the symptoms and findings of patients,
computed tomography and X-RAY were used
to identify and classify lower respiratory tract
infections including invasive fungal infections.
The galactomannan test was considered
positive, when an optical density index (ODI)
of 0.5 or higher.

Orginal Article

Statistical Methods:

SPSS version 22 was used for statistical
analysis and overall survival was assessed by
of Kaplan—Meier method. Multivariate
analyzes were performed via a Cox-
proportional hazards model. A p value of <
0.05 was considered statistically significant.

Results:

A total of 324 patients, of whom 204 (63%)
were male and 120 (37%) females, were
included. The median age was 64 years (33-91
years) (Table 1). Patients were analyzed
according to Rai stage at diagnosis and were
divided into two groups, as stage 0-2 and stage
3-4. Stage 0-2 group involved 82.4% (n=267)
and stage 3-4 group 17.6% (n=57) of the
patients (Table 2).

During the follow-up, 42.9% (n = 139) were
treated with a chemotherapy/immunotherapy
regimen. Fifty- one (89.5%) patients who had
stage 3-4 CLL, needed treatment in follow up
period. 40.4% (n=24) of these patients relapsed
after first-line treatment. Eighty-eight (33.0%)
patients who were in stage 0-2 group treated in
follow up period and12.7% (n=34) of them
were relapsed after first-line therapy. Need of
treatment and relapse after first line-therapy
were significantly higher in the stage 3-4 CLL
group (p=<0,001 and p=<0,001, respectively).
As first-line treatment, fludarabine based
regimens were given to 35 (25.2%) of 139
patients,CVVPchemotherapy regimen
(cyclophosphamide750 mg/m2day 1,
vincristinel.4 mg/m?2day1,
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methylprednisolonel00 mg/m2day 1-5) was
given to 56 (40.3%) patients, chlorambucil was
given to 40 (28.8%) patients, bendamustine
was given to 3 (2.2%) patients and other agents
were given to 5 (3.5%) patients. Rituximab
was added to the treatment protocol of 45
(32.4%) patients receiving first-line therapy
and obinutuzumab was added to the treatment
of 1 (0.7%) patient. The patients who were
treated with fludarabine based regimens as first
line therapy, were younger than other patients
with median age 55 years (39-71 years).
Median age of patients who were treated with
CVP and chlorambucil were 65 years (59-82
years) and 64 years (57-91 years), respectively.
17.2% (n=57) of these patients relapsed after
the first line treatment. Relapse / refractory
CLL patients were treated with fludarabine,
chlorambucil, CVP  or  bendamustine
considering first-line treatments. 1 (1.8%)
patient were treated with alemtuzumab as
second-line therapy and 3 (5.3%) patients who
had received more than 2 lines of treatment
were treated with ibrutinib.

The groups were all similar in terms of age,
sex, comorbidities, cytogenetic features, the
presence of hemolytic anemia, viral infections
(upper respiratory tract, herpes simplex, herpes
zoster,  chronic  active  hepatitis B
virus (HBV)and cytomegalovirus
(CMV)),fungal infections (superficial and
invasive), secondary malignancies (solid
tumors, hematologic malignancies and skin
tumors) and Richter transformation (Table 2).
Ninety-eight (30.2%) of 324 patients were
tested for del 13q with FISH and 43.9% (n=43)
of them had 13q deletion. Stage 0-2 and stage
3-4 CLL groups were similar about presence of
del 139 (13.9% vs 10.5% respectively;
p=0.59). One hundred eighteen (36.4%) of 324
patients were screened for del 17p and 7.6%
(n=9) of 118 patients were positive for dell7p
with FISH. There was no significant difference
between stage 0-2 and 3-4 groups about
presence of del 17p (3% vs 1.8% respectively;
p=0.80). Ninety-four (29%) patients had del
11q testing with FISH and 11.7% (n=11) of
these patients were positive for del 11qg. There
was no difference between two groups in terms
of del 11g (3.4% vs 3.5%, respectively;
p=0.87) (Table 2).

Fifty-six (17.3%) of 324 patients had viral
infections including 66% (n=37) upper
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respiratory tract infections, 7.2% (n=4) herpes
simplex, 16% (n=9) herpes zoster, 7.2% (n=4)
chronic active HBV and 3.6% (n=2) CMV.
There was no significant difference between
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stage 0-2 and 3-4 groups in terms of viral
infectious (p=0.12) (Table 2).

Table 1. General features of patients with CLL and infectious complications

N=324 %

Gender

Male 204 63%

Female 120 37%

Age

64 years (33-91 years)

Comorbidities 184 56.8%

None 118 36.4%

Metabolic and /or cardiopulmonary disease 14 4.3%

Solid tumor 6 1.9%

Rheumatic disease 2 0.6%

Unknown

RAI Stage

0 95 29.3%

I 103 31.8%

I 69 21.3%

11 20 6.2%

v 37 11.4%

Treatment

None 185 57.1%

1%t line therapy 139 42.9%

>2line therapy 57 17.2%

Bacterial infections

None 220 67.9%

Bacterial infections 104 32.1%

acute 100 96.2%
chronic 4 3.8%

Viral infections

None 268 82.7%

Viral infections 56 17.3%
upper respiratory tract 37 66%
herpes simplex 4 7.2%
herpes zoster 9 16%
chronic active HBV 4 7.2%
cmv 2 3.6%

Fungal infections

None 317 97.8%

Fungal infections 7 2.2%
superficial 3 42.9%
invasive 4 57.1%

CMV: Cytomegalovirus HBV: Hepatitis B
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Table 2. General characteristics of patients according to disease stage

Sex

Median age at diagnosi

Comorbidities

Male

Female

s (min-max)

None

Metabolic and /or
cardiopulmonary disease

Solid tumor

Rheumatic disease

Patients treated in follow-up

Recurrence after first-line treatment

HBsAg (+)

Anti-HBs (+)
Anti-HBc (+)
Anti-HCV (+)

Anti-HIV (+)

dell3q

dell7p

delllq

Hemolytic anemia

Immune

thrombocytopenia

Viral infections

Bacterial infections

Fungal infections

+

Absent

Present

Absent

Present

None

Upper respiratory tract
Herpes simplex
Herpes zoster
Chronic active HBV
cMvV

None

Acute

Chronic (tbc. brucella)

None

Superficial
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Stage 0-2
(N=267)
82.4 (%)
165 (61.8)
102 (98.2)
64 (33-91)

146 (54,7)

103 (38,6)

12 (4,5)
6(2,2)
88 (33,0)
34 (12,7)
19 (7.1)
13 (4.9)
20(7.5)
1(0.4)
47 (17.6)
37(13.9)
91 (34.1)
8(3.0)
70 (26.2)
9(3.4)
243 (91.0)
20(7.5)
261(97.8)
2(0.7)
226 (84.6)
27 (10.1)
2(0.7)
6(2.2)
4(1.5)
2(0.7)
196 (73.4)
71 (26.6)
262 (98.1)
3(1.1)

Stage 3-4
(N=57)
17.6 (%)
39 (68.4)
18 (31.6)

64 (43-79)

38(69,1)
15 (27,3)

2(3,6)
51 (89,5)
23 (40,4)

2(3.5)

3(5.3)

4(7.0)

8 (14.0)
6 (10.5)
18 (31.6)
1(1.8)
13 (22.8)
2(3.5)
49 (86.0)
8 (14.0)
54 (94.7)
3(5.3)
42 (73.7)
10 (17.5)
2(3.5)
3(5.3)

24 (42.1)
29 (50.9)
4(7.0)
55 (96.5)

0,35

0,92

0,21

<0,001

<0,001
0.32
0.90
0.90
0.64

0.59

0.80

0.19

0.03

0.12

<0.001

0.17
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Infection grade

(CTC-AE)

v A W N » O

Hypogammaglobulinemia
IVIg replacement
Solid tumor

Secondary malignancies| Hematologic malignancies

Skin tumors

Richter transformation

480
2(0.7) 2(3.5)
169 (63.3) 21(36.8)
13 (4.9) 3(5.3)
52 (19.5) 15 (26.3) <0.001
19(7.1) 4(7.0)
7(2.6) 9(15.8)
7(2.6) 5(8.8)
49 (18.4) 26 (45.6) <0.001
26 (9.7) 14 (24.6) 0.002
11(37.9) 1(12.5)
4(13.8) 4 (50.0) 0.08
6(20.7)
3(1.1) 2(3.5) 0.19

Bacterial infectious occurred in 104/324
(32.1%) patients during their disease course,
96.2% (n=100) of which were acute bacterial
infections and 3.8% (n=4) of which were
chronic. Acute and chronic bacterial (brucella,
tuberculosis, etc.) infections were more
common among patients with stage 3-4 disease
(50.6% vs 26.6% and 7.0% vs 0%,
respectively; p<0.001) (Table 2).

Fifty-nine (55%) patients had acute bacterial
infections in lower respiratory truck, 17 (17%)
patients had bacterial infections in urinary
system, 9 (%9) patients had in upper
respiratory truck, 9 (9%) patients had blood
stream infections, 6 (6%) patients had
bacterial infections in oral cavity involving
teeth and gums, , 2(%2) patients had skin
infections with bacteria and 2 (%2) patients
had others.

Fungal infections occurred in 7/324 (2.2%)
patients during their disease course, 42.9%
(n=3) of which were superficial fungal
infections and 57.1% (n=4) of which were
invasive fungal infections. There was no
significant difference between stage 0-2 and 3-
4 groups in terms of fungal infections (p=0.17)
(Table 2). However, CTC-AE grade 4-5
infections were higher in the stage 3-4 group
(158% vs 2.6% and 8.8% vs 2.6%,
respectively;  (p<0.001 and  p<0.001).
Hypogammaglobulinemia and the requirement
of IVIg therapy were more common in grade
3-4 group (45.6% vs 18.5% and 24.6% vs
9.7%, respectively; p<0,001 and p=0,002)
(Table 2).
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Autoimmune hemolytic anemia (AIHA) was
observed in 28/324 (8.7%) patients during their
disease course and frequency of hemolytic
anemia was similar between two groups (7.5%
and 14%, respectively; p=0.19) Immune
thrombocytopenia occurred in 5/324 (1.6%) of
patients with CLL and was significantly more
frequent in the stage 3-4 group (5.3% vs 0.7%,
p=0.03) (Table 2).

0,89

Overall Survival

0,4

0,01

T T T T T
0 50 100 150 200 250

Time after diagnosis (months)

Figurel: Relationshipbetween RAI stage and
overall survival

Secondary malignancies were found in 26
(8%) patients during their follow up period.
12/26 (46.2%) patients had solid tumors, 8
(30.8%) patients had hematological
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- +":Stage 3-4
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malignancies and 6 (23%) patients had skin
tumors. There was no significant difference
between stage 0-2 and 3-4 groups in terms of
secondary malignancies (p=0.08). Richter
transformation occurred only in 5 (1.5%)
patients and two groups were similar in terms
of Richter transformation (1.1% vs %3.5
respectively; p=0.19) (Table 2).

Estimated median overall survival (OS) was
97.6+11.8 (%95 Cl 74.4-120.8) months. The
median follow-up time was 25.8 months (1-
226.4 months). OS was significantly lower in
the stage 3-4 group than stage 0-2 group (42 vs
107.5 months; respectively, P<0.001) (Figure
1). Non-relapse mortality (NRM) was similar
in two groups. A multivariate analysis
involving Rai stage at diagnosis, immune
thrombocytopenia and the presence of relapse
revealed that Rai stage at diagnosis and relapse
were independent factors affecting OS
(p<0.001 and p=0.09, respectively)

Orginal Article

Discussion:

Survival of CLL patients in previous studies is
strongly dependent on disease stage according
to the classifications of Binet [21] and RAI
[22]. In the last decades, the treatment of CLL
has significantly improved with the
introduction of novel agents such as purine
analogs, new monoclonal antibodies and BCR
signaling inhibitors. Advances in CLL
treatment have led to significant improvement
in treatment success but have also brought
achange in the spectrum of infections.
Infections are a cause of concern not only in
patients under treatment for CLL, but also in
patients with untreated CLL. Nowadays, we
have a better knowledge about the incidence of
these infections based on previous studies. We
aim to evaluate the incidence of avariety of
infectious and immune complications in
patients with CLL regarding the RAI stage of
disease in this study.

Weide at al. reported the analysis of 724 CLL-
outpatients in routine care from 1995 to 2017.
%46 of patients received treatment during the
evaluation period and in patients who never
needed any CLL therapy 10% formally died
due to CLL, 54.5% of them due to infections
and 45.5% of them due to second cancer [23].
In our study, 42.9% of patients needed
treatment and 17.2% of these patients relapsed
after first line treatment and received second
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line therapy. %2.2 of our patients died due to
infections and both CTC-AE grade 4 and 5
infections were found more frequent in stage
group 3-4 patients. As expected, we found that
requirement of treatment for CLL and relapse
after first line treatment were higher in patients
with stage 3-4 CLL compared with stage 0-2
group.

Andersen et al. reported the results of a
longitudinal nation-wide cohort study in which
a total of 3677 and 1020 patients
with CLL were included as treatment-naive
and treated patients, respectively. They
identified 145 cases of Gram-positive
bacteremia, 166cases of Gram-negative
microorganisms and 6 episodes of candidemia
of 83% whichwere fatal within 30 days.
Streptococcus pneumoniae accounted for 22%
of cases, while Staphylococcus aureus was
found in21% of patients and Escherichia coli
in 46% of cases.[9]We retrospectively
analyzed frequency of bacterial, viral and
fungal infections and found in 32.1%, 17.3%
and 2.2% of our study population, respectively.
Bacterial infections were most frequent
infection type in our study and both acute and
chronic bacterial infections were more
common in stage 3-4 patients’ group (<0.001).
In our series, the most affected area with
bacterial infections was lower respiratory truck
followed by urinary system, blood stream
infections, upper respiratory tract, teeth and
gums, skin and others, respectively. There was
no significantly difference in terms of viral and
fungal infections between stage 0-2 and stage
3-4 group. We suggested that the distribution
of type and severity of infections are stage
dependent in patient with CLL.

In our study CVP including
cyclophosphamide, vincristine and
prednisolone was the most widely used
regimen followed by fludarabine, chlorambucil
and bendamustine. Rituximab was added to the
treatment protocol in 32.4% of patients
receiving first-line therapy and obinutuzumab
was added to the treatment in 0.7% of patients.
Although chemotherapeutics such as alkylating
agents, purine analogues and monoclonal
antibodies have dramatically improved CLL
outcomes, the predisposition to serious
infections can result in significant morbidity,
—80% of CLL patients will have a significant
infection over the course of their disease [16].


http://www.actaoncologicaturcica.com/

% ACTA
ONCOLOGICA
TURCICA

Korona-Glowniak et al. reported a significantly
higher frequency of S. aureusand Gram-
negative bacilli (GNB) colonization in CLL
patients compared with healthy volunteers.
They observed pneumonia and bronchitis only
in patients after implementation of treatment
that increased the risk of infections more than
50 times [24]. In our study we observed acute
bacterial infections including pneumonia and
bronchitis were more common in patients with
stage 3-4 CLL. Requirement of treatment and
relapse after first line therapy were higher in
stage 3-4 group compared with patients with
stage 0-2 CLL.

Advances in CLL therapy, supportive care and
infection prophylaxis have led to significant
improvement in survival rates. Weide et al.
suggested that the improvement in survival of
patients with CLL in routine care, was strongly
associated with active disease, disease stage,
performance status and whether therapy
included an anti-CD20 monaoclonal antibody
[23]. In our study, estimated median OS was
97.6+11.8 (%95 CI 74.4-120.8) months. OS
was significantly lower in the stage 3-4 group
(P<0.001) and NRM was similar in two
groups. The fact that NRM was similar in both
groups may be due to the frequent occurrence
of severe infections at every stage of the
disease.A multivariate analysis involving Rai
stage at diagnosis, immune thrombocytopenia
and the presence of relapse revealed that Rai
stage at diagnosis and relapse were
independent factors affecting OS (p<0.001 and
p=0.09, respectively). Although, there was no
significant effect on OS, immune
thrombocytopenia was more common in
patients with stage 3-4 CLL.

Autoimmune hemolytic anemia (AIHA) is the
most common autoimmune cytopenia that
occurs in CLL with an incidence of 5-10%,
followed by immune thrombocytopenia in 1-
2% of patients[20, 25]. In our series AIHA was
seen in 8.7% of patients and frequency of
hemolytic anemia was similar between two
groups. Immune thrombocytopenia was
observed in 1.6% of patients. The frequency of
immune thrombocytopenia was higher in the
stage 3-4 group however, the presence of
immune thrombocytopenia had no effect on
OS.

Previous studies proved that patients with CLL
are prone to occurrence of secondary
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malignancies including solid organ tumors and
hematological malignancies[26, 27]. Kumar et
al. reported the higher risk for both solid (SIR
1.15; 95% CI:1.12-1.18) and hematological
malignancies (SIR 1.61; 95% CI:1.5-1.73) in
patients with CLL [28].Tsimberidou et al.
observed that 11.2% of CLL patients
developed other malignancies during the
follow-up periodincluding skin (30%), prostate
(13%), breast (9%), melanoma (8%),
lymphoma (8%), gastrointestinal (9%), lung
(6%), and other cancers (17%)[26].In our
study, secondary malignancies were found in
8% of patients during their follow up period.
46.2% of patients had solid tumors, 30.8% of
patients had hematological malignancies and
23% of patients had skin tumors. Richter
transformation occurred only in 1.5% of our
patients and two groups were similar in terms
of secondary malignancies and Richter
transformation.With a median follow-up of 3
to 12 vyears, the prevalence of Richter
transformation varied from 1% to 10.7% in
patients who received chemotherapy or
chemoimmunotherapy prior the era of novel
agents[29].

Since our study was a retrospective analysis
covering nearly 20 years, it had limitations
compared with a prospective study. The major
limitations were as follows: A lack of data
about subgroups of bacterial infections such as
gram positive / negative bacteria’s and
subgroups of particularly invasive fungal
infections such as Aspergillus, Candida or
Mucor species, etc.

However, we suggested that our study can
contribute to the literature as it includes a large
number of patients and provides real-life
data.lt is important to obtain local data as it
may differ from the global in infectious
diseases. This is the first study which
highlights the infectious complications in CLL
patients in our country.

Conclusion

In our study, need of treatment in follow up
period, relapse after first line treatment,
bacterial infections, any kind of CT-CAE
grade 4-5 infections hypogammaglobulinemia,
requirement of IVIg therapy and immune
thrombocytopenia  were  observed  more
common in patients with RAI stage 3-4 CLL.
A multivariate analysis involving Rai stage at
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diagnosis, immune thrombocytopenia and the
presence of relapse revealed that Rai stage at
diagnosis and relapse were independent factors
affecting OS. We suggested that the variety
and severity of infections are stage dependent
in patient with CLL. Non-relapse mortality
was similar in both groups, which may be
associated with the frequent occurrence of
infections at each stage of the disease.
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Comparison of Sinusectomy and Crystallized Phenol Procedure in Pilonidal
Sinus Surgery

Pilonidal Siniis Cerrahisinde Siniisektomi ve Kristalize Fenol
Uygulamasinin Karsilastirilmasi

Ergiin Yiiksel', Mehmet Akif Ustiiner?
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OZET

GIRIS ve AMAC: Pilonidal siniis hastaligmin cerrahi tedavi halen tartismal1 olup en iyi tedavi stratejisi hakkinda
goris birligi yoktur. Calismamizda siniisektomi yontemi ile kristalize fenol yontemini karsilastirdik.
YONTEM ve GERECLER: Calismamiz prospektif olarak tasarlanip retrospektif olarak yapilmistir.
Calismamizda 2017-2020 yillart arasinda komplike olmamis pilonidal sinus hastaligi nedeniyle opere edilen 164
hasta dahil edildi. Hastalarin 44’tine kristalize fenol,120’sine siniisektomi operasyonu uygulandi. Hastalar
ortalama 16 ay takip edildi. Hastalarin yas,cinsiyet,operasyon sekli, primer yada niiks varligi, siniis sayisi, BMI
indexleri, siniis boyutu, kag¢ farkli alanda siniis orifisinin oldugu, komplikasyonlari, antibiotik ve agri1 kesici
kullanim siireleri, akinti siireleri ve kapanma siireleri kayit edildi.
BULGULAR: Kristalize fenol grubunda 35(%79.5) erkek 9(%20.5) kadin hasta mevcuttu. Siniisektomi
grubunda ise 105 (%87.5) erkek 15(%12.5) kadin hasta vardi. Hastalarin yas ortancasi kristalize fenol grubunda
24(17-58), siniisektomi grubunda 24.5(16-55) idi. Medyan ise doniis siiresi her iki grupta da 1 giin olarak
bulundu, fakat kristalize fenol grubu daha kisa siirede ise dondii(p: 0,039).Siniisektomi grubunda postoperatif
kanama (%14.2)fazlayken kristalize fenol grubunda niiks(%4.5) daha fazla goriildii(p: 0.04). Siniisektomi
grubunda ortanca siniis boyutu 2.5 cm iken kristalize fenol grubunda 1.3 cm (p<0.01) olarak hesaplandi.
Kapanma siireleri her iki grupta da medyan 7 hafta olarak hesaplanirken istatiksel olarak siniisektomi grubunda
daha ge¢ bulunmustur(p<0,01). Serdz akinti siiresi kristalize fenol grubunda 11 giin siniisektomi grubunda 12
glin  olarak  hesaplandi(p<0.01). Ampirik antiobitik olarak siniisektomi grubunda daha g¢ok
amoksisilin+klavulanik asit (%89.2), kristalize fenol grubunda ise daha ¢ok siprofloksasin +ornidazol (%59.1)
kullanilmistir(p<0.01).
TARTISMA ve SONUC: Erken donem sonuclarimiza gore siniisektomi niiks acisindan kristalize fenole gore
daha {istiin bulunurken, postoperatif kanama agisindan kristalize fenol uygulamasi daha efektifdir.
Anahtar Kelimeler: Pilonidal siniis, kristalize fenol, siniisektomi

ABSTRACT
INTRODUCTION: Surgical treatment of Pilonidal Sinus Disease (PSD) is still controversial and there is no
consensus on the best treatment strategy. In our study, we compared sinusectomy method with (S) crystallized
phenol(CP) method.
METHODS: Our study was designed prospectively and conducted retrospectively. In our study, 164 patients,
who were operated for uncomplicated PSD between 2017-2020, were included. 44 of the patients underwent CP
and 120 underwent S operation. Patients were followed for an average of 16 months. Age, sex, type of operation,
presence of primary or recurrence, number of sinuses, BMI indexes, sinus size, how many different areas of
sinus orifices, complications, duration of use of antibiotics and painkillers, discharge times and wound closure
times were recorded in these patients.
RESULTS: In the CP group, there were 35 (79.5%) male and 9 (20.5%) female patients. In the S group, there
were 105 (87.5%) male and 15 (12.5%) female patients. The median age of the patients was 24(17-58) in the CP
group and 24.5 (16-55) in the S group. The median return to work time was 1 day in both groups, but the CP
group returned to work in a shorter time period (p: 0.039). Postoperative bleeding was higher in the S group
(14.2%) while recurrence was higher in CP Group (4.5%) (p: 0.04). The median sinus size was 2.5 cm in the S
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group and 1.3 cm (p<0.01) in the CP group. Wound closure times were calculated as a median of 7 weeks in
both groups and were statistically later in the group S (p<0.01). Serous discharge duration was calculated as 11
days in the CP group and 12 days in S group (p<0.01). In the S group, amoxicillin+clavulanic (89.2%) were used
as empirical antibiotics and ciprofloxacin +ornidazole (59.1%) in the CP group (p<0.01).

DISCUSSION AND CONCLUSION: According to our early results, sinusectomy was found to be superior to
crystallized phenol in terms of recurrence, while crystallized phenol application was more effective in terms of

postoperative bleeding.

Keywords: Pilonidal sinus, crystallized phenol, sinusectomy

INTRODUCTION:

PSD was first described by Anderson in
1847(1). PSD is an inflammatory disease
usually observed in the sacrococcygeal area in
young men. Although its etiology is not yet
fully known, the most widely accepted view is
that it is acquired (2). Although the overall
incidence is considered to be 26 in 100,000,
this rate can vary from country to country. In a
study conducted among Turkish soldiers,
incidence was found to be 9% (3,4). Stiffness
of body hair, taking 2 or less showers per
week, sitting for more than 6 hours per day,
family history, deep natal cleft predisposing
are among risk factors (5,6,7). Many methods
from minimally invasive methods to
complicated flaps have been described as
treatment methods. However, there is no gold
standard method(8). The most important
criterion in the ideal treatment method is the
least recurrence. This should be achieved with
minimal tissue loss, the earliest return time and
the least scarring. Therefore, excision of CP
and sinus tract (S) has become popular as
conservative treatment in recent years (9).

In our study, we compared the efficacy of two
popular methods, CP and S, in the treatment of
pilonidal sinus.

MATERIALS AND METHODS:

Our study was designed prospectively and
conducted retrospectively. In our study, 164
patients, who were operated for uncomplicated
PSD between 2017-2020, were included. 44 of
the patients underwent CP and 120 underwent
S operation. Patients were followed for an
average of 16 months. Age, sex, type of
operation, presence of primary or recurrence,
number of sinuses, BMI indexes, sinus size,
how many different areas of sinus orifices,
complications, duration of use of antibiotics
and painkillers, discharge times and wound
closure times were recorded in these patients.
Oral 875 grams of amoxicillin 125 g clavulanic
acid (Augmentin 2*1 , GlaxoSmithKline
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Ilaglar1 San. ve Tic. A.S) or 500 mg
ciprofloxacin (Cipro 2*1, Biofarma Ila¢ San.
ve Tic. A.S.) 500 mg ornidazole (Biteral, 2*1,
Deva Holding A.S) and 75 mg diclofenac
sodium (Voltaren tb,2*1, Novartis Saglik, Gida
ve Tarim Uriinleri San. ve Tic. A.S) were used
post operatively for each patient.

Operational Procedures;

Crystallized Phenol Procedures : Before the
procedure, preferably 1 day before the
procedure, the patients were recommended to
do hair and hygiene cleaning of the
sacrococcygeal regions. After the patient was
taken to the operating table in the prone
position, skin sterilization was performed with
povidone iodine. Following local anesthesia
(Lidocaine Hydrochloride (20mg/ml) and
Epinephrine (0.0125 mg/ml) base 10 ml), the
hair inside the sinus was cleaned with a clamp.
Sinus pouch was debrided with a surgical
curette. Nitrofurazone cream ( Furacin
2%, Eczacibasi Ila¢ San.ve Tic AS, Istanbul,
Turkey) was applied around the sinus opening.
Approximately 3-5 grams of crystallized
phenol was released into the sinus pouch with
the help of a clamp. It was expected to melt at
body temperature. It was waited for 2 minutes
by applying pressure with sponge, then the
sinus pouch was debrided again. Empirical
antibiotherapy was initiated to the patients, the
patients came for dressing every two days and
were closely followed up for 3 weeks. It was
stated that it is not a problem to take a shower
during this time.

Sinusectomy  Procedures : Before the
procedure, preferably 1 day before the
procedure, the patients were recommended to
do hair and hygiene cleaning of the
sacrococcygeal regions. It was aimed to
excision all infected tissue with intact surgical
margins with as little skin islet as possible
including all sinus openings under sterile
conditions in Polyclinic conditions. If there is a
fistula opening in the remote area, this fistula
opening was not included in the excision area
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if it did not produce a wide tissue defect when
included in the excision area; If a large tissue
defect occurs when the fistula opening is
included in the excision area, a 2nd excision
including the fistula opening is applied and the
fistula tract in between is totally excised with
intact surgical margins. Following the bleeding
check, dressing was applied by pressing with
antibiotic-impregnated sterile gauze. The
procedure took an average of 15 minutes. The
patient was given a single dressing the day
after the procedure. If there is no bleeding in
the dressing performed next day, the wound is
left for secondary healing without additional
treatment. The patient was advised to wash the
wound every day without using any
disinfectant agent (without dressing). He was
advised not to sit on hard ground, to take care
of regional cleanliness, not to use bicycles.
Apart from these situations, all kinds of
physical activities were allowed (such as doing
heavy sports,swimming, sitting etc.). During
follow-up, the patient was called for weekly
control and wound closure was evaluated, and
if necessary, debridement was performed.
After approximately 6-8 weeks of follow-up,
patients with no discharge and no scar of
incision at the wound area were considered
healed.

In our study, after the patient was taken to the
operating table in prone position, skin
sterilization was performed with the necessary
povidone iodine. Following local anesthesia
(Lidocaine Hydrochloride (20mg/ml) and
epinephrine (0.0125 mg/ml) base 10 ml), the
hairs in the sinus were cleaned with clamp. A
mini elliptical incision was made to include the
entire sinus tract. The subcutaneous tissue was
completely removed by descending to the
fascia layer. After bleeding control, the wound
was left to secondary healing. Empirical
antibiotherapy was started and the patients
were followed-up for 7-8 weeks, with 1
dressing per week. It was stated that there is no
problem for them to take a shower during this
time and that the surgical wound should be
washed with warm water every day.

Statistical Analysis: Statistical analyses were
performed with the IBM SPSS for Windows
Version 21.0. Numerical variables were
summarized as median (minimum maximum).
Categorical variables were summarized as
frequency (percent). Normality of the

Orginal Article

Adress for correspondence: 3219 Sok Atasehir Sit.5a-42,yasamkent,¢ankaya 06100 Ankara - Tiirkiye

e-mail: dr_ustuner@hotmail.com

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

487

continuous variables was evaluated by
Kolmogorov-Smirnov  test. Differences
between the groups for continuous variables
were determined by Mann-Whitney U test.
Categorical variable was compared with chi
square test. A p value less than 0.05 was
considered as significant.

RESULTS

In the CP group, there were 35 (79.5%) male
and 9 (20.5%) female patients. In the S group,
there were 105 (87.5%) male and 15 (12.5%)
female patients. The median age of the patients
was 24(17-58) in the CP group and 24.5 (16-
55) in the S group. The median return to work
time was 1 day in both groups, but the CP
group returned to work in a shorter time period
(p:0.039). Postoperative bleeding was higher in
the S group (14.2%) while recurrence was
higher in CP Group (4.5%) (p:0.04). The
median sinus size was 2.5 cm in the S group
and 1.3 cm (p<0.01) in the CP group. Wound
closure times were calculated as a median of 7
weeks in both groups and were statistically
later in the group S (p<0.01). Serous discharge
duration was calculated as 11 days in the CP
group and 12 days in S group (p<0.01). In the
S group, amoxicillin+clavulanic (89.2%) were
used as empirical antibiotics and ciprofloxacin
+ornidazole (59.1%) in the CP group (p<0.01).
There was no statistically significant difference
between the two groups in terms of primary or
recurrence of cases taken, antibiotic cessation
time, BMI, number of areas removed, and use
of painkillers.(p>0.05)(Table-1).

When complications were compared, bleeding
was observed higher in the sinusectomy group,
while recurrence was observed higher in the
crystallized phenol group (Graphic-1).
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Table:1:Comparison of Crystallized Phenol and Sinusectomy Methods
Variables Phenol Sinusectomy P value
Gender Female 9 (20.5) 15 (12.5) 0,218
Male 35 (79.5) 105 (87.5)
Age 24.00 (17.00 - 24.50 (16.00 - 0,596
58.00) 55.00)
Primary Primary 39 (88.6) 109 (90.8) 0,767
Recurrence 5(11.4) 11 (9.2)
Antibiotic Cessation Time 10.00 (7.00 - 10.00 (7.00 - 15.00) | 0,737
14.00) days days
BMI 27.00 (22.00 - 26.00 (20.00 - 0,887
33.00) 34.00)
Time To Return To Work 1.00 (1.00 - 2.00) | 1.00(1.00 - 10.00) | 0,039
day day
COMPLICATION N/A 41 (93.2) 103 (85.8) 0,004
Bleeding 1(2.3) 17 (14.2)
Recurrence 2 (4.5) 0(0)
Number of Areas 1 38 (86.4) 97 (80.8) 0,434
2 6 (13.6) 21 (17.5)
3 0 (0) 2(1.7)
Size 1.30 (0.50 - 2.50 (1.30 - <0.001
7.00)cm 9.00)cm
Wound Closure Time 7.00 (6.00 - 7.00 (6.00 - <0.001
8.00)weeks 10.00)weeks
Discharge Time 11.00 (10.00 - 12.00 (10.00 - <0.001
14.00) days 15.00)days
Antibiotic Ciprofloxacin + Ornidazole 26 (59.1) 13 (10.8) <0.001
Amoxicillin+ Clavulanic Acid | 18 (40.9) 107 (89.2)
Nsaid Time 5.00 (5.00 - 5.00 (3.00 - 0,865
10.00)days 10.00)days
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DISCUSSION:

In our study, we compared two methods
commonly used in the treatment of pilonidal
sinus. Postoperative bleeding was higher in the
S group (14.2%) while recurrence was higher
in CP Group (4.5%) (p:0.04). The median
return to work time was 1 day in both groups,
but the CP group returned to work in a shorter
time period (p:0.039).

In recent years, minimally invasive methods
have become more popular. Effective
treatment method for PSD should be easy to
apply with local anesthesia, simple, painless,
cost-effective, does not require hospitalization,
and most importantly, has a low recurrence
(10). A gold standard treatment method for
PSD has not yet been defined (11).Even
indications of treatment around the world are
different. German guideline does not
recommend treatment for asymptomatic PSD.
It recommends drainage of the abscess first
and then elective operation after the abscess
develops.(12) On the other hand, American
guideline doesn’t favor the non operative
approach, asymptomatic PSD, without abscess
(weak recommendation) (13).No treatment
method in the treatment of PSD completely
prevents recurrence in the long term.In very
few surgical procedures, the recurrence rate
was less than 10%.In long-term follow-up,
more than 10% and less than 20% recurrence is
acceptable.(14) G.Ureyen et al.emphasized that
the most important factor for recurrence is the
surgical method chosen (15).In our study
,Jrecurrence was 4.5% in the CP group during
16-month follow-up, whereas no recurrence
was observed in the S group (0%).
Phenol,known as carbolic acid, may be in solid
or liquid form.It has anesthetic,antiseptic and
strong sclerotic effects(16).Phenol may be
found in liquid or solid form.Solid-state
crystallized phenol melts at body temperature,
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irritates the pilonidal sinus cavity as a result of
which granulation tissue is formed and the
cavity closes.Ilt is performed under local
anesthesia and provides early return to work as
a cost effect.It may cause necrosis on skin or
fatty tissue during application.(17,18,19).If
there are more than 3 pilonidal sinus orifice or
abscess present, phenol efficacy has been
shown to be low.(20). The use of phenol was
banned by the German authorities due to its
inhalation-induced toxicity in 1991 (21),and it
was proposed to be used in selected patients in
2016.(12) Acute and chronic PSD without
phenol abscess is also recommended in the
American Society of Colon and Rectal
Surgeons clinic practice guideline ( Strong
recommendation) (13).However, high
recurrence rate compared to flap methods is
the biggest disadvantage (22).Kayal et al.
reported the success of phenol treatment at 2 +
1.1 years of follow-up as 87 + 10% (23). While
Kayaalp et al.(24) reported the success of once
applied phenol application as 70%, Emiroglu
et al (25) reported a success between 62-95
%.Girgin et al. reported the success of phenol
after laser hair removal as 100% (10).In our
study, the success of crystallized phenol was
found to be 95.5%.

Sinusectomy was first described by Soll et
al.(26).The advantage of the procedure is that
instead of wide excision, only excision of the
sinus tract is performed.Soll et all stated the 4-
year recurrence rate as 7% in their study with
the understanding of “less is more”.(27) In fact
“less is more” strategy is based on World War
IL.LPDS was known as ‘jeep disease’ among
American soldiers.(28,29) In order not to
reduce the number of soldiers fighting
Philillips proposed marsupization by removing
less tissue(30).Sinusectomy is recommended
for uncomplicated pilonidal sinuses with less
than 3 orifices in the German national
guideline (12).Radical excision and open
wound management in the treatment of PSD
has lost their popularity.Sinusectomy, a less
aggressive method and / or unroofing, has
become more popular with shorter recovery
time,less pain,early return time to work, and
similar recurrence rates(31,32).In our study,
early (16) monthly success of sinusectomy was
found to be 100%.

Gul et al. compared sinusectomy+primary
closure(SPC) with excision+primary
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closure(EPC); they observed 5.5% recurrence
in the SPC Group and 18.7% recurrence in the
EPC group during their 23-month follow-
up.(p<0.01) (14).Popeskou et al. compared the
method of excision+primary repair with
sinusectomy and found that the recurrence rate
was 16% in the sinusectomy group and 11.1%
in the excision+primary repair group during
their 12-month follow-up, however, in the 12-
month follow-up, the recurrence rate was 16%
in the sinusectomy group and 11.1% in the
excision + primary repair group, but was not
statistically significant. (P = 0.548) (33). There
are 2 prospective randomized trials comparing
sinusectomy with conventional
excision.Recurrence rates were found 0%
(32%) in 10-month follow-up and 3% in 15-
month follow-up(31).Bayhan et al. compared
the application of crystallized phenol and
modified limberg and found the recurrence rate
in the phenol group as 18.9% and %6.8 in
modified limberg application in the follow up
of approximately 18 months, however it was
not statistically
significant(p:0.173).(34).Turkoglu et al
compared simple primary closure with
crystallized phenol; and found a recurrence
rate of 28% in the simple primary closure
group and 10.5% in the phenol group in the
27.5-month follow-up (p: 0.03) (35).Gecim et
al compared endoscopic treatment with
crystallized phenol treatment and did not see
any significant difference in recurrence in their
24-month follow-up(36).There was no study
comparing crystallized phenol and
sinusectomy in our literature review.

The benefit of antibiotic use after PDS
operation is not clear in the literature. (37)
Amoxicillin / clavulanic acid, which was used
for 5 days post-operatively after total excision
and primary closure, has been shown to
decrease wound infection in a 4-week
observation. (12% -44%) (38) In another study,
it was shown that the combination of
metronidazole + ampicillin used for 1-4 days
did not contribute to wound healing (77% &
73%) (39). In our study, mostly
amoxicillin+clavulanic (89.2%) in the S group
and mostly ciprofloxacin +ornidazole in the CP
group (59.1%) were wused as empirical
antiobitics (p<0.01).However, no effect was
observed on wound healing and complications.
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Limitations: Our study was designed
prospectively and conducted
retrospectively.The average follow-up period
is 16 months and the results we present are our
early results.

CONCLUSION:

According to our early results, sinusectomy is
superior to crystalline phenol in terms of
recurrence, while crystalline phenol is more
effective in terms of post-operative bleeding. It
is the first study comparing phenol and
sinusectomy in  our literature review.
Prospective randomized studies are needed in
this regard.
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OZET

GIRIS ve AMAC: Langerhans hiicreli histiyositozis atipik histiyositlerin lokal veya yaygin olarak kemik, hipofiz
bezi, lenf nodlari,akcigerler ve merkezi sinir sistemi gibi ¢esitli dokularda klonal neoplastik ¢ogalmasi
karakterize bir hastalik grubudur. Merkezimizde takip edilen sekiz LHH olgusu klinik, laboratuvar ve sagkalim
acisindan retrospektif olarak degerlendirilmesi ve tedavide vinblastin kemoterapisinin roliiniin incelenmesi
amaglanmistir.
YONTEM ve GERECLER: Mayis 2011 — Eyliil 2019 tarihleri arasinda takipli 8 hastanin verileriler retrospektif
olarak degerlendirilmistir.
BULGULAR: Sekiz hastanin ortalama yast 37 (en kiigiik 19-en biiyiik 75) dir. Erkek / kadin orani 7/1’dir.
Hastalarin en sik bagvuru sikayeti %50 oraninda kemik agristydi. Hastalarin klinik evrelemesinde %62.5 ‘sinin
tek sistem tutulumu oldugu; %37.5’inin multi-sistem tutulumu saptandi. Tek sistem tutulumlu hastalarin
%60’mnda tutulum yeri nedeniyle santral sinir sistemi invazyonu agisindan riskli bolgelere yerlestigi goriilerek
yiiksek risk sinifinda degerlendirildi. Tan1 amagli cerrahi rezeksiyon, tek sistem tutulu %25 hastada tedavi olarak
da degerlendirilmistir. Kemoterapi olarak ilk basamakta %37.5 hastada, %12.5 hastada ikinci basamakta
vinblastin + metilprednizolon tedavisi tercih edilmistir. Radyoterapi %50 hastanin tedavisinde kullanilmustir.
Hipofizer tutulumlu bir hastamiza indiiksiyonu 4 kiir kladribin ile yapilmigtir. Tiim hastalar tam yanitla
remisyonda takiptedir Median takip siiresi 59 ay ( en az 5 ay — en ¢ok 100 ay ) “dur.
TARTISMA ve SONUC: Eriskin baslangicli LHH nispeten iyi seyretmekte olup rezeksiyon, tutulu alan
radyoterapisi, sistemik kemoterapi tedavi edilebilmektedir. Vinblastin ve steroid tedavisi sistemik tedavide ilk
basamakta etkin ve giivenlidir.
Anahtar Kelimeler: Langerhans hiicreli histiyositozis, vinblastin, eriskin baglangi¢, kemik

ABSTRACT
INTRODUCTION: Langerhans cell histiocytosis is a group of diseases characterized by clonal neoplastic
proliferation of atypical histiocytes in various tissues such as bone, pituitary gland, lymph nodes, lungs and
central nervous system. The aim of this study was to evaluate in terms of clinical, laboratory and survival
retrospectively and to examine the role of vinblastine chemotherapy in treatment.
METHODS: Eight cases included in our study between May 2011 and September 2019 and evaluated
retrospectively.
RESULTS: The mean age of eight patients is 37 (youngest 19-largest 75). The male / female ratio is 7/1. The
most common complaint of patients was bone pain at the rate of 50%. In clinical staging, 62.5% patients had
single system involvement, while 37.5% had multi-system involvement. In 60% of patients with a single system
involvement, it was assessed in high risk class like central nervous system invasion due to location of
involvement. Surgical resection for diagnostic purposes was also evaluated as a treatment in 25% patients with a
single system involvement. As chemotherapy, vinblastine+ methylprednisolone treatment was preferred in
37.5% of the firt line treatment and 12.5% was fort he second line treatment. Radiotherapy has been used in the
treatment of 50% of patients.Induction of a patient with pituitary involvement was performed with 4 cycles of
cladribine. Median follow-up is 59 months (minimum 5 months - maximum 100 months).
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DISCUSSION AND CONCLUSION: The clinical course of Adult-onset Langerhans cell histiocytosis is
relatively well and can be treated with resection, radiotherapy of involvement area, systemic chemotherapy.
Vinblastine and steroid therapy is effective and safe in the first line of systemic therapy.

Keywords: Langerhans cell histiocytosis, vinblastine, adult onset, bone

GIRIS

Langerhans hiicreli histiyositozis (LHH),
nedeni bilinmeyen, atipik histiyositlerin lokal
veyayaygin olarak kemik, cilt, hipofiz bezi,
lenf nodlari, karaciger, dalak, oral mukoza,
akcigerlerve merkezi sinir sistemi gibi ¢esitli
dokularda klonal neoplastik ¢ogalmasi ve
osteolitik kemiklezyonlar1 ile karakterize
oldukga nadir goriilen bir hastalik grubudur(1).
LHH, histiyositozlarinlangerhans  hiicresi
iligkili alt grubunu olusturmaktadir (2).
Patogenezinde yer alan bu hiicreler, cilt
langerhans hiicrelerine benzerligi nedeniyle
‘Langerhans hiicreleri’ olarak
isimlendirilmektedir ancak cilt yerine myeloid
dendritik  hiicrelerden = koken  aldiklar
bilinmektedir(3-6). Langerhans hiicresi ilk
defa 1868’de Paul Langerhans tarafindan
nonpigmente
tammlanmistir(7). Bir ¢ok bilim insani
Letterer-Siwe disease, Hand-Schiiller-Christian
disease, Histiocytosis-X gibi farkli isimlerle
vakalarin1 tanimlasa da, Langerhans-hiicreli
histiyositoz (LHH) teriminin daha uygun
oldugu diistiniilmiis ve 1987’deki simiflamaya
bu isimle girmistir(2,7,8). LHH yillik
insidansi, erigkin hastalarda 1-2 /milyon olup
erkeklerde daha sik rastlamilir (E/K: 3/1).
Kuzey Avrupa ve Kafkaslarda daha sik, Asya
ve Afrika’da daha nadir goriilmektedir(7).
Klinik ve radyolojik bulgular, ¢cogu hastada
hastalik tanisin1 destekler. Kesin tani etkilenen
dokunun patolojik incelemesi ile konur.
Langerhans hiicreleriyiizeylerinde CD1-a, CD-
207  (langerin) ve  S100  proteinini
ekspresyonuvardir(1,7). Tani icin
immiinhistokimyasal boyalarla CDla, CD207
pozitifligi ya da elektron mikroskopta

dendritik hiicre olarak

Birbeckgraniillerinin ~ goriilmesi  gerekir(1).
LHH hastalariin %50°sinin doku 6rneklerinde
BRAF (V600E) mutasyonu saptanmis ve
BRAF mutasyonunun multisistemik tutulumlu
vakalarda daha sik goriildigii ve niiks riskinde

artis ile iligkili oldugu tespit edilmistir(3,9).
BRAF mutasyonu periferik kandan elde edilen
DNA‘dan PCR yontemi ile sivi biyopsi adi
altinda erken teshis icin gii¢lii bir arag olarak
yerini korumaktadir(10). LHH, asemptomatik
tutulumdan multisistem yaygin tutulumlara
kadar degisik klinik tablolara yol agcabilir.
Ozellikle karaciger, dalak, kemik iligi
tutulumu gibi organ tutulumlarinda mortalite
riski  artmaktadir(3). Merkezimizde takip
edilen sekiz LHH olgusunun  Klinik,
laboratuvar ve sagkalim agisindan retrospektif
olarak degerlendirilmesi ve tedavide vinblastin
kemoterapisinin roliiniin incelenmesi
amaglanmustir.

METHOD- YONTEM

Bu calismada, Mayis 2011 -Eylil 2019
tarihleri arasinda merkezimizde takip edilen
sekiz  LHH olgusu retrospektif olarak
incelenmistir. Hastalarin tan1 zamani, semptom
ve bulgulari, klinik &zellikleri, laboratuvar
bulgulari, radyolojik olarak gosterilen tutulum
alanlari, aldiklar1 tedaviler ve yanitlar1 hasta
dosyalarindan  kaydedilmistir. LHH tanisi,
biyopsi orneklerinde yogun langerhans hiicresi,
eozinofilik 16kosit ve makrofaj
infiltrasyonunun yaninda, CDl-a ve S100
proteinini ekspresyonu immiinhistokimyasal
Olarak gosterilmesi ile konuldu. Evreleme
tutulum alanlarina gore radyolojik olarak
bilgisayarli tomografi (BT), manyetik rezonans
goriintileme (MRG) ve pozitron emisyon
tomografisi(PET-BT) sonuglarina gore yapildi.
Hastalar tutulum sekline goére Tablo 1°de
verildigi sekilde simflandirildi: Tek sistem
tutulumu (tek bolge/coklu bolge/6zellikli bolge
tutulumu) veya c¢oklu sistem tutulum riskli
organ tutulumu vardir veya riskli organ
tutulumu  yoktur. Karaciger, dalak ve
hematopoietik sistem tutulumu riskli organ
tutulumu olarak degerlendirildi. Hematopoietik
sistem tutulumu kemik iligi tutulumu olsun
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veya olmasin anemi (demir eksigine bagh
olmayan hemoglobin <10 g/dL), 16kopeni (<4
000 /mm3), trombositopeniden (<100000/mmq)
en az ikisinin varliginda; karaciger tutulumu
midklavikiiler hatta kostalmarjini 3cm gecen
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hepatomegalide, baska nedenlere bagh
olmayan hipoalbuminemide(<2.5 g/dL) veya
hipoproteinemide (<5.5 g/dL); dalak tutulumu
midklavikiiler hatta kostalmarjini 2 cm gecen
splenomegalide degerlendirildi
(1,6,11).Kraniyofasiyal kemiklerde tutulum
(Orbital, temporal, mastoid, sfenoid, zigomatik
veya etmoidal kemiklerdeki lezyonlar);
maksilla veya paranazal siniislerdeki yumusak
doku Kitleleri, kulak tutulumu, proptosis,
ekzoftalmus gibi g6z tutulumlari, oral mukoza,
dis etleri, damak, maksilla ve mandibula
vertebraya
komsuyumusakdokulezyonlariin  intraspinal

lezyonlari,

bolgeye wuzanmasi santral sinir  sistemi
tutulumu agisindan riskli  bolgeler olup
fonksiyonel olarak kritik bolge tutulumlari
ozellikli bolge tutulumu olarak
degerlendirildi(1,6,11). Tedavilerin  yanit1
Uluslararas1 Histiyosit Calisma Grubunun
hastalik durumunu tanimlama kriterlerine gore
degerlendirildi(11). Tedavi sonu hi¢ hastalik
bulgusu yok, lezyonlar tamamen gerilemis ise
‘aktif hastalik yok’; yeni lezyon yok, eski
lezyonlarda gerileme varsa ‘regresif hastalik’;
yeni lezyon yok, eski lezyonlar persiste ise
‘stabil hastalik’, lezyonlarda ilerleme var
ve/veya yeni lezyonlar mevcut ise ‘progresif
hastalik® olarak isimlendirildi(11). Istatistiksel
analiz i¢cin SPSS 22.0 programi kullamldi.
Verileri 6zetlemek igin tanimlayici istatistikler
kullanildi. Normal dagilim gdsteren parametrik
veriler ortalama + standart sapma verilerek
belirtildi. Normal dagilim gdstermeyen veriler
ortanca veya ylizde olarak verildi.

BULGULAR

Demografik ozellikler:

Merkezimizde 8 yillik siiregte 8 hasta LHH
tanisiyla izleme alindi.Sekiz hastanin ortalama
yas1 37 (aralik 19-75) dir. Erkek / kadin orani
7/1°dir. %37  (n:3) hasta  giftcilikle
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ugragmaktaydi. 1 hastanin ek olarak kronik
obstruktif akciger hastaligit mevcuttu, diger 8
hastada kronik bir hastalik eslik etmiyordu.
Higbir hastanin soygec¢misinde ek baska
malignite yoktu. %25 (n:2) hastada sigara
Oykisii mevcuttu. Hastalarin tani1 sirasindaki
klinik smiflamasi ve genel oOzellikleri tablo
2’de verilmistir.

Semptom bulgu ve klinik 6zellikler:
Hastalarin en sik bagvuru sikayeti %50
oraninda ( n:4 hasta ) kemik agris1 oldu. Diger
goriilen bagvuru semptomlart %37 hareket
kisithligr (n:3 hasta), %25 kasmti (n:2), %25
lenf nodu biiylimesi (n:2), %12 egzoftalmus
(n:1), %12 basagrist (n:1), %12 poliiiri ve
polidipsi (n:1) , % 12 cilt lezyonlar1 (n:1) ,
%12 ates yiiksekligi (n:1)oldu. Hastalarin
tutulu alanlarina gore klinik evrelemesinde
%62’sinin tek sistem tutulumu oldugu (n:5);
bunlarin %60’1nin tek bolgede(n:3), %40’ mnin
multifokal oldugu (n:2) gorildi. Tim
hastalarin  %37’sinin  multi-sistem tutulumu
saptandig1 (n:3); bunlarinda %66’sin da riskli
organ tutulumu (kemik iligi) oldugu (n:2)
goriildi. Tek sistem tutulumlu hastalarin
%60’1nda tutulum yeri nedeniyle santral sinir
sistemi invazyonu agisindan riskli bolgelere
yerlestigi goriilerek yiiksek risk siifinda (n:3)
degerlendirilmistir(Tablo 1). Organ tutulumlar
incelendiginde %75 oraninda (n:6) kemik
tutulumu oldugu goriildii. Tanida en ¢ok
tutulan  kemikler; kalvarium ve pelvis
olmustur. Kalvaryum kemiklerinden de en ¢ok
orbital kemik, frontoparietal ve temporofrontal
kemikler tutulmustur. Bir hastamizda poliiiri
ve polidipsi  sikayetlerinin  hipotalamo-
hipofizer bolgede tutuluma baglh diabetes
insipitus’a(DI) bagli oldugu diisiiniilmiistiir.
Tan1 laboratuvar degerleri incelendiginde
ortalalama hemoglobin 15.3 gr/dl, ortalama
beyaz kiire sayis1 6.7 /L, ortalama trombosit
sayisinin 266 /L, ortalama sedimentasyon 24.8
mm/saat, ortalama LDH 207 U/L olarak
normal sinirlar igerisinde olduklar1 gorildi.
Cilt tutulumu ile seyreden bir hastamizda
eozinofili ve immniiglobulin E yiiksekligi
saptandi.
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Tablo 1 Hastalarin Tutulum Yerine gore Klinik Siniflamasi *

Tanimlama Hasta sayis1
| (n)
TEK SISTEM TUTULUMU Tek bir bolge tutulmustur. 5
Tek bolge Cilt ,kemik , lenfnodu , diger (tiroid, timus ) 3
Coklu bolge (Multifokal Multifokalkemikhastaligi 2
tutulum)
Ozellikli bolge tutulumu Kafatasinayerlesiklezyonunintrakranialgenislemesiveya 3
vertebral lezyonun intraspinal
yumusakdokuyauzanmasi
MULTI SISTEM TUTULUMU iki ve daha fazla system tutulmustur. 3
Riskli organ tutulumu yok Karaciger,dalak , kemikiligi tutulumu olmasi 1
Riskli orgam tutulumu var Karaciger,dalak , kemikiligi tutulumu olmamasi 2
*Kaynak 6’da yer alan klinik siniflamadan uyarlandi.
Tablo 2 Hastalarin tani sirasindaki klinik siniflamasi ve genel 6zellikleri
1. 37 E Multisistem, Sol asetabular kemik, kemik iligi , bobrek Kemik agrisi,
riskli organ hareket kisitliligi
tutulumu var
2. 75 E Multisistem, Cilt tutulumu, bilateralservikal, sag Kasinti, cilt
riskli organ supraklavikular , sag trakeobronsial ,bilateral  lezyonu,Lenfaden
tutulumu yok external iliak lenfadenopati opati
3. 25 E Tek sistem Sag gozde egzoftalmus- orbita tutulumu, Kaginti, gormede
tutulumu, tek retroorbital kemik tutulumu azalma
bolge, SSS
tutulumu
agisindan
Ozellikli bolge
4. 36 E Tek sistem Sol servikallenfadenopati Lenfadenopati,
tutulumu, tek ates
bolge tutulumu
5. 46 E Tek sistem Mandibulada kitle? Cenede agri?, bas
tutulumu, Sag frontoparietal ve temporoparietal bdlgede — agrisi®, bel agrisi®
multifokal, SSS  destriiktif kitle®
tutulumu Lomber vertebra®
agisindan
ozellikli bolge
6. 19 E Tek sistem Sag skapula, sag humerus Kemik agrisi,
tutulumu, hareket kisithlig
multifokal
tutulumu
7. 27 E Tek sistem L3 vertebra korpusunda ve sol paravertebral Kemik agrisi,
tutulumu, tek alanda yumusak doku kitlesi hareket kisithlig
bolge , SSS
tutulumu
acisindan
Ozellikli bolge
8. 34 K Multisistem Kalvaryum, hipotalamo-hipofizer bolge, sol ~ Poliiiri-polidipsi,
,riskli organ femur diyafizi, sakroiliak kemikler kemik agris1
tutulumu var

5 nolu hasta ‘da 2 kez progresif hastalik izleniyor ; a: tan1 srasinda semptom ve tutulum yeri ;b: 1. Progresyonda semptom ve tutulum yeri ;
¢: 2. Progresyonda semptom ve tutulum yeri

SSS: santral sinir sistemi

Adress for correspondence: Mehmet Akif Ersoy Mah. Vatan Caddesi Yenimahalle Ankara 06200 06200 Ankara - Tiirkiye
e-mail: baharuncu@gmail.com

Available at www.actaoncologicaturcica.com

Copyright ©Ankara Onkoloji Hastanesi


mailto:baharuncu@gmail.com
http://www.actaoncologicaturcica.com/

ACTA
ONCOLOGICA
5 TURCICA

Radyolojik ozellikler

Hastalarin  %75’ine MRG (n:6), %37’sine
PET-BT (n:3), %37’sine BT(n:3), %12’sine
kemik sintigrafisi (n:1) ¢ekildi. Kranial
kemikleri ve intrakranial patoloji goriintiilemek
icin en sik kranial MRG kullanildi. PetBT ile
tan1 evrelendirmesi yapilan hastalarda Suv-
max tutulumlarmin disiik oldugu goriildi
(suv-max 3.6-5.7). Pet-BT ile kemiklerde litik
lezyonlar goriildi. 1 hastada bobrekte 43x22

Orginal Article

mm tutulum saptandi ancak bdbrek biyopsisi
tanisal bir sonu¢ vermedi. Kemik agrist
nedeniyle ortopediye basvuran %12 hastada
tim viicut kemik sintigrafisinin de c¢ekildigi
goriildi.

Tedavi ozellikleri

Hastalara  verilen tedaviler tablo 3’te
gosterilmistir. Multisistem hastalikta ve santral
sinir sistemi (SSS) invazyonu agisindan riskli
tutulumu olanlarda sistemik tedavi 6n plana
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sistem tutulu %25 hastada tedavi olarak da
degerlendirilmistir. Kemoterapi olarak ilk
basamakta %37.5 (n:3) hastada, vinblastin +
metilprednizolon tedavisi tercih edilmistir. Bir
hastada  cerrahi  rezeksiyon  sonrasinda
progresyon saptanmasi nedeniyle vinblastin +
metilprednizolon tedavisine gegilmis, idame
tedavisinden 6 ay sonra lombervertebradaniiks
sebebiyle cerrahi ve radyoterapi uygulanmistir.
Radyoterapi %50 hastanin (n:4) tedavisinde
kullanilmigtir.  Kranialkemik
yakin hipofizer tutulumlu bir hastamiza
indiiksiyonu 4 kiir kladribin ile yapilmis,5 yil
talidomid ile idame tedavisi verilmistir.
Diyabetes  insipitus  Oykiisii ~ nedeniyle
nedeniyle tedavisine desmopressin eklenmistir.
Iki hastada vinblastine baghh noropati
izlenmistir. Tedavi sirasinda kladribin bir
hastada grade % hematolojik toksisite
gorililmistiir. Kemiklerde litik lezyonu olanlara

lezyonlarina

cikmistir. Tan1 amaglh cerrahi rezeksiyon, tek bifosfonat tedavisi verilmistir.

Tablo 3 Hastalara verilen tedavi , yanitlar1 ve takibi

1. Multisistem ,riskli organ Tam
tutulumu var 1200 cGy RT, yanit 5AY
4kiir vinblastin
6 hafta prednol
2. Multisistem,riskli organ 6kiirvinblastin Tam 5AY
tutulumu yok 6 hafta prednol yanit
3. Tek sistem tutulumu, tek 6 kiirvinblastin 6hafta Tam
bolge, prednol yanit
SSS tutulumu agisindan idame : 6 kiir 61AY
ozellikli bolge vinblastin+ prednol
4. Tgk sistem tutulumu, tek Cerrahi eksizyon Tam 48 AY
bolge tutulumu yanit
5. Tek sistem tutulumu, Tam 1.Niiks: 6Kiirvinblastin
multifokal, yanit 6 Hafta Prednol, idame 12
SSS tutulumu agisindan Hafta Vinblastin + Prednol
ozellikli bolge . .
Cerrahi rezeksiyon 96 AY 2 niiks: cerrahi +2500 Gy
Radyoterapi
6. Tek sistem tutulumu, . . Tam
multifokal tutulumu Cerrahi rezeksiyon yanit STAY
7. Tek sistem tutulumu, tek Tam
bolge, . . yanit
SSS tutulumu agisindan Cerrahi rezeksiyon+RT 71 AY
Ozellikli bolge
8. Multisistem,riskli organ 4kiirKladribin Tam
tutulumu var +5 yil Talidomididame yanit
+Sol FemuraRT+2y1l 100 AY
Zoledronikasit

SSS:santral sinir sistemi RT: radyoterapi
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Takip ve sonuclar

Hastalarin tamami cerrahi veya sistemik
kemoterapiye tam yanit vermistir. Bir hastada
2 kez progresyon gorilmiistiir, tedaviler
sonrast tam yanit elde edilmistir. Tiim hastalar
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tam yanitla remisyonda takiptedir (aktif
hastalik yok ). Median takip siiresi 59 ay (en az
5 ay —en ¢ok 100 ay )’dur.

TARTISMA

Langerhans hiicreli histiyositozis nadir goriilen
bir hastalik grubudur ve daha ¢ok pediatrik
yasta tan1 alir. Bu nedenle literatiirde erigkin
baglangicli LHH verilerinin daha c¢ok vaka
serileri olarak yayinlandigini
goriiyoruz(7,9,12) Biz de c¢alismamizda
merkezimizde takipli LHH hastalarimizin 8
yillik klinik seyir ve tedavi yanitlarim
degerlendirerek literariire katki saglamay1
amagladik. LHH asemptomatik seyirden
multisistem tutulumlarina kadar c¢esitli bir
yelpazede klinik gostermektedir. Morimoto ve
arkadaslarinin ¢alismasinda da belirtildigi gibi
LHH’ da lezyonlar sadece langerhans hiicreleri
icermez(1). Mikrogevreyle ve diger hiicrelerle
iligki halinde olan T lenfositler, makrofajlar,
plazma  hiicreleri,  osteroklast  benzeri
multiniikleer dev hiicreler, nétrofiller gibi
inflamatuvar  hiicreler ve  salgiladiklar
Granulocyte Macrophage Colony-Stimulating
Factor(GM-CSF), interferon (IFN)-y, tumor
necrosis factor (TNF)-o, interlokin (IL)-1a, IL-
2, IL-3, IL-4, IL-5, IL-7 ve IL-10 gibisitokinler
mevcuttur. Bu sitokin-kemokin firtinas1 ve
cevre hiicrelerle iligkisi LHH klinik seyrini
belirlemektedir (1). Biz de hastalarimizdaki
tani ani tutulum organlarini
degerlendirdigimizde cesitli organ tutulumlari
saptadik. Organ tutulumlar1 incelendiginde
%75 oraninda kemik tutulumu oldugu goriildi.
Bu oran literatiirde belirtilen % 80 oraniyla

uyumlu saptanarak, en c¢ok da kalvarium

tutulumu goriildii(1,6,13).Calismamizin
Epidemiyolojik verileri literatiirle
karsilagtirildiginda  erigkinlerde  goriilme

yasinin dordiinci dekat olmasmin ve erkek
cinsiyet hakimiyetinin olduk¢a benzer oldugu
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gorildi(6). Ancak erigkinlerde daha sik
goriilen pulmoner tutulum bizim hasta
grubumuzda hi ¢izlenmedi. Bu bulgu bizim
hasta grubumuzda sigara icme oranimi diisiik
olmasiyla iliskilendirilebilir.

Tedavi  yaklasimlari  hastaligin ~ klinik
siniflamast  ve riskli tutulumlarina gore
yapilmaktadir(6,14). Tek system tek bolge
tutulumlart  cerrahi  rezeksiyonla tedavi
edilirken c¢oklu bolge tutulumlann tek
prednizolon ya da vinblastinle kombinasyonu
tercih edilebilir. Multi system tutulumlar ya da
unifokal tutulumla birlikte SSS i¢in riskli
tutulumlar sistemik kemoterapilerle tedavi
edilmektedir(6). Genel yaklasim  birinci
basamakta 6 haftalik vinblastin ve prednizolon
ile indiiksiyon yoniindedir ancak bu konuda
tam bir standart yaklasim belirlenmemistir.
2017°de Tazi ve arkadaglarmin yaptigi
sistemik tedavi endikasyonu olan 35 eriskin
hastay1 igeren ¢ok merkezli retrospektif
calismada, akciger tutulumu disinda birinci
basamakta  vinblastin- metilprednisolon
uygulamasina, erigkin hastalarin ayni ¢ocuk
hastalardakine benzer sekilde iyi yanit verdigi
ve iyi tolere edildigi gortlmistiir(13).Eriskin
yasta baslayan LHH’de kemik lezyonlarinin
bitisik oldugu MSS
karaciger,dalak,kemik iligi tutulumu gibi riskli
organ tutulumu olan hastalarda da vinblastin-
steroid tedavisinin etkili ve tolere edilebilir
birinci basamak tedavisi oldugu
diistiniilmistiir(13). Tazi ve
arkadaglarininyaptigt retrospektif caligmada

tutulumu,

akciger dist riskli organ tutulumu olan
hastalarda  vinblastin-steroid  tedavisinin
%71yanit orani ile tolere edilebilir ve etkili
birinci basamak tedavi olarak kullanilabilecegi
gosterilmistir(13). Vinblastin ve steroid, temel
olarak kemik hastaligi olan hastalarda
kullanilan bir tedavidir (13,15) ; ancak yiiksek
riskli grupta mercaptopiirin eklenebilir(15).
Myeloid malignitelerde etkili olan niikleozid
analoglarmin da(sitarabin, kladribin,
veklofarabin) LHL’ da etkili oldugu
bilinmektedir(16,17). Eriskin yasta baslayan ve
akciger  tutulumunun  oldugu LHH’da

Adress for correspondence: Mehmet Akif Ersoy Mah. Vatan Caddesi Yenimahalle Ankara 06200 06200 Ankara - Tiirkiye

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


mailto:baharuncu@gmail.com
http://www.actaoncologicaturcica.com/

ACTA
ONCOLOBICA
TURCICA

vinblastin-steroid tedavisinin birinci basamak
tedavi olarak kullanilmasi uygun olmayip, bu
durumda kladribin tedavisi umut vaad
etmektedir(18).Saven ve arkadaslarinin
calismasinda kladribin tedavisi ile hem tek
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sistem multifokal tutulum gdsteren ve hem de
multisistem tutulumlu hastalarda %75 yanit
alinmistir(19). Kladribine SSS kitle
lezyonlarinda da etkilidir(20). Merkezimizde
yapilan retrospektif incelemede, kranial kemik
lezyonlart  ve hipofizer tutulumlu bir
hastamiza kladribin tedavisi uygulanmis olup,
halen tam remisyonda olarak 100 aytakip
edilmistir.

LHH ‘de niiks etme egilimi oOnemli bir
problemdir.Riskli organ tutulumunun olmasi
reaktivasyon riski tasir ve prognozu olumsuz
olarak etkilemektedir(13). Ikinci
reaktivasyonunda kemik lezyonlarinin bitisik
oldugu SSS tutulumu ile gelen diger hastamiza
vinblastin-steroid tedavisi verildi ancak 6 ay
icinde lomber vertebradan progrese olarak
cerrahi ve radyoterapi tedavisi aldi. Riskli
organ olarak kemik iligi tutulumu olan bir
hastamiza yine vinblastin-steroid tedavisi
baglanmig olup tam remisyonda izlenmektedir.
Lokalize cilt tutulumu ile baglayip yayginlagan
ve multipl LAP tutulumlarimin eslik ettigi 75
yagindaki hastamizin tedavisine vinblastin-
steroid ile baslanmig olup tam yanitla
izlenmektedir. Retroorbital  kitlesi olan
hastamizda vinblastin-steroid tedavisi ile 61
aydir remisyonda izlenmektedir.  Tazi ve
arkadaglarinin yaptigi calismaya gore riskli
organ tutulumu olmayan hastalarda 5 yillik
niiks oraninin  %37,5 oldugu gorilmistiir.
Ancak calismamizda riskli organ tutulumlar
dahil %12 hastada reaktivasyon nedeniyle
tedavi alarak literatiire oranla iyi bir hastalik
kontrolii elde edilmistir. Yan etki profilline
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bakildiginda kladribin tedavisi uygulanan SSS
tutulumu olan hastamizda uzun siiren grade 3/4
myelosupresyon gelismis, vinblastin-Steroid
tedavisi verdigimiz hastalarimizin ikisinde
periferiknéropati ve bir hastada kontrol altina
alinabilen konstipasyon disinda yan etki
saptanmamistir.

Son yillarda hastalik patofizyolojisinin daha iyi
anlasilmast sonucu yeni tedavi hedefleri de
kesfedilmistir. Normal sartlarda hiicre igi
MAPK yolagt hiicre biiyiimesi, farklilasmasi
ve hayatta kalmasinin  transkripsiyonel
programlarin1 diizenleyen hiicre i¢i sinyal
yolagidir ve LHH ‘da bu yolak disregiiledir(6).
Tim malignitelerin %8 ‘inde BRAFV600E
mutasyonu tanimlanir(6).LHH hastalarinin ise
%350‘sinin doku oOrneklerinde BRAF V600E
mutasyonu saptanmis ve BRAF mutasyonunun
multisistemik tutulumlu vakalarda daha sik
goriildiigli ve niiks riskinde artis ile iligkili
oldugu tespit edilmistir(7). Calismamizdaki
hastalarda BRAF  V600E  mutasyonu
degerlendirmek miimkiin olmamistir. MAPK
ve BRAF V600E inhibisyonu uygun hastalarda
tedavi hedefi olarak kullanilabilir. BRAF
V600 e inhibisyonu yapan ve murafenibre
indiiksiyon tedavisinde
gosterilmistir(10,21).

Sonug olarak, eriskin baslangigli LHH olarak
vinblastin ve steroid tedavisi ilk basamak
tedavide  etkili ~ve tolere  edilebilir
goziikmektedir. Multisistem ve riskli tutulum
organlart1  varliginda vinblastinprednol 6

etkinligi

haftalik tedavisi Oncelikli tercih edilmigtir.
Pulmoner ve SSS tutulumlarinda kladribin g6z
oniinde bulundurulmalidir. LHH
etyopatogenezindeki molekiiler mekanizmalar
anlasildikca, hiicre ici sinyallerini azaltacak
yeni hedefe yonelik tedaviler artacaktir.
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Assesment of Bleeding Risk in Ultrasound-Guided Percutaneous Renal
Biopsies

Ultrasonografi Esliginde Yapilan Perkiitan Bobrek Biyopsilerinde Kanama
Riskinin Degerlendirilmesi
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OZET
GIRIS ve AMAG: Perkiitan bdbrek biyopsisi renal hastaliklarin tani ve yénetiminde yaygin olarak kullanilan
glvenli bir ydntemdir. Calismamizin amaci, géruntileme esligindeki perkitan bdbrek biyopsilerinde isleme ait
kanama riski ile iligkili faktorleri degerlendirmektir.
YONTEM ve GERECLER: Mayis 2018-Aralik 2019 tarihleri arasinda girisimsel radyoloji klinigimize yénlendirilerek
ultrasonografi esliginde perkitan bdbrek biyopsisi yapilan hastalar retrospektif olarak tarandi. Calismaya 18 yas
Uzeri, igslem Oncesi ultrason gortntiilemesi ve islem sonrasi patoloji bilgileri mevcut olan hastalar dahil edildi. 18
yas alti gocuk hastalar ve transplante boébrek biyopsileri galisma disi tutuldu.
BULGULAR: Calismaya toplam 107 hasta dahil edildi. Hastalarin 57’si erkek (%53,3), 50’si kadindi (%46,7).
Hastalarin yas ortalamasi 47,8+15,5 idi. Hastalarin islem 6ncesi ortalama Hb degeri 11,2 £1,7 mg/dl iken islem
sonrasi ortalama Hb degeri 11,1+1,7 mg/dl idi. Hastalarin ortanca Hb dislsi %4,2 idi. Yapilan istatistiksel
analizde islem oncesi ile islem sonrasi hemoglobin deg@erleri arasinda anlamh farkhilik saptanmadi (p=0,864).
Hemoglobin degerlerindeki disus ile hasta yasi (p=0,406), bobrek boyutu (p=0,814), parankim ekojenitesi
(p=0,175) ve parankim kalinligi1 (p=0,254) arasinda anlamli korelasyon saptanmadi.
TARTISMA ve SONUGC: Ultrasonografi esliginde yapilan bdbrek biyopsileri, bobrek hastaliklarinin tanisinda
glivenle kullanilabilecek bir ydontemdir. Her ne kadar kanama riski tagisa da, islem dncesi uygun degerlendirme ile
bu risk en az seviyeye indirilebilir.
Anahtar Kelimeler: bébrek biyopsisi, ultrasonografi, kanama.

ABSTRACT
INTRODUCTION: Percutaneous kidney biopsy is a safe method widely used in the diagnosis and management of
renal diseases. The aim of our study is to evaluate the factors associated with the risk of bleeding associated with
the procedure in imaging-guided percutaneous kidney biopsies.
METHODS: Patients who were referred to our interventional radiology clinic between May 2018 and December
2019 and who underwent ultrasound-guided percutaneous kidney biopsy were retrospectively scanned. Patients
above 18 years old who had pre-procedure ultrasound imaging and post-procedure pathology information were
included in the study. Pediatric patients under 18 years old and transplanted kidney biopsies were excluded.
RESULTS: A total of 107 patients were included in the study. 57 of the patients were male (53.3%) and 50 were
female (46.7%). The mean age of the patients was 47.8 £ 15.5. The mean Hb value of the patients before the
procedure was 11.2 £ 1.7 mg / dl, while the mean Hb value after the procedure was 11.1 + 1.7 mg / dl. The
median Hb drop in patients was 4.2%. In statistical analysis, there was no significant difference between
hemoglobin values before and after the procedure (p = 0.864). No significant correlation was found between the
decrease in hemoglobin values and patient age (p = 0.406), kidney size (p = 0.814), parenchymal echogenicity (p
=0,175) and parenchymal thickness (p = 0,254).
DISCUSSION AND CONCLUSION: Ultrasound-guided percutaneous kidney biopsy is a method that can be used
safely in the diagnosis of kidney diseases. Although there is a risk of bleeding, this risk is minimal with appropriate
evaluation before the procedure.
Keywords: renal biopsy, ultrasonography, bleeding, risk factors.
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Giris

Perkiitan bobrek biyopsisi renal hastaliklarin
tanisindave  yOnetiminde yaygin  olarak
kullanilan, diger perkiitan biyopsilerde de
oldugu gibi giivenli bir yontemdir (1). Bobrek
biyopsileri ilk olarak 1923 yilinda agik cerrahi
yontemle uygulanmaya baslanmistir. Perkiitan
yontem ise ilk olarak 1951 yilinda Iversen ve
Brun tarafindan gerceklestirilmis, daha sonra
1953 yilinda Kark ve Muehrck, biyopsi
ignesini yerlestirmeden once bobregi lokalize
etmek amactyla pron pozisyonda eksploratif
igne kullanimini tammlamislardir.  islemin
ultrason  goriintiileme  rehberliginde  ve
otomatik biyopsi igneleriyle gerceklestirilmeye
baglanmasiyla elde edilen doku yeterliligi ve
prosediiriin  giivenilirligi dramatik olarak
artmig, hasta 6lim oranmi %0,12’den %0,02’ye
diigmiistiir(2,3).

Islemle  iliskili en sik  karsilasilan
komplikasyon kanama olup,gec¢ici hematiiri ya
da asemptomatik hematomdan yasami tehdit
eden kanamalara kadar degiskenlik
gostermektedir. Renal biyopsi sonrasinda
meydana gelebilecek kanama
komplikasyonlar1  a¢isindan  bilinen risk
faktorleri yiiksek kan basinci, azalmis renal
fonksiyon, obezite, anemi, diisiilk trombosit
sayis1 ve hemostaz bozukluklaridir. Islemin
ultrason esliginde yapilmaya baslanmasi ve
otomatik ignelerin kullanima girmesiyle
birlikte ciddi kanama insidans1 azalmistir (4).
Bu calismadaki amacimiz  goriintiileme
esligindeki perkiitan bdbrek biyopsilerinde
isleme ait kanama riski ile iligkili faktorleri
degerlendirerek islem oncesi hasta
degerlendirmesi ve iglem sonrasi hasta takibini
optimize etmeye katki saglamaktir.

Orginal Article

Gerec ve Yontem

Calisgmada Mayis 2018-Aralik 2019 tarihleri
arasinda girisimsel radyoloji  klinigimize
yonlendirilerek  ultrasonografi esliginde
perkiitan bobrek biyopsisi yapilmishastalar
retrospektif olarak tarandi. Calismaya 18 yas
iizeri, islem oOncesi US bilgileri ve islem
sonrast patoloji bulgularimevcut olan hastalar
dahil edildi. 18 yas alt1 hastalar, renal kitle
biyopsilerive transplante bobrek biyopsileri
calisma dist tutuldu. Calisma icin etik kurul
izni alind1 (71522473/050.01.04/201).

Calisma grubu takip amach giiniibirlik
nefroloji  servisine yatirilip islem igin
girisimsel radyoloji Unitesinde yonlendirilen
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hastalardan olugmaktaydi. Servise yatirilan
hastalarda islem 6ncesinde kan basinci 6l¢timii
yapilip laboratuvar parametreleri i¢in kan
Ornegi alinarakislem acisindan olast bir
kontrendikasyon ekarte edilmistir. Trombosit
sayist  50.000’in {izerindeve INR’si 1,5’in
altinda olan hastalara islem yapilmistir. Islem
Oncesi hastanin antiagregan ve antikoagiilan
ilag kullanim1 sorgulanmis ve eger mevcut ise
uygun sekilde kesilmesi veya degistirilmesi
saglanmustir.

Hastalar islemle ilgili bilgilendirilmis ve
hastalardan onam formu almmustir. Islem;hasta
sag lateral dekiibit pozisyonda ve bel
bosluguna destekleyici yastitk  konularak
ultrasonografi esliginde, uygun cilt
dezenfeksiyonu(%10 povidon iyodin)
saglandiktan sonra, lokal anestezi (%1 prokain,
Priloc, Vem llag, Tiirkiye) uygulanarak,
hastalarin tamaminda 16 gauge otomatik
biyopsi ignesi (Geotek, Tiirkiye) kullanilarak
yapilmig ve islemlerin tamami radyoloji
doktorlar1  tarafindan  gergeklestirilmistir.
Biyopsiler teknik olarak engel bir durum yok
ise sol bobrekten ve alt polden alinmistir.
Alman doku 6rnegi, islemin hemen sonrasinda,
patolog  tarafindan  glomerul  sayisinin
yeterliligi agisindan degerlendirilmis, yeterli
glomerul sayisina ulasilamayan biyopsilerde
islem yeterli glomerul sayisina ulagsmak i¢in
birka¢ kez tekrarlanmistir. Islem sonrasinda
hastalara nefroloji servisinde 24 saatlik yatak
istirahati Onerilmistir. Islem sonrasinda servis
takibindelaboratuvar ~ parametreleri ~ olast
komplikasyonlarin  takibi amaciylayeniden
degerlendirilmistir.

Istatistiksel analiz icin MedCalc (ver. 12,
Ostend, Belgika)  programi  kullanildi.
Istatistiksel analiz olarak, tamimlayict bulgular
kisminda kategorik degiskenler say1, ylizde ve
stirekli degiskenler ise ortalama + standart
sapma ve ortanca (en kiigiik, en biiyiik
deger)ile sunuldu. Kolmogorov-Smirnov ve
Shaphiro-Wilk testleri ile yapilan normallik
degerlendirmesine gére normal dagilima
uygunluguna gore nonparametrik testler
(Mann-Whitney U) ve parametrik testler
(student t testi) ile karsilastirildi. Korelasyon
analizi Pearson  korelasyon  katsayisi
kullanilarak yapildi.  Istatistiksel anlamlilik
diizeyi p<0,05 kabul edildi.
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Bulgular

Calismaya toplam 107 hasta dahil edildi.
Hastalarin 57’si erkek (%53,3), 50’si kadind:
(%46,7). Hastalarin yas ortalamasi 47,8+15,5
idi. Hastalarin iglem Oncesi ortalama Hb degeri
11,2 £1,7 mg/dl iken islem sonrasi ortalama
Hb degeri 11,1+1,7 mg/dl idi. Hastalarin
ortanca Hb disisii %4,2 idi. 100 hastada
(%93,5) Hb diisiisii %10°dan az iken yalnizca
7 hastada (%6,5) %10’dan fazlaydi. Ancak bu
hastalarin  hicbirinin takibinde ek islem
gereksinimi veya transflizyon ihtiyact olmadi.
Hastalarin ortalama bobrek boyutu 112,5+18,1
mm idi. Ortanca parankim ekojenitesi grade 1
olarak saptandi. Ortalama parankim kalinlig1
14+£3,5 mm idi. Patoloji sonucu 18 hastada
(%16,8) tiibiilointerstisyel nefrit, 18 hastada
(%16,8) kronik pyelonefrit, 16 hastada
(%15)IgA nefropatisi, 15 hastada (%14)
membrandz glomeriilonefrit, 10 hastada (%9,3)
diyabetik nefropati, 5 hastada fokal sklerozan
glomeriiloskleroz(%4,7), 2 hastada hipertansif
nefroskleroz (%1,9), 1 hastada (%0,9) gebelik
nefropatisi olarak geldi. 22 hastada (%20,6) ise
anlamli boyanma saptanmadi.

Orginal Article

biyopsisi.

Yapilan istatistiksel analizde islem oncesi ile
islem sonrasi Hb degerleri arasinda anlamli
farklilik saptanmadi (p=0,864) (Resim 2). Hb
diisiisti ile hasta yas1 (p=0,406), bobrek boyutu
(p=0,814), parankim ekojenitesi (p=0,175) ve
parankim kalinlig1 (p=0,254) arasinda anlaml
korelasyonsaptanmadi.
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Resim 2: Islem 6ncesi ve sonras1 Hb degerlerinin

karsilastiriimasi.

Tartisma

Caligmamizin en O6nemli sonucu iglem Oncesi
ile sonrasi Hb degerlerinde anlamli diisiis
olmamasidir. Bobreklerin kardiyak outputun
yaklasik %20’sini alan yiiksek miktarda
kanlananorganlar olmasi ve retroperitoneal
lokalizasyonu dolayisiyla etkin kompresyon
yapilamamasi nedeni ilebobrek
biyopsilerindeki maj6ér riskler kanamadir.
Kanama komplikasyonlar1 spontan
olarakkendini  simrlayan  hematiiri  ve
asemptomatik  perinefritik ~ hematomdan,
hemodinamik instabilite, bobrek kaybi ve
Olimle sonuglanabilen hayati tehdit edici
kanamalara kadar degiskendir (2,5,6). Islem
Oncesi ve sonrasi protokollerin farkliligi, islem
sonrast goOzlem siiresinin degiskenligi ve
islemin acil veya elektif sartlarda yapilmasi
kanama riskinin optimal degerlendirmeve
yonetiminde tartismali sonuglar dogurmaktadir
(7). Ancak yiiksek kan basinci, bozulmus renal
fonksiyon, diisiik trombosit sayist veya
trombosit fonksiyon bozuklugu, koagulopati,
kadin cinsiyet, yiiksek kalibrasyonlu biyopsi
ignesi kullamimi ve altta yatan bazi renal
patolojiler (ince bazal membran hastaligi,
vaskiilit, hizl1 ilerleyici glomerulonefrit ve akut
interstisyelnefrit) kanama komplikasyonu i¢in
bilinen risk faktorleridir (2,8). Kanama riski
transplante bobreklerde nativ bobreklere oranla
daha diistik goriilmektedir (7).

CIRSE (Cardivascular and Interventional
Radiological Society of Europe) goriintiileme
esligindeki perkiitan girisimsel islemlerdeki
kanama riskini, her bir grup vaskiiler ve non-
vaskiiler islemleri kapsayacak sekilde 3
kategoriye ayirmaktadir: diisiik riskli (kolay
saptanabilen ve kontrol edilebilir kanamalar),
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orta riskli ve yiiksek riskli (saptanmasi veya
kontrol edilmesi zor kanamalar). Goriintiileme
esliginde perkiitan bobrek biyopsileri bu
rehberde yiiksek riskli grupta
degerlendirilmektedir. Kilavuz, yiiksek
kanama riski kategorisindeki islemlerde islem
Oncesi laboratuvar testleri olarak INR,
trombosit sayis1 ve hematokrit degerinin rutin
olarak  bakilmasimi  Onermektedir. aPTT
degerlendirilmesini ise yalnizca intravendz
(IV) anfraksiyone (klasik) heparin kullanan
hastalarda tavsiye etmektedir. Bu risk
kategorisindeki hastalarda kilavuza gore islem
oncesi INR’nin 1,5’in altinda olmas1 gerekli
olup aPTT normalin 1,5 kat1 ve {izerinde ise
heparinin  kesilmesi, trombosit sayis1 ise
50.000’in altinda ise transfiizyon yapilmasi

Orginal Article

gerektigi belirtilmektedir. Hematokrit
diisiikliigii durumunda transfiizyon i¢in bir esik
deger bulunmamaktadir. Hastalarda

asetilsalisilik asit ve klopidogrel islemden 5
giin 6nce, fraksiyone (diisiik molekiil agirlikli)
heparin ise islemden 24 saat once ya da 2 doza
kadar kesilmelidir (9).

Nativ bobreklere uygulanan perkiitan bobrek
biyopsilerinin primer endikasyonlari
proteiniiri, mikroskobik hematiiri, sistemik
hastaliklarinin renal tutulumlart ve
aciklanamayan  bobrek  yetmezliklerinin
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degerlendirilmesidir (2,10,11). PRB genellikle
lokal anestezi altinda 14-,16- ya da 18-gauge
otomatik  biyopsi  igneleri  kullanilarak
gerceklestirilir. Islem komplikasyonlar1
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da cerrahi islem gereksinimi, siddetli
hipotansiyon, akut renal obstriiksiyon, renal
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mindr(siddetli yan agrisi, grosshematiiri,
perinefritik hematom) seklinde kategorize
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oranlar1 sirastyla %10-20 ve %1,2-6,6 olarak
bulunmus, Ispanya’da yapilan bir ¢aligmadaki
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benzerlik gdstermektedir (12,13).
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Oncologic Results of Supracricoid Laryngectomy: Results From Two
Tertitory Centers
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OZET

GIRIS ve AMAC: Larenks kanseri tiim bas boyun kanserleri arasinda en sik gériilen ikinci kanserdir ve énemli bir
morbidite ve mortalite nedenidir. Suprakrikoid larenjektomi cerrahisi, larenks fonksiyonlarinin mumkin oldugunca
korunmasina imkan veren etkili bir tedavi yéntemidir. Calismamizda klinigimizde son 10 yil iginde yapilan agik
parsiyel larenks cerrahi vakalarinin histopatolojik parametrelerini ve onkolojik sonuglarini paylasacagiz.
YONTEM ve GERECLER: Ocak 2009 ve Temmuz 2019 arasinda klinigimizde histopatolojik olarak larenks yassi
hiicreli karsinom tanisi almis ve suprakrikoid larenjektomi cerrahisi uygulanmis 47 hastanin verileri retrospektif
olarak incelendi. Hastalarin sosyodemografik 0Ozellikleri, timor spesmenlerinin histopatolojik &zellikleri ve
sagkalim analizleri degerlendirmeye alindi.
BULGULAR: Hastalarin 29'unda (%61.7) erken evre larenks kanseri saptanmis olup, 18'inde (%38.3) ileri evre
larenks kanseri mevcuttur. Larenks kanser 29 olguda (%61.7) glottik yerlesimli olup lenf nodu tutulumu glottik
yerlesimli olgularda anlamli derecede daha az olarak saptanmistir (p< 0.001). 5-yillik genel sagkalim %74.5
olarak saptanmigken, erken ve ileri evre olgularda 5-yillik genel sagkalim %88.5 ve %69.2 olarak saptanmistir.
TARTISMA ve SONUGC: Larenks kanseri tedavisinde tedavi basarisinin degerlendiriimesinde en énemli iki 6lgt
sag kalim stresi ve organ fonksiyonun devamliligidir. Larenks kanserlerinin tedavisinde suprakrikoid larenjektomi
o6nemli aracglardan biridir. Cerrahi teknik ve onkolojik kurallara bagh kalindiginda uygun hastalarda fonksiyonel bir
larenksi koruyarak hastalarda kalici iyilesme saglamak mumkuindur.
Anahtar Kelimeler: Larenks Neoplasmlari, Larenks Neoplazmlari/Cerrahi, Sag kalim analizi

ABSTRACT
INTRODUCTION: Larynx cancer is the second most frequent head and neck cancer and important cause of
morbiditity and mortality. Supracricoid laryngectomy is one of the open partial laryngeal surgerical techniques
which is an important tool for treatment of laryngeal cancer. The purpose of this study was to evaluate the
oncological outcomes of laryngeal carcinoma patients treated with supracricoid laryngectomy.
METHODS: A total of 47 cases were retrospectively analyzed from two tertiarian head and neck clinics with
laryngeal carcinoma that underwent supracricoid laryngectomy from 2009 to 2019. Sociodemographic
characteristics, histopathologic characteristics of tumor specimens, and survival analysis were assessed.
RESULTS: Early stage laryngeal cancer was detected in 29 (61.7%) of the patients, and 20 (38.3%) of the
patients had advanced laryngeal cancer. In 29 cases (61.7%) larynx cancer was located in glottis and lymph node
involvement was found to be significantly less in cases with glottic location (p< 0.001). While 5-year overall
survival was 74.5%, 5-year overall survival was 88.5% and 69.2% in early and advanced stage cases.
DISCUSSION AND CONCLUSION: The two most important factors in the determination of successful treatment
in treating laryngeal cancer are survival time and preserving laryngeal function. Supracricoid laryngectomy is one
of the key tools used in treating laryngeal cancers. Through preserving a healthy larynx in appropriate patients, it
is possible to provide permanent improvement while adhering to the surgical technique and oncological rules.
Keywords: Laryngeal Neoplasms, Laryngeal Neoplasms/surgery, Survival Analysis

Giris: (1).Erkeklerde 4,8 kat daha sik goriilen bu

Larenks kanseri tiim bas boyun hastalikta en onemli risk faktorii tiitiin ve tiitiin
kanserleri arasinda oral kalite kanserlerinden triinleri kullamimudir.  Son yillarda &zellikle
sonra en sik goriilen ikinci kanserdir. Diinyada sigara  tiiketiminin  azalmasiyla  birlikte
her sene 200.000 yeni larenks kanseri vakasi insidans1 belirgin olarak azalmakla birlikte

goriilmekte ve insidanst  2,7/100.00’dir
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mortalitesinin hala %63 olmasiyla dikkat
cekmektedir.!

Larenks kanseri yiiksek oranda tedavi
edilebilen bir kanser tiiriidiir (2).Ama
hastaligin yerlestigi bolge nedeniyle tedavide
temel ama¢ sag kalimi saglamak kadar
larenksin yapisal ve fonksiyonel olarak da
korunmasidir. Larenksin solunum, yutma ve
konugma islevlerinin devam ettirilmesi hayat
kalitesinin en Onemli bilesenlerindendir, bu
nedenle ileri evre kanser hastalarinda bile
organ koruyucu tedaviler 6ncelenmelidir.

Son yirmi yilda, larenks kanseri tedavisi
yaklagimi Onemli Olgiide degismistir. Daha
onceleri ilk tedavi modalitesi olarak hemen her
hastada acik parsiyel larenks cerrahisi veya
total larenjektomi uygulanirken, su anda bu
cerrahiler diger tedavi modalitelerinden sonra
hastaligin tekrarladigi durumlarda
kurtarici(salvaj) tedavi olarak kullanilmaktadir
(7).Bu degisim trendinin en 6nemli nedeni son
yillarda transoral endoskopik lazer cerrahisi
(TLC), Radyoterapi (RT), Kemoterapideki
(KT) gelismelerdir. Siklikla bu tedavilerle elde
edilen sonuglar diisiik morbiditeye ve yiiksek
fonksiyonel korumaya sahiptir. Ama bu
tedavilerin basarisiz oldugu hastalarda ve
secilmis vakalarda SKL gibi acik parsiyel
cerrahiler hala kullanilmaktadir.

Suprakrikoid larenjektomi (SKL) ilk
olarak 1959' da Majer ve Rieder tarafindan
tanimlanmis ve 1974'te Piquet ve arkadaglar
tarafindan  gelistirilmistir ~ (3,4). Larenks
karsinomu tanili uygun vakalarda bu teknik
arttk ¢ok sayida cerrah tarafindan kabul
gormekte ve uygulanmaktadir. SKL, vokal
kordlar, ventrikiiller, epiglotlar ve paraglottik
ve preepiglotik bosluklar olmak {izere tiim
tiroid kikirdaginin ¢ikarilmasini igermektedir.
Bu cerrahi prosediirde krikoid kikirdak, hyoid
kemik ve en az bir fonksiyonel ve hareketli
aritenoidkikirdak korunmaktadir. SKLeksizyon
sonrasinda yapilan rekonstriiksiyon tiiriine gore
siniflandirilmaktadir;
krikohiyoidoepiglottopeksi ve
krikohiyoidopeksi (5,6).

SKL cerrahisi organ koruyucu bir tedavi
secenegi olarak hala klinik pratikte dnemimi
korumaktadir. Onkolojik sonuglarin paylagimi
bu cerrahi teknigin degisen tedavi trendleri
arasindaki yerini anlatmakta onem
tasimaktadir. Bu calismada 3.basamaktedavi
merkezi olan iki kulak burun bogaz kliniginde
yapilmis suprakrikoid larenkscerrahilerive bu
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hastalarin  onkolojik takiplerinin sonuglar
paylasilmistir.

Gere¢ ve Yontem:

Ocak 2009 ve Temmuz 2019 tarihleri
arasinda Marmara Universitesi Tip Fakiiltesi
Kulak Burun Bogaz ve Bas Boyun Cerrahisi
Anabilim Dali’nda ve Umraniye Egitim ver
Arastirma Hastanesinde histoplatolojik olarak
larenks yassi hiicrelikarsinom(LYHK) tanis1 ile
opere edilmis vakalar geriye doniik olarak
taranmigtir. LYHK tanisi nedeni ile parsiyel
larenjektomi operasyonu yapilan 47 adet vaka
caligmaya dahil edilmistir. Bu arastirma
Marmara Universitesi Etik Kurul tarafindan
onaylanmis ve Helsinki Bildirgesi'ne uygun
olarak yiirtitiilmiistiir.

Caligmaya dahil edilen biitiin hastalarin
medikal kayitlar1 incelenerek yas, cinsiyet,
sigara kullanimi, alkol kullanimi, operasyon
bilgileri, preoperatif tedavi bilgileri, ek hastalik
bilgileri, timor evresi, timor yerlesimi, timor
differansiyasyonu, cerrahi siir
pozitifligi,kikirdak invazyonu, lenfovaskiiler
invazyon, perinoral invazyon, lokorejyonel
rekiirrens  gelisme  durumu, postoperatif
radyoterapi ve/veya kemoterapi gereksinimi ve
ekstranodiiler ~ yayililm  durumu  (ENY)
incelenerek dokiimante edilmistir.

Istatiksel Analiz

Caligmada tanimlayici veriler kategorik
verilerde n, % degerleri, siirekli verilerde ise
ortalama, standart sapma, ortanca, minimum-
maksimum, c¢eyreksel (%25-75 degerleri)
degerlerden  veriye uygun olam ile
gosterilmistir. Sagkalim analizlerinin
sunumunda ortalama ve %95 giiven araligi
verileri  kullanmilmigtir. Kategorik  verilerin
karsilagtirilmasinda Ki-Kare ve Fisher testleri
kullanilmigtir. Normal dagilim gdstermeyen
Olciimsel  verilerin  karsilagtirilmas:  igin
Kruskal Wallis testi kullamlmistir. Tek
degiskenli sagkalim analizlerinde
karsilastirmalar LogRank (Kaplan Meier) testi
ile  gergeklestirilmistir. Cok  degiskenli
sagkalim analizleri i¢in Cox Regresyon
Modellemesi kullanilmistir. Tim analizlerde
istatistiksel anlamlilik i¢in p<0,05 kabul
edilmistir. Analizler IBM © SPSS programi 20
stirimii (SPSS Inc., Chicago, IL, USA) ile
gergeklestirilmistir.
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Bulgular:

Yapilan retrospektif degerlendirmede
43’1 erkek (%91,5) ve 4’1 kadin (%8,5) olmak
iizere toplam 47 SKL yapilan olgu calismaya
dahil edilmistir. Katilimcilarin yas ortalamasi
61,9 +£7,9°dur. Hastalarin  %21,3’ilinde
alkol,%95.7’sinde sigara kullanimi mevcuttur.
Bu hastalarin basvurusu sirasinda 29 unun
erken evrede (%61,7), 18’inin ise ileri evrede
(%38,3) oldugu goriilmistiir. Tlimoriin en sik
lokalize oldugu alan glottik bolgedir. Ortalama
takip suresi ise 51.7+ 30,4 aydir. (Tablol)
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Tablo 1. Hastalarin sosyodemografik ve klinik
ozellikleri

n %
o Erkek 43 915
Cinsiyet
Kadin 4 8,5
Alkol Var 10 213
kullanim1 Yok 37 787
kullanimi Yok 2 4.3

_ Supraglottis 18 383
Lokalizasyon
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Tablo 2. Hastalarin klinik takip bulgulari

n %

Adjuvan Var 11 234
Radyoterapi  ygk 36 76.6
Adjuvan Var 4 85
Kemoterapi vk 43 915

Pozitif 9 191
Cerrahi smir -

Negatif 38 80.9
Kikirdak Var 5 106
invazyonu Yok 42 goa
Perindral Var 13 277
invazyon Yok 34 773
Lenfovaskiiler Var 3 64
invazyon Yok 44 936
Lokorejyonel Var 7149
nitks Yok 40 851
Sagkalim Oliim 10 213
durumu Sag 37 787

Supraglottik  yerlesimli  tiimorler,  glottik
daha ileri T
evresinde olduklart  gorilmiis

yerlesimli tiimorlere  gore

ve timor

yerlesimi ve T evre iliskisi istatistiki olarak
anlamli saptanmistir (p <0.001) (Tablo 3).
Bununla birlikte klinik evre ile timor
differansiyasyonu, cerrahi smir, kikirdak
invazyonu, lenfovaskiiler invazyon, perinoral
invazyonu, lokorejyonel rekiirrens arasinda
anlaml iligki saptanamamustir.

Glottis 29 617

Iyi 8

diferansiye 17
Histopatolojik Orta 31

. . 66
evre diferansiye

Kotii 8

diferansiye 17

o Erken evre 29 617

Klinik evre |

Ileri evre 18 383

Yok 25 532
Boyun L 11
diseksiyonu Ipsilateral 234

Bilateral 11 234

Hastalarin timor dokularindaki

incelemede %2,1’inde ekstra nodalyayilim
(ENY), %19,1’inde cerrahi smir pozitif

saptanmistir. Incelemede tiimorlerin
%10,6’sinda kikirdak invazyonu, %27,7’sinde
perindral invazyon ve %6,4’linde
lenfovaskiiler invazyon saptanmigtir.

Hastalarin %14,9’unda lokorejyonel rekiirrens
gelismistir. Takip siireci boyunca 10 hastada
(%21,3) herhangi bir sebebe bagli Glim
gergeklesmistir. (Tablo2)

Tablo 3. Tiimor evresine gore lokalizasyon

durumu

Supraglottis ~ Glottis

Total P degeri

T 11 23 24 0.000
evre

2 4 3 7

3 12 3 15

4 1 0 1
Total 18 29 47
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Lenf nodu tutulumuyla Kklinik bulgular
arasindaki iligki degerlendirildiginde,
supraglottik  yerlesimli tiimorlerde glottik
yerlesimli tiimorlere gore lenf nodu tutulumu
anlamli derecede daha yiiksek saptanmistir (p
<0.019) (Tablo 4). ileri evre tiiméorlerde de
erken evre tiimorlere gore lenf nodu tutulumu
daha  yiiksek  saptanmistir  (p=0.019).
Histopatolojik olarak lenf nodu pozitif olan
olgularda lokorejyonel niiks anlamli derecede
daha yiiksek saptanmistir (p =0.02). Bununla
birlikte lenf nodu tutulumu ile tiimor
differansiyasyonu, cerrahi smir, kikirdak
invazyonu, lenfovaskiiller = invazyon ve
perindral invazyonu arasinda anlamli iligki
saptanamamigtir.
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Kaplan Meier sagkalim analizleri
neticesinde 3-yillik ve 5-yillik genel sagkalim
%85,.2 ve %74,5 olarak saptanmustir. Cerrahi
siir pozitif olgularda 3-yillik ve 5-yillik genel
sagkalim %87,5 ve %729 iken cerrahi sinir
negatif olgularda 3-yillik ve S5-yillik genel
sagkalim %84.5 ve %75.2 olarak saptanmigtir
(Tablo 5). Erken evre olgularda 3-yillik ve 5-
yillik genel sagkalim %88,5 ve %774 iken
ileri evre olgularda 3-yillik ve 5-yillik genel
sagkalim %79,1 ve %69,2 olarak saptanmistir
(Tablo 6).

Tablo 4. Lenf nodu tutulumunun lokalizasyonlara gére dagilimi

Supraglottis Glottis Total P degeri
Lenfnodu  negative 12 27 39 0.019
positive 6 2 8

Total 18 29 47
Tablo 5. Cerrahi sinir ve genel sagkalim iligkisi
Cerrahi sinir 3- yillik 5- yillik Genel
negatif %84.5 %75.2 78.9%
pozitif %87.5 %72.9 77.8%
Tablo 6. Evre ve sagkalim iligkisi

3-yillik 5-yillik Genel
Erken evre %88.5 %77.4 79.3%
fleri evre %79.1 %69.2 77.8%
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Survival Function
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Survival Function
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Cum Survival

takip_siiresi

Sekil 1. Genel sagkalim grafigi

Tartisma

Larenks kanseri tedavisinde tedavi
basarisinin degerlendirilmesinde en 6nemli iki
oOlgiit sag kalim siiresi ve organ fonksiyonun
devamliligidir. SKL tanimlandigi 1959yilindan
beri bu iki tedavi hedefine ulagsmak i¢in dnemli
araglardan biri olmuslardir (3). Caligmamizda
iki tersiyer klinikte tedavileri yapilmis larenks
kanseri  hastalarinin  onkolojik  sonuglar1
literatiirle karsilastirilarak paylagilmistir.

Larenks tiimor cerrahisinde son 20 yilda
trans-oral cerrahi teknikler ve radyoterapi
alaninda teknolojik gelismelerin etkisi ile
Ozellikle erken evre hastalarda acik parsiyel
larenks cerrahisi yapilma siklig1 azalmistir (8).
Buna ragmen erken evre tiimorlerde tek
modalite kullanimin1 saglayabilmek, ileri evre
tiimorlerde de total larenjektomi gibi radikal
cerrahilerden kag¢inabilmek adina hala larenks
kanseri pratiginde 6nemini korumaktadir.

SKL glottik ve supraglottik larenks
kanseri tedavisinde yaygin olarak
kullanilantedavi seneklerinden biridir.
LiteratiirdeSKL’nin  iyi  fonksiyonel ve
onkolojik sonuglarini paylasan pek ¢okcalisma
mevcuttur (5,6,9-12). Uygun hasta se¢imi iyi
cerrahi sonug i¢in en 6nemli etkenlerden biri
olarak  karsimizagikmaktadir. Bu  se¢im
sirasindahastanin ~ fonksiyonel  kapasitesi,
lezyonun  detayli  degerlendirilmesi  yol
gostericidir. Ileri solunum disfonksiyonu,
krikoaritenoid eklem tutulumu, onde >10
mm,arkada is>5 mm infraglottik uzanim ve
paraglottik ve preepiglottik alan invazyonu
krikoidkartilaj ve ekstralarengeal invazyon
onemli kontraendikasyonlardir.

Glottik  timdrlerde  bu  sayilan
kontraendikasyonlar nedeniyle erken evrelerde
bile cerrahi kontraendikasyon
olusabilmektedir.Bizim serimizde de hastalarin
tan1 aldiklarinda %61,7’sinin glottik timdrler
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oldugu izlenmektedir. Klinik evre agisindan da
bu tiimorlerin ¢ogunlugunun ise erken evre
timorler oldugu goriilmektedir. Buna neden
olabilecek baska bir etkenin iseyutarken
takilma hissi, yutma giigliigii, kulak agris1 gibi
miiphem sikayetlere neden olan supraglottik
timorlere kiyasla glottik tiimoérler erken
evrelerde bile ses kisikligi sikayetine neden
olarak daha erken tan1 konulma sansina
sahiptirler (13).

Larenksin en kiiclik fonksiyonel birimi
hareketli bir krikoraritenoid eklemdir ve
suprakrikoid larenjektomi teknigi bu birimin
korunmasina  dayamamaktadir. SKL bu
fonksiyonel  larenks  dokusunu  geride
birakabilme sansim1 verse de onkolojik basari
acisindan tiimdriin saglam sinirlarla eksizyonu
onemlidir ve bunu saglamak larenks gibi
anatomisi girift ve boyut olarak kii¢iik bir
organda her zaman miimkiin olmayabilir.
Hastalarirmizin  yaklasik 9%20’sinde cerrahi
simir  pozitif izlenmistir. Her ne kadar
calismamizda cerrahi simir pozitifligi ile sag
kalim ve lokorejyonel niiks arasinda anlamli
bir iligki saptanamamis olsa da cerrahi sinir
pozitifligi hastalik prognozunda ve takibinde
g0z oniinde bulundurulmalidir.

Larenks kanserlerinde boyun metastazi
bulunma oranlaritimoriin anatomik
yerlesimine gore degisiklik gostermektedir.
Embriyolojik ve klinik caligmalar
gostermektedir ki supraglottik tiimorlerde
klinik NO hastalarda bile c¢ifttarafli boyun
metastazlar1 saptanabilmekte ve bu metastazlar
hastaliktekrar1 ve tedavi basarisizliginin en
onemli nedenlerinden biri haline gelmektedir.
Bizim hasta grubumuzda da supraglottik bolge
timorlerinin %30’dan fazlasinda pozitif lenf
nodu operasyon sonrasi patolojik
degerlendirmede saptanmis ve bu durumun
glottik bolge tiimdrlerine goreanlamli olarak
yiiksek oldugu gosterilmistir. Bizim
calismamizdaki bu hastalara da ameliyatta

cikarilan materyallerin histopatolojik
incelemesi sonucunda cerrahi sinir
pozitifligi kartilaj tutulumu, boyunda

metastatik lenf nodu tutulumu olmasi, ekstra-
kapsiillertutulum ve perinoral invazyon gibi
faktorler dikkate alinarak multidisipliner olarak
radyoterapi karar1 verilmistir.

SKL sonrasinda radyoterapi her ne kadar
fonksiyonel sonuglart olumsuz etkileyecegi
nedeniyle istenen bir durum olmasa da boyun
hastaligi olan olgularda ve cerrahi sinir
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pozitifligi olan segilmis olgularda cerrahi
tedaviye ek olarak uygulanabilir (14). Bizim
klinik serimizde ise 11 hasta
postoperatifadjuvan  radyoterapi  tedavisi
almistir. Radyoterapinin primer tedavi olarak
kullanildig1 olgularda rezidiitiimdrvarliginda
veya rekiirrens halinde sekonder tedavi olarak
da SKL uygulanmaktadir. Bizim serimizde bu
Ozellikte hastalar hi¢ olmasa da bu hastalar
iceren klinik sonuclar1 son yillarda artmaktadir
(15). Radyoterapi sonrasisalvaj cerrahi olarak
SKL yapilan olgularla primer SKL yapilan
olgular karsilastirildiginda lokal komplikasyon
oranlarindaartis izlenirken genel komplikasyon
oranlarinda anlamh fark saptanmamistir (16,
17).

Literatiirde sagkalim ve loko-rejyonel
kontrol oranlari farkligalismalarca
paylagilmigtir. Bu oranlar seriler arasinda
farkliik gostermektedir. Bes yillik genel
sagkalim orant %67-%95 ve lokal kontrol
oranlart %88- %95 olarakbildirilmistir (18,19).
Ortalama 42 ay siireyle takip edilen bizim
serimizde iseliteratiirle uyumlu olarak 5 yillik
genel sagkalim orani %84,5 iken hastaliksiz
sagkalim orant %75,2
bulunmustur.Sonuglardaki bu farklhiliklarin
uygun hasta se¢cimi ve sunulan hasta
gruplarinin ~ karsilastirilabilir ~ dagilimlarda
olmama yatmaktadir. Bu nedenlerle de
hastalarin tedavi planlarindatiim bireysel
faktorlerin multidisipliner bir ekiple beraber
degerlendirilmesi biiyiik 6nem arz etmektedir.

Sonugc:

Larenks kanserlerinin tedavisinde SKL
Oonemli araglardan biridir. Cerrahi teknik ve
onkolojik kurallara bagl kalindiginda uygun
hastalarda fonksiyonel bir larenksi koruyarak
hastalarda kalict iyilesme saglamak
miimkiindiir. Hastalarin ve  hastaliklarin
bireysel farkliliklar1 dikkate alinarak dogru
tedavi plan1 multidisipliner olarak yapilmalidir.
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OZET

GIRIS ve AMAC: Sitorediiktif cerrahi (SRC) ve hipertermik intraperitoneal kemoterapi (HIPEC) peritoneal
mezotelyoma (PM) igin Onerilen tedavi yaklasimidir. Burada PM igin multimodal tedavi deneyimimizi
sunuyoruz.
YONTEM ve GERECLER: Ocak 2009 ve Aralik 2017 tarihleri arasinda otuz sekiz hasta galismaya dahil edildi.
Hastalarin kliniko-patolojik 6zellikleri, tedavi sonuglari, tibbi kayitlar1 ve intraoperatif peritoneal kanser indeksi
(PCI) skorlar1 geriye dontik olarak analiz edildi.
BULGULAR: Ortanca yas1 61 (21-80) olan toplam 38 hasta (n = 22 kadin) degerlendirildi. 23 hastaya (% 60.5)
SRC uygulandi ve 18 hastaya (% 47.3) SRC + HIPEC uygulandi. Postoperatif erken mortal vakalar (6 hasta)
hari¢ tutulduktan sonra, adjuvan tedavi ile tedavi edilen hastalarda daha uzun OS elde edildi (p = 0.03). Morbid
seyri olan hastalarda PCI degeri daha yiiksekti. Obezite, diyabetes mellitus (DM) ve CA125 seviyeleri 1000 U /
ml'nin tizerinde olan hastalarda morbidite daha ytiksekti.
TARTISMA ve SONUC: Adjuvan kemoterapinin SRC + HIPEC uygulanan PM hastalarinda OS'yi
iyilestirebilecegini gostermistir. Bununla birlikte, DM, yiiksek PCI degeri ve ameliyat 6ncesi CA125 diizeyleri
1000 IU / ml'nin tizerinde olan PM hastalarinda ¢oklu tedavi dikkatle degerlendirilmelidir.
Anahtar Kelimeler: peritoneal mezotelyoma, sitorediiktif cerrahi, hipertermik intraperitoneal kemoterapi

ABSTRACT
INTRODUCTION: Cytoreductive surgery (SRC) and hyperthermic intraperitoneal chemotherapy (HIPEC) is the
recommended treatment approach for peritoneal mesothelioma (PM). Here we present our multimodal treatment
experience for PM.
METHODS: Thirty-eight patients were included in the study between January 2009 and December 2017.
Clinico-pathological features and treatment results, medical records and intraoperative peritoneal cancer index
(PCI) scores of the patients were analyzed retrospectively.
RESULTS: A total of 38 patients (n = 22 women) with a median age of 61 (21-80) were evaluated. SRC was
applied to 23 patients (60.5%) and SRC + HIPEC was applied to 18 patients (47.3%). After excluding
postoperative early mortal cases (6 patients), longer OS was achieved in patients treated with adjuvant therapy (p
= 0.03). PCI value was higher in patients with morbid course. Morbidity was higher in patients with obesity,
diabetes mellitus (DM) and CA125 levels above 1000 U / ml.
DISCUSSION AND CONCLUSION: It has shown that adjuvant chemotherapy can improve OS in PM patients
receiving SRC + HIPEC. However, multimodal treatments should be carefully evaluated in patients with DM,
high PCI, and preoperative CA125 levels above 1000 1U / ml.
Keywords: peritoneal mesothelioma, cytoreductive surgery, hypertermic intraperitoneal chemotherapy

Giris ve Amacg asbest maruziyeti, 30 yil iginde hastaligin
Malignperitonealmezotelyoma (MPM), asbest gelismesine neden olur. Son yillarda MPM
ile giiclii bir iliskisi olan agresif ve tedaviye insidansiartmaktadir . Hastahlk ~ 25-71
direngli bir periton neoplazmidir. Hastalik yaslarinda ortaya ¢ikabilir (1,2)

insidanst yilda milyonda birdir. Uzun sireli
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Timoriin ~ ve  assitinperitoneal  birikimi,
hastaligin ana sunumu olan karin agris1 ve
distansiyona neden olur. Ilk semptomlardan
taniya kadar gecen ortalama siire 122 giindiir.
Ortanca genel sagkalim 12 aydir ve ¢ogunlukla
bagirsak tikanikligi ve malniitrisyon ile 6lim
gergeklesir (3).

Hipertermikintraperitoneal kemoterapi
(HIPEC) ile birlikte sitorediiktif cerrahi (SRC)
uygulanmasinin  iyi  secilmis  vakalarda
hastaligin seyrini onemli Olgiide iyilestirdigi
gosterilmistir(3).

Amerikan Ortak Kanser Komitesi (AJCC)
evreleme kilavuzunun 8. baskisi, plevral
mezotelyoma igin bir evreleme sistemine
sahiptir, ancak MPM igin bir evreleme
sistemine sahip degildir.41 Bu sorunu ¢ézmek
icin, Yan ve arkadaslar1 tarafindan yeni bir
TNM evreleme sistemi Onerilmistir. Bu
sistemde T, intraoperatif olarak dlgiilen
peritoneal kanser indeksi (PCI) ile hastalik
yiikii dort alt gruba ayrilmistir: T1 (PCI 1-10),
T2 (PCI 11-20), T3 (PCI 21-30), ve T4 (PCI
31-39). Cerrahi Orneklerin histopatolojisine
gore pozitif lenf diiglimlerinin varlign (N1)
veya yoklugu (NO) degerlendirilmigtir.
Preoperatif ~ goriintillemede  tesbit  edilen
herhangi bir ekstra abdominal metastaz M1
olarak adlandirilmistir. Evre 1 hastalifi
TINOMO, evre Il T2-SNOMO ve evre IlI,
T4ANOMO ve N1 veya M1 hastaligini igermistir.
Bu evreleme sistemi kullanildiginda, evre 1, 11
ve III hastalik icin 5 yillik sagkalim siras1 ile %
87,% 53, ve % 29 olarak tesbit edilmistir (4,5).
Burada, tedavinin modalitesinin
belirlenmesinde hasta se¢imi igin bir bakis
acist saglamak amaciyla MPM'de SRC +
HIPEC, adjuvan kemoterapi ve palyatif
kemoterapinin  aktivitesini  ve  olumsuz
ozelliklerini gostermeyi amagladik, ayrica son
literatiirii gozden gegirdik.

Orginal Article

Yontem ve Gerecler

Ocak 2009 - Aralik 2017 tarihleri arasinda
Saghik Bilimleri Universitesi Dr Abdurrahman
Yurtarslan Onkoloji Egitim ve Arastirma
hastanesindeki  tek merkez tecriilbemizi
sunduk.Otuz sekiz hasta ¢alismaya alindu.
Hastalarin klinik-patolojik 6zellikleri ve tedavi
sonuglar1 geriye doniik olarak hastalarm tibbi
kayitlari ile analiz edildi. Peritoneal yiizeyin 13
bolgesindeki tiimor yiikii bazinda 0-39 PCI
skorlar1 hesaplandi1 ve hastalar sirasiyla 1-10,
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11-20 ve> 20 skorlanyla {i¢ kategoriye
ayrildi.SRC prosediirii cerrahin ¢iplak gozle
goriilebilir tiim tiimorleri rezeke etmesi esasina
dayanir. HIPEC uygulamasinda; Mitomisin C
gibi sitotoksik ajanlarin yiiksek 1s1da invitro ve
invivo olarak sitotoksik etkinliklerinin arttig1
tesbit edilmis ve 1sitilmis kemoterapotik ajanin
uygulanmas1 intraperitoneal kemoterapinin
temel yaklagimi haline gelmistir. Isitma
prosediirii ekstrakorporeal olarak konveksiyon
tipi isitici cihazda serum fizyolojik icerisindeki
sitotoksik ajanin isitilip abdominal kaviteye
verilmesini  kapsar.  Prosediir  siiresince
sitotoksik soliisyon tekrar ekstrakorporeal
dolagima almip isitilarak 40-43 derece
araligindaki isisi korunur (6).

Retrospektif caligsmalar ile ilgili etik kurul
onay1 kapsaminda Saglik Bilimleri Universitesi
Dr Abdurrahman Yurtarslan Onkoloji Egitim
ve Arastirma hastanesi Etik Kurulundan onay
alinmustir.

Istatistiksel Analiz

Tiam  istatistiksel ~ analizler  Statistical
PackagefortheSocialSciences software
program version 21.0 (SPSS Inc., Chicago, IL,
USA) ile yapildi. Hasta gruplarinin &zellikleri
arasindaki fark Mann- Whitney U test veya
Chi-Square testi ile degerlendirildi.

Sonuclar

Ortanca yas1 61 (21-80) olan toplam 38 hasta
(n = 22 kadin) degerlendirildi. Tiim hastalar
epitheloid tipte peritonealmezotelyoma idi. 23
hastaya (% 60.5) SRC uygulandi ve 18 hastaya
(% 47.3) SRC + HIPEC uygulandi. HIPEC,
acik teknik ile, 60 dakika i¢cinde 42 ° C bir
karm i¢i  sicaklign ile  gerceklestirildi.
Mitomisinli (12 mg / m2 / 1) sisplatin (80 mg /
m2 / 1) intraperitonal olarak yapildi.
Postoperatif 2 ayda 6 hasta (% 15.8) o6ldii, ii¢
hastada 6liim neden sepsis idi. Olen hastalarin
tamaminin preoperatif CA125 seviyeleri 1000
U / mlnin fzerindeydi ve besinde
diyabetesmellitus (DM) vardi. Yedi hastaya (%
18.4) adjuvan kemoterapi ve iki hastaya
neoadjuvan kemoterapi verildi (tablo 1).
Radyolojik ve intraoperatifperitoneal kanser
indeksi (PCI) skorlamasi, tiim hastalarda
tanimlandi, ortalama PCI 14 idi. 1000'den
yiksek cal25 seviyeleri olan 6 hastanin
timiinde PCI verileri 20'in {izerindeydi.

Opere edilen hastalarin medyan PSK ve GSK
ortanca degerleri sirasiyla 7 ay (0.4-13.5 ay) ve
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18 ay (0-57.4 ay) idi. Opere olmayan hastalarin
PSK degeri 5 ay (0.5-11), GSK degeri 11 ay
(2-24) olarak sonuglanmistir. Opere olan ve
olmayan hastalar karsilagtirildiginda GSK farki
istatistiksel olara anlamlidir (p=0.04). HIPEC
uygulanan hastalar ile opere olmayan hastalar
karsilastirildiginda  yine GSK  acisindan
istatistiksel anlaml fark izlenmisgtir
(p=0.03)Postoperatif erken mortal vakalar (6
hasta) hari¢ tutulduktan sonra adjuvan tedavi
ile tedavi edilen hastalarda daha uzun OS elde
edildi. Ortalma OS adjuvan tedavi grubunda 75
ay (31.8-118.2 ay) ve adjuvan olmayan tedavi
grubunda 18 ay (2.7-34 ay) idi (p = 0.03).
Toplamda 7 hastaya adjuvan kemoterapi
uygulanmigtir. Hasta sayisinin adjuvan tedavi
grubunda diisiik olmasi ve OS neticesinin 6
hastada gergeklesmesi nedeni ile istatistiksel
olarak ortanca hesab1 yapilmasi miimkiin
olmamustir (tablo 1).

Birinci  basamak sistemik  kemoterapiler
sisplatin ile pemetrekset (n = 18,% 47.4),
karboplatin ile pemetrekset (n = 5% 13.2),
sisplatin ile gemsitabin (n = 2,% 5.2) ve tek
ajangemsitabin (n = 1,% 2.6) idi. . Ikinci
basamak kemoterapiler gemsitabin (n = 3),
pemetrekset (n = 1) ve sisplatin ile pemetrekset
(n = 1) idi. Ikinci basamak kemoterapi alan
hastalar, ikinci basamak kemoterapi almayan
hastalardan sayisal olarak daha uzun ortalama
OS elde etmiglerdir (32.6 aylara kars1 16.9 ay,
p = 0.123).

Orginal Article

Tartisma

Peritonealkarsinomatoza yaklagimlar
jinekolojik ve
gastrointestinalmalignitelerdedaha detayli

calistlmistir.  SRC  ve HIPEC  verileri
peritonealmezotelyomada diger histolojilere
gore  sirhdir.  Bu  c¢ahismada  klinik
deneyimlerimizi sunmay1 ve hasta se¢imi igin
bir perspektif saglamayiamagladik.

MPM’da sistemik kemoterapi, hastaligin dogal
seyrini kontrol etmek icin zayiftir. Mevcut
bilgilere gore, sistemik kemoterapinin birincil
yaklasim olarak tek bir yontem olarak
kullanilmasi, palyatif yaklasim disinda tarihsel
bir degere sahiptir. (7,8) SRC ve HIPEC,
se¢ilmis hastalarda son yillarda 6ne ¢ikan
tedavi yaklagimidir (9,10). SRC ve HIPEC'in
cklenmesi  genel sagkalimda (OS) ve
progresyonsuzsagkalimda (PFS) oOnemli bir
artis  saglamistir (11,12). HIPEC'de, SRC
Adre;ls, for correspondence:(6punkto) (metne ¢ok yakin olursa bir alta kaydirilacak
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prosediirii ile makroskopik tiimér voliimii
uzaklastirildiktan sonra mikroskopik hastaligin
eradikasyonunu amaglayan bir¢ok
kemoterapotik  ajan  kullanilmistir.  Hangi
terapotik ajanin kullanilacagi hala tartisma
konusudur. Sisplatin, sisplatin ile doksorubisin,
tek basina mitomisin-C veya doksorubisin ile
kombinasyonu; yayinlanmig serilerde aktif
ajanlar olarak gosterilmistir (8). Ek olarak
oksaliplatin bu prosediirde iimit vaat eden
aktivite gerceklestirmistir (13).

Tablo 1: Hastalarin demografik verileri
Hasta (n=38)

Cinsiyet (kadin: n(%) 22 (57%)
Yas ortanca (min-max) 61 (21-80)
Ca 125 ortalama ( +-sd) 675 (+- 693)
Diyabet : n (%) 9 (23%)
Performans status (ortanca)

SRC 1
SRC+HIPEC 1

Adjuvan alan grup 1

Adjuvan almayan grup 1

Opere olmayan 2

PCI : ortalama (+-sd) 14 (+-9)

Erken postop exitus n(%) 6 (16%0)

PSK (ay) (min-max)

(ortanca) 7 (0.4-13.5)
SRC 5 (0.5-11)
Opere olmayan 0.07

p degeri

GSK (ay)

SRC (ortanca) 18 (0-57.4)
SRC+HIPEC (ortanca) 21 (0-57.4)
Opere olmayan (ortanca) 11 (2-24)

p degeri: *** 0.04 ve 0.03***
Adjuvan alan grup (ortalma | 75 (31.8-118.2)
)* 18 (2.7-34)

Adjuvan  almayan grup | 0.03
(ortalama)*

p degeri:
SRC: n (%) 23 (60.5%)
HIPEC: n (%) 18 (47.3%)

Sd: standart deviasyon, SRC: sitorediiktif cerrahi,
HIPEC: hipertermik intraperitoneal kemoterapi,
PSK: progresyonsuz sag kalim, GSK: genel sag
kalim, PCI peritoneal kanser indeksi *: postop
erken  mortal  hastalar  dahil  edilmemistir.
Performans  status  degerlendirmesinde ECOG
skorlamast kullanilmigtir. ***: sirast ile SRC —
opere olmayan , SRC+HIPEC — opere olmayan
karstlastirmalari.
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Miimkiin olan en iyi deneyimi elde etmek igin
hasta  se¢imi  anahtar  faktordiir,tedavi
yonteminin  etkinligi ile birlikte ciddi
komplikasyon risklerimeydana gelmektedir.
Peritoneal kanser indeksi, periton yayilimi olan
malignitelerde cerrahi miidahaleler ic¢in 1iyi
tanimlanmis tedaviye bagli bir prognostik
belirtectir (9). 1000'den fazla Cal25 seviyesi
ve yiiksek PCI, erken postoperatifmortalite ile
iliskili bulunmustur.

Orginal Article

Calismamizin  kisitlayici  yani; bu  nadir
histolojide istatistiksel ~ degerlendirmeler
yapmak icin yeterli sayida hastamizin

olmamasi idi. Bununla birlikte, 1000 U /
ml'den fazla CA125 seviyesine sahip 6
hastada> 20 PCI degeri vardi, sepsis ve erken
mortalite gibi ciddi komplikasyonlar ortaya
cikti. Tiimdr yiikll ve peritoneal kanser indeksi
gibi birincil cerrahi faktorlerin yani sira; yas,
diyabet ve kardiyovaskiiler hastalik gibi
sistemik komorbiditeler de tedavi sonucunu
giicli bir sekilde etkileyen 0Ozelliklerdir.
Ameliyat sonrasi erken donemde Olen 6
hastanin 5'i diyabetikti.

Caligmamiz tek merkezli ve siirli hasta sayilt
olsa da izole periton mezotelyomasi ender bir
antitedir. Hastalarin basvurudaki performans
statuslar1 genellikle kotiidiir ve ¢oklu tedavileri

tolere  etmeleri cogunlukla ~ miimkiin
olmamaktadir. Bu baglamda yaptigimiz
degerlendirme onemlidir. Adjuvan

kemoterapinin SRC + HIPEC uygulanan PM
hastalarinda OS'yi iyilestirebilecegi konusunda
istatistiksel agidan anlamli veri elde edilmistir.
Bununla birlikte, DM, yiiksek PCI degeri ve
ameliyat oncesi CA125 diizeylerinin 1000 IU /

ml'nin lizerinde olmast PM hastalarinda
tedavinin dikkatle degerlendirilmesini
gerektirmektedir.
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Functional outcome of vesicourethral anastomosis with bidirectional
poliglecaprone vs. barbed polyglycaprone suture in robot-assisted radical
prostatectomy

Robotik radikal prostatektomide vezikoiiretral anostomozda kullanilan iki
yonlii dikenli siitiir ve monofilaman poliglekapron siitiir kullaniminin
fonksiyonel sonuc¢lara katkisi

Mehmet Yildizhan, Erem Asil

Ankara Sehir Hastanesi, Uroloji Klinigi, Ankara, Tiirkiye

Dergiye Ulagsma Tarihi: 16.06.2020 Dergiye Kabul Tarihi: 21.07.2020 Doi: 10.5505/a0t.2020.72602

OZET

GIRIS ve AMAC: Calismamiz, prostat kanseri nedeniyle, robot yardimli laparoskopik radikal prostatektomi
(RYLRP) ameliyat1 uygulanan hastalari, vezikoiiretral anostomozda (VUA), ¢ift yonlii dikenli siitiir ile
monofilament poliglekapron siitiiriin sistografideki anastomoz ve ameliyat siiresi, anostomoz kacgagi, iiriner
inkontinans, hastanede yatis ve kateterizasyon siireleri agisindan degerlendirmeyi amaglamistir.
YONTEM ve GERECLER: 2017-2020 yillar1 arasinda RYLRP ameliyat1 yapilan 118 hastanmn (40 ¢ift yonlii
dikenli siitiir, 78 monofilament poliglekapron siitiir) verileri restrospektif olarak analiz edildi. Hastalarin
demografik bilgileri, kateterizasyon siireleri, sistografi ¢ekilme zamanlar1 ve iiriner inkontinans durumlari
hastane veritabani kullanilarak elde edildi. Tim cerrahi islemler Da-Vinci Xi robotik cerrahi sistemleri (Intuitive
surgical, Sunnyvale, CA) kullanilarak tek cerrah tarafindan gergeklestirildi. Hastalar kullanilan siitiir tipine gore
iki gruba ayrildi.
BULGULAR: Grup 1 deki 48 hastada (% 40,6) dikenli siitiir ve Grup 2 deki 70 hastada (%59,4) ise
monofilament poliglekapron siitlir kullanilmistir. Gruplardaki ortanca yas dagilimi, Psa seviyesi, ameliyat 6ncesi
Uluslararasi erektil fonksiyon indexi (international index of erectile function-IIEF) skorlari, ortanca tahmini kan
kaybr miktar1 benzerdi. Grup 1 ve Grup 2 de ortalama anostomoz siiresi 13(8-25) ve 21(12-31) (p<0.001),
ortanca konsol siireleri sirasiyla 21(12-31), 110(73-205) (p<0.001) olarak gozlendi. Grup 1 ve Grup 2 deki
hastalarda; ortanca sondali olma siiresi sirasiyla 7(7-14) giine 8(7-30) giin (p<0.001), ortanca hastanede kalma
benzerdi (p=0,249), ameliyat sonrasi 7. giinde cekilen sistogramdaki kacak oranlari sirasiyla 3 (%6.3)’a
15(%21.4) olarak gézlendi. Grup 1 ve Grup 2 deki hastalarda kontinans oranlari sirasiyla; 1.ayda %77.1 (n=37),
%75.7 (n=53); 3.ayda % 87.5 (n=42), %82.9 (n=58). Ge¢ donem postoperatif kontinans oranlar1 dikenli sitiir
lehine anlamli olacak sekilde yiiksek iken (p=0,047), erken donem kontinans oranlari benzer bulunmustur
(p<0.001). Gruplarda bulunan hi¢bir hastada mesane boynu kontraktiirii izlenmedi.
TARTISMA ve SONUC: Robotik cerrahi erken kontinans saglanmasii hizlandirsa da, en uygun siitiir tipinin
secilmesi, kontinansin erken edinilmesi i¢in halen klinik a¢idan 6nemlidir. Mevcut galisma, dikenli siitiiriin
monofilament siitiire kiyasla daha kisa anostomoz siireleri ve erken sonda g¢ikartilmasini sagladigim
kanitlamaktadir.
Anahtar Kelimeler: anostomoz, robotik cerrahi, prostat kanseri, siitiir tipleri

ABSTRACT
INTRODUCTION: We aimed to evaluate anostomosis time, anostomosis leakage status, length of
catheterization, urinary continence recovery following robot-assisted radical prostatectomy (RARP) using
monofilament polyglecaprone suture vs. barbed suture during vesicourethral anastomosis.
METHODS: The data of 118 patients (40 bidirectional barbed sutures, 78 monofilament polyglycapron sutures)
who underwent RARP between 2017-2020 were analyzed retrospectively. Demographic information, length of
catheterization, cystography times and urinary incontinence status of the patients were obtained using the
hospital database. All of the surgical procedures were performed by a single surgeon using Da-Vinci Xi robotic
surgical systems (Intuitive surgery, Sunnyvale, CA). The patients were divided into two groups according to the
type of sutures used.
RESULTS: Median age, Psa level, preoperative International index of erectile function (IIEF) scores, prostate
biopsy gleason scores, length of hospital stay and median blood loss were similar in the groups. Median
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anastomosis time 13 (8-25) and 21 (12-31) (p <0.001), median console times 21 (12-31), 110 (73-205) (p
<0.001) were observed in group 1 and group 2, respectively. In Group 1 and 2; median catheterization time was
7 (7-14) days to 8 (7-30) days (p <0.001), and median hospitalization was similar (p = 0.259). Leakage rates on
the 7th postoperative day were observed as 15 (21.4%) to 3 (6.3%), respectively. The continence rates of the
patients in Group 1 and Group 2; 77.1% (n = 37), 75.7% (n = 53) at 1st month; In the 3rd month, 87.5% (n = 42),
82.9% (n = 58), respectively. While late postoperative continence rates were significantly higher in favor of
barbed suture (p = 0.047), early continence rates were similar (p <0.001). None of the patients showed bladder

neck contracture in two groups.

DISCUSSION AND CONCLUSION: The current study proves that the barbed suture provides shorter
anostomosis times and early catheter removal compared to the monofilament suture.
Keywords: anostomosis, robotic surgery, prostate cancer, suture type

Giris

Prostat  kanseri, diinya capinda,
erkeklerde en sik goriilen ikinci kanser olmakla
birlikte 6liime neden olan kanserler arasinda

altinci sirada bulunmaktadir (1,2).
Glintimiizde, lokal veya lokal ileri hastalik
asamalarinda cerrahi
(acik/laparoskopik/robotik radikal

prostatektomi), radyoterapi veya ablasyon
tedavileri hastaligi basarili bir sekilde tedavi
edebilmektedir. Cerrahiye uygun hastalarda en
sik kullanilan yontem radikal prostatektomidir.
Teknigin Walsh ve arkadaslar1 tarafindan ilk
kez tanimlanmasindan sonra, yasam beklentisi
10 yildan fazla olan lokalize prostat kanserli
hastalarda, radikal retropubik prostatektominin
(RRP) etkinligi yillar 6ncesinde kanitlanmistir
(3,4).

Giliniimiizde robot yardimlh
laparoskopik radikal prostatektomi (RYLRP)
tirolojik alanda en fazla uygulanan robotik
cerrahi uygulamadir. Diinyada, lokalize prostat
kanserinin tedavisinde ilk cerrahi segenek
olarak uygulanmakta ve cerrahinin sonuglarini
iyilestirdigi ~ kabul  edilmektedir  (5-9).
Vezikoiiretral anastomoz(VUA) bu cerrahinin
en kritik ve zaman alict admmidir. Ileri
laparoskopi deneyimi gerektirir (10,11). ilk
baslarda, VUA icin daha ¢ok vicryl siitiirler
kullaniliyorken laparoskopik ve robotik cerrahi
uygulamalarin artmasiyla kayma 6zelligi olan
veya diigim gerektirmeyen dikenli siitiirleri
kullanimina dogru bir egilim ortaya ¢ikmis ve
teknik olarak avantajli oldugu c¢alismalarla
ortaya konulmustur (12). Son zamanlarda
yapilan caligmalarda ise dikenli siitiiriin
giivenilirlik ve postoperatif idrar kacirma
acisindan geleneksel stitiirlerle
karsilagtirilabilir  oldugu  gosterilse  de
geleneksel monofilaman siitiirlere kiyasla uzun
siireli anastomoz iyilesmesi hakkinda bir veri
azlig1 bulunmaktadir (13-16).
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Bu ¢aligmada, ¢ift yonlii dikenli siitiir
ve poliglekapron siitiir ile VUA uygulanan
hastalarimizi anastomoz, ameliyat ve ameliyat
sonrast sondali kalma siireleri, sistografide
anastomoz kacagi ve ameliyat sonrasi idrar
kacirma durumlari agisindan degerlendirdik.

Gere¢ ve Yontem

Etik kurul onayr alindiktan sonra
(Ankara Sehir Hastanesi 1 no’lu Etik kurulu,
onay no: E1-20-967 ) 2017-2020 yillart
arasinda RYLRP ameliyati yapilan 118
hastanin (48 c¢ift yonli dikenli siitiir, 70
poliglekapron siitiir) verileri retrospektif olarak
analiz edildi. Hastalarin demografik bilgileri,
kateterizasyon siireleri, sistografi ¢ekilme
zamanlar1 ve idrar kagirma durumlart hastane
veri tabani kullanilarak elde edildi. Caligmaya
dahil edilen higbir hastanin  ge¢irilmis
endoskopik/acik prostat cerrahisi veya pelvik
radyasyon hikayesi yoktu. Hastalarin idrar
kacirma durumlarina dair bilgiler ameliyat
sonrasi gerceklestirilen poliklinik
kontrollerindeki degerlendirmelerinden
saglandi. Calisma 2013 yilinda revize edilen
Helsinki Deklarasyonuna hiikiimlerine
uyularak gergeklestirildi. Biitiin hastalardan
ameliyat oncesi yazili onam alindu.

Tiim cerrahi iglemler Da-Vinci Xi
robotik cerrahi sistemleri (Intuitive surgical,
Sunnyvale, CA) kullanilarak tek cerrah (E.A.)
tarafindan gergeklestirildi. Hastalar kullanilan
stitiir tipine gore iki gruba ayrildi. Grup 1 de
bulunan hastalarda 3-0 dikenli siitir (V-
Loc®180, Covidien Healthcare, MA, USA)
kullanildi. Grup 2 de bulunan hastalarda ise 2
adet 3-0  monofilaman  poliglekapron
(Monocryl®, Ethicon, NJ, USA) siitiirden 15
cm uzunlukta almip distal uglardan diigim
atilarak iki yonlii hale getirildi. Gruplarda
VUA, daha once Van Velthoven tarafindan
tanimlanan teknikle gergeklestirildi (13). Her
bir grupta anastomoz tamamlandiktan sonra
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mesaneye 18 F foley kateter yerlestirilerek 150
mililitre serum fizyolojik ile doldurularak
sizdirmazlik kontrolii yapildi. Her hastaya
ameliyat sonras1 20 f silikon drenaj kateteri
yerlestirildi.

Ik degerlendirilen parametre
anastomoz siireleriydi. Anastomoz siireleri
Olglimiinde her grupta, ilk siitiir atilip son
diigiim tamamlanincaya kadar olan siire esas
almdi. Lenf nodu disseksiyonu yapilan
hastalarda bu siireler toplam ameliyat
stirelerinden  ¢ikartildi. Sonrasinda gruplar
sistografideki kagak durumlarina, Kkateterli
kalma siirelerine, kateter alindiktan sonraki 1.
ay, 3. ay ve 6.aydaki kontinans durumlarina
gore degerlendirildi. Sistografi biitiin hastalara
postoperatif 7. giinde rutin olarak uygulandi.
Sistografide kontrast madde kacgagi olmayan
hastalarin  sondalari aym1 giin alinirken,
sistografide kagagi olan hastalara 14. ve/veya
21. gilinlerde ¢ekilen sistogramdaki kacak
durumlarina gore karar verilerek sondalar
¢ikartildi. Idrar kagirma durumlan giinliik ped
kullanimlar1 esas alinarak degerlendirildi.

Orginal Article

Istatistiksel analiz

Istatistiksel analiz i¢in windows igin
SPSS 22.0 (Chicago, IL, ABD) siiriimii
kullanildi. Gruplarin tanimlayici istatistikleri
hesaplandi. Sonuglar  ortanca(minimum-
maximum) olarak ifade edildi. Normal
dagilima uymayan veriler Mann-Whitney U
testi ile degerlendirildi. Buna ek olarak,
Kategorik verilerin degerlendirilmesinde Ki-
kare ve Fisher Exact testleri kullanildi. P

degerinin 0,05'in altinda olmasi anlamli kabul
edildi.

Sonuclar

Anastomozda kullanilan siitiir tipine
gore kategorize edilen hastalarin temel klinik,
patolojik ve preoperatif 6zellikleri Tablo 1’de
Ozetlendi. Gruplardaki ortanca yas dagilima,
Psa seviyesi, ameliyat Oncesi uluslararasi
erektil fonksiyon indexi-5 (IIEF-5) skorlari,
ortanca tahmini kan kaybi miktarlari benzerdi
(Tablo 1).
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Tablo 1 Hastalarin preoperatif parametreleri
(Veriler ortanca(min-max) olarak sunuldu)

Parametre Grup 1 Grup2 p degeri
Yas (y1l) 64(45-75) 65(46-77) 0,541
Preoperatif 16(5-25) 17(5-25) 0,733
lEF
Preoperatif 6,55(1-23) 6,58(1-86) 0,687
PSA (ng/ml)

Prostat
biyopsi 0,570
gleason skoru
(n)
<6 25 32

3+4 13 20

443 7 16

>8 3 2
Prostat 48.9(16-90) 51,5(14-116) 0,165
agirlig (gr)
Tablo 2: Hastalarin intraoperatif ve postoperatif
parametreleri (Veriler ortanca(min-max) olarak
sunuldu)

Parametre Grup 1 Grup2 p degeri
Anostomoz siiresi (dk) 13(8-25) 21(12-31) <0.001
Konsol siiresi (dk) 90(60-150) 110(73-205) 0.001
Kan kayb1 miktari(ml) 100(50-300) 100(10-400) 0,908
Hastanede yatis siiresi (giin) 4(3-7) 4(3-7) 0.249
Sondali olma siiresi (giin) 7(7-14) 8(7-30) <0.001
Sistogramda idrar kagag: 3 (%6.3) 15(%21.4) 0.024
(n,%)

Kontinan hasta orani (n,%)
1. ayda 37 (%77.1) 53(%75.7) 0,864
3. ayda 42(%87.5) 58(%82.9) 0,491
6. ayda 47(%97.9) 61(%87.1) 0,047
Cerrahi  sonrasi  gleason 0,381
skoru (n)
<6 31 34
3+4 11 21
4+3 3 9
>8 3 6

Grup 1 ve 2 de ortalama anastomoz
stireleri 13(8-25) ve 21(12-31) dk (p<0.001),
ortanca konsol siireleri sirasiyla 90(60-150) ve
110(73-205) dk (p<0.001) olarak gozlendi.
Grup 1 ve 2 deki hastalarda ortanca sondali
olma siiresi sirasiyla 7(7-14) ve8(7-30) giin
olarak gozlendi (p<0.001). Ortanca hastanede
kalma siiresi her iki grupta benzerdi (p=0,249).
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Ameliyattan sonraki 7. giinde c¢ekilen
sistogramda kagak oranlar sirasiyla %6.3(3)
ve %21.4(15) olarak gozlendi. Grup 1 ve 2
deki hastalarda kontinans oranlar1 sirasiyla;
laayda %77.1(n=37), %75.7(n=53)(p=0,864);
3.ayda %87.5(n=42), %82.9(n=58)(p=0,491)
ve 6.ayda %97.9(n=47),
%87.1(n=61)(p=0,047) olarak gozlendi (Tablo
2). Geg donem postoperatif kontinans oranlari
dikenli siitiir lehine istatistiksel olarak ¢ok
giiclii olmasa da anlamli olacak sekilde yiiksek
iken erken donem kontinans oranlar1 benzer
bulundu. Gruplarda bulunan hicbir hastada
mesane  boynu  kontraktiiri  izlenmedi.
Ameliyat  sonrast 6. ayda  yapilan
degerlendirmede IIEF-5 skorlar her iki grupta
benzer goriildii (p=0.843)(Tablo2).

Ameliyat sonrast 7. giinde g¢ekilen
sistogramda kacak izlenen hastalara 7 giin
araliklarla sistogram tekrar ¢ekildi. Dort hafta
sonrasinda halen anastomoz hattinda kacagi
olan bir hastaya agik cerrahi yapilarak mesane
boynu anastomozu yeniden yapildi.
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Vezikouiretral  anastomoz, radikal
prostatektomideki en 6nemli adim1 temsil eder.
Anastomoz, idrar sizintisini  smirlamak,
morbiditeyi azaltmak ve erken kontinansi
saglamak icin su gec¢irmez, gerilimsiz bir
sekilde ve emilebilir siitiirlerle yapilmalidir.
Laparoskopik radikal prostatektominin ilk
donemlerinde anastomoz, acik cerrahiden
edinilen deneyimlerle tek tek atilan siitiirlerle
uygulanmig ve ameliyatin en zorlu agamasi
olarak tanimlanmistir. Sonraki siireglerde, Van
Velthoven ve arkadaglari 2003 yilinda tek
diigimlii  devamli  siitiirasyon  yOntemini
tanimlamiglardir (17). Teknik monocryl siitiir
ile tanmimlanmis olmasina ragmen sonraki
siireclerde dikenli siitiirler ile anastomozun bu
zorlu asamasinin kolaylastiriimasi
saglanmistir. Dikenli siitlirlerin kullanim ilk
kez  jinekolojik  ve  plastik  cerrahi
ameliyatlarinda tanimlanmigtir (12,14).
Sonrasinda  bircok kadavra ve hayvan
caligmalart gergeklestirilerek konvansiyonel
sttiirler ile esit biyouyumluluk ve gerilme
direnci gosterdigi kanitlanarak iirolojide de
kullanilmaya baglanmistir (18,19).

Dikenli siitiiriin  fiziksel 6zellikleri
monofilaman poliglekapron siitiirden farklidir.
Ik olarak, V-LocTM 180 biyomalzemesinin
uzatilmig ¢Oziinme siiresi Monocryl®'den
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(yarilanma omrii 7-14 giin) daha uzundur (180
gin ve 90 gilin) (12,20-22). Yabanci cisim
reaksiyonu nedeniyle olusan inflamatuvar
yanit, iiretral sfinkter kompleksinin
enflamasyonu ve gerilmesi nedeniyle dikenli
grupta uzamis kontinans iyilesmesine neden
olabilir. Ikincisi, siitiirin kopma mukavemeti
(in vivo ortamda dikisin gerilme mukavemeti)
V-LocTM 180 malzemesinde daha uzundur.
Dokuzuncu ayda bile baslangicta geriliminin
%65’ini korumaktadir. Monocryl siitlir ise 1.
haftada baglangi¢ geriliminin = %50-60"11
(boyali olanlarda (%60-70), 2. haftada ise
gerilimin %20-30’unu (boyal1 olanlarda %30-
40) korumaktadir. Dis {iretral sfinkterin
yakininda uzun bir siire devam eden siitiir
gerilim giicli, ameliyattan sonra dig sfinkter
fonksiyonunu ve mesane boynunu tehlikeye
atabilir  (12,20-22). Haga ve arkadaslar
RYLRP ameliyatindan 9 ay sonra manyetik
rezonans goriintilleme yaparak hastalar tekrar
degerlendirdikleri ¢aligmalarinda, dikenli siitiir
kullaniminin grade 2 ve 3 iiretral veya
periliretral hasar oranin1 anlamli  sekilde
arttirdigint ~ gostermislerdir. Her ne kadar
ameliyattan sonraki erken donemlerde daha
fazla idrar kagirma gozlense de ameliyattan 1,
9 wve 12 ay sonraki yasam Kkalitesi
degerlendirmeleri  dikenli  siitlir  lehine
sonuglanmustir. (23).

Dikenli stitiirlerin, kaymanin
onlenmesi ve doku kuvvetinin farkli diken
noktalarina dagilimi gibi avantajlar1 vardir.
Haliyle anastomozun gevsemesini
onleyebilmekte ve anastomoz kagaginin oniine
gegmektedir. Kaul ve arkadaglari, RYLRP
yapilan ve VUA’da dikenli siitiir kullandiklar1
51  hastalik  ¢aligmalarinda  anastomoz
stirelerinde %27 azalma oldugunu ve 1.
haftada anastomoz kagagi veya uzun dénem
mesane boynu striktiirti olmadigini
belirtmislerdir (24). Williams ve arkadaglar ise
dikenli siitlirin  Monocryl®’e kiyasla daha
travmatik oldugunu belirtmislerdir. Sistogram
sonuglarina gore, kontrol grubu (Monocryl®)
ile randomizasyondan sonra dikenli siitiir
kolunda  anastomozda  kontrast  kagagi
oldugunu bulmuslar (%20.0'a karst %2.8;
p=0.01), daha uzun kateterizasyon siiresi (11.1
giine kars1 8.3 giin; p=0.04) ve daha fazla siitiir
maliyeti (p<0.001) bildirmislerdir. Ancak
caligma siirecinde, asir1 gergin anastomoz
yapmamak i¢in tekniklerini degistirdiklerini
bildirmisler ve sonug¢ olarak, daha sonraki
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sireglerde  sistogramdaki kontrast kacagi
insidansinin dikenli grupta %6.3'e diistigiini
belirtmiglerdir (25). Anastomo0z Yaparken
anastomozun ka¢irmamasi i¢in siitiirlerin daha
gergin bir sekilde oturmasimi saglamak cerrahi
esnasinda cerrahin daha iyi hissetmesini
saglasa da uzun donem sonuclar beklendigi
gibi olmayabilir. Bu nedenle secilen siitiir
materyalinden bagimsiz olarak  iiretra ve
mesane boynunun bir araya gelmesini saglayan
optimal bir gerginlik basarili bir anastomoz
icin en  glvenilir yontemdir. Bizim
calismamizda da 7. giinde c¢ekilen sistogram
sonuclart esas alindiginda erken dénem
anastomoz kagagi oranlart dikenli siitiir grubu
lehine istatistiksel olarak anlamli olacak
sekilde diisiik izlendi.

Sammon ve arkadaslari, VUA’da
dikenli siitiir (n=31) ve monofilaman
poliglekapron siitiir (n=33) kullanarak RYLRP
yaptiklari hastalar1 degerlendirdikleri
randomize kontrollii ¢alismalarinda yan etki
goriilmeden VUA siiresinde, dikenli siitiir
kullanilan grupta %26 oraninda azalma
izlenmis, hicbir hastada idrar yapamama ve
yan etki sikliginda artis gOrilmemigtir.
Ameliyattan 6  hafta sonra  yapilan
degerlendirmede diger {riner fonksiyonlar
acisindan fark izlenmemistir (13). Massoud ve
grubunun yaptig1 c¢alismanin sonuclar1 da,
anastomoz stiresi ve tekniginin
uygulanabilirligi agisindan dikenli siitiir kolunu
desteklemektedir. V-Loc kolunda kontrol
grubuna kiyasla anlamli olmayan uzun bir
iyilesme siiresi izlenmistir (26).

Monocryl  gibi  olduk¢a kaygan
siitiirlerle VUA yapmaya ¢alismak oldukga
zorlayici olabilmektedir ve belli bir deneyim
gerektirmektedir. Ancak V-Loc siitiirlerle
yapilan anastomozlar iizerlerindeki dikenler
nedeniyle bir kez oturtulduktan sonra daha az
oranda gevsedigi i¢in anastomoz kisa siirmekte
ve nihayetinde ameliyat siirelerinin kisalmasini
saglanmaktadir. Tewarinin, dikenli (n=50) ve
polyglactine  (n=50)  siitir  kullanarak
gergeklestirdigi ¢calismada RYLRP’de anlamli
bir sekilde dikenli siitiir lehine anastomoz
stirelerinin daha kisa oldugu ve klinik olarak
anlamli idrar kagirma veya idrar yapamama
durumunun goriilmedigini belirtmislerdir (27).
Bizim calismamizda da literatiirii
destekleyecek sekilde V-Loc kullaniminin
anastomoz siiresini kisalttig1 tespit edildi.
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Retrospektif bir ¢calismada, Polland ve
grubu V-LocTM 180 siitiiriinii standart 3.0
monofilaman siitiir ile karsilastirmis ve 6.
haftada (swrasiyla %52 ve %48) ve 6. ayda
(%88 ve %84) calisma ve kontrol gruplart
arasinda kontinans acisidan fark
goriilmedigini belirtmistir. Anastomoz
stirelerinin daha kisa oldugunu ve klinik olarak
idrar kagirma  veya idrar  yapamama
durumunun goriilmedigini belirtmislerdir (28).
Hemal ve arkadaglari aym tip siitiirleri
karsilagtiran 50 hastanin prospektif bir pilot
calismasin gercgeklestirmis ve dikenli siitiiriin
ameliyat sirasinda giivenli ve etkili oldugunu
bildirmislerdir. Ameliyattan hemen sonraki
donemde hicbir hastada semptomatik idrar
kacagi, idrar yapamama veya anastomoz
darlig gOriilmemistir (29). Bizim
calismamizda ameliyat sonras1 7.giinde yapilan
sistogram  degerlendirmelerinde = monocryl
kolunda daha fazla anastomoz kagagi gozlendi.
Ayrica,l.ay ve 3.ayda hastalarin idrar kagirma
durumlar1 arasinda fark gozlenmezken 6.ayda
yapilan degerlendirmede kontinans V-Loc
lehine anlamli goriildii.

Manganiello ve arkadaslari ise RYLRP
yapilan 70 hastalik c¢aligmalarinda (ilk 35
hastada dikenli siitiir grubu ve sonraki 35
hastada monofilaman poliglekapron
kullanilmig) 5. aydaki kontrollerde mesane
boynu daralmasi izlenmemis ve idrar kagirma
oranlari  benzer bulmustur (30). Bizim
calismamizda da hastalarin higbirinde mesane
boynu darlig1 gbzlenmedi.

Calismamizin  ¢esitli  limitasyonlari
bulunmaktadir. Oncelikle caligmamiz
retrospektif olarak gerceklestirilmistir. Ikincisi,
6 aylik erken donem sayilabilecek takip
stirelerine sahiptir

Robotik cerrahi erken kontinans
saglanmasini hizlandirsa da, en uygun siitiir
tipinin secilmesi, kontinansin erken edinilmesi
icin halen klinik agidan oOnemlidir. Mevcut
calisma, dikenli siitlirin monofilaman siitiire
kiyasla daha kisa ameliyat siireleri, daha kisa
anastomoz slreleri, daha disik oranda
anastomoz  kacaklarn ve  daha  kisa
kateterizasyon stireleri sagladigim
gostermektedir. Ameliyat sonrasinda erken
donem sonuglar benzer olmakla birlikte 6.
ayda Kontinans oranlart dikenli siitiir lehine
gelisim gostermektedir. Daha uzun takip
stirelerine ihtiyag vardir.
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Cikar Catismasi: Yazarlar ¢ikar gatigmasi
olmadigimi beyan ederler. Calisma konusuyla
dogrudan veya dolayli olarak ilgili higbir
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OZET

GIRIS ve AMAC: Bu calismanin amaci, otolog hematopoietik kok hiicre nakli (HSCT) olan hastalarda HBV
reaktivasyonunu etkileyen faktorleri arastirmak ve HBs Ag negatif/AntiHbc IgG pozitif hastalarda hepatit
profilaksisinin gerekliligini degerlendirmektir.
YONTEM ve GERECLER: Calisma, 500 yatakl1 bir egitim hastanesinde yapilan retrospektif gdzlemsel kohort
¢aligmasidir. HSCT i¢in immiinosiipresif tedavi almasi planlanan hastalar Hbs Ag, Anti HBs ve Anti Hbc IgG
bakilarak HBV agisindan tarandi. Calisma popiilasyonu Mayis 2012 - Aralik 2018 tarihleri arasinda
hastanemizde otolog HSCT olan ve Anti Hbc IgG igin pozitif olan hastalardan olugsmaktaydi.
BULGULAR: HSCT uygulanan 328 hastanin HBs Ag, Anti Hbs ve Anti Hbc IgG test sonuglar1 incelendi.
Ortanca yas 59'du (Aralik: 23-66 yas) ve hastalarin 63"l (% 65,6) erkekti. HBs-Ag negatif / Anti Hbc 1gG pozitif
hastalarin besinde (gizli hepatit) HBV-DNA pozitifligi saptandi. Bu hastalara niikleoz(t)id (NA) profilaksisi
uygulandi. Hbs Ag negatif hastalarm toplam 52'si (% 61.9) NA profilaksisi aldi. Herhangi bir antiviral profilaksi
almayan 32 hastanin doérdiinde (% 12.5), nakilden sonraki ortanca 9. ayda (6-13 ay) HBV reaktivasyonu gorildi.
TARTISMA ve SONUC: HBs Ag negatif/anti-HBc IgG pozitif olan otolog HSCT alicilarina, HBV
reaktivasyonu riski g6z oniine alinarak, antiviral profilaksi uygulanmalidir. Lammivudin (LAM) bu hastalar igin
profilaksideki potent NA'lar kadar etkilidir ve 12 aylik siire profilaksi i¢in yeterlidir
Anahtar Kelimeler: Hepatit B viriisii, HBV reaktivasyonu, Otolog hematopoietik kok hiicre nakli, antiviral
profilaksi

ABSTRACT
INTRODUCTION: The aim of the study is to investigate the factors affecting HBV reactivation in patients with
autologous hematopoietic stem cell transplantation (HSCT) and to evaluate the necessity of hepatitis prophylaxis
in HBs Ag negative/AntiHbc IgG positive patients
METHODS: The study is a retrospective observational cohort study conducted in a 500-bed teaching hospital.
Patients who were planned to get immunosuppressive therapy for malignancy were screened for HBV by Hbs
Ag, Anti HBs, and Anti Hbc IgG levels. The study population was consisted of patients, who had autologous
HSCT in our hospital between May 2012 and December 2018, and were positive for Anti Hbc IgG.
RESULTS: HBs Ag, Anti Hbs, and Anti Hbc 1gG test results of 328 patients who underwent HSCT were
examined. The median age was 59 years (Range: 23-66 years) and 63 (65.6%) of them were male. HBV-DNA
was detected in low values in five (5.9%) of HBs Ag negative/Anti Hbc 1gG positive patients (occult hepatitis).
Nucleot(s)ide analogue (NA) prophylaxis was administered to those patients. Totally 52 (61.9%) of the Hbs Ag
negative patients received NA prophylaxis. HBV reactivation occurred in four (12.5 %) of 32 patients who did
not receive any antiviral prophylaxis, in a median of 9 months (6-13 months) after transplantation
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DISCUSSION AND CONCLUSION: Antiviral prophylaxis should be administered to autologous HSCT
patients, who are HBs Ag negative/anti-HBc 1gG positive, taking into consideration the risk of HBV
reactivation. Lamivudine (LAM) is as effective as the potent NAs in the prophylaxis for those patients, and 12

months is enough for prophylaxis.

Keywords: Hepatit B virus, HBV reactivation, autologous HSCT, antiviral prophylaxis

Introduction

Hepatitis B is a common public health problem
worldwide. Approximately 2 billion people
have been exposed to the Hepatitis B virus
(HBV), and 240 million of them are
chronically infected (1, 2). Hepatitis B
reactivation may occur even after years of
HBsAg loss due to the persistence of
covalently closed circular DNA of the virus in
hepatocytes in patients with a resolved
infection under certain conditions (3). Hepatitis
B reactivation can occur asymptomatic, with
only reappearance or increase of levels of
HBV-DNA in the blood, as well as in different
clinical pictures, including acute hepatitis and
fulminant liver failure. It may even cause death
(4). The treatment of the patient's primary
disease may also be disrupted, as
chemotherapy is discontinued due to HBV
reactivation. Therefore, all candidates for
immunosuppressive  therapy  should  be
screened for HBV infection by checking
HBsAg, anti-HBs, and anti-HBc 1gG before
the treatment (5). Patients who are anti-HBc
IgG positive should also be tested for HBV-
DNA levels and patients with positive HBV-
DNA levels should get antiviral prophylaxis
with nucleos(t)ide analogs (NAs). In patients
with negative HBs Ag and HBV-DNA,
prophylaxis decision is made by the level and
duration of the immunosuppressive therapy
(2).

HBV reactivation can develop in HSCT
recipients as they receive profound and
prolonged immunosuppressive therapy,
especially in allogeneic HSCT (2). However,
data about autologous HSCT patients are
limited.

Our study aims to investigate the factors
affecting HBV reactivation in patients with
autologous HSCT and to evaluate the necessity
of hepatitis prophylaxis in HBs Ag negative
and AntiHbc 1gG positive patients. Also, the
clinical features and treatment response of
patients with HBV reactivation will be
evaluated.

Methodology

This is a retrospective observational cohort
study conducted in a 500-bed teaching
hospital. Patients who were planned to get
immunosuppressive therapy for malignancy
were screened for HBV by Hbs Ag, Anti HBs,
and Anti Hbc IgG levels. Patients with positive
anti-HBc 1gG were referred to the Department
of Infectious Diseases. The patients either
received an antiviral treatment/prophylaxis or
were followed without treatment according to
the HBs Ag positivity, HBV-DNA level and
the  type, and  duration of the
immunosuppressive treatment.

Antiviral prophylaxis was administered one
week before the immunosuppressive therapy, if
that was possible, or at least on the same day.
Patients, who did not receive prophylaxis, were
followed up with HBV-DNA at least once
every 3 months during, and one year after the
completion of their immunosuppressive
treatment. Patients, who received antiviral
prophylaxis, were also followed up with HBV-
DNA every 3-6 months for 1 year after
discontinuation of the drug.

The study was carried on the Anti Hbc 19G
positive patients, who had autologous HSCT in
our hospital between May 2012 and December
2018. The data of the patients were recorded
retrospectively from the hospital automation
system and the patient files. Patients, who were
older than 17 years and followed up for at least
one vyear after autologous HSCT, were
included in the study. Exclusion criteria were a
negative test for anti-HBc IgG and to be under
17 years old. Patients, who could not be
followed up for one year after transplantation
for various reasons, were not included in the
study either. Demographic data such as age
and gender of the patients, underlying disease,
and the conditioning regimen wused for
transplantation were recorded. Laboratory tests
like HBe Ag, Anti HBe, HBV-DNA level, and
Anti-HBs titer were also recorded.

Serological tests were performed by Cobas
Roche Diagnostics using an
electrochemiluminescence immunological
assay. HBV-DNA quantification by real-time
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polimerase chain reaction (PCR) was
performed in Rotor-Gene Q (Qiagen,
Germany). The analytical detection limit of
HBV DNA is 31.6 IU/mL (linear range: 31.6-
20000000 IU/mL).

Anti-HBs titer > 10IU was sustained as
positive. The patients with a value of Anti-HBs
titer >100 IU were evaluated additionally, to
assess whether this titer was protective to
prevent reactivation. If antiviral prophylaxis
was initiated, the name of the antiviral drug,
HBV reactivation status, the administered
treatments after reactivation, response to the
treatment and follow-up time (months) were
also recorded.

HBs Ag positive/Anti-HBc 1gG positive and
HBs Ag negative/Anti-HBc 1gG positive
patients were evaluated as two separate groups.
All of the autologous HSCT patients with
positive  HBs Ag received antiviral
prophylaxis/therapy, while patients who were
Hbs Ag negative, did not have a standard
procedure until 2016. For this reason, while
some patients received prophylaxis, some were
followed without prophylaxis.

Definitions:

HBV reactivation: HBs Ag seroconversion
(positive when previously negative) or >10
fold increase HBV DNA level

Hepatic exacerbation: An increase in alanine
aminotransferase (ALT) levels> 3 times the
upper limit of normal or > 100 1U / L

Severe hepatitis: An increase in ALT levels >
10 timesthe upper limit of normal, or an
increase in total bilirubin>1.5 times the upper
limit of normal (6,7).

Orginal Article

328 patients
with Autologous
HSCT

Anti HBC 1gG
positive

96 patients

84 patients who were

HBs Ag positive HBs Ag negative
8 patients 88 patients
|— followed for at least
one year

Figure -1: The serological status of patients
included in the study
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Clinical data, laboratory values, antiviral drugs
used for antiviral treatment, and the outcome
of the treatment of the patients with HBV
reactivation was recorded. Local ethics
committee approval was received. (2020-
06/673)

Statistics:

The data were analyzed by SPSS 22.0
(Chicago, IL, USA). The continuous variables
are described as the mean + the standard
deviation and the range. The percentages were
described up to three decimals. The Chi-
squared test or Fischer’ s exact test was carried
out to analyze the nominal variables.P-value
<0.05 was considered as significant

Results:

In the study, HBs Ag, Anti Hbs, and Anti Hbc
1gG test results of 328 patients who underwent
HSCT were examined. The median age was 59
years (Range: 23-66 years), Sixty-three
(65.6%) of the patients were male. The
underlying malignancies of patients were
multiple myeloma (MM) (65.6%), non-
Hodgkin lymphoma (NHL) (20.8%), and
Hodgkin lymphoma (HL) (10.4%),
respectively. Anti-HBc IgG was positive in 96
(29.2%) the patients and HBs Ag was positive
in eight (8.3%) of the 96 patients, whereas 50
(52%) of them had anti-HBs positivity. HBe
Ag was positive in only one patient and 35 of
them were anti-HBe  positive.  The
demographic data and clinical features of those
patients were summarized in Table-1.

Five of eight HBs Ag positive patients were
receiving antiviral drug due to chronic hepatitis
B (CHB) before admission. TDF was
administered to the remaining three patients for
prophylaxis. HBV reactivation did not occur in
those patients, except one patient who
discontinued TDF at 11" month after HSCT.
The findings of HBs Ag positive patients were
summarized in Table-2.
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Table-1: Characteristics of the Anti-HBc IgG
Positive Patients

(n=96)
Age, median (min-max) 59 (23-66)
Male sex, n(%o) 63(65.6)
Malignity
HodgkinLymphoma, n(%o) 10(10.4)
Non Hodgkin Lymphoma, n(%o) 20(20.8)
Multipla Miyeloma, n(%o) 63(65.6)
Solid Tumor, n(%) 3(3.1)
HBsAg positive, n (%) 8(8.3)
HBeAg positive, n (%) 1(1)
Anti Hbe positive, n (%) 35(36.4)
Anti HBs positive, n (%) 50(52)

In the first year of transplantation, four patients
from HBs Ag negative group died of various
reasons other than HBV reactivation, so 84
HBs Ag negative patients were included in the
study. The median age of these patients was 55
years (range: 20-69 years) Fifty-eight (69%) of
the patients of them were male. HBV-DNA
was detected in low values in 5.9% of those
patients (occult hepatitis). NA prophylaxis was
administered to those patients due to occult
hepatitis. Totally 52 (61.9%) of the Hbs Ag
negative patients received NA prophylaxis.
Twenty-eight (33.3%), 20 (23.8%), and 4
(4.7%) patients received lamivudine (LAM),

526

tenofovir disoproxil fumarate (TDF) and
entecavir (ETV), for prophylaxis, respectively.
All of the drugs were well tolerated and there
were no recorded serious side effects that
caused discontinuation of the treatment.

HBV reactivation occurred in four of 32
patients who did not receive any antiviral
prophylaxis, in a median of 9 months (6-13
months) after transplantation. The age of
patients with HBV reactivation was between
45-64 years and three of them were male. The
underlying diseases of the three patients were
multiple myeloma (MM) and one was NHL.
Severe hepatitis developed in three patients,
but none of them died.

Three patients received ETV and one received
LAM for the treatment of HBV reactivation.
The development of HBV reactivation in the
prophylaxis group and non-prophylaxis group
were found statistically different
(p=0.024).The age, gender, underlying
malignancy, given regimen, and anti-HBs
positivity of the patients were not statistically
different for both groups in terms of
reactivation. The clinical and laboratory
findings of the prophylaxis group and non-
prophylaxis group were summarized in Table-
3.

The patients were followed up for 37.75 +
21.27 months. Three patients remained to be
HBs Ag positive during the follow-up. One of
the patients became HBs Ag negative and
Anti-HBs positive in the sixth month of the
treatment. Clinical and laboratory findings of
the patients with HBV reactivation were
summarized in Table-4
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Patient | Age | Sex | Malignity | HBV DNA | Former | NA therapy | Follow- | HBV
Number (copies/ml) | NA during up time | reactivation
Before Therapy | HSCT (months)
HSCT
P1 65 | M MM 0 LAM LAM 36 No
P2 68 | M NHL 0 LAM LAM 71 No
P3 30 | M NHL 0 TDF TDF 24 No
P4 69 | M NHL 4000 LAM TDF 26 No
P5 62 F MM 0 LAM LAM 4 (Died) No
P6 29 F NHL 519 - TDF 24 No
P7 24 | M HL 153 - TDF 19 No
P8 64 F MM 5755 - TDF 19 Yes
(discontinued)

M: Male, F: Female, MM: Multipla Miyeloma NHL: Non-Hodgkin Lymphoma: HL Hodgkin Lymphoma,

LAM: Lamivudine, TDF: Tenofovir disoproxil fumarate, HBV: Hepatitis B virus
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Table-3:The findings of the HBs Ag negative/Anti-HBc 1gG positive patients with or without HBV Reactivation

Total Patients without HBYV | Patients with HBV | p
(n=84) Reactivation (n=80) Reactivation (n=4)
Age, median (min-max) 55 (20-69) 55(20-69) 63 (45-64) 0,326
Male sex, n(%o) 58(69) 55 (68.7) 3(75) 0,845
Malignite: 0.719
Hodgkin lenfoma, n (%) 9 (10.7) 9 (11) 0 (0)
Non Hodgkin lenfoma, n (%) 14 (16.6) 13 (16) 1(25)
Multipl Miyelom, n (%) 58 (69) 55 (68.7) 3(75)
Solid Tumor, n (%) 3(3.5) 3(3.7) 0 (0)
Conditioning regimen 0.908
Melfalan, n(%) 57 (67.8) 54(67.5) 3(75)
BEAM, n(%) 22 (26.1) 2126.2() 1(25)
TECA, n(%) 3(3.5) 3(3.7) 0(0)
CY-TBI, n(%) 2(2.3) 2(2.5) 0(0)
Occult hepaitis, n(%) 5(5.9) 5(6.2) 0(0) 0.779
HBeAg positive, n (%) 0(0) 0(0) 0(0)
Anti Hbe positive, n (%) 25 (29.7) 24 (30) 1(25) 0.657
Anti HBs positive (> 101U), n(%) 48 (57.1) 46 (57.5) 2 (50) 0.27
Anti HBs > 100, n(%) 25 (29.7) 23 (28.7) 2 (50) 0.574
Patients with NA Prophylaxis, 52 (61.9) 52 (65) 0(0) 0.179
(%)
Drug for Prophylaxis:
No prophylaxis 32 (38,1) 28 (35) 4 (100) 0.024
Lamivudin 28 (33.3) 28 (35) 0(0)
Tenofovir Disoproxil Fumarate 20 (23.8) 20 (25) 0(0)
Entecavir 4(4.7) 4 (5) 0(0)
Follow-up time (months) 37,75£21,27 | 38,01£21,41 30,75+19,61 0.503

BEAM: carmustine etoposide cytarabine melphalan, TECA: Thiotepa, carboplatin, etoposide, CY-TBI:
Cyclophosphamide- Total body irradiation
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R1 R2 R3 R4
Age 64 63 61 45
Sex Female Male Male Male
Maligniity MM MM MM NHL
Conditioning Regimen Melfelan Melfelan Melfelan BEAM
HBYV Prophylaxis No No No No
Reactivation time 13 6 8 9
(months)
Serology during HBV
Reactivation
HBsAg Positive Positive Positive Positive
Anti HBclgM Positive Negative Positive Positive
HBeAg Positive Positive Negative Positive
Anti HBe Negative Negative Positive Negative
Anti HBs Positive Negative Negative Negative
HBY DNA (copy/ml) 4x10* 1.4X108 1.6x10* 3.2x10°
ALT 696 194 2554 713
AST 416 152 654 567
Total bilirubin 5 0.55 14.3 2.5
Antiviral treatment Lamivudin 100 Entecavir 0.5 mg Entecavir 0.5 mg Entecavir 0.5 mg
mg
Follow-up time 23 15 58 30
(month)
Outcome HBV DNA HBV DNA HBV DNA HBYV DNA
Negative Negative Negative Negative
LFTs: Normal LFTs: Normal LFTs: Normal LFTs: Normal
HBsAg Positive HBsAg Positive HBs Ag neg HBsAg positive
Anti HBs Anti HBs negative Anti HBs positive Anti HBs negative
Positive
Mortality Related to No No No No
HBV Reactivation

MM: Multipla Miyeloma NHL: Non Hodgkin Lymphoma , BEAM: carmustine etoposide cytarabine melphalan,
LFTS: Liver Function Tests

Discussion

seropositivity were

reported to be 4.2%,

According to the world health organization
(WHO), Turkey is in the middle endemicity
region, like most of the Mediterranean
countries, the Middle East, and some countries
in South America, where HBV prevalence is
between 2-8% in terms of HBV.

HBs Ag prevalence was reported to be 4-5% in
blood donors in 2011 and it was reported as
2% in another recent study (8, 9). In a study
investigating the HBV seroprevalence in
Turkey, HBs Ag was reported to be positive in
4% of the population. Anti-HBc 1gG was
positive in 30.6% of them and Anti-HBs was
31.9% of the people in this study (10). In a
study conducted in cancer patients in 2011,
Hbs Ag, Anti HBs and Anti-HBc IgG

34.6% and 38.4% , respectively (11). In our
study, HBs Ag positivity was 2.4% and Anti-
HBc 1gG of 29.2%. The prevalence of HBs Ag
in our study was lower than those in the
previous studies. This might be attributed to
the positive effect of the hepatitis B
vaccination program in Turkey since 1998
(12).

HBV-DNA was found to be positive 5.9% of
patients with resolved HBV infection, in our
study. Those rates were reported to be between
5-22% in different studies (13,14).

In a study conducted in Korea, MM was
reported to be an underlying disease and a risk
factor for seroconversion after a resolved HBV
infection in autologous HSCT patients (15).
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We did not find a significant difference
between the underlying diseases of the patients
who had reactivation.

HBYV reactivation rate was reported as 6.5% in
a study where MM patients with autologous
HSCT were evaluated (13). In the study of
Mikulska et al. HBV reactivation was detected
in 14 (10%) of 137 allogeneic HSCT patients
with resolved HBV infection (16). Ramos et al
reported HBV reactivation in 11.6% of 73
allogeneic HSCT patients within 3 years. The
median time of reactivation was 17 months
(range: 8 - 31 months) in this study (17). HBV
reactivation occurred in a median of 9 months
(range: 6-13 months) after transplantation in
our study.

HBV reactivation time was 16 months after
HSCT in median (range: 7-37 months) in the
study of Varma et al, and 19 months (range:9-
77 months) in the study of Mikulska et al
(13,16). Since the immunosuppression is
prolonged because of GVHD prophylaxis in
allogeneic HSCT patients, HBV reactivation
may occur after years in allogeneic HSCT
patients (16, 18).

Twenty-eight of HBs negative patients were
under LAM as the prophylaxis and none of
them had HBV reactivation during or after
treatment in our study. LAM prophylaxis was
administered to 63 allogeneic HSCT patients
with resolved HBYV infection in a study from
Italy. Twenty-five percent of patients were
under rituximab prophylaxis for the prevention
of Epstein-Barr virus (EBV) associated post-
transplant lymphoproliferative disease (PTLD).
None of these patients had HBV reactivation
under prophylaxis. Only one patient
experienced reactivation after eight months of
discontinuation of prophylaxis (19). LAM
prophylaxis was effective against the HBV
reactivation in HSCT patients with resolved
HBYV infection like in our study.

Although potent NAs, such as ENT, TDF, and
TAF are recommended for the prophylaxis in
HBs Ag positive patients in the EASL
guideline, LAM is recommended for HBs Ag
negative patients (2). LAM could be preferred
to decrease the cost related to antiviral
prophylaxis in patients with autologous HSCT
in whom immunosuppressive therapy is shorter
than alllogeneneic HSCT.

There are different suggested treatment
durations between 6-18 months depending on
the  status and  duration of  the
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immunosuppression (2, 20-22). Our patients
received NA prophylaxis for 12 months and
HBV reactivation did not occur. Yoo et al
reported HBV reactivation in 4.1% of 96
HSCT patients (59 allogeneic, 37 autologous),
who had NA prophylaxis for a median of seven
months.  Therefore, short-term  antiviral
prophylaxis was reported to be not sufficient to
prevent HBV reactivation (23). In a study
conducted in autologous and allogeneic HSCT
patients from our country, NA prophylaxis was
administered to HBs Ag negative patients, and
no reactivation was reported, during the
median follow-up duration of 21-months.
Antiviral prophylaxis duration was not
revealed in this study (24). The duration of
antiviral prophylaxis was 12 months after
cessation of immunosuppressive treatment in
our study.

The limitation of our study is that it is a
retrospective study, so that the data, such as the
stage of the malignancy and the status of
relapse after HSCT were not included.

Conclusion:

Antiviral prophylaxis should be administered
to autologous HSCT patients, who are HBs Ag
negative/anti-HBc 1gG positive, taking into
consideration the risk of HBV reactivation.
LAM is as effective as the potent NAs in the
prophylaxis for those patients, and 12 months
is enough for prophylaxis.

There is no conflict of interest.
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Onkoloji Pratiginde ki Degisiklikler
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OZET

GIRIS ve AMAC: Koronaviriis hastalig1 2019 (Covid 19) pandemi sartlarinda, pandemi merkezinde sorunsuz
bir sekilde kemoterapi alan hastalarin 6zelliklerinin belirlenmesi ve onkoloji pratiginde ki degisikliklerin
arastirilmasi amaglanmigtir
YONTEM ve GERECLER: 01.04.2020 ile 20.05.2020 tarihleri arasinda merkezimizde aktif olarak kemoterapi
alan ve birbirini takip eden en az iki vizitte ndtropenik ates yada Covid 19 tanisi almayan hastalarin verileri
retrospektif olarak incelenmistir. Numerik ve kategorik degiskenlerin kiyaslanmasi igin sirasiyla Wilcoxon testi
ve Mc-Nemar analizi kullanildi. Analizler sonucunda ¢ift yonlii p degeri raporland: ve 0.05'in altinda ki degerler
istatistiksel olarak anlamli kabul edildi.
BULGULAR: Calismaya toplam 98 hasta dahil edilmistir. Tiim grupta median takip siiresi 20 giin idi (6-48).
Hastalarin ortanca yasi 59 (28-82) olup, tim grupta 52 (53%) erkek hasta ve 46 (%47) kadin hasta yer
almaktaydi. Birinci vizitte graniilosit-koloni stimiile edici faktor (G-CSF) verilen hasta sayist 50 (%51) iken,
ikinci vizitte G-CSF verilen hasta sayis1 37 (%38) idi (p=0.035). Ikinci vizitte oksiiriik (%8 vs %1, p=0.039),
balgam (%8 vs %0, p=0.016) ve halsizlik (%18 vs %8, p=0.004) sikayetlerinin birinci vizite kiyasla daha az
oldugu saptanmustir.
TARTISMA ve SONUC: Calismamizda hastalarin Covid 19 semptomlari agisindan sorgulanmasi ve laboratuar
olarak normal limitler igerisinde kalinarak kemoterapilerinin sorunsuz bir sekilde alabildikleri saptanmustir.
Ayrica, G-CSF kullanim oranlarinin ise pandemi Oncesine gore literatiirde belirtilen oranlardan daha fazla
oldugu saptanmustir.
Anahtar Kelimeler: Covid 19, kanser, kemoterapi, G-CSF

ABSTRACT
INTRODUCTION: To determine the characteristics of patients who received chemotherapy in the pandemic
center under (Coronavirus disease 2019) Covid 19 pandemic conditions and to investigate the changes in
oncology practice.
METHODS: The data of patients receiving chemotherapy in our center between 01.04.2020 and 20.05.2020 and
without neutropenic fever or Covid 19 in at least two consecutive visits were retrospectively analyzed. Wilcoxon
and Mc-Nemar tests were used for comparison of numerical and categorical variables, respectively. We reported
two-sided p value and <0.05 were considered statistically significant
RESULTS: A total of 98 patients were included in the study. Median follow-up time was 20 days in the whole
group (6-48). The median age of the patients was 59 (28-82), and there were 52 (53%) male patients and 46
(47%) female patients. While number of patients who received granulocyte-colony-stimulating factor (G-CSF) at
the first visit was 50 (51%), number of patients who received G-CSF at the second visit was 37 (38%) (p =
0.035). Cough (8% vs 1%, p = 0.039), sputum (8% vs 0%, p = 0.016) and fatigue (18% vs 8%, p = 0.004) were
found to be more common in the second visit compared to the first visit.
DISCUSSION AND CONCLUSION: It was shown that patients could receive chemotherapy without any
problems by examining for Covid 19 symptoms and with normal limits of laboratory. In addition, the rates of G-
CSF use were found to be higher than the rates in the literature compared to the pre-pandemic conditions.
Key Words: Covid 19, cancer, chemotherapy, G-CSF
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Tiim diinyada ciddi bir saglik problemi
olusturan koronavirus hastaligr 2019 (Covid-
19) pandemisi, 2019 yilinin Aralik ayinda ilk
olarak Cin'in Wuhan kentinde ciddi viral
pndmoni ile seyreden bir epideminin
saptanmasiyla baglamistir (1). Bu enfeksiyona
neden olan patojenin zarfli bir RNA beta-
koronavirus 2 oldugu saptandi ve "ciddi akut
solunum sendromu koronavirus 2" (SARS-
Cov-2) olarak adlandirildi (2). Diinya saghk
orgiiti  (WHO) tarafindan 11 Mart 2020
tarihinde Covid-19 adi ile resmi olarak
pandemi ilan edildi. Ulkemizde ise ilk vaka 10
Mart 2020 tarihinde saptandi.

Covid 19 hastaliginin genel olarak iyi
seyretmesine karsin, ileri yas ve bazi
komorbiditelerin varhiginda hastaligin kotii
seyrettigi  bildirilmistir. Bu komorbiditeler
arasinda Ozelikle hipertansiyon (HT), diabetes
mellitus (DM) ve koroner arter hastaligl
(KAH) o©ne c¢ikmaktadir (3, 4). Bu
komorbiditeler haricinde, kanser hastalarinda
ki tedaviye baghh gelisen yada hastaligin
kendisinin neden oldugu immunsupresyon,
Covid 19 hastaliginin kotii seyretme ihtimalini
artirmast nedeniyle O6nem arz etmektedir.
Kanser hastalarinda Covid 19 enfeksiyonunun
seyri  ile ilgili  yapilmig  retrospektif
caligmalarin  bir kisminda hastaligin  kotii
gidisatina dair veriler bulunmakla beraber bazi
caligmalarda ise kanser hastaliginin koti bir
prognostik faktor olmadigi ile ilgili goriisler de
yer almaktadir (5-8). Kanser hastalar ile ilgili
bu belirsizlik ve kanserin progresif bir hastalik
olmasi nedeniyle pandemi sartlarinda kanser
hastalarinin yonetimi hekimler i¢in ciddi bir
zorluk teskil etmektedir.

Kanser hastalarinin pandemi
sartlarinda yonetimi ile ilgili olarak Amerikan
Klinik Onkoloji Dernegi (ASCO) ve Avrupa
Medikal ~ Onkoloji  (ESMO)  dernekleri
tarafindan ¢esitli Oneriler diizenlemistir. Buna
ragmen pandemi merkezlerinde takip ve
tedavisi devam eden kanser hastalarinin
yonetimi  gerek iilkemizde gerekse tiim
diinyada saglik sistemi  kapasitelerinin
zorlanmasi nedeniyle zorluk teskil etmektedir.
Bu nedenle kanser hastalarinin yonetimi ile
ilgili olarak daha c¢ok veriye ihtiyag
duyulmaktadir.

Bu calismamizda, iilkemizde ki 6nemli
pandemi merkezlerinden biri olan Ankara
Sehir Hastanesi'nin Tibbi Onkoloji kliniginde
takip ve tedavisi devam eden kanser hastalari
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arasinda Covid 19 enfeksiyonu yada
notropenik ates  gegirmeden  kemoterapi
alabilen hastalarin birbirini takip eden iki vizit
boyunca kaydedilen demografik ve Kklinik
Ozelliklerinin belirlenmesi amaclanmaistir.

MATERYAL VE METOD
Hasta ozellikleri

Ankara Sehir Hastanesi Tibbi Onkoloji
kliniginde kanser tanist almis ve 01.04.2020 ile
20.05.2020 tarihleri arasinda aktif olarak
kemoterapi alan hastalar calismaya dahil
edilmistir. Calismamiz Ankara Sehir Hastanesi
etik kurulu tarafindan onaylanmistir. Ayrica,
calismamiz Covid-19 pandemi sartlarina bagl
degiskenleri de igerdigi i¢cin T.C Saghk
Bakanlhigi  tarafindan da  onaylanmistir.
Calismaya dahil edilme kriterleri; kemoterapi
polikliniginde birbirini takip eden en az 2
vizitte goriilen ve kemoterapisini sorunsuz alan
hastalar dahil edilmistir. iki vizit arasinda
Covid-19 (PCR yada Kklinik pozitifligi)
saptanan yada ikinci vizite ait verisi olmayan
hastalar ~ ¢aligmaya  dahil  edilmemistir.
Calismada yer alan hastalar, kemoterapi
polikliniginde Covid-19 siiphesi olusturacak
semptomlar acisindan sorgulanmigtir; ayrica
verilen tedaviler ve laboratuar sonuglari
retrospektif olarak hasta dosyalarindan ve
hastane otomasyon sisteminde ki kayit
dosyalarindan elde edilmistir. Hastalarin yas,
cinsiyet, Eastern Cooperative Oncology Group
(ECOG) performans skoru, tedavi
endikasyonu, primer timor yerlesim yeri,
Covid-19 semptom sorgu sonucu, komorbid
hastalik varligi, DM varhigi, HT varhigs,
biyokimya analiz sonuglari, tam kan sayimi
sonuglari, graniilosit-koloni stimiile edici
faktor (G-CSF) kullanimi, kullanilan G-CSF
etken maddesi, nétropenik ates risk kategorisi,
notropenik ates profilaksi tipi (primer vs
sekonder), G-CSF kullanim siiresi, ikinci
vizitte yeni gelisen semptom varligi, ikinci
vizitte verilen G-CSF adi-siiresi, ikinci vizitte
bakilan biyokimya ve tam kan saymu
sonuglarina ait veriler kaydedilmis ve analiz

edilmistir.
Istatistiksel analiz
Istatistiksel analizler Statistical

Package for the Social Sciences Version 22.0
for Windows (SPSS Inc., Chicago, IL, USA)
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programi ile yapilmigtir. Hastalarin temel
klinik ve laboratuar ozellikleri tanimlayici
istatistikler  ile  yapilmistir. ~ Kategorik
degiskenler "%" ile belirtilmistir ve numerik
degiskenler ise median (minimum-maximum)
olarak raporlanmustir. iki bagimli grup arasinda
ki  numerik  degiskenleri  kiyaslanmasi
Wilcoxon testi ile yapilmistir, kategorik
degiskenlerin kiyaslanmasi i¢in Mc-Nemar
analizi kullanildi. Analizler sonucunda gift
yonli p degeri raporlandi ve 0.05'in altinda ki
degerler istatistiksel olarak anlamli kabul
edildi.

Orginal Article

SONUCLAR

Hasta 6zellikleri

Calismaya toplamda 98 hasta dahil
edilmistir. Tiim grupta median takip siiresi 20
giin idi (6-48). Hastalarin ortanca yas1 59 (28-
82) olup, tim grupta 52 (53%) erkek hasta ve
46 (%47) kadin hasta yer almaktaydi.
Hastalarin %84'inde ECOG skoru 0-1 idi ve
ECOG skoru 2 olan hasta oran1 %]16'idi.
Hastalarin  %46'i adjuvan yada neoadjuvan
endikasyonlarla kemoterapi aliyor iken, %54
oraninda hasta metastatik hastalik nedeniyle
kemoterapi aliyordu. En sik kanser bolgesi
gastrointestinal sisteme aitti (n=41, %42).
Hastalarin %46'sinda herhangi bir komorbid
hastalik mevcut olup, hipertansiyonu olanlarin
orani %26 iken DM olanlarin orant %17 idi.
Notropenik ates riski agisindan hastalarin
%32'si diisiik riskli grupta, %58'1 orta riskli
grupta ve %10'u yiliksek riskli grupta idi.
Hastalarin genel oOzellikleri tablo 1la'da
verilmistir.

Tablo-1a: Tim grupta ki hastalarin genel
ozellikleri

Neoadjuvan 11 (11)

Metastatik 53 (54)
Kanser bolgesi

Gastrointestinal | 41 (42)

sistem

Genitiiriner 17 (17)

sistem

Akciger kanseri | 11 (11)

Meme kanseri 21 (22)

Diger 8 (8)
Komorbid hastalik

Var 46 (46)

Yok 53 (54)
Hipertansiyon

Var 25 (26)

Yok 73 (74)
Diabetes Mellitus

Var 18 (18)

Yok 80 (82)
Notropenik Ates Riski

Diisiik 31 (32)

Orta 57 (58)

Yiiksek 10 (10)

ECOG: Eastern Cooperative Oncology Group
Performance Status

Ozellikler Toplam, n (%)
Hasta sayis1 98
Median yas (min-max) 59 (28-82)
Cinsiyet

Erkek 52 (53)

Kadin 46 (47)
ECOG skor

0 48 (49)

1 34 (35)

2 16 (16)
Tedavi endikasyonu

| Adjuvan | 34(35)

Tablo-1b: Hastalarin birinci ve ikinci vizitte ki 6zellikleri
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Birinci vizit

Birinci vizitte G-CSF verilen
hasta sayist 50 (%51) idi. Bu tedavinin 19'u
(%19) primer profilaksi amaciyla verilmig
iken, 31'1 (%32) sekonder profilaksi amaciyla
verildi. Hastalarin 46'smna (%47) filgrastim
verilmisti, 4'line (%4) ise lipeg-filgrastim
verilmisti. G-CSF kullanimin median siiresi 3
giin (1-5) idi. Hastalarin kemoterapi Oncesi
bakilan biyokimyasal ve tam kan saymu
parametreleri  tablo 1b' de gdsterilmistir.
Hastalarin 2'sinde (%2) ates, 8'inde (8%)
okiistirtik, 7'sinde (%7) balgam, 17'sinde (%18)
halsizlik, 2'sinde (%2) miyalji, 4'linde (%4)
nefes darligi ve 1 (%]1) hastada ise tat hissinde
kayip sikayeti vardi. Hastalarin birinci vizitte
sorgulanan semptomlart tablo 2'de
gosterilmistir. Birinci vizitte ndtropenik ates
acisindan yiiksek riskli hastalarin  (n=10)
hepsine G-CSF verilmisti, orta riskli grupta
olan 57 hastadan 35'ine G-CSF verilmisti,
diisiik risk grubunda olan 31 hastadan ise 5'ine
G-CSF  verilmigti. G-CSF  kullanim1 ile
notropenik ates risk gruplann tablo 3'te
gosterilmistir.
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Ozellikler Toplam, n (%) p degeri
Birinci vizit | Ikinci vizit
G-CSF kullanimi
Var 50 (51) 37 (38) 0.035*
Yok 48 (49) 61 (62)
Profilaksi tipi
Primer 19 (19) 0 <0.0001*
Sekonder 31 (32) 37 (38)
G-CSF tiirii
Filgrastim 46 (47) 35 (36) 0.302
Lipeg-filgrastim 4 (4 22
Median G-CSF siiresi (giin) (min-max)
| 3(1-5) | 3(1-49) | 0.083
Median Ure diizeyi
| 30.5 (15-209) | 30.0 (17-168) | 0.173
Median Kreatinin diizeyi (min-max)
| 0.75 (0.41-2.87) | 0.74 (0.41-0.38) | 0.483
Median Total protein diizeyi (min-max)
| 6.8 (5.3-8.0) | 6.6 (4.5-7.8) | 0.003*
Median Albumin diizeyi (min-max)
| 4.3 (2.8-4.9) | 4.2 (2.7-5.0) | 0.035*
Median AST diizeyi (min-max)
| 19 (8.0-76.0) | 17 (8.0-76.0) | 0.653
Median ALT diizeyi (min-max)
| 23.0 (7.0-170.0) | 22.0 (8.0-156.0) | 0.751
Median ALP diizeyi (min-max)
| 96 (34.0-389.0) | 99.5(43.0-280.0) | 0.684
Median LDH diizeyi (min-max)
| 192 (92-699) | 213 (83-698) | 0.001*
Median Total Bilirubin diizeyi (min-max)
| 0.5(0.2-3.1) | 0.4 (0.2-3.3) | 0.075
Median Direkt Bilirubin diizeyi (min-max)
| 0.1 (0.1-0.9) | 0.1 (0.1-1.0) | 0.076
Median Na diizeyi (min-max)
| 141 (121-145) | 140 (128-146) | 0.030%
Median K diizeyi (min-max)
| 4.4 (3.3-5.6) | 4.4 (3.5-5.5) | 0.945
Median Cat++ diizeyi (min-max)
| 9.4 (8.0-11.1) | 9.1 (7.50-10.70) | <0.001*
Median WBC sayis1 (min-max)
| 5.98 (3.11-18.27) | 5.71(3.27-26.84) | 0.769
Median Neu sayisi (min-max)
| 3.56 (1.92-15.61) | 3.61(1.04-23.50) | 0.866
Median HB konsantrasyonu (min-max) (g/dL)
| 11.8 (8.4-15.4) | 11.7 (8.0-14.8) | 0.020*
Median PLT sayisi (min-max)
| 286 (86-842) | 256 (113-842) | 0.645
G-CSF:Graniilosit-Koloni ~ Stimiile Edici Faktér, AST: Aspartat Aminotransferaz, ALT: Alanin
Aminotransferaz, , ALP: Alkalen Fosfataz, LDH: Laktat Dehidrogenaz, WBC: Beyaz Kiire Sayisi, Neu:
Notrofil, HB: Hemoglobin, PLT: Platelet.

Tablo-2: Hastalarin birinci ve ikinci vizitte ki semptom degerlendirmesi
| Semptomlar Toplam, n (%) | pdegeri |
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| Birinci vizit | ikinci vizit |

Ates
Var 2 (2) 1() 1.00
Yok 96 (98) 97 (99)

Oksiiriik
Var 8 (8) 1(1) 0.039*
Yok 90 (92) 97 (99)

Balgam
Var 7(8) 0 0.016*
Yok 91 (92 98

Halsizlik
Var 17 (18) 8 (8) 0.004*
Yok 81 (82) 90 (92)

Myalji
Var 2(2) 1(1) 1.00
Yok 96 (98) 97 (99)

Dispne
Var 4 (4) 0 0.125
Yok 94 (96) 98

Anosmi
Var 0 0 N/A
Yok 98 98

Tat kaybi1
Var 1(1) 0 1.00
Yok 97 (99) 98

Tablo-3: Noétropenik ates risk gruplart ve G-CSF

kullanim oranlar1

Notropenik G-CSF kullanimi
ates riski

Var Yok
Yiiksek risk 10 (100%) 0
Orta risk 35 (61%) 22 (39%)
Diisiik risk 5 (16%) 26 (84%)

ikinci vizit

ikinci vizitte G-CSF verilen hasta

sayist 37 (%38) idi. Bu tedavilerin tamami
sekonder profilaksi seklinde verilmigti. 35
hasta (%36) filgrastim almistt ve 2 (%?2)
hastada lipeg-filgrastim kullanilmisti. Median
G-CSF kullanim siiresi 3 giin (1-4) idi.
Hastalarin ikinci vizitte kemoterapi Oncesi
bakilan biyokimyasal analizler ve tam kan
sayimi sonuglar1 tablo 1b'de gosterilmistir.
Hastalarin 1'inde ates, 1'inde oOksiiriik, 8'inde
halsizlik ve 1'inde miyalji mevcut iken higbir
hastada balgam, nefes darligi, koku ve tat
kayb1 yoktu. Hastalarin ikinci vizitte oksiiriik,
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balgam ve halsizlik gikayeti istatistiksel olarak
anlamli bir sekilde daha az oldugu saptandi.
Hastalarin ikinci vizitte sorgulanan
semptomlar1 tablo 2'de gosterilmistir. Ikinci
vizitte G-CSF kullanim orani istatistiksel
olarak anlamli olarak birinci vizite gore daha
disiiktii (%51 vs %38, p=0.035). Ayrica,
birinci vizite kiyasla hastalarin median total
protein, albumin, plazma Na+ diizeyi, plazma
Cat++ diizeyi, median hemoglobin
konsantrasyonu ve platelet sayisi ikinci vizitte
daha diigiik iken, median LDH diizeyi ikinci
vizitte daha yiiksek saptandi (tablo 1b).

TARTISMA

Bu calismamizda Covid 19 pandemi
doneminde 6nemli bir merkez olan
hastanemizin  Tibbi  Onkoloji  kliniginde
kemoterapilerini sorunsuz bir sekilde aldigi,
birbirini miiteakip iki vizit ile godzlemlenen
hastalarn  ozellikleri ortaya konulmustur.
Hastalarin birinci vizit ile ikinci vizit arasinda
ates, myalji, dispne, koku ve tat kayb1
semptomlari agisindan benzerlik bulunur iken,
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ikinci vizitte oOkstirik, balgam ve dispne
sikayetleri istatistiksel olarak anlamli oranda
daha az oldugu saptanmistir. Bu farkliligin
kemoterapiye bagli olarak primer kanser
hastaliginin semptomlarinda ki gerileme ile
iligkili oldugunu diisiinmekteyiz. Ayrica G-
CSF kullaniminin istatistiksel olarak anlamli
bir sekilde daha az oldugu goézlemlenmistir.
Bunun nedeni olarak ise pandemi sartlarinda
ozellikle orta riskli grupta ki hastalarda
notropeni  kaynakli  immunsupresyondan
korunmak i¢in G-CSF kullaniminin ilk vizitte
daha da artig1 oldugunu diisiinmekteyiz. G-CSF
kullaniminin hastane yatig siiresinde azalma,
notrofil artis siiresinde azalma, rolatif doz
intensintesinde artisa neden oldugu pandemi
Oncesinde yapilmis olan calismalar ile
gosterilmistir (9, 10). Covid 19 enfeksiyonu
esnasinda terapdtik amach kullanimi ile ilgili
olarak mortalitede artisa ve hastaligin kotii
seyretmesine katkida bulunduguna dair kisith
veri olmasina karsin heniiz profilaksi amaciyla
kullanim ile ilgili olarak yeterli veri yoktur
(11, 12). Pandeminin olmadigi sartlarda G-
CSF kullanimi ile ilgili literatiirde yapilan
caligmalar ile kiyaslandiginda ozellikle orta
risk grubunda ki  hastalarda G-CSF
kullaniminin literatiire gore daha fazla oldugu
goriilmektedir. Arnold L., ve ark yaptiklar1 bir
populasyon bazli kohort c¢alismasinda 1894
kolorektal ve akciger kanseri hastalarinin
verileri incelenmis ve notropenik ates
acisindan diisiik riskli grupta G-CSF kullanim
orani %10 iken, orta riskli grupta ki hastalarda
G-CSF kullanom oranmin %18 oldugu
gorilmiistiir (13). Hastalarin median G-CSF
kullanim siiresi agisindan birinci ve ikinci
vizitte fark olmadig1 saptanmistir. Hastalarin
laboratuar  analizlerine bakildiginda ise,
kemoterapiye bagli olarak istatistiksel olarak
anlamli derecede total protein ve albumin
diizeylerinde azalma oldugu gdzlenmistir
(p=0.003 ve p=0.0035). Ayrica hastalarin
ikinci  vizitte plazma Nat+ ve Cat+
diizeylerinin istatistiksel olarak anlamli oranda
disik oldugu gozlenmistir. Bu diisiisiin
kemoterapiye bagli olarak hastalarda azalan
oral alim ve plazma albiimin diizeylerinde ki
disiis ile iligkili oldugu diisiiniilmektedir
(p=0.030* ve p<0.001). Hastalarin tam kan
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sayimi analizlerinde her iki vizitte de median
WBC, Neu, PIt sayisinin normal oldugu
gozlenmigtir; fakat grade 1 anemi her iki
vizittede saptanmistir. Hastalarin median hb
diizeylerinde ikinci vizitte istatistiksel olarak
anlamli olarak diisiis olmasina ragmen grade 1
diizeyinde kalmast nedeniyle kemoterapi
almalarma engel olusturmadigi goriilmiistiir.
Sonu¢ olarak c¢alismamizda, semptomatik
olarak Covid 19 enfeksiyonu ile ilgili ciddi
stiphe olusturmayan ve biyokimyasal analizleri
ve tam kan sayimi sonuglar1 normal araliklarda
olan hastalarda primer yada sekonder
profilaksi amag¢li G-CSF kullanimi ile hastalar
kemoterapilerini sorunsuz bir sekilde aldiklari
goriilmustiir.

Kanser hastaliginin diinya genelinde
ciddi bir saglik problemi olmas1 ve siirekli bir
izlem ve bazen de tedavi gerektiren bir hastalik
olmasi nedeniyle Covid 19 pandemisi
sirecinde yonetimi daha da zorluk arz
etmektedir. Bununla ilgili olarak bazi kanser
cerrahisi,  kemoterapi  ve  radyoterapi
tedavilerinin pandemi sartlarinda diizenlenmesi
ile ilgili olarak bazi otorler tarafindan cesitli
oneriler sunulmustur (14-16). Buna ragmen
heniiz tiim diinyada yaygin kabul goérmiis ve
giinliik pratikte uygulanan, kanser hastalarina
0zel bir Covid 19 protokolii bulunmaktadir. Bu
konuyla ilgili daha ¢ok prospektif ve biiyiik
orneklem sayisi igeren caligmalara ihtiyag
vardir.

Calismamizin bazi kisitliliklar:
mevcuttur. Oncelikle ¢alismamizin retrospektif
olmasi ve nispeten kiigiik bir hasta grubu ile
kisa takip siiresi en Onemli kisithliklarimiz
oldugunu diisiiniiyoruz. Sonug olarak, pandemi
sartlarinda kanser hastalarinin  tedavi ve
takiplerinin fayda zarar oram1 gdzetilerek
devam ettirilmesi  gerekmektedir.  Bizim
calismamizda belirttigimiz limitler iginde
kalarak hastalar takip siiresince Covid 19
enfeksiyonuna yakalanmadan sorunsuz bir
sekilde tedavilerini alabilmislerdir. Kanser
hastalarmin Covid 19 pandemisi siiresince
yonetimi ile 1ilgili olarak daha ¢ok veriye
ihtiyag¢ vardir.

Cikar catismasi: Yazarlarin higbir
¢ikar catismasi yoktur.
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Survival Of A Patient With Anaplastic Thyroid Cancer Following
Neoadjuvant Chemotherapy Regimen ‘Cisplatin Doxorubicin’ And Surgery
- A Case Report

Neoadjuvan Kemoterapi Rejimi 'Sisplatin Doksorubisin' Ve Cerrahinin
Ardindan Anaplastik Tiroid Kanseri Olan Bir Hastamin Sagkalim - Bir
Olgu Sunumu
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OZET

Anaplastik tiroid karsinomu (ATC), etkili sistemik tedavileri olmayan nadir goriilen, 6liimciil bir hastaliktir.
ATC genellikle hizli biiyiiyen tiroid kitlesi ile birlikte 6zofagus ve trakeadaki kitle etkisine bagl olarak disfaji,
disfoni veya ses kisikligi, stridor ve dispne semptomlarina neden olan lokal semptomlarla gdosterir.
Boyunda sislik nedeniyle hastanemize sevk edilen 56 yasindaki kadin hasta olgusunu sunuyoruz. Tiroidde
boynunun sol tarafinda palpe edilebilen, sert, hareketsiz bir timor ve palpe edilebilen, hareketsiz bir lenf nodu
saptandi. Hastaya birinci basamak tedavi olarak 75 mg / m2 / giin cisplatin, 21 giinde bir doksorubisin 60 mg /
m?2 / giin 21 giinde bir 6 kiir kemoterapi rejimi uygulandi. 6 kiir kemoterapi sonrast F18-FDG-PET’ de kitle
saptanmadi. Radyolojik olarak tam remisyon saglandi. Hasta 2 hafta sonra opere edildi. Total tiroidektomi,
bilateral santral ve sol modifiye radikal servikal lenf nodu diseksiyonu yapildi. Cerrahi olarak tam RO
rezeksiyonu saglandi.
Sagkalim acisindan en iyi sonuglar, cerrahi, eksternal radyoterapi ve kemoterapiyi birlestiren multidisipliner bir
tedavi ile elde edilir. Fakat multidisipliner tedaviye ragmen, tedaviye yanitlar umut verici degildir. Birinci
basamak neadjuvan kemoterapi rejimleri, 6zellikle cerrahi tam RO rezeksiyon sansi az olan hastalarda tercih
edilebilir bir segenek olabilir.
Anahtar Kelimeler: Anaplastik Tiroid Kanseri, Neoadjuvan Kemoterapi, Neoadjuvan Tam Yanit

ABSTRACT
Anaplastic thyroid carcinoma(ATC) is a rare, lethal disease with no effective systemic therapies. ATC usually
manifests itself with the local symptoms due to a rapidly enlarging thyroid mass, that causing dysphagia,
dysphonia or hoarseness, stridor, and dyspnea symptoms due to mass effect on the esophagus and trachea.
We report the case of a 56 year-old woman who was referred to our hospital due to swelling in the neck. A
palpable, hard, immobile tumor was observed in the left side of his neck in thyroid, along with a swollen,
palpable, immobile lymph node. The patient underwent chemotherapy regimen as cisplatin 75 mg/m2/day at D1,
doxorubicin 60 mg/m2/day D1, every 21 days) regimen as first-line therapy for six cycles. No mass was detected
in F18- FDG-PET after six cycled of chemotherapy. Complete remission was achieved radiologically. The
patient underwent surgery after two weeks. Total thyroidectomy, bilateral central and left modified radical
cervical lymph node dissection were performed. A surgical complete RO resection was achieved.
The best results in terms of survival are obtained with a multidisciplinary treatment combining surgery, external
beam radiotherapy and chemotherapy. Despite multidisciplinary treatment, responses to treatment are not
promising. Neoadjuvant chemotherapy can be a preferable choice especially for the one who have a little chance
for surgical complete RO resection.
Keywords: Anaplastic Thyroid Cancer, Neoadjuvant Chemotherapy, Neoadjuvant Complete Response
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INTRODUCTION

Anaplastic thyroid cancer (ATC) is a rare but
one of the deadliest cancers in humans. Its
reported incidence is less than 2% of all
thyroid cancer (TC) cases but has a mortality
rate of 90% with a median survival of 6
months. (1,2,3) According to ‘The American
Joint Committe on Cancer (AJCC)> ATC is
regarded as stage IV TC, independently from
tumor size and presence of lymph nore or
distant metastasis, and it is often metastatic at
the first presentation.(4)

Case Report

ATC often presents with a rapidly expanding
neck mass that causing dysphagia, dysphonia
or hoarseness, stridor, and dyspnea symptoms
due to mass effect on the esophagus and
trachea. Most patients with ATC are not
surgical candidates because of some patients
may have few symptoms until the cancer is
quite advanced.(5)

Standard treatment for patients with ATC
should be based on a multidisciplinary
consensus includes surgical resection, high
dose external beam radiation (EBRT), and
chemotherapy. Doxorubicin,
docetaxel/paclitaxel and platins are endorsed
by ATA guidelines in ATC, even though with
no improvement of the survival in advanced
ATC.(6)

Here we report a rare case of a patient with
ATC (AJCC 8e) T4a, N1b, stage IVC, who
underwent neoadjuvant chemotherapy regimen
as cisplatin + doxorubusin, complete remission
was obtained.

CASE:

A 56-year-old woman was referred to the our
clinics due to swelling in the neck. A palpable,
hard, immobiletumor was observed in the left
side of his neck in thyroid, along with a
swollen, palpable, immobile lymph
node.Cervical computer tomography (CT)
revealed a calcified tumor with internal
heterogeneity, 5x3 cm in size that was
continuous with the upper pole of the left
thyroid lobe, as well as enlargement (5.2x7.4 x
9.3 cm in size) of the left cervical lymph node.
Secondary to the tumor, the trachea is pushed
to the rightlateral and has a slightly pressed
appearance. The margins of this lesion with the
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left main carotid artery cannot be clearly
selected (Figure 1).

The thyroid ultrasound examination revealed a
solid nodule in the heterogeneous echo in the
left thyroid lobe, the largest size of this
nodulewas 5 x3 cm and had
apparentmicrocalcification areas. In the left
cervical chain, multiple pathological lymph
nodes were observed at levels 2,3, and 4. As
well as, multiple pathological lymph nodes
was observed in the left and right central areas.
Thyroid function tests revealed the following:
Serum level of thyrotropin (TSH) = 1.85 IU/ml
(range 0.38-5.33 IU/ml), thyroglobulin = 8.23
ng/ml (range 1.15-50.03 ng/ml).

Thyroid fine needle aspiration was performed
from the mass in the cervical region and from
the nodule in the thyroid gland. Histological
features and immunohistochemistry were
consistent with anaplastic thyroid carcinoma.
F-18 fluoro-deoxy-glucose positron  emission
tomography (F18- FDG-PET) revealed
metastasis in the right apex of the lung. The
patient was diagnosed as staged IVC. The
patient underwent chemotherapy regimen as
cisplatin 75 mg/m2/day at D1, doxorubicin 60
mg/m?/day D1, every 21 days) regimen as
first-line therapy for six cycles. No mass was
detected in F18- FDG-PET after six cycled of
chemotherapy. Complete remission was
achieved radiologically(Figure 2). The patient
underwent surgery after two weeks. Total
thyroidectomy, bilateral central and left
modified radical cervical lymph node
dissection were performed. Asurgical complete
RO resection was achieved.

Postoperative pathology revealed necrosis,
chronic  inflammation and  prominent
fibrohistiocytic reaction were observed in the
mass lesion, which were described in
macroscopyand  ultrasonography,  holding
almost all of the left lobe. Metastatic lymph
node was not found, 76 piecesof reactive
lymph nodes were detected. The largest of the
Ilymph nodes had necrosis and fibrohistiocytic
reaction, which may be associated with
neoadjuvant therapy.
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Figure 1: Tumoral mass deviating the trachea
before neoadjuvant chemotheraphy treatment

Figure 2: Complete response after treatment

DISCUSSION:

It has been reported that 15—50% of patients
have significantlocal infiltration and distant
metastases at the time of diagnosisof anaplastic
carcinoma of the thyroid (7). All patients
diagnosed with ATC are classified as stage 1V
according to the American Joint Committee on
Cancer TNM system (6).

No effective treatment for ATC has
been established, long-term survival is
rare(8,9).Patients with localized disease not
amenable to surgical resection can be treated
with neoadjuvant chemo-radiotherapy, but the
role of this treatment modality is still debated.
Single-treatment modality is ineffectivein the
management of ATC.The best results in terms
of survival are obtained with a
multidisciplinary treatment combining surgery,
external beam radiotherapy and chemotherapy.
Despite multidisciplinary treatment, responses
to treatment are not promising. Shimaoka K et
al. demonstrated that the response rate
achieved by the combination of doxorubicin
plus cisplatin is superior to that achieved by
single-agent (10). Also we achieved complete
remission in our case similar to the literature.
Our case management is better than the ones
which were treated withdebulking surgery,
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accelerated hyperfractionated EBRT, and
chemotherapy. In our case, the neoadjuvant
chemotherapy with the combination of
doxorubicin plus cisplatinwaseffective and
gave a good chance for surgical treatment. On
the other hand, recently new chemotherapies
which targets the molecular pathways at the
basis of ATC aggressiveness and progression
are under evaluation. The results of clinical
trials with the combination of agents has been
shown to be promising for patients with BRAF
V600E mutated ATC with locally advanced,
unresectable, or metastatic ATC. (11) These
new strategies for ATC would probably be the
first choice therapy for the selected patients in
the future.

Anaplastic thyroid carcinoma has a
dismal prognosis and there is a strong need for
innovative treatments (12).Alone surgical
therapyis not promising as the overall survival
of the patients even with RO and R1 resections
were not satisfying (12). Since ATC is a rare
and aggressive tumor, it is still challenging to
predict the patient clinical therapy
responsiveness, achieving about 10 months of
median survival. Represented clinical and
radiologically local advanced and metastatic
case which was achieved complete response
with neoadjuvant cisplatin or doxorubicin
chemotherapy was a rare one. Neoadjuvant
chemotherapy can be a preferable choice
especially for the one who have a little chance
for surgical complete RO resection.
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Encysted Spermatic Cord Hydrocele in Adults: A Case Report and Review
of the Literature

Yetiskinlerde Spermatik Kord Hidrosel: Olgu Sunumu ve Literatiiriin
Gozden Gecirilmesi

Baris Esen?, Serdar Saridemir?, Gulbin Guleryuz Bolsu®, Ayse Ceren Dogandzii
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OZET

Spermatik kord hidrosel (SCH), testisler fetal gelisim sirasinda skrotuma inerken, processus vaginalis'in (PV)
kapanmas1 esnasinda bir anormallikten kaynaklanir. Testis lizerindeki spermatik kord boyunca kapali bir sivi
toplanmasidir. ki tiir SCH vardir. “Encysted” tipi hem proksimal hem de distal uglarda kapalidir ve periton
boslugu ile iletisim kurmaz. Fiinikiiler tip i¢ inguinal halkada proksimal kaynaklidir ve distal olarak kapalidir, bu
nedenle periton boslugu ile iletisim kurar. Literatiirde olgularm ¢ogu pediyatrik hastalarda bildirilmistir ve
eriskinlerde SCH oldukc¢a nadirdir. Burada inguinal sislik ve aralikli kasik agrisi ile bagvuran 51 yasinda bir
erkekte encysted tipte bir SCH olan bir olguyu sunuyoruz.
Anahtar Kelimeler: Hidrosel, Kord hidrosel, Encysted hidrosel, Fiinikiiler hidrosel

ABSTRACT
Spermatic cord hydrocele (SCH) is caused by an aberration in the closure of the processus vaginalis (PV) as the
testicles descend into scrotum during fetal development. It is an enclosed fluid collection along the spermatic
cord above the testicle. There are two types of SCH. The “encysted” type is closed at both proximal and distal
ends and does not communicate with the peritoneal cavity. Funicular type is patent proximally at the internal
inguinal ring and closed distally, thus communicates with the peritoneal cavity. In the literature, most of the
cases were reported in pediatric patients and SCH in adults is extremely rare. Herein we present a case with an
encysted type of SCH in a 51-year-old male presenting with inguinal swelling and intermittent groin pain.
Keywords: Hydrocele, Cord hydrocele, Encysted hydrocele, Funicular hydrocele

tests, testicular tumor markers and systemic
evaluation were normal.Ultrasound (US)

Case Report

A 51-year-old male presented with swelling in
the left inguinal region and intermittent dull
aching pain for the last 2 months. The patient
noted that his pain had progressed for the last 2
weeks. Patient had no previous malignancy or
systemic disease. There was no history of
abdominal  pain, vomiting, fever or
constipation. Abdominal examination and
bowel sounds were normal. Genitalia
examination was normal. Transillumination
test and cough impulse tests were negative.
Local physical examination revealed a
globular, soft and mobile swelling along the
spermatic cord. The swelling was completely
separate from the testicle. All baseline blood
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examination showed a 72*11-mm,septated and
well demarcated anechoic cystic lesion along
spermatic cord (Figure 1).The anechoic mass
was avascular when evaluated by color
Doppler US. No bowel wall signature or
peristalsis was observed. There was no scrotal
hydrocele in theUS examination.

Left inguinal  exploration  was
performed. A cystic structure that was attached
to spermatic cord was observed (Figure 2A and
2B).After careful dissection of the cyst from
the spermatic cord, it was shown that both ends
of the cyst were closed. The encysted type
SCH with a size of 6.5*1,5*1 cm was
enblockly excised (Figure 2C). Aspiration of
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the contents of the cyst revealed an amber
colored fluid. Biochemical analysis of the fluid
revealed lower total protein (3.8 g/dl) and
albumin (2.9 g/dl) levels than blood serum.
Other biochemical results (such as electrolytes,
cre, urea, alt, ast, uric acid levels) were almost
similar with blood serum. Histopathological
examination of the cyst wall was consistent
with a benign cystic structure. No
postoperative complication was observed.
Patient was symptom-free at postoperative 1.
month.

Figure 1: Longitudinal scan of left inguinal spermatic cord and encysted spermatic cord
hydrocele. A: Septation of spermatic cord hydrocele (arrow). B: Proximal and distal ends of

spermatic cords were enclosed. (arys)

Figure 2: Intraoperative images of the spermatic cord hydrocele and the spermatic cord. A:

Spermatic cord hydrocele (white arrow) was attached to the spermatic cord (blue arrow). B:
Spermatic cord hydrocele was dissected from the spermatic cord. C: Excised specimen (Both

ends were closed - indicating encysted type of SCH)

Discussion

Embryologically, peritoneum bulges into the
inguinal canal during third month of gestation
and forms PV. As testicles descend into
scrotum between 28 and 32 weeks of gestation,
they carry two layers of peritoneum and forms
a canal between scrotum and peritoneum
which is defined as PV. Near the time of birth,
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processus should close at both ends; just above
the testicle and at the internal inguinal ring.
The processus between the two constrictions
should undergo involution(1).However, as
many as 20% of the population PV remains
intact but mostly remains asymptomatic
throughout life(1). If there is a widely patent
PV containing intraperitoneal contents (bowel,
omentum etc.), it is called “indirect inguinal
hernia”. If patent PV contains only
intraperitoneal  fluid, it is defined as
“communicating  hydrocele”. If PV s
obliterated distally but stays patent through
internal inguinal ring, it is defined as
“funicular type SCH”. “Encysted type of SCH”
occurs if PV between two constrictions does
not undergo involution.

Spermatic cord hydrocele usually
presents as an inguinal bulge which can be
difficult to differentiate from other lesions in
the groin such as incarcerated inguinal hernia,
paratesticular masses (cyst or tumour), inguinal
lymphadenopathy,  primary  tumors  of
spermatic cord or an ectopic testis. In funicular
SCH, bulging may increase with straining or
crying and may resolve spontaneously. An
encysted SCH does not change in its size and
shape with increased intraabdominal pressure.
US features of SCH were reported in a case
series of 27 children by Rathaus et al. Oval,
anechoic, well demarcated and avascular
masses were observed in all cases. Internal
septation was observed in 4/27 (16%) of
patients.The authors emphasized that no
abdominal contents should be identified in the
lesion.(2) US can differentiate between
encysted type and funicular type of SCH by
evaluating continuity of the lesion with
peritoneum at the internal inguinal ring. Most
data about SCH have come from case reports
in pediatric patients and data about SCH in
adults is scarce.
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Table 1: Summary of Reported Adult Cases With Spermatic Cord Hydrocele
Author- | Number . Site of ]
Age | Presentingsymptoms . Size (cm) Type of SCH Treatment
year of cases thelesion
Busigo et. 3 1. 56| 1. None-Incidental | 1. Bilateral | 1. na 1. na 1. Follow-up
al. 2. 65| 2. None-Incidental | 2. Right 2. 4*25%1,2 | 2. Funicular | 2. Surgicalexcision
(2007)(3) 3. 69| 3. None-Incidental | 3. Right 3. na 3. na of cyst
3. Follow-up
Wani et al. 1 36 Inguinal swelling- | Right 5*2.3*1 Encysted Surgical excision of
(2009)(4) pain cyst
Manimarian 1 60 Inguinal swelling- | Left 4 cm in | Encysted Left high
et. Al pain diameter orchidectomy
(2014)(6)
Garg K.M. 3 1. 23| 1. Inguinal swelling | 1. na 1. na 1. Encysted | 1. Surgical
(2016)(5) 2. 26 | 2. Ingiinal swelling | 2. na 2. na 2. Encysted excision of cyst
3. 32| 3. Inguinal 3. Left 3. 25*%2 3. Funicular | 2. Surgical
swelling-pain excision of cyst
3. Surgical
excision of cyst
and propylene
mesh placement
Mahapatra 1 22 Inguinal swelling Left 2.6*2.2*1.5 Encysted Surgical excision of
et. al. cyst
(2015)(7)
Currentcase 1 51 Inguinal swelling- | Left 6.5*1.5*1 Encysted Surgical excision of
(2020) pain cyst
na: non-applicable
In 2007, Busigo et al. reported 3 Reported an other adult case of SCH in a 36-

adultcaseswith  SCH.  Allthreecases had
pasthistories of malignanciesandnone had
complaints of pain. Theage of thepatientswere
56, 65 and 69 years, respectively. These
patients were suspected for possible metastatic
disease or any other inguinal mass and
monitored with serial CT scans. No
progression was observed during follow up and
no further surgery was required. (3) Wani et al.
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year-old male, presenting with groin pain and
swelling. They performed right inguinal
exploration and excised the encysted hydrocele
of spermatic cord.(4) In another case series, 3
adult patients with SCH were reported by Garg
K.M. Patients were 23, 26 and 32 years old,
respectively. All patients had complaints of
groin pain. 2 cases had encysted type and 1
case had funicular type of SCH. Excision of
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SCH was performed in patients with encysted
type of SCH. The patient with funicular type of
SCH underwent a repair of posterior wall of
inguinal canal by propylene mesh placement
besides excision of the SCH.(5) Manimarian et
al. reported a SCH in a 60-year-old patient,
mimicking incarcerated inguinal hernia. The
patient suffered from intermittent dullaching
pain for 3 days. Left inguinal exploration was
performed and a cystic structure which was
attached to spermatic cord was observed. Left
testis was found to be small and atrophic and
left high orchidectomy was done along with
resection of the cyst.(6) Mahapatra et. al.
Reported an other 22-year-old adult case with
an encysted type of SCH. Patient was treated
with excision of the SCH without any
complications.(7) Here in, we present a case
with encysted type of SCH in 51-year-old male
who presented with left inguinal swelling and
pain. Similar with previous case reports,
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patient underwent left inguinal exploration and
the cyst was excised totally. All reported adult
cases with SCH in the literature were
summarized in Table 1.

Inconclusion, SCH is a rare clinical
entity and data about SCH in adults is scarce.
In literature, 10 adult SCH cases were reported
previously. Age at diagnosis ranged between
22-69 years. US is an useful diagnostic tool to
differentiate  SCH from other causes of
inguinal swelling. Encysted type of SCH can
be differentiated from funicular type by using
US. In symptomatic patients, encysted type of
SCH can be treated with surgical excision. In
funicular type, a repair of posterior wall of
inguinal canal should be considered to
avoiding uinalhernia after excision of SCH.
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Breast Radiology Practices During The Covid-19 Pandemic

COVID-19 Pandemisi Siirecinde Meme Radyolojisi

Irmak Durur Subasi

istanbul Medipol Universitesi, Tip Fakdiltesi, Radyoloji Anabilim Dali, istanbul, Tarkiye.
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Meme kanseri taramasinin en 6nemli amaci, kanserin erken evrede yakalanarak meme kanserine bagli 6liimlerin
azaltilmasidir. COVID-19 salgini, hastalarin ve saglik ¢alisanlarimin saglik durumu ile ilgili acil bir sorun olarak
kisa bir siire 6nce diinya giindemini ve genel kaygilar1 degistirmistir. Hala meme taramanin amaci mortaliteyi
azaltmaktir; ancak bunun COVID-19 (SARS-COV-2) kaynakli 6liimlere neden olmamasi igin ayrmntili rehberler

olusturulmalidir.

Anahtar Kelimeler:biyopsi, mamografi, meme ultrasonografisi, SARS-COV-2

ABSTRACT
The most important goal of breast cancer screening is to detect cancer at an early stage and reduce deaths due to
breast cancer. The COVID-19 pandemic has recently changed the world agenda and general concerns as an
urgent issue regarding the health status of patients and healthcare workers. Still, the goal of breast screening is to
reduce mortality; However, detailed guidelines should be created so that this does not cause deaths from

COVID-19 (SARS-COV-2).

Key Words:biopsy, breast ultrasonography, mammography, SARS-COV-2

Giris

Koronaviriis hastaligt (COVID-19); siddetli akut
solunum sendromukoronaviriis 2 (SARS-COV-
2)’nin sebep oldugu enfeksiydz bir hastaliktir. Ilk
defa Aralik 2019’da Cin’in Hubei eyaletinin en
biiyiik kenti olan Wuhan’da ortaya ¢ikmis ve aylar
icinde biitiin diinyaya yayilmistir (1). Her iilkede,
eyalette ve sehirde olusturulmak zorunda kalian
ilgili bilim kurullar1 hastalikla ilgili birgok
bilinmeyen yani sira, kolay bulasmasina ve belirti
ve bulgu gostermeyen saglikli tasiyicilara dikkat
¢ekmektedir. Bu durum insanlar1 ihtiyaglar1 olsa
bile toplu bulunulan ortamlardan uzaklasmaya
itmektedir. Ancak yine de COVID-19 salgini
varken diger hastaliklar da devam etmektedir.
Boyle bir ortamda akilct yaklagimlarla uygun tani
ve tedavi yoOntemlerine ulasgim 06n plana
¢tkmaktadir. Meme sagligi tim kadmlart ve
dolayisiyla tiim insanhig1 ilgilendirir. Meme
radyolojisi ise giinliik rutin igerisinde is
yogunlugunun  bulundugu  alanlardan  birini
olusturur.

TheNationalComprehensiveCancer Network
(NCCN) rehberlerine gore 40 yas tzerindeki

ortalama riske sahip, asemptomatik, kadmnlarda
yillik mamografi ile meme kanseri taramasi
yaptimalidir. Omiir boyu ortalama riski artmis
(>%20) olan kadmlarda ise yillik mamografi ve
meme manyetik rezonans goriintiileme ile kanser
taramast yapilmalidir (2). Ayrica meme ile ilgili
cesitli klinik durumlar igin, olduk¢a ayrintili
gorilintiileme Onerileri de bulunmaktadir.

Bu derlemede; diinyanin o6nde gelen meme
gorilintiileme derneklerinin COVID-19
pandemisinde, meme radyolojisi ile ilgili 6ncelikli
ve ertelenebilecek durumlar1 tespit ettigi Oneri
metinleri gdzden gegirilerek bu islerle ilgili saglik
calisanlarinin korunma tedbirlerine deginilecektir.

Pandemide Gériintiilleme Onerileri

Avrupa Meme Gorlintiileme Dernegi
(EuropeanSociety of Breastimaging-EUSOBI),
salgin sirasinda meme goriintiileme Onceliklerini
belirleyen “COVID-19 pandemisi sirasinda ve
pandemiden sonra meme hastaliklarinda
goriintiileme ve meme kanseri tamisi ile ilgili
EUSOBI Onerileri (EUSOBI
recommendationsforbreastimagingandcancerdiagn
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osisduringandafterthe  COVID-19  pandemic)”
baslikli bir 6neri metni yaymlamistir (3). Yazida
erken meme kanserinin mutlaka tedavi gerektiren
bir durum olduguna, ortalama risk altindaki
kadinlarda meme kanserinin nispeten yavas
bliylidiigiine ve taramada kisa bir gecikmenin (6rn.
6-12 hafta) bu hastaligin genel sonuglarini olumsuz
etkilemeyecegine dikkat c¢ekilmektedir. Durum
tarama i¢in bu sekilde iken hastalarin klinik
belirtilerinin  bulundugu veya tetkik siirecinin
devam ettigi durumlarda; kisa siireli gecikmenin
tedavi sonuglarinda onemli degisikliklere sebep
olmasa da hastalarin psikolojilerini
etkileyebilecegine vurgu yapilmaktadir. Bu metinde
yapilan Onerilerin  6zellikle hasta ve toplum
giivenligi temelinde dengelenmesine de vurgu
yapilmaktadir. Genel olarak oneriler su sekildedir

(3):

Review

“Her iilke, bolge ve hatta sehir farkl bir dizi
degisen kogulla karsi karsiya kalacak ve saglik
politikasi danismanlart tarafindan faaliyetlerin
zamanlamasi konusunda yonlendirilecektir.

o Meme kanseri kuskusu tastyan belirtilere sahip
kadinlar miimkiin olan en kisa siirede tetkik
edilmelidir.

e Igne biyopsisi endikasyonu olan kadinlar (BI-
RADS 4 veya 5) miimkiin olan en kisa siirede
bu isleme girmelidir.

o FEvreleme amac¢l veya tedavi sonrasi kontrol
amach tetkik edilmesi gereken meme kanseri
hastalart  daha  fazla  gecikmeden ilgili
tetkiklere girmelidir.

o Meme kanseri vrisk artist olan, tarama
randevusu iptal edilen ve herhangi bir belirti
tastmayan kadinlara, énceki tetkikinden sonra
tercihen 1 yil ii¢ ay (15 ay) iginde bir tarama
tetkiki yapilmalidr. Ayrica bu ozelliklere sahip
ve mamografi ve manyetik rezonans
goriintiileme ile kombine tarama yapilan
kadinlarda, manyetik rezonans goriintiileme
yapilmast sartiyla mamografi ile tarama bir yil
icin atlanabilir.

o Meme kanseri tedavisi gordiikten sonra yillik
olarak mamografi ile takip yapilan ve herhangi
bir  belirti  tasimayan kadinlarin  kontrol
randevulari, onceki tetkikinden sonra tercihen
1 yil di¢c ay (15 ay) iginde planlamaldur,
bireysel niiks riskine bagli olarak bir yila
kadar bir gecikme kabul edilebilir.

o COVID-19 salgimimin baslangicindan sonra
mamografi taramasi yapilamayan ve herhangi
bir belirti tasimayan kadinlarin tetkikleri, soz
konusu randevularindan sonra tercihen 3-6 ay
icinde yapilwr. Ortalama bir riske sahip
kadinlarda yillik tarama igin bir yila kadar bir
gecikme kabul edilebilir.”
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Bu metnin esas olarak memenin taranmasi, teshisi
ve tedavisi ile sinirli olduguna, tiim viicut onkolojik
goriintiileme  Onerilerinin ~ genel  onkolojik
goriintiileme oOnerilerine birakildigina da
deginilmektedir (www.esmo.org , Www.asco.0rg).
Yine de bu metin, diger oneri kaynaklar1 arasinda
memeye ait klinik durumlar ile ilgili en ayrintilh
belirleme sayilabilir.

Ayrica Kanada Meme Goriintiileme Dernegi
(TheCanadianSociety of Breastimaging-CSBI) ve
Kanada Radyoloji Dernegi (CanadianAssociation
of Radiology-CAR), COVID-19 pandemisi sirasinda
uyulmast gereken ilkeleri aciklamig ve oncelikle
korunma tedbirlerine dikkat ¢ekilmistir (4).
COVID-19 i¢in baslica enfeksiyon mekanizmalari
solunum damlaciklar ve tiikiiriiktiir. Bu nedenle bu
mekanizmanin  islemesini  engelleyen  maske
kullanimi kuralina, semptomlardan bagimsiz olarak
biitin hastalar uymalidir. Meme goriintiileme
bolimlerinde hastalar ile yakin ¢alisan ve fiziksel
temasi olan tiim personel, cerrahi maske, onliik ve
tek kullanimlik eldivenler giymeli, siperlik veya
gozlik takmalidir. NO95 maskeleri, yalnizca
dogrulanmig veya siipheli COVID-19
hastalarinda,aerosol olusan islemlere saklanmalidir.
Karantina donemlerinde ideal olmasa da evden
raporlama yOntemine gecilmis ise mamografi
degerlendirilmesi  i¢in  Smegapiksel  ekran
kullanimindan vazgecilmemelidir. Siire¢ uzarsa
ekranlar zaman zaman fizik miihendislerince
kontrol edilmelidir (4).

Meme goriintiillemede diistik 6ncelikli  durumlar
“karantina _kaldirilincaya kadar” ertelenmelidir.
Bunlar, belirtisiz hastalarda meme taramasi, meme
kanserinden tedavi gérmiis hastalarda yillik takip,
diger bulgularin yoklugunda meme agrisi (6zellikle
donglisel ve  iki  tarafli),  radyologlarin
degerlendirme veya biyopsi agisindan geciktirmede
sakinca gormedikleri lezyonlar, kisa siireli takipler,
¢ok geng (25 yas alti)hastalardaki kuskulu olmayan
lezyonlarin takibi, jinekomasti degerlendirilmesi,
silikon biitiinligiiniin  degerlendirilmesi ve kist
drenajidir.

Yiiksek oOncelikli durumlar ise meme apsesi gibi
drenaj gerektiren durumlar, inflamatuar veya lokal
ileri meme kanserine dair klinik siiphe, gebelikle
iligkili meme kanseri sgiiphesi, multidisipliner
konseyde tartisilan ve kritik oldugu belirlenen
vakalar, kitle, ciltte kalinlasma, gamze, kanli veya
sulu (siit gibi olmayan) meme basi akintisi, aksiller
kitle veya lenfodem bulgularindan birinin yeni
gelismesi, meme ucunun sonradan ige donmesidir.
Bu durumlar da acil degerlendirme olarak kabul
edilmemeli; COVID-19  tamili,  semptomlar
nedeniyle COVID-19 siipheli, 14 giinliik izolasyon
siiresi igindeki hastalarin veya COVID-19 hastasi
ile yakin temasta bulunmuskisilerin meme
goriintiileme randevusu 14 giin veya yerel halk
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saghg yetkililerinin 6nerdigi sekilde ertelenmelidir

4).

Amerika Meme Goriintiileme Dernegi (Society of

BreastImaging-SBl), oncelikle, her sehir ve eyaletin

farkli kosullarla kars1 karsiya bulundugu bir halde;

meme goriintiileme pratigini yeniden baslatmak i¢in
kararin lokal bazda alinmasina dikkat ¢ekmektedir

(5). Bazi tesisler, bolgelerinde hala ¢ok sayida

COVID-19enfeksiyonuyla basa ¢ikmaya galisirken,

daha az etkilenen bdlgelerdeki uygulamalar,

goriintiileme pratigini yakinda yeniden baslatmak
icin hazirliklar yapiyor olabilir. Onemli olan
glivenli zamanlamanimn saglanmasidir. Enfeksiyon
dalgasimin toplumdaki derinligi-hasta yogunlugu,
ilgili bolgeye ait karantina, sokaga ¢ikma yasagi ve
kisitlamalar, tesislerin durumu, kigisel korunma
ekipmanlarmin ulasilabilirligi ve uygun sosyal
mesafeyi siirdiirme yetenegi gibi birgok faktore
baghi olarak degisiklik gosterecektir. Meme
goriintiilemeyi yeniden baslatma karari, cerrahlarin,
onkologlarin ve radyasyon onkologlarinin yeni
teshis konmus hastalar1 kabul etme kapasitesini de

hesaba katmalidir (5).

Gilivenli meme goriintiileme uygulamast icin

oneriler ise(5);

o Her hastayr  COVID-19maruziyeti  veya
semptomlart igin tesise girmeden hemen once
tarayin ve yalnizca COVID-19 tarama stirecini
tamamlamig hastalarla devam edin.

e Bekleme sirasinda topluca bulunmayr énlemek
icin  randevu  sayilarmmiCOVID-19  dncesi
seviyelere gére azaltin.

o Tekrarlayan salgin riski belirgin sekilde
azaldigindaCOVID-19  éncesi  seviyelere
doniin.

e  Bekleme ve soyunma odalarinda sosyal
mesafenin  korunabilmesi  i¢in  sartlari
diizenleyin.

e Hastalarn tesiste kaldigi stireyi sumirlandirmak
icin kayut, giris ve ¢ikissaatlarini degerlendirin
ve diizenleyin.

o Personel sayisini degerlendirin ve bu sayiyt her
hasta igcin miimkiin olan asgari sayr ile
strlayin.

e Personelin ve hastalarin tim ziyaretler igin
maske takmasini saglaymn.

o Kisisel korunma ekipmanlarimidegerlendirin.

e  Hastalarin tesis ziyaretlerinin siiresini ve
sayisint azaltmak icin kolaylastirilmis veya
kisaltilmus goriintiileme protokolleri
uygulamayr  digstiniin ~ (kisaltilmis ~ MRI
protokolleri, ayni giin tarama yorumu, ayni
giin biyopsi performansi gibi).

549

Sonu¢

Diinya Saglik Orgiitii verilerine gére COVID-19
salgini, her gecen giin diinyada daha g¢ok Kkisiyi
etkilemektedir. Bazi kontrol 6lgekleri bildirilse de
COVID-19 pandemisi, hala saglik sistemlerini
zorlamakta ve  hizmetlerin  ihtiyaca  gore
sekillenmesini  kagimilmaz  kilmaktadir.Pandemi
ilerledikge, viral bulag ve saglik sistemi tizerindeki
etkisi hakkinda giderek daha fazla bilgi edinilmekte
ve rehberler de zaman zaman giincellenmektedir.
Salgimnin baslangicindan bu yana her {ilkenin,
boélgenin, il-ilce-kdy bazinda yerlesim yerinin ve
hatta saglik tesisinin kendi gergegi ortaya
¢ikmaktadir. EUSOBI, CSBI, CAR, SBI oénerileri,
genel olarak  tamimlandiklari  cografyalarmn
ihtiyaclarma gore sekillendirilmistir, birbirlerini
tamamladiklar1  kabul edilebilir. Bu Oneriler
Tiirkiye’de saglik hizmetini vermeye devam eden
saglik  profesyonellerine kendi yonergelerini
olusturmada rehberlik etmesi amaci ile bir araya
getirildi.

Son olarak, hastalarin ve saglik c¢alisanlarinin bu
donemde maske ve siperlik gibi kisisel korunma
ekipmanlarini uygun sekilde kullanmalari &nem
tasimaktadir. Meme Radyolojisi pratiginde 6zellikle
mamografi, ultrasonografi ve biyopsi islemlerinde
hasta ve saglik calisaninin belirli bir siire sosyal ya
da fiziksel mesafeyi koruyamayacak sekilde yakin
bulunmasi gerektiginden kigisel korunma 6n plana
¢ikmaktadir.
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