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TURK JINEKOLOJIiK ONKOLOJi DERGISi
YAZIM KURALLARI

Tiirk Jinekolojik Onkoloji Dergisi International Committee of Me-
dical Journal Editors-2001 (Uniform Requirements for Manuscripts Sub-
mitted to Biomedical Journals) kurallan temel alinarak hazirlanmistir.

Tirk Jinekolojik Onkoloji Dergisi yilda dért kez yaymlamir. Der-
ginin yaz1 dili Tiirkce olup Jinekolojik Onkoloji alanindaki klinik ve
deneysel ¢cahismalara dayah orijinal arastirma yazilan, derlemeler, ori-
jinal olgu sunumlan ve editore mektuplar yaymlamr. Jinekolojik cer-
rahi, radyoterapi, kemoterapi, patoloji, sitoloji, endokrinoloji, genetik,
molekiiler biyoloji ve epidemiyoloji temelinde Jinekolojik onkoloji ile
ilgili tiim branslar tarafindan hazirlanan cahismalar kabul edilmektedir.
Gonderilen yazilar adi gizli tutulan iki hakem tarafindan yaymlanmaya
yeterliligi yoniinden degerlendirilerek kabul veya red edilmektedir. Ya-
zilar asafida belirtilen kurallara gére hazirlanmah ve

Ali Avhan

Editor, Tiirk Jinekolojik Onkoloji Dergisi

Giines Tip Kitabevi, M. Rauf Inan Sokak No: 3/B
06410-Sihhive, Ankara-TURKEY

e-posta: jinekolojikonkoloji@guneskitabevi.com

Adresine gonderilmelidir. Ayrica derginin yardimci editérlerine
veya bolgesel sorumlularina da gonderilebilir. Postadaki kayip ve gecik-
meler dergimizin sorumlulugu disindadir.

Tim yazilar cahsmanmm ana bulgularm iceren bir iist yaz ile gén-
derilmelidir. Ust yazida calismamn bashg, tiirii, -makalenin icerigi ko-
nusunda uzlasmak yazarlann sorumlulugunda oldugundan- yazarlarin
timiiniin imzas1 ve daha 6nce baska bir yerde yayinlanmadigina veya
es zamanh olarak baska bir dergiye gonderilmedigine dair yazarlarn ta-
ahhiitii olmahdir. Daha 6nce sunulmus bildiriler yer ve tarih belirtmek
kosulu ile yaymlanabilir. Yaz1, sekil, tablo, resim ve grafikler iic kopye
halinde basihi olarak ve ayrica elektronik ortamda da (disket,CD, vb.)
gonderilmelidir. Daha sonra ¢ikacak sorunlan énlemek icin yazarlara
yazilarimn bir kopyesini saklamalan énerilir,

Elekironik Makale Ginderimi

Cahsmalar www jinekolojikonkoloji@guneskitabevi.com adresine
e-mail eklentisi nlaraﬂ( da gonderilebilir. Elektronik olarak gonderilen
calismalarin ayrica basilmus sekilde ginderilmelerine gerek yoktur. Boy-
lece posta volu ile dogacak gecikmelerin 6niine gegllehllecekur Yazilar
ve de tablolar “Word” dosyasi olarak gonderilmeli; sekil, grafik ve fo-
tograflar ise yazimn icine konulmadan “JPEG” dosyas1 olarak gionde-
rilmelidir. Avrica, tiim vazarlarca imzalanmis {ist vazi “Scan” edilerek
gonderilmelidir.

Yazimin Hazirlanmasa

Yazilar Tirkce olarak hazirlanmahdir. Yazilar standart A4 beyaz ka-
git tizerine cift arahikh olarak, kagidin sadece bir rijziinej ‘Times New
Roman’ karakteri ile yazi boyutu 12 punto ve kenarlardan 2.5 em bosluk
birakilarak hazirlanmahdir. Sirasiyla su béliimlerden olusmahdir: Bashk
sayfas1, Tiirkce ve Ingilizce 6zet, anahtar sozciikler, makale, tesekkiir,
kaynaklar, makale 6zeti, tablo, grafik ve sekiller. Her bir sayfa bashk say-
fasindan baslanarak numaralanmal ve sayfa numaralan sag tist kdseye
vazilmahdir.

Gozlemsel ve deneysel cahsmalarla ilgili arastrma yazilan su
bashklan iceren alt béliimlere ayrnilmahdir: Giris, Materyal ve Metod,
Sonuglar ve Tarunsma. Materyal-metod ve sonuclar béliimleri acikla-
mava vardimci olmak tizere ilave alt bashklar kullamlarak hazirlana-
bilir. Olgu sunumlarinda giris, olgu sunumu ve tartisma béliimleri
bulunmahdir. Derleme yazilar ve editére mektuplar kendine dzgii alt
bashklardan olusabilirler.Derleme tiiriindeki vazilar editérler kurulu
tarafindan &nceden planlandif icin bu tir ¢ahsmalar génderilmeden
once kurul onayr alinmahdir.

Bashk Sayfas1

Bu sayfa su bilgileri icermelidir: 1) Yazimin Tiirkge ve Ingilizce
bashg, 2) Yazarlann agik ad ve soyadlan, tinvanlan, 3) Dergide sayla
iistlerine yazilmak tizere 60 karakteri gecmeyecek sekilde kisa bashk,
5)Cahsmamnin tiirdi, 6) Cahsmanm vapildig: klinik, boliim ve enstittile-
rin isimleri, 7) Sorumlu yazann telefon, faks ve e-posta da dahil olmak
lizere ayninnh yazisma adresi. Yazar sayis1 arastirma makalelerinde 7'yi,
olgu sunumlannda 5, derleme ve editére mektuplarda 5'i gegmemeli-
dir. Ancak cok merkezli calismalarda en fazla 12 vazara izin verilmek-
tedir.

Ozet

Yurt disindan gelen makalelerde Tiirkce 6zet ve anahtar sozciik zo-
runlulugu olmasa da her yazida her biri 250 kelimeyi asmayacak sekilde
Ingilizce ve Tiirkce 6zet bulunmahdir. Bu béliimde amag, metaryal ve
metod, sonuclar ve tartisma altbashklan olmahdir. Olgu sunumlarinda
amag, olgu sunumu ve tartisma béltimleri olmahdir. Derleme yazilarn
ozetleri, derlemenin 6nemli noktalaninin kisa bir degerlendirmesi olma-
hdir. Editore mektuplarda 6zet yazilmamahdar.

Anahtar Sizciikler

Arastirma yapan arastinicilarca kullamlmak tizere en fazla 6(alt)
adet anahtar sozciik verilmelidir. Index Medicus'taki Medical Subjects
Headings listesine uygun sozciikler kullanmaya 6zen gosterilmelidir.

Giris

Okuyucuyu problem ve diger yazarlanin bu konudaki bulgulan
hakkinda bilgilendirmek amaclanmahdir. Cok 6nemli makaleler refe-
rans olarak kullamlmah ve cahsmanin amaci hakkinda acik ve ayrnnuh
bilgi verilmelidir.

Materyal ve Metod

Cahsmanin tiim ayrintilan acikca belirtilmeli ve klinik, teknik veya
deneysel yontemler tekrarlanabilecek sekilde tiim ayrnulan ile agik-
lanmahdir. Yontemle ilgili daha énce yayinlanms olan yazilar kaynak
gosterilmelidir.

Sonuclar
Bulgular hicbir yorum katilmadan belirtilmelidir. Tablo, sekil veya
grafiklerdeki verilerin tekran olmamahdir.

Tartisma

Bulgular, diger yazarlarm o6nceki cahsmalanndaki bulgularla
iligkilendirilir ve bu veriler {izerine yorum yapihr. Bu bulgulann deney-
sel arastirma veya klinik uygulama alanma katkilan da aciklanmahdir.

Tesekkiir

Kisaca verilmelidir.

Kaynaklar

Yaz: icinde ilgili yerde parantez icinde kullamlmali ve bu siraya
gore numaralandinlarak dizilmelidir. Yazarlar kaynaklarnn dogrulugun-
dan kendileri sorumludur. Alti yazara kadar olan yazilarda yazarlarin ta-
mami yazilmah daha fazla ise ilk iicii yazilarak Ingilizce yazilarda ‘et al.’;
Tiirkce yazilarda ‘et al.” seklinde kisalulmahdir. Dergi kisaltmalan Index
Medicus'a uygun olmahdir. Olgu sunumlarnda en fazla sekiz kaynak
gosterilmelidir. Kaynaklar asagida aciklanan formatta diizenlenmelidir.

a. Kaynak bir dergi ise:

Sloan AER, Powers ME. A perspective on popular perceptions of
adverse reactions to foods. ] Allergy Clin Immunol 1986;78:127-132.

b. Kaynak bir kitap ise:

DiSaia P), Creasman WT: Clinical Gynecologic Oncology, 5.
ed.,Baltimore, Mosby-Year Book Inc., 1997.

c. Kitaptan bir béliim ise:

Clague JE, Horan MA. Injury in old age. In: Evans ]G, Williams TF,
Beattie BL, Michel JP. Wilcock GK (eds). Oxford Textbook of Geriatric
Medicine. Oxford University Press. NY, USA, 2000; 98-102.

Makale Ozeti
Icindekiler boliimiinde bash@m alinda kullamlmak iizere cahisma
en fazla 25 kelimeyle 6zetlenmelidir.

Tablolar

Tablolar vaziyi tamamlamal, vazidaki verilerin tekrann olmamah-
dir. Her tablo avn bir sayfada olmali ve ayrn ayrn ‘Roman rakamlan ile’
numaralandirlmalidir. Agiklayicl bilgiler ‘dipnot’ seklinde verilmeli ve
dipnot st simge seklindeki harflerle belirtilmelidir. Tablolar yazidaki
siraya gore numaralandinlmahdar.

Sekil, Grafik ve Fotograflar

Aym sonuclar ya tablo ya da grafik olarak verilmeli ikisi birden
olmamahdir. Biitiin sekiller, ayn ayn ‘Arabic’ olarak numaralanmah ve
yvazidan ayn olarak sunulmahdir. Yayincimim bu materyalleri kiiciiltme
veya biiytiltme hakkl sakhdir. Ok isaretleri, harfler ve numaralar pro-
fesyonelce yerlestirilmeli eger yapilamazsa, gercek sekil veya fotograf
tizerine degil, yapistirilan bir materyal fizerine yazilmahdir. sekil alt
aciklamalar kisa olmah dért veya bes satn ge¢cmemelidir. ‘Aciklama icin
makaleye bakimz’ seklindeki yazimlardan kacimilmahdir. Tablo, sekil ve
grafiklerin listesi ayn bir sayfada verilmelidir.

Proof

Sadece sorumlu yazara gonderilecek olup sadece gerekli
degisiklikler yapilarak en kisa siirede geri gonderilmelidir. Yeni ekle-
meler yapilmamahdar.

Haklar

Dergide yayinlanan yazilarin yaym hakk: yayinlanmaya kabul'den
itibaren Giines Tip Kitabevi'ne aittir. Yazilarin etik ve bilimsel sorumlu-
lugu yazarlara aittir. Yazarlara telif ticreti 6denmemektedir.

Yukanda belirtilen sartlan saglamayan makaleler, ilgili sartlann ta-
mamlanmasi icin yazarlanna iade edilecektir.
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THE TURKISH JOURNAL OF GYNECOLOGIC ONCOLOGY
INSTRUCTIONS TO AUTHORS

* Original research papers and case reports about women’s health, reimductwt
physiology and health are considered to be published in this ]numal The reviews
of the authors who are invited by the editorial board are to be considered.

= Languages of the journal are Turkish and English.

= Uploading the articles via the internet (http:/trsgo.dergisi.org/submit) is sugges-
ted in order to assess articles faster.

= The editor get the articles which are stylistically appropriate analysed by advi-
sors. When deemed necessary, they are sent to other advisors or published after
the necessary changes are carried out by authors.

= Any of the authors can not be removed from the author's list without a written
consent of all the authors. No person can be added to the list as the author or the
order of authors cited in the list cannot be changed.

= All authors should indicate that they contribute to this journal academically and
scientifically and they share the scientific and ethical responsibility of the journal
in a cover letter.

Thereafter, a form will be sent to authors and the authors will be requested to fax or

send this form upon signing it.

Scientific Responsibility

* Authors should plan or perform the work of their article themselves. They should
write the article or revise it, make a statistical assessment or approve its final state
to be sent to the pubhﬁher The convenience of the articles to scientific rules is
under the responsibility of the authors.

* The analysis of a hypothesis in research papers is performed with the statistical
assessment of the data. Before articles are sent, they should be evaluated by a
biostatistical expert. If biostatistical expert is not among the listed authors, then
s/he should be cited in the acknnwiedgfmem part of the article. In a statistical
assessment, the quantity of the findings should be indicated and measurement
errors or confidence interval should be shown with coherent rates when possible.
Statistical concepts, abbreviations and symbols should be described. The statisti-
cal appropriateness for the journal could be found on-line at www.acponline.org/
journals/resource/unifreqr. htm

Ethical Responsibility

» Belore the article is published, authors should sign and notify the form of “copy-
right and financial support agreement™. The written form sﬁruwing that the con-
sent and support of supervisory and ethical board are provided or the principles
about human experimentations laid down in Helsinki Agreement (which was
adopted in 19 ?)5[5, (http://www.wma. net/e/policy/b3.htm) are complied with or
not and the consent is obtained from people participated in the research after
they are instructed should be affixed in the MATERIALS AND METHODS secti-
on.

» Ifanimals are used in researches, then the authors should notify that they protect
animals’ rights and they are given approval from ethics comittee of their institu-
tions.

» 1If there is a direct or indirect commercial link in the article or an institution/a
firm that gives financial support for the research, the authors should describe this
commercial relationship (consultation or other agreements) with this commerci-
al product, drug or firm that is benefited from on the front page.

Evaluation of the Article In Terms of the Language It Is Written

» Turkish articles should be based on Turkish dictionary and medical terms dicti-
onary of The Turkish Linguistic Society. Eniilsh abstracts should be evaluated by
linguistic experts and the expert’s consent should be particularly indicated to the
editor on the presentation page.

*  When the written text (after appmw:d for puhhshmg} is published, it is accepted
that it belongs to the journal and its t:t:rlb T ht (The THIE]:S]'[ Society of Gyneco-
logic Oncology) is transferred to the

« The editor does not accept the IEPGHSIIJIIH} nf any injury or loss to any com-
modity or people which can be caused by The Tutklﬂd Society of Gynecologic
Oncology and the publisher.

Preparation of the Text

“The journal” uses a sample pattern for the articles sent to medical journals. The text
shnultli be written on a compatible Microsoft Word file in double space and boldface,
a white and A4 paper with at least 25 mm margin on one side. The extension of the

file should be *.doc.

The following article components should be written in a new blank page:
Page 1, General Heading, maximum 40 characters including spaces.

Page 2, Heading, Complete Heading, full names of authors and their academic status,
addressees, approved financial support (fund)

Page 3, Abstract, Key Words, Abstract should include the target, planning, establish-
ment of the experiment, patients, results and discussion. It should not exceed
250 words. 3 to 10 key words should be defined below the abstract. The abstract

should include structural featares. (It should be a structured abstract)

Aim:

Material &methods
Results
Conclusions

The following sections should be included to the article below the abstracts.

Introduction

Materials and Methods
Results

Discussion
Acknowledgement
Bibliography

Tables and explanations

All individuals that are presented as authors should be qualified in authoring. Each
author should contribute to the research sufficiently. Generally more than six authors
are not deemed convenient.

Page 4, Heading, abstract and key words should be prepared in English. This page
shall include the features of the third page. The page written in Enghsh 5]135‘
reviewed by a professional linguistic expert, if deemed necessary. This page Shaﬂ
be used by foreign indexes.

Acknowledgements

The people who contribute to the research not as an author but as an intellectual can
be written here with their functions. Example: “Scientific Adviser”, "Data Collector”
or “Clinician”. To write down these people’s name, their consent is required. The
authors are responsible for providing the written consents.

References

References should be numbered as in the order they are cited in the article. The
references cited in tables and figures for the first time should be stated in the text,
where the tables and figures are explained, as well. References should be written in
arabic letters within brackets.

Presentations, unpublished observations and self-assessments should not be used as
references. Non-verbal references can be written in brackets. The original journal
should be indicated and the expression of “to be published” should be affiliated to
articles which are not published but accepted as references. References should be
verified with the original documents of the authors.

The titles of journals should be in accordance with abbreviations determined in In-
dexMedicus. All the authors of the article should be cited. If the number of the aut-
hors are over six, “et al.” should be used for the seventh author.

Examples

Article in a journal

1. Takihara H, Sakatoku J, Cockett ATK. The pathophysiology of varicocele in male
infertility. Fertil Steril 1991; 55: 861- 8.

Books

2. Colson JH, Armour W]. Sports injuries and their treatment. 2nd rev. ed. London:
S. Paul, 1986. 3. Diener HC, Wilkinson M, eds. Drug-induced headache. New
York: Springer-Verlag, 1988. 4. Weinstein L, Swartz MN. Pathologic properties
of i:warfing microorganisms. In: Sodeman WA Jr, Sodeman WA, eds. Pathologic
physiology: mechanisms of disease. Vol 1. Philadelphia: WB Saunders, 1974
457-72.

Abstract

5. O'Hanley P, Sukri N, Intan N. Morbidity and mortality trends of typhoid fever
due to Salmonella typhi at the Infectious Disease Hospital (IDH) in North Jakarta
from 1984 to 1991 [abstract no. 945]. In: Program and abstracts of the 32nd In-
terscience Conference on Antimicrobial Agents and Chemotherapy Washington,
DC: American Society for Microbiology, 1992: 268.

Letter
6. Kremer ]. Yardsticks for successful donor insemination [mektup]. Fertl Steril
1991: 535: 1023- 4.

“To be published”
7. Lillywhite HB, Donald JA. Pulmonary blood flow regulation in an aquatic snake.
Science. “To be published™

Tables, Figures, Abbreviations, Descriptive Information and
Permissions

Tables: Tables should be written to seperate pages with double spaced. They should
be titled and numbered with arabic numerals as in the order they are cited in the
text. Tables should not be presented as photographs. Compact titles should be
given to Ever{ coloumn. Descriptive information should be provided in footno-
tes, not in titles. The letters of ab.c.d.e f should be used in footnotes and as in
the order stated hereinbefore.

Figures: Figures should be professionally drawn and photographed. Hand-drawings
or typescripts are not accepted. Letters or markers should be legible and font size
should be fixed for every figure. Capital letters should be used for the explana-
tions in figures. Symbols, writings and numbers should be considerably clear in
order to be legible even when they are minified for publishing. Titles and detailed
explanations should be within the writings belonging to the figure not inside
the drawings. Figures should be 304 dpi gray scale at least and scanned in color.

Abbreviations: An abbreviation should be stated along with the word within its first
appearance in the text. Afterwards, same abbreviation should be used constantly.

Descriptive Information: Descriptive information should be written consecutively
in a seperate page with double spaced.

Permissions: Materials provided from other resources should be well documented
with a written statement of the copyright owner.

Case Reporis

Case Reports should be brief, informative and comprised of 7 pages double spaced
with a table or figure. The technique or method used is limited with 10 pages double
spaced and 3 graphics.

Letter to Editor

This part is constituted of the critics about the articles that have been published in
the l%'u:-um:al recently Letter should be brief (400 words), double spaced and comp-
rised of 5 quotations at most. Letters and replies should be in accordance with the
format of the journal. Address, phone and fax number and e-mail address should be
indicated alongside the corrospondance.

Editor has a right to shorten the letter and make other modifications necessary to
provide convenience with the format of the journal

Proofreadin

If there is no other directives, proofreadings will be sent to the author. When ne-
cessarjf corrections are carried out, the article will be resent to journal as soon as
possible. A letter will be sent to the author, the acceptance of whose article is final.
Changes carried out in proofreadings are within the responsibility of the author ex-
cept for typos.

MNote: It is very important for our publishings to be given as references in terms of
fostering our national publishing
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TURK JINEKOLOJIK ONKOLOJi DERGISi Analysis of Prognostic Factors in
2023-2, Sayfa 1-8 Malignancies of Gynecological Origin with
Original Article Brain Metastases

Tahir Eryilmaz', Huseyin Akilli’, Ali Ayhan', Ahmet Muhtesem
Adildere!

ABSTRACT

Objective: We aimed to evaluate the demagraphic and clinical characteristics of patients diagnosed with brain metastases of gynecological origin and ta
analyze the factars affecting prognaosis after the diagnasis of brain metastases.

Material and Methods: Forty-eight patients with brain metastases who were followed for gynecological cancer in Baskent University's Department of
Gynecological Oncology between 2008 and 2021 were evaluated retrospectively. Demaographic, clinical, and pathological characteristics of the patients and
the distribution of treatments according to gynecological cancers since the time of primary diagnosis were noted. Median survival times after the diagnaosis

of brain metastasis were evaluated statistically. Prognastic factors affecting the process of brain metastasis and survival after diagnosis were statistically
analyzed.

Results: The median survival time after the diagnosis of brain metastasis was 8 months. It was 12 manths in cases of ovarian cancer, 4 manths for endometrial
cancer, 8 months far cervical cancer, 3 months for vulvar cancer, and 4 months far uterine sarcomas. In univariate analysis, lesion number, localization,
extracranial metastasis status, and treatment method were found to be associated with survival after brain metastasis, while lesion localization and treatment
method were independent variables affecting prognosis in multivariate analysis.

Conclusion: Patients with the best prognosis after brain metastasis were treated with combined therapy. However, stereotactic brain radiotherapy alone had
a better prognosis compared to patients who received whaole brain radiotherapy alone.

Keywords: Gynecologic malignancy, Brain metastasis, Prognostic Factor, Radiotherapy

OZET

Amac: Jinekolojik kdkenli beyin metastaz tamisi alan hastalarin demografik ve klinik Gzelliklerini degerlendirmeyi ve beyin metastaz tanisindan sonra
prognozu etkileyen faktdrleri incelemeyi amacladik.

Materyal ve Metod: Baskent Universitesi Jinekolojik Onkoloji Anabilim Dali'nda 2008-2021 willan arasinda jinekolojik kanser nedeniyle takip edilen
ve beyin metastaz tanisi alan 48 hasta retrospektif oclarak degerlendirildi. Hastalann demografik, klinik ve patolojik ozellikleri ile ilk tarm anindan itibaren
uygulanan tedavilerin jinekolojik kanserlere gore dagilimi tespit edildi. Beyin metastaz teshisi konulduktan sonra medyan sagkalim siireleri istatistiksel olarak
dederlendirildi. Taru sonrasi beyin metastazi sonrasi sagkalimi etkileyen prognostik faktarler istatistiksel olarak analiz edildi.

Bulgular: Beyin metastaz teshisi konulduktan sonra medyan sagkalim suresi 8 aydi. Over kanserinde 12 ay, endometrial kanserde 4 ay, rahim agz kanserinde
8 ay, vulva kanserinde 3 ay, rahim sarkomlarinda 4 aydi. Univaryant analizde lezyon sayisi, lokalizasyonu, ekstrakraniyal metastaz durumu ve tedavi yantemi

beyin metastazi sonrasi sagkalim ile iliskili bulunurken, multivaryant analizde lezyon lokalizasyonu ve tedavi yontemi prognozu etkileyen bagimsiz degiskenler
olarak bulundu.

Sonug: Beyin metastazindan sonra prognozun en iyi kombine tedavi sonrasinda elde edildigi garildid. Bununla birlikte, tek basina stereotaktik beyin
radyoterapisi, tek basina tim beyin radyoterapisi alan hastalara kiyasla daha iyi bir prognoza sahipti.

Anahtar kelimeler: Jinekolojik malignite, Beyin metastazi, Prognostik faktar, Radyoterapi
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Introduction

Brain metastasis (BM) is an important condition asso-
ciated with serious morbidity and mortality in cancer
patients (1). While it is more common in cases of breast
cancer, lung cancer, and malignant melanoma, it is
rarely seen in gynecological cancers (2). It was reported
to occur at rates of 0.3% to 12% in cases of ovarian
cancer, 0.2% to 2% in endometrial cancer, and 0.2%
to 2.1% 1in cervical cancer (3-7). There is not enough
knowledge about the incidence of BM in cases of vulvar
cancer or uterine sarcoma (8, 9).

In cases of gynecological cancer with BM, the prog-
nosis is very poor and survival is unfortunately still
expressed in months. The median survival time after
BM was reported as 6 months in cases of gynecological
cancer in general and as 10.1, 7.5, and 5 months in
ovarian, endometrial, and cervical cancers according to
gynecological origin, respectively (3, 10).

In recent years, it has been reported that the survival
rates of patients with BM have increased with develop-
ments in surgical techniques and radiotherapy technol-
ogy. Whole brain radiotherapy (WBRT) has been used
for many years to treat BM and it is applied as irradia-
tion to the whole brain. Stereotactic brain radiotherapy
(SBRT), on the other hand, involves the application of a
high-dose gamma knife beam specifically to the lesion.
Its use is becoming more common due to the high ef-
ficacy of the treatment and fewer side effects (11, 12).

It has been reported that patients with younger ages,
high performance status, and no extracranial metasta-
ses have better prognosis after the diagnosis of BM (13).
The morphological features of the tumor are thought to
be important factors in determining both the prognosis
and the appropriate treatment (14).

The current study aimed to evaluate the demograph-
ic and clinical characteristics of patients diagnosed with
BM of gynecological origin and to analyze the factors
affecting prognosis after the diagnosis of BM.

Material and Methods

A retrospective analysis of the data of patients followed
in Baskent University's Gynecological Oncology De-
partment between January 2008 and December 2021
was performed. Patients with clinical suspicion of BM
underwent surgical confirmation with imaging mo-
dalities as appropriate for each case (Figure 1). The
inclusion criteria of the study included pathological
diagnosis of primary gynecological malignancies, diag-
nosis of BM by computed tomography and/or magnetic
resonance imaging, and no prior BM. Exclusion criteria
were a history of malignancy other than gynecological
cancer and the presence of neuromuscular disease un-
related to central nervous system disease and/or BM.
The follow-up data and treatment information of pa-
tients who received part of their treatment in another
center due to gynecological malignancy and/or BM
were included in the study after their eligibility for the

BM Pre-Diagnosis
‘ n=48 (100%)
Only Imaging Imaging +Surgery
n=31 (64.5%) n=17 (35.5%)
|
Hemorrhage Emergency Surgery Surgical Resection

Brain Edema < |

n=3 (6.3%) ! = o

Figure 1: Distribution of brain metastasis diagnosis methods according to patients
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study was confirmed. From the time of diagnosis of the
primary malignancy, all treatments applied for the pa-
tients were determined by the gynecological oncology
board.

BMs were detected in 48 patients followed for gy-
necological malignancies. Stage, tumor grade, and
initial treatments applied were noted according to the
origin of the gynecological malignancy. The origin and
grade of the tumors were determined by pathologists
experienced in gynecological cancers and subsequently
re-evaluated and revised by a different pathologist ac-
cording to the 2020 classification of the World Health
Organization (WHO). The current International Fed-
eration of Gynecology and Obstetrics (FIGO) classifica-
tion was used for staging. Initial treatments for gyneco-
logical malignancies included neoadjuvant chemother-
apy, chemotherapy and radiotherapy, surgery (primary
staging or primary cytoreduction) followed by chemo-
therapy, and surgery followed by chemotherapy and
radiotherapy. The age, Karnofsky performance status
(KPS) score, diagnostic method, extracranial metastasis
status, morphological features of the lesion, and treat-
ment modality of the patients diagnosed with BM were
specified. The number of lesions was evaluated as sin-
gle or multiple (=2). Lesion localization was evaluated
as supratentorial (brain parenchyma tissue), infraten-
torial (cerebellum, brain stem), or both infratentorial
and supratentorial, and lesion sizes were recorded as
<3 cm or 23 cm. Treatment modalities for BM were
evaluated in 4 main groups that included patients who

Table 1 « Demographic and Clinical Characteristics

underwent palliative treatment, surgery, radiotherapy
(WBRT/SBRT), and combined treatment (postsurgical
radiotherapy).

IBM SPSS Statistics 23.0 (IBM Corp., Armonk, NY,
USA) was used for statistical analysis. Data were re-
ported as medians and ranges for continuous variables,
while binary variables were reported as numbers and
percentages. Chi-square tests, ANOVA, and t-tests were
used as appropriate for comparisons between variables.
Kaplan-Meier and log-rank tests were used to analyze
survival. Factors affecting survival were evaluated with
multivariate Cox regression analysis (p<0.05). Hazard
ratios (HRs) were stated at 95% confidence intervals

(95% Cls).

Results

The median follow-up time of the patients was 37.5
(1-161) months. According to cancer type, the follow-
up duration was 42 (1-161) months for ovarian cancer,
28 (5-115) months for endometrial cancer, 25 (5-93)
months for cervical cancer, 49.5 (37-62) months for
vulvar cancer, and 35 (5-116) months for sarcoma.
Twenty-seven (56.3%) patients had ovarian cancer, 8
(16.8%) had endometrial cancer, 7 (14.6%) had cervical
cancer, 2 (4.2%) had vulvar cancer, and 4 (8.4%) had
sarcoma. The demographic and clinical characteristics
of patients diagnosed with BM are provided in Table 1
according to the diagnosis of the primary malignancy

GYE::T:L::_QIC Ovary Endometrium Cervix
n=48 (100%) n=27 (56.3%) n=8 (16.8%) n=7 (14.6%)
Follow-up period after ) y 5 :
BM disginosis (niowths) 20.5 (1-147) 27 (1-147) 125(1-111) 14 (2-85)
MeghnAge MDIgRORSE comouais) 56 (27-80) 64 (53-70) 55 (47-67)
of BM
Stage
| 3 (6.3%) - 1(12,5%) 1(14.2%)
I 6 (12.6%) 1(3.8%) 1(12,5%) 3 (43.2%)
Il 33 (74.3%) 22 (81.4%) 4 (50%) 2 (28.4%)
\" 8 (16.8%) 4 (14.8%) 2 (25%) 1(14.2%)
Grade
Low - - - -
Modarate 6 (14,3%) = 2 (25%) 3 (50%)
High 36 (85,75) 27 (100%) 6 (%75) 3 (50%)

Devam ediyor
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Table 1 « Demographic and Clinical Characteristics (Devami)

Gynecologic

Cancis Ovary Endometrium Cervix
n=48 (100%) n=27 (56.3%) n=8 (16.8%) n=7 (14.6%)
Initial Treatment
Neodjuvant
o S — 3 (6.3%) 1(3.8%) 1(12.5%) 1(14.3%)
Chemotherapy + .
Radiotherapy 2 (4.2%) 1(14.3%)
Surgery +
Chemotherapy 35 (79%) 26 (96.2%) 6 (75%) 1(14.3%)
Surgery +
Chemotherapy + 5(10,5%) 1(12.5%) 4 (57.1%)
Radiotherapy
KPS Score
< 30 28 (58.3%) 14 (51.9%) 6 (75%) 4 (57.1%)
> 30 20(41.7%) 12(48.1%) 2 (25%) 3 (42.9%)
Extracranial Metastases
Absent 14 (29.2%) 11 (68.7%) 1(6.25%) 2(13.5%)
Present 34 (70.85%) 16 (50.5%) 7 (21.8%) 5(15.6%)

BM: Brain Metastasis; KPS: Karnofsky Performans Scale

as ovarian, endometrial, or cervical cancer. The me-
dian time between cancer diagnosis and BM was 20.5
months. According to the gynecological origin, it was
27 (1-147), 12.5 (1-111), and 14 (2-85) months for
ovarian, endometrial, and cervical cancers, respectively
The median age at the time of diagnosis of BM was 59.5
(29-81.5) years. For ovarian, endometrial, and cervi-
cal cancers it was 56 (27-80), 64 (53-70), and 55 (47-
67) years, respectively. Forty-two (73.2%) cases were
stage I1I-IV and 6 (16.8%) cases were stage I-11, while
36 (85.7%) patients had grade 3 tumors and 6 (14.3%)
had grade 2 tumors. The initial treatment for the prima-
ry malignancy was surgery followed by chemotherapy
for 35 (79%) patients, chemotherapy and radiotherapy
for 5 (10.5%), chemotherapy and radiotherapy for 2
(4.2%), and neoadjuvant chemotherapy for 3 (6.3%).
At the time of BM diagnosis, the KPS score of 28
(58.3%) patients was <30 and 20 (41.7%) patients
had KPS scores of >30. The diagnosis of BM was made
by imaging after clinical preliminary diagnosis for 31
(61.5%) patients, while both imaging and surgical bi-
opsy were performed for 17 (30.5%) patients. Thirty-

four (70.8%) patients had extracranial metastases and
14 (29.2%) patients had isolated BMs, and 28 (58.7%)
patients had multiple BM lesions and 20 (41.3%) had a
single lesion. Tumor size was <3 cm in 24 (50%) cases
and 23 c¢cm in 24 (50%) cases. Tumors were present
in 22 (45.8%) cases in a supratentorial location, in 7
(14.6%) cases in an infratentorial location, and in 19
(39.6%) cases in both locations (Table 2).

Considering the treatments for BM, 11(22.9%) pa-
tients underwent palliative treatment and 1 (2.1%) pa-
tient underwent surgical resection alone. There were
23 (48%) patients in the radiotherapy-only group, and
17 (35.5%) of those patients received WBRT while 6
(12.5%) underwent SBRT. Combined therapy was ap-
plied for 13 (27 %) patients, and after surgical resec-
tion, 9 (18.7%) patients received WBRT while 4 (8.3%)
patients received SBRT.

The median survival time after BM was 8 months.
It was 12 months for patients with ovarian cancer, 4
months for endometrial cancer, 8 months for cervical
cancer, 3 months for vulvar cancer, and 4 months for
sarcoma (p=0.41) (Figure 2).
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Figure 2: Median survival times after brain metastasis (months)

Table 2 « Morphological Features of BM Lesion

Gynecologic
Cancer
(n=48, %100)

Ovary Endometrium Cervix
(n=27, 56.3%) (n=8, 16.8%) (n=7, 14,6%)

Number of BM
Single 20 (41.7%) 11 (55%) 3 (15%) 4 (20%)
Multiple 28 (58.3%) 16 (57.1%) 5(17.8%) 3 (10.7%)
Location of BM
Supratentorial 22 (45.8%) 10 (20.8%) 6 (12.5%) 3 (6.25%)
Infratentorial 7 (14.6%) 5(10.4%) - 1(2.1%)
Suprawentonal -+ 19 (39.6%) 12 (25.0%) 2 (4.2%) 3 (6.2%)
Infratentorial
Maximum Diameter of
BM
< 3cm 24 (50%) 17 (53.0%) 5 (62.5%) 3 (42.8%)
= 3cm 24 (50%) 10 (37.0%) 3 (37.5%) 4 (57.2%)
Treatment Modality
Paliative 11 (22.9%) 6 (12.5%) 2 (4.2%) 2 (4.2%)
Surgical Resection 1(2,1%) - 1(2.1%) -
WBRT 17 (35.5%) 9 (18.7%) 2 (4,2%) 4 (83.0%)
SBRT 6 (12.5%) 4 (8.3%) 1(2,1%) -
Surgical Resection
+ WBRT 9 (18.7%) 6(12.5%) 1(2.1%) 1(2.1%)
Surgical Resection
4 (8.3%) 2 (4.2%) 1(2.1%) -

+ SBRT

BM: Brain Metastasis; WBRT: Whole Brain Treatment; SBRT: Stereotactic Brain Radiotherapy
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Table 3 « Univariate and Multivariate Analysis of Prognostic Factors in Patients with BM*

Univariate Analysis

Multivariate Analysis

Initial HR Cl195%

Number of BM 3.26 0.31-8.92
Location of BM 0.43 0.02-0.67
Extracranial Metastases 2.85 0.34-11.82
Treatment Modality 7.45 1.37-8.54

p values HR Cl195% p values
0.02 2.13 0.38-13.09 0.41
0.01 0.22 0.06-0.78 0.02
0.01 2.20 0.57-8.48 0.25
0.001 3.71 1.44-9.57 0.007

*BM: brain metastases

The effects of prognostic factors in gynecological
cancers after the diagnosis of BM are summarized in
Table 3. In univariate analysis, extracranial metastasis
status (p=0.01), tumor localization (p=0.01), tumor
number (p=0.02), and treatment type (p=0.00) aftect-
ed prognosis. In addition, lesion localization (p=0.007;
HR: 0.22; 95% CI: 0.06-0.78) and treatment modal-
ity (p=0.02; HR: 3.71; 95% CI. 1.44-9.57) were inde-
pendent factors affecting survival after BM diagnosis in
multivariate regression analysis.

Discussion

In the present study, we found that the incidence of BM
among patients with gynecological malignancies was
0.6%. According to cancer type, the rates were 0.85%,
0.31%,0.39%. 1.1%, and 1% for ovarian, endometrial.
cervical, vulvar, and uterine sarcoma, respectively In
multivariate analysis, patients with supratentorial tu-
mors and combined therapy had a better prognosis af-
ter the diagnosis of BM.

In an Italian multicentric study (MITO-19) of pa-
tients with ovarian cancer, the median survival time
after BM was 12 months (15). In the review of endo-
metrial cancer patients performed by Ucella et al., the
median survival after the development of BM was re-
ported as 5 months (16). Curo et al. reported survival
of 2.3 months in their study of cervical cancer patients
(17). These survival outcomes for ovarian and endo-
metrial cancer are similar to our findings, but we have
reported longer survival times for patients with cervi-
cal cancer. The survival times of patients with vulvar
cancer and uterine sarcoma have also been presented
here, but more studies are needed to draw appropriate
comparisons (9, 18, 19).

Combined treatment had the best prognosis among
the treatment groups. In the group of patients receiv-
ing radiotherapy alone, better survival outcomes were
obtained with SBRT. Moreover, patients treated for
BM had a better prognosis than untreated patients.

Mahmoud-Ahmed et al. reported that the median sur-
vival time of patients who received radiotherapy after
surgery was 15 months and the median survival of pa-
tients who received only radiotherapy was 2.4 months
(20). In another study, Gressel et al. reported that the
median survival time of patients who received radio-
therapy after surgery was 10.5 months, while it was 4
months for patients who received radiotherapy alone
(14). Recent studies have shown that better results can
be obtained with SBRT treatment compared to WBRT
because SBRT has fewer side effects and can be used
more effectively for the lesion (21, 22). Meixner et al.
reported that patients who received only SBRT had a
median survival time of 10.7 months and had better
prognosis than patients who received WBRT (23).

Patients with no extracranial metastases, supraten-
torial localization, and a single lesion may have much
better survival with optimal treatment. However, the
correlation with lesion size was not found to be statisti-
cally significant. In previous reports, it was underlined
that the number of lesions and extracranial metastases
are the two most important prognostic factors (12, 23).
In this study, although it was found to be significant in
univariate analysis, its statistical significance could not
be shown in multivariate analysis.

The reported incidence of BM in cases of gyneco-
logical cancers is similar across studies conducted in
the last 50 years and remains lower than 1% (24). At
present, routine screening is not recommended due
to the rarity of BM among patients with gynecologi-
cal cancers (25). These recommendations may change
with early predictions of the diagnosis of BM and the
development of treatment methods (26).

Due to the general rarity of BM in cases of cancers of
gynecological origin, the low number of cases included
in the present study, and the fact that this was a single-
center study, the frequency of BM in this patient popu-
lation may not have been fully expressed. Additionally,
the retrospective nature of the study may have caused
misrepresentation in patient selection.
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In most studies performed to date, survival out-
comes after BM were found to be very poor. We suggest
that the extracranial metastasis status and morphologi-
cal characteristics of the lesion (lesion location, number
of lesions. and size of lesions) should be considered in
the selection of the most appropriate treatment meth-
od. We recommend combined therapy as the best ap-
proach in suitable cases. The more effective use of SBRT
applications rather than WBRT may increase survival
times, but more studies are needed in this regard.
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2023-2, Sayfa 9-14 Diagnosis Accuracy with Frozen Section at

Original Article Borderline Ovarian Tumors

Ozbilgec S', Akkus F!, Demir ET', Yilmaz O%, Oltulu P4, Acar A'

ABSTRACT

Objective: This study examined patients diagnosed with borderline ovarian tumors by frozen section. Some of these patients'final pathologies differed from
the diagnosis of borderline avarian tumors with frozen sections. The situations that cause this difference are the subject of this study.

Material and Methods: This research investigated 68 patients who had adnexal mass surgery at the Necmettin Erbakan University Meram Faculty of Medicine
Hospital between 2010 and 2022 and whose frozen section diagnosis results were recorded as borderline ovarian tumaors. The diagnostic accuracy of the
frozen section approach was determined using univariate and multivariate analyses.

Results: Unlike the frozen diagnosis, the features of the patients diagnosed with malignancy through definitive pathology were investigated. In these
instances, the preoperative cutoff value for carcinoembryonic antigen was 1.16 ng/ml and 43 years of age.

Results and conclusion: Unlike the frozen diagnaosis, the features of the patients diagnosed with malignancy through definitive pathology were investigated.
In these instances, the preoperative cutoff value for carcinoembryonic antigen was 1.16 ng/ml and 43 years of age.

Keywords: Frozen section, Borderline ovarian tumars, Malignant, Carcinoembryonic antigen, Age

OZET

Amac: Bu calismada adneksiyal kitle nedeniyle opere edilen ve frozen section ile barderline over timari (BOT) tarus: kanulan algulann son patolojileri ile
arasindaki iliski arastinld.

Gerec ve Yontem: Bu arastirma, 2010-2022 yillan arasinda Necmettin Erbakan Universitesi Meram Tip Fakiiltesi Hastanesi'nde adneksiyal kitle cerrahisi
geciren ve frozen section tanisi BOT olarak kaydedilen 68 hasta incelendi. Frozen section yaklasimimin tarisal dogrulugu, tek degiskenli ve ¢cok degiskenli
analizler kullarularak belirlendi.

Bulgular ve Sonug: Frozen sectiondan farkli olarak kesin patoloji ile malign tarusi kenulan hastalarin 6zellikleri arastinldi. Bu durumlarda ameliyat éncesi CEA
esik degerinin 1,16 ng/ml oldugu ve bu olgularnn 43 yasindan biyuk cldugu belirlendi.

Anahtar kelimeler: Frozen section, Borderline aver timari, Malignite, CEA, Yas
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Introduction

Borderline ovarian tumors (BOTs) are a diverse group
of lesions known as tumors with limited malignant
potential. These lesions are histologically characterized
by atypical epithelial proliferation that does not
include stromal invasion (1). BOTs are noninvasive
tumors that sometimes spread to the peritoneum
(2). These neoplasms are midway between benign
cystadenomas and invasive carcinomas. They are also
known as borderline, atypical, and low-risk tumors.
Most pathologists, gynecologists, and oncologists
use the term “borderline neoplasm,” endorsed by the
World Health Organization WHO. (3). Approximately
14-15% of initial ovarian tumors are borderline (4).
There are several histologies for borderline tumors,
such as epithelial ovarian cancer (5, 6). Among these,
serous or mucinous instances are the most common.
However, endometrioid, clear-cell and Brenner
borderline cancers are rare. Approximately 15 to 20%
of all ovarian serous neoplasms are borderline tumors.
Approximately 65 to 70% of ovarian borderline tumors
have histology classified as serous (6-8). Mucinous
tumors make up 11% of borderline ovarian neoplasms
(9). The incidence of these tumors varies from 1.8 t0 5.5
per 100,000 women per year in the US, Denmark, and
Sweden (4, 10, 11). One-third of borderline ovarian
tumor patients are aged under 40 years (4, 6). This
emphasizes ovarian function and fertility maintenance.
BOTs have the same clinical appearance as other
adnexal abnormalities. Some people present with no
symptoms (12). BOTs are evaluated similarly to ovarian
carcinomas, but serum cancer antigen-125 (CA 125)
is not helpful. Borderline tumors may cause growth in
the adnexa raising suspicions of ovarian cancer. This
indication provides the basis for the decision to proceed
with the surgical procedure. Intraoperative frozen
section is a frequent procedure, and the information
obtained helps determine the surgical treatment’s
scope. A meta-analysis of 18 studies on frozen section
results of ovarian disease showed great sensitivity
(65 to 100%) and excellent specificity (>99%) (13).
Large neoplasms, mucinous tumors (which have
greater histologic diversity), and borderline tumors all
reduce the sensitivity of the frozen section malignancy
detection method because they need more sections to
remove a circumscribed zone of invasive illness.

This study aimed to explore the accuracy of frozen
section BOT diagnosis and determine characteristics
associated with an upgrade to a conclusive diagnosis
of invasive cancer in patients with a frozen section BOT

diagnosis.

Material and Methods

We analyzed the clinical, laboratory, and pathological
data of patients who underwent surgery for adnexal
masses in our hospital between 2010 and 2022 and
were diagnosed with borderline ovarian tumors using
the frozen section method. A review of electronic
clinical and pathological files was performed to identify
individuals diagnosed with BOTs based on a frozen
section or a permanent histologic finding. In line with
the purpose of the research, the computerized records
of the patients were examined to obtain information
on their ages, whether or not they had gone through
menopause, the size of their fumors, serum tumor
markers carcinoembryonic antigen (CEA) and CA-125,
and permanent pathology reports.

SPSS wversion 22 (IBM SPSS Statistics, IBM
Corporation, Armonk, NY, USA) was used for all
statistical calculations. Descriptive features (mean,
median, and standard deviation) were evaluated with
descriptive statistical tests. The normal distribution of
the variables was analyzed according to Kolmogorov
Smirnov and Shapiro-Wilk tests Comparisons of
categorical parameters were analyzed with the help of
the chi-square test and Fisher’s exact test. Since our
data were not normally distributed, the nonparametric
Kruskal Wallis test was used for multiple comparisons.
The Mann Whitney U test was used to compare the
two groups. In addition, the operating characteristic
(ROCQ) curve was constructed to determine the optimal
threshold value of CEA level and age for an elevation in
permanent pathological diagnosis. A p-value of p<0.05
was considered significant.

All procedures performed in the current study were
approved by the institutional review board (Reference
number: 3822 and Year: 2022) following the 1964
Helsinki Declaration and its later amendments.

Results

We investigated 68 women aged 23 to 85, with a median
of 50 years. Table 1 shows the patients’ demographic
information. It includes the patient’s age, menopause
status, preoperative CEA and CA-125 levels, maximum
tumor sizes, tumor surface area, bilaterality, and
permanent pathologies.

Among the 37 cases where the final pathology report
was BOTs, seven were found to have microinvasion.
Two were serous, two were mucinous, and one was
an endometrioid-type BOT. All three types of BOTs
showed a comparable microinvasion distribution.
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Table 1 « Characteristics of 68 cases whose frozen section results were reported as borderline

Charecteristics Median (min-max)
Age (year) 50 (23-85)
Menopause status

Premenopause 32 (47.1%)
Postmenopause 36 (52.9%)

CEA (ng/ml) 1.09 (0.28-271)

CA-125 (u/ml)

Largest diameter of the
Tumor (mm)
Bilaterality

Final pathology
Benign
Borderline
Malignant

28.5 (0.66-5196)
100 (25-300)
12 (17.6%)

9 (13.2%)

37 (54.4%)
22 (32.4%)

[CEA: Carcinoembryonic antigen (0-5.2 ng/ml), CA-125: Cancer antigen 125 (0-35 U/ml)]

Table 2 compares age, number of children, CEA
and CA-125 values, and largest tumor diameter of the
patient groups with final pathology reports diagnosed
as benign, malignant, or borderline.

We evaluated the wvariables associated with a
diagnostic upgrade from borderline tumor to invasive

carcinoma, as given in Table 3. In final reports, there

was no statistically significant correlation between the
tumor histologic type, maximum tumor diameter, or
serum CA-125 levels and the transition from diagnosis
of BOTs to invasive carcinoma. However, factors such
as age, menopause status, and a higher blood CEA level
were all substantially related to an upgraded invasive
cancer diagnosis.

Table 2 « Comparison of the variables according to permanent pathologies

Age (year) 50.22+20.71 55.68+11.69 43.81+16.43 0.027
Number of children 3.0+£1.3 29+1.3 29415 0.966
CEA (ng/ml) 0.92+0.58 143517 15257 0.018
CA-125 (u/ml) 38.14+56.89 144.19+209.37 252.97+901.44 0.172
L t di ter of T
Argest dlameter ot TUMoT g5 23+60.8 131.3+72.03 135.2485.2 0.082
(mm)
Kruskal Wallis test, [CEA: Carcinoembryonic antigen (0-5.2 ng/ml), CA-125: Cancer antigen 125 (0-35 U/ml)].
Table 3 . Variables that cause invasive cancers to be diagnosed as BOTs in frozen section.
Permanent pathology report
Borderline tumor

Characteristics (n=37) Carcinoma (n=22) p-value
Age, median (min-max) 40 (23-79) 54.50 (31-74) 0.006
Menopause, number 15 (40.5%) 16 (72.7%) 0.017
(percentage)
The largest diameter of the
tumor (cm)

Median (min-max) 11 (2.5-30) 11.25 (3-30) 0.784
Serum tumor markers

CEA, median (min-max) 0.95 (0.44-16.20) 1.27 (0.42-20.50) 0.013

CA125, median (min- 26.40(5.42-5196) 62.11 (7.01-750) 0.221

max) 0.319

Histologic cell types
(number, percentage)

Mucinous 17 (45.9%)
Serous 19 (51.4%)
Endometrioid 1(2.7%)
Clear cell 0

11 (50%)
8 (36.4%)
2(9.1%)
1 (4.5%)
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In the ROC curve analysis, the cutoff threshold
for CEA was determined to be 1.16 ng/mL using the
Youden index (Figure 1). This value was 43 for the age
variable.

Discussion

In this particular study, we concluded that frozen
section biopsy failed to correctly identify invasive
carcinomas as BOTs in 32.24% of all patients. In
comparable research, this percentage was 27% (14). In
a similar study, the final pathology of 6, 13.6% of 44
patients examined with the frozen section procedure
was reported as malignant (15). This rate is much
lower than the value we found in our study. In another
study examining 41 patients diagnosed with BOTs with
frozen sections, the final pathology of 13 patients was
reported as malignant. The rate here is 31.7% (16).
This result is compatible with our study.

The risk factors for a change in the final diagnosis
from frozen sections include the largest diameter of the
tumor size, the presence of solid components, and a
multilocular appearance (17). Because intraoperative
frozen sections are performed without the assistance of
immunohistochemical staining and molecular studies,
the accuracy of the diagnosis is largely dependent
on the patient’s clinical history, as well as the gross
examination and microscopic interpretation of the
morphologic findings (18). Misdiagnosis by frozen
section biopsy has been attributed to sampling and
Interpretation errors.

Brun et al. determined the elements that influenced
the accuracy of the diagnosis of ovarian cancers using

frozen section analysis. They discovered that the
expertise of pathologists might predict the incorrect
diagnosis of borderline tumors (19).

According to the statistical analysis, the preoperative
CEA values were significantly different between cases
with benign and malignant final pathology reports.
Similar to this finding, we found that this distinction
was observed between the borderline and malignant
subgroups. However, our investigation revealed that
this distinction was not observed between the benign
and BOT groups. In a similar study, preoperative
CEA values did not differ between the final pathology
report groups, while CA-125 values were significantly
different (14). According to the permanent pathology
reports, our analysis did not find a significant difference
in CA-125 levels between the borderline and malignant
groups.

Among the cases whose final pathologies were
reported as carcinoma, endometrioid and clear cell types
were at a similar rate, while the incidence of mucinous
and serous types was different from these two and
showed similarity to each other. The histological type
of the tumor effectively upgraded the final pathology
report as carcinoma in a similar study (14). Our study
did not find such an effect on the histological type of
the tumor.

The present study has several shortcomings due to
its restrictions. It was a retrospective study performed
at a single center with BOT patients. Another limitation
was that different pathologists evaluated the frozen
and permanent pathologies. The lack of clearly defined
criteria for using the frozen section approach was
another limitation of the study
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Conclusion

BOTs discovered by frozen section had an increased
likelihood of being permanently diagnosed as invasive
carcinoma in cases where the patient was older than 43
years and exhibited elevated levels of the tumor marker
CEA (>1.16 ng/mL) in their blood. These results can
be helptul inpatient counseling and surgical decision-
making.
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HPV burden and risk of CIN Il or worse
pathology in patients with atypical

squamous cell of undetermined significance
(ASCUS) cytology

TURK JINEKOLOJIK ONKOLOJi DERGISI
2023-2, Sayfa 15-18
Original Article

Ata Erdem Turk', Bahar Nur Sahin', Deniz Gokce Yildiz', Ada Aray',
Berkay Aksoyak', Zeynep Berra Simsek', Tugba Tekelioglu?,
Huseyin Akilli2, Esra Kuscu?, Ali Ayhan?

ABSTRACT

Objective: The aim of the study was to evaluate the Human Papillomavirus (HPV) burden and the risk of Cervical Intraepithelial Lesion grade II(CIN-1l} or warse
pathology in patients with Atypical Squamous Cell of Undetermined Significance (ASCUS) cytology at the time of diagnosis.

Material and Methods: The study included patients who have ASCUS cytology and underwent HPV testing between the years 201 1-2021.Colposcopic biopsy
were performed in patients with positive HPV.The patient's medical records and demographic information were evaluated retraspectively. The proportion of
HPV positivity and the risk of CIN-Il or worse pathology were evaluated by using SPS5 package programme.

Results: Median age was 39 years (22-73y).749 patients had HPV test and 353(47.1 %) of them was HPV paositive. 68(10.7 %) patients had HPV-16, 44(7%) had
HPV-52, 39(6%) had HPV-18 and 32(5.1%) had HPV-31. Eighty-eigth (11.7%) patients had HPV-16/18 and 90(12 %) had mare than three HPV types. 369(51%)
patients underwent cervical biopsy and 236(64%) of them had cervicitis or normal pathology.52(14.1%) patients had CIN-I ,22(6%) had CIN-II, 57(15.4%)
had CIN-lIl and 2(0.5%) had Carcinoama in Situ. HPV-16 and/or 18 was found to increase the risk of the presence of CIN-ll+ lesions in multivariate analysis(OR:

6.2, 95%(Cl 3.3-11.9, P=0.00).Sensitivity and specifity of HPV-16/18 for detecting CIN-l1+ lesion was 54.7% and 83% respectively and the Negative Predictive
Value(NPV) was 89% and Positive Predictive Value(PPV) was 56.7%.

Results and conclusion: HPV positivity in the ASCUS population is relatively high in our institution and risk of CIN-l1+ lesions sixfold increased with the
presence of HPV-16/18. Moreover HPV-16/18 testing has low PPV and high NPV in detecting CIN-II plus lesions.

Keywords: Atypical Squamous Cells of Undetermined Significance (ASCUS), Human Papillomavirus (HPV), Cervical Intraepithelial Neoplasia 1l plus(CIN-1I+),
Cervical Cancer

OZET

Amac: Onemi belirsiz atipik skuamdz hiicre(ASCUS) sitolajisi olan hastalarda tani aninda HPV yiikii ve servikal intraepitelyal lezyon grad II(CIN 1I) veya istii
patoloji riskini degerlendirmektir.

Gerec¢ ve Yontem: Calismaya 2011-2021 yillan arasinda ASCUS sitolojisi olan ve Human Papillomavirus(HPV) testi yapilan hastalar dahil edildi. HPV testi pozitif
olan hastalara kolposkopik biyopsi yapildi. Hastanin tibbi kayitlan ve demografik bilgileri geriye donik olarak degerlendirildi. HPV pozitiflik orani ve CIN |l veya
daha kadtd patoloji riski SPSS paket programi kullanilarak degerlendirildi.

Bulgular ve Sonug: Ortanca yas 39(22-73) idi. 749 hastaya HPV testi uyguland,, 353"Unde(%47,1) HPV pozitifti. 68 hastada HPV-16(%10,7), 44(%7) hastada
HPV-52, 39(%6) hastada HPV-18 ve 32(%5,1) hastada HPV-31 pozitifti. Seksen sekiz hastada (%11.7) HPV-16 /18 ve 90(%12) hastada lcten fazla HPV tipi
pozitifti. 369(%51) hastaya servikal biyopsi yapildi ve bunlarin 236(%64)'sinda servisit veya narmal patoloji vardi.52(%14,1) hastada CIN-I, 22(%6)'de CIN-II,
57(%15,4)'de CIN-1Il ve 2(%60,05) hastada carcinoma in situ saptandi. HPV Tip-16 ve/veya 18'in multivaryant analizde CIN-2+ lezyonlarimin varlidi riskini artirdiq
bulunmustur (OR:6,2, %95 GA: 3,3-11,9, P=0,00). HPV-16/18 testinin CIN-2 + lezyonunu saptamada duyarhilik ve dzgulligi sirasiyla %54,7 ve %83 olarak
bulundu ve ayni test icin Negatif Ongérii Degeri (NPV) %289 ve Pozitif Ongorii Degeri(PPV) %56,7 idi.

Anahtar Kelimeler: Onemi Belirsiz Atipik Skuamoz Hiicre (ASCUS), Human Papillomavirus(HPV), Servikal Intraepitelyal Neoplazi Il plus(CIN-11+) , Serviks
Kanseri
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(ASCUS) Cytology

Introduction

Cervical cancer is the 4th most commonly diagnosed
cancer in women and the 4th most common cause
of death among women.(1)The development and
proliferation of screening programs over the years have
reduced the incidence and mortality rate.(2, 3, 4)

ASC-US Cells of
Undetermined Significance) are abnormal

(Atypical ~ Squamous
cell
findings related to inflammation or premalignancy
detected on microscopic examination. (5) The
incidence of ASC-US in the normal population is
4.1-4.2%(6, 7). In Turkey prevalance of ASC-US in
the normal population is 1.07% and incidence of ASC-
US in the HPV positive population is approximately 6
%(8, 9). However, ASC-US alone is not sufficient for
the detection and planning of further examinations
of Cervical Intraepithelial Neoplasia II (CIN II) and
more advanced pathologies (CIN 1I+).(10)Moreover,
many countries, have published age-standardized
cervical cancer screening guidelines in which cervical
cytology and the HPV test are used together.

According to their carcinogenic properties, high-
risk HPV types (HR-HPV): HPV-16, 18, 31, 33,
45. 52. and 58 are involved in more than 90% of
cervical cancers.(11)However, the immune response
of people infected with HPV usually clears the virus
within 12-24 months and allows them to recover
asymptomatically However, a small portion may
persist and contribute to the development of cervical
dysplasia and cancer.(9, 12, 13, 14, 15)

The prevalence of HR-HPV in patients with ASC-
US was reported as 30.2-32.6%, and according to HPV
types, the prevalence was as followed; 8.2% for HPV 16
and 2.9% for HPV 18.(6, 16)However, the association
of ASC-US and HPV may ditfer in various regions of
the world. For this reason, the rate of co-occurrence
is often reported differently (21.5%,(17) 30.3%,(16)
48.7%,(7)).

CIN I(LSIL) usually regresses on its own without
causing malignancy, whereas CIN II- III (HSIL) is
prone to malignancy and requires treatment.(4, 18)
HPV positivity at the time of ASCUS is associated
with a 0.4% risk of immediate development of CIN
I11, whereas the risk within five years is 4%.(19) Our
goal in this study is to evaluate the viral load of HPV
at the time of diagnosis and the risk of CIN II and
more advanced pathologies in patients diagnosed
with ASC-US.

Material and Methods

In this study, 1,947 patients with ASCUS cytology,
were evaluated at the Baskent University Hospital
between 2011-2021. 1198 of the 1947 patients who
were diagnosed with CIN I+ in their previous biopsies
before ASC-US, who did not have an HPV test within
3 months, and who did not have satisfactory data in
the hospital’s database were excluded from the study.
A total of 749 patients who had ASCUS cytology as
a result of the smear test and had an HPV testing
within three months were included in the study.

cytology

samples were obtained from each patient using an

Liquid-based conventional cervical
endocervical brush and plastic spatula following
the manufacturer’s instructions. The samples were
used for the assay of cytology and HC2 hrHPV. The
cytological evaluation was performed in Baskent
University Laboratory, which is working according
to the Bethesda criteria.

Hybrid Capture 2 (HC2) test (Qiagen,
Gaithersburg, MD) used in our hospital for HPV
testing, detects 13 hrHPV types (16,18,31,33,35,39 4
5,51,52,56,58,59 and 68). Swab samples taken from
our patients were placed in 1ml phosphate buffer
and HPV DNA was obtained by Qiacubeda (Qiagen).
4 different samples taken from the same patient were
placed in the Rotor-Gene Q (Qiagen) to replicate
and visualize the DNAs and to distinguish between
positives and negatives. These samples were then
analysed on the computer in 4 different channels
Samples above the threshold line were considered
positive.

Colposcopic biopsies with or without endocervical
curettage (ECC) were performed on patients within
6 weeks of their ASC-US and HPV diagnosis.
Afterwards, the biopsy and ECC samples were
evaluated by the pathology department of The
Baskent University and diagnosed according to CIN
terminology and standard criteria.

IBM SPSS Statistics 23.0 was used to perform
statistical analyses. Continuous variables were
documented as medians and ranges, while categorical
variables were reported as frequencies and
percentages. The chi-square test or Fisher exact test,
where appropriate, was applied for categorical data.
Univariate analyses were done by using a chi-square
test to the factors atfecting the presence of CIN II plus
lesions. The cut-off of p < 0.05 was chosen as the level
of significance. Multivariate analysis was performed

for factors affecting the Risk of CIN II Plus lesions at
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the time of diagnosis and to obtain Odds ratios (ORs)
by using the Cox regression model. This study was
approved by Baskent University Clinical Research and
Ethics Committee.

Results

Seven hundred forty-nine(749) patients
included in the study. Median age was 39 years
(22-73y). 307 patients (41%) were admitted to the
clinic with vaginal discharge, 101 (15%) presented
abnormal bleeding, 40 (5.3%) pelvic pain, 28(4%)
itching and 190 patients (25.4%) were asymptomatic.
The conventional smear technique was used in
152 patients (20.3%) and the liquid-based smear
technique was used in 597 patients (79.7%).
Clinicopathological demographic
characteristics are listed in Table 1. HPV test results
were positive in 353(47.1%) patients and negative
in 396(52.9%) patients. HPV Type-16 was detected
in 68(10.7%) patients, Type-18 in 39(6%) patients,
Type-52 in 44(7%) patients, Type-45 in 16(2.5%)
patients, Type-31 in 32 patients (5.1%) and Type-
51 in 38 patients (6%). HPV Type-16 and/or 18

WEre

and

was positive in 88 patients (11.7%) and 90 patients
(12%) had more than 3 HPV types. Figure 1.

369(%51) patients were evaluated with a
colposcopic examination and a cervical biopsy
procedure. Cervicitis or normal findings were
detected in 236(64%) patients, CIN I in 52(14.1%)
patients, CIN II in 22(6%) patients, CIN III in 57
patients (15.4%), and carcinoma in situ (CIS) in
2(0.5%) patients. 81(%22) cases presenting CIN II
or worse were analysed.

In the univariate analysis, it was observed that
HPV Type-16 increased the risk of the presence of
CIN II+ lesions in patients with ASC-US (OR: 5.9,
95% CI: 3.03 -11.7, P=0.00). However, HPV Types 18,
31,45, 51, and 52 did not cause a significant increase
in the risk of the presence CIN II+ lesions (p=0.3,
p=0.3, p=0.055, p=0.3, and p=0.06 respectively). HPV
Type 16 and/or 18 was found to increase the risk of
the presence of CIN II + lesions inunivariate analysis
(OR: 6.3, 95%CI 3.3-12, P=0.00) and multivariate
analysis (OR: 6.2, 95%CI 3.3-11.9, P=0.00). CIN
I + lesions were detected in 23(46%) of 50 HPV16
positive cases and 29(43.3%) of 67 HPV16/18
positive cases Table 2.

100
90

39

®m Number

32

W percentage

HPV16 HPV18 HPV31 HPV52 HPV45 HPV5I

HPV 16
or 18

Figure 1: Distribution of HPV types
Abbreviations: HPV (Human Papilloma Virus)
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Table 1 « Characteristics of patients (n=749)

Characteristics n (%)
Median age 39 (22-73y)
Complaint
None 190 (25.4 %)
Irrequler Bleeding 101 (15 %)
Vaginal Discharge 307 (41 %)
Itching 307 (41 %)
Pelvic Pain 28 (4%)
Unknown 73 (9.7 %)
Smoking
Yes 172 (23 %)
No 337 (45 %)
Unknown 240 (32 %)
Oral contraceptive pills
Yes 37 (5%)
No 415 (55 %)
Unknown 297 (40 %)
Menopausal status
Premenopause 515 (68 %)
Postmenopause 115(15 %)
Parity
Nullipar 212 (29 %)
Multipar 408 (55 %)
Unknown 127 (16 %)
Smear technigque
Conventional 152 (20.3%)
Liguid base 597(79.7 %)
HPV test
Negative 396 (52.9%)
Positive 353 (47.1 %)
Cervical Biopsy 369 (51 %)
Pathology
Normal/ Inflamation 236 (64.0 %)
CINI 52(14.1%)
CIN I 22 (6.0 %)
CIN I 57 (15.4 %)
Carcinoma in-situ 2 (0.5 %)

The sensitivity of the HPV testing in detecting
CIN II + lesions in patients diagnosed with ASC-US
was 87 %, with a specificity of 40%, Positive Predictive
Value (PPV) was 92%, and Negative Predictive Value
(NPV) was 29.2%. The sensitivity and specificity
of HPV 16/18 genotyping was 54.7% and 83%
respectively PPV and NPV with sensitivity and
specifity were given in Table 3.

Discussion

In this study, 47.1% of patients with ASC-US had
positive HPV test results. When these patients were
evaluated with cervical biopsy, 29.5% had CIN II+

lesions. It was found that HPV 16-18 genotypes
6.2 times increased the risk of the presence of CIN
[I+ lesions. In addition, it has also been observed
that the HPV16/18 genotyping had low sensitivity
and high specificity in detecting CIN II+ lesions in
patients with ASC-US.

In the study in which more than 4 million
patients were screened in Turkey, the most common
HPV genotype was found to be Type-16, and the
second most common genotype was Type-51.(20)
Compared to that study, we have found that the
most common HPV genotype was Type-16 followed
by Type-52 in our study cohort.
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Table 2 « Risk of CIN Il or worse pathology at the time of ASCUS according to HPV types

Univariant Analyses

Multivariant cox-regression analyses

95 % CI 95 % CI

(lower- (lower-
HPV Type OR higher) P value OR higher) P value
16 5.9 3.03-11.7 0.00 1.3 0.8-1.2 0.12
18 14 0.4-3.6 0.3
31 1.2 0.5-6.2 0.3
51 1.6 0.6-4.4 0.3
52 0.4 0.01-1.12 0.06 1.8 0.7-2.14 0.3
45 0.2 0.06-1.01 0.055 1.4 0.9-1.7 0.4
16-45 59 3.03-11.7 0.00 1.2 0.2-54 0.7
16-52 49 2.5-89 0.00 2.1 0.7-63 0.1
16-18 6.3 3.3-12 0.00 6.2 3.3-119 0.00
HPV(Human Papilloma Virus), OR(Odds Ratio), Cl(Confidence Interval)
Table 3 « The sensitivity and spesificity of HPV testing and HPV 16/18 genotyping testing

Sensitivity Specificity PPV NPV

HPV 87 % 40 % 92 % 29.2%
HPV 16/18 54.7 % 83 % 56.7 % 89 %

HPV(Human Papilloma Virus), PPV(Positive Predictive Value), NPV(Negative Predictive Value)

In another study, where 697 patients had an
ASC-US or LSIL cervical cytology, high-risk HPV
was found in 62.8% of them, again, with Type-
16 being the most common HPV genotype.(21) In
the ATHENA study, in which 40,901 patients were
screened, HPV+ was seen in 29.7% of 2,617 patients
with abnormal cytology. While HPV16 positivity
was seen in 0.7% of patients with normal cytology,
this rate increased 9-fold to 6.3% in patients with
abnormal cytology.(22) Since our study was hospital-
based, HPV genotyping was found to be higher than
in other studies. We ascertained the HPV16/18
association as 13.9% and found that the incidence
of CIN II+ lesions in HPV 16/18 positive patients
was lower than in patients with only the HPV Type-
16 genotype. In the ATHENA study, HPV positivity
was 32.6%-31.5%, Type-16 positivity was 8.2%
and Type-18 positivity was 2.9% in 1578 patients
diagnosed with ASC-US. HPV 16/18 was observed
in 44% of patients with CIN Il and 61% of patients
with CIN I11+.(22)

In another study, where 1089 HPV+ patients were
analysed, abnormal cervical cytology was observed
in approximately 40% of patients and HSIL was

observed in 14.65% of these patients. When all HPV-
positive patients were examined, the percentage of
HSIL was 5.79. (11)

In another study conducted in Turkey, which
included patients with ASCUS cytology, the prevalence
of HPV-16 positivity was found to be 36%, HPV-18
positivity was 5%, HPV-31 positivity was 8%, HPV-
45 positivity was 4%, and HPV-52 positivity was
4%. When these patients were examined through
colposcopic biopsy procedures, it was found that
among those with a co-occurrence of ASCUS and HPV,
CIN2+ pathologies were detected at a rate of 24.3%,
and among patients with a co-occurrence of HPV 16
and/or 18, CIN2+ pathologies were detected at a rate of
41.7%.(23) These data substantiate our findings.

In our study, HPV positivity and the risk of CIN
I+ lesions were found to be higher than in other
studies because most of the patients presented with
complaints.

In another hospital-based study, when 50,943
patients were screened, HPV negativity was observed
in 26,291 patients, and CIN II+ lesions were detected
in 1.38% of these patients. Whereas in HPV-positive
patients, CIN II+ was detected in 19.95% of patients,
so approximately 15 times higher.(24)
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Comparable to current study a study from japan
analysed the incidence of CINII+ lesions in ASCUS
population according to HPV status and they showed
that the incidence in HPV positive patients was 35.4%.
(25)

In a study conducted on colposcopy, cytology,
HPV, and ASC-US, 889 out of 2661 patients were
evaluated on HPV, while the remaining patients were
evaluated on colposcopy and repeated cytology.
The patients evaluated with HPV were mostly
women between the ages of 20 and 30; 82.1% were
multiparous, 22.7% have never used contraceptives
and 77.79% had never smoked before.(26) 41% of the
patients who were examined under the HPV section
had high-risk HPV,(26) the average age of patients
who consulted was 30. In our study, most of the
women were non-smokers, 55% were multiparous,
68% were premenopausal, oral contraceptive use
was 5%, and the most common complaint was about
vaginal discharge.

The fact that our study had some limitations,
which were: its retrospective design, being a
monocentric study, a relatively small number of
patients who mostly applied due to pre-existing
complaints, and lack of colposcopic findings.

It has also been shown in that HPV negative patients with
Ascus and patients who do not have any intraepithelial
lesion or malignancy in their cytology have similar risk
of developing CIN III or CIN II lesions which is very
low. Therefore, HPV positivity has a great importance
in terms of lesions.(25)

In conclusion, we have found that the HPV viral load
can reach up to 50% in patients presenting within
the ASCUS population. Moreover, HPV genotyping
should be performed to assess the risk of CIN II+
lesions in these patients.
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Recurrent Gynecologic Malignancy
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ABSTRACT

Introduction: Pelvic exenteration is often the anly curative treatment option for selected locally advanced tumors, and especially for recurrent cancers. The
primary aim of this study is to assess the clinical features, types and frequency of operative and postoperative complications of patients who underwent
pelvic exenteration operation by our clinic.

Material and Methods: Retrospectively, between 2019 and 2023, 14 patients with primary and recurrent gynecologic tumars who underwent pelvic
exenteration were assessed in our clinic.

Findings: All patients treated with anterior, posterior and total exenteration. Mean age was 56 (range, 26-71 years). The most primary tumars were cervical
cancer (n=5, 35.7%) and ovarian cancer (n=5, 35.7%). 28.5% of patients received neoadjuvant chemotheraphy before exenteration, 35.7% of patients were
treated with primary chemo-radiotheraphy and 3 patients didn't receive preoperative treatment. Urinary diversion was ileum conduit (64.2%). Mean operation
time, estimated blood loss and hospital stay were 420 minutes, 2 units and 25 days. There were no intraoperative complications. Total morbidity rate was
28.5%; 7.1% of patients had early complications (<30 days after surgery) whereas 3 patients (21.4%) had late complications. Re-operation was not required in
any patients. Disease recurrence occurred in 50% patients. There were no post-operative deaths (<30 days from surgery) nor intra-operative maortality. Eight
patients died from recurrent malignancy. In our study survival was not assessed because of the short follow-up time.

Results and conclusion: Pelvic exenteration is the only curative surgical method in locally invasive ar recurrent gynecological tumars, with high complication
rates and hospital stays.

Keywords: Pelvic exenteration, Recurrence, Gynecalogic cancer, Prognosis, Cervical cancer

OZET

Giris: Pelvik ekzenterasyon, secilmis lokal ileri ever timarler ve dzellikle tekrarlayan kanserler icin genellikle tek kiiratif tedavi secenegidir. Bu ¢calismanin
primer amaci, klinigimizde pelvik ekzenterasyon operasyonu geciren hastalann klinik 6zelliklerini, tiplerini ve operatif ve postoperatif komplikasyon sikhigin
dederlendirmektir.

Gere¢ ve Yontem: Klinigimizde 2019-2023 yillan arasinda primer ve niiks jinekolojik timar nedeniyle pelvik ekzenterasyon yapilan 14 hasta retrospektif
alarak dederlendirildi.

Bulgular: Tum hastalara anterior, posterior ve total ekzenterasyon uygulandi. Ortalama yas 56 (26-71 yas arasi) idi. Pelvik ekzenterasyonun en sik nedenleri
servikal kanser (n=5, %35,7) ve over kanseriydi (n=5, %35,7). Ekzenterasyon dncesi hastalann %28,5'ine neoadjuvan kemoterapi, %35,7'sine primer kemo-
radyoterapi ve 3 hastaya preaperatif tedavi verilmemistir. Uriner diversiyon sekli ileum konduit (9%64,2) idi. Ortalama operasyon siiresi, tahmini kan kaybi ve
hastanede kalis suresi 420 dakika, 2 Unite ve 25 glndi. Hicbir intraoperatif komplikasyon goridlmedi. Toplam morbidite oraru %28,5; hastalarin %7,1'inde
erken kamplikasyon (ameliyattan <30 giin sonra), 3 hastada (%21,4) gec komplikasyon gorildil. Hicbir hastada reoperasyon gerekmedi. Hastalarin %50%sinde
niks gelisti. Postoperatif (ameliyattan <30 giin sonra) veya intraoperative 6luim olmadi. Sekiz hasta maligniteden otirid vefat etti. Calismamizda kisa takip
suresi nedeniyle sagkalm degerlendirilemedi.

Sonugc: Lokal invaziv veya niiks jinekolojik timaorler icin pelvik ekzenterasyon, yuksek komplikasyon aranlan ve hastanede kalis suresi olan, tek kiratif cerrahi
yantemdir.

Anahtar Kelimeler: Pelvik ekzenterasyon, Rekiirrens, Jinekolojik kanser, Prognoz
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Introduction

Pelvic exenteration (PE) describes a radical surgery in-
volving the en bloc resection of the pelvic organs, in-
cluding the internal reproductive organs, bladder, and
rectosigmoid.! Indications include advanced primary
or recurrent pelvic malignancies, most commonly cen-
trally recurrent cervical carcinoma, but also other gy-
necologic tumors and urologic and rectal cancers.!

Pelvic exenteration has been used for 60 years to
treat cancers of the lower and middle female genital
tract in radiated pelvis.2 PE was first performed by
the physician Alexander Brunschwig in 1948 as a pal-
liative, radical surgical procedure for recurrent cervi-
cal carcinoma.? This demonstrated proof of concept for
PE, with a postoperative survival of up to 8 months,
and a 23% surgical mortality rate.? Since 1948 several
developments in perioperative care and surgical tech-
nique have improved survival.l

PE may consist of complete PE (i.e., total exen-

teration) or partial PE (i.e,
enteration), depending on the location and extent of
the tumor. Total PE involves resection of the female

reproductive organs, lower urinary tract, rectosigmoid

anterior or posterior ex-

colon, anus, and surrounding soft tissues.In anterior
exenteration, the rectum and anus are spared from
resection, while in posterior exenteration the urinary
bladder and urethra are preserved.PE is further clas-
sified into supralevator or infralevator (translevator)
resection.! In supralevator exenteration, pelvic viscera
are divided above the pelvic floor muscles preserving
the levator ani muscles, anal sphincter, and urogenital
diaphragm. In infralevator exenteration these struc-
tures are resected.!

In highly selected patients with non-metastatic
gynecological cancers who present with recurrent or
persistent disease after chemoradiotherapy, PE with
curative intent has a 5-year survival rate of up to
50%,whereas in patients with recurrent gynecologi-
cal cancers, the 2-year survival rate is only 25-32%.
Survival benefit can only be derived if there is com-
plete surgical clearance of cancerous tissue at surgery
through achieving histologically tumor-free margins
(i.e. RO resection).Besides PE with curative intent, PE
can also be performed with palliative intent.1°

The multidisciplinary decision to pursue PE is a
balancing act between achieving beneficial outcomes
against the risk of surgical complications affecting qual-
ity of life, in patients who have often already undergone
several prior treatments.’® PE remains a radical proce-
dure with significant complications (31-92%).2 To date,
post-surgical complications remains as high as 50%,
as the previously irradiated surgical field is prone to

wound disruption and superinfection after surgery21°
Apart from complications related to any major abdomi-
nopelvic surgery, common complications of PE include
those of the urinary or bowel reconstruction and pelvic
floor flaps; late post-operative complications may also
occur, including anastomotic strictures, chronic fistula
formations, and tumor recurrence.

Nonetheless, PE remains a challenging procedure
requiring a highly skilled interdisciplinary surgical
team. It is rarely performed across the world which is
mirrored by the mostly small cohort sizes and/ or wide
time frame for analysis in the data published up to date.
The objective of this study was to review a single-insti-
tution experience of PE for patients with primary ad-
vanced or recurrent gynecologic malignancy, in terms
of patient and surgical characteristics, complications,
reCurrences.

Material And Methods

Retrospectively, 14 patients underwent PE due to gy-
necological cancer from May 2019 to March 2023 in
Ege University Medical Faculty Gynecology Oncology
Clinic. All patients were evaluated with PET-CT = low
abdomen MRI before surgery Patients underwent 4 to-
tal pelvic exenterations, 5 anterior exenterations and 5
posterior exenterations in our clinic.

The inclusion criterion was the patients who had
gynecological cancer without other malignancy In this
study, which is based on retrospective data analysis, all
clinical information was obtained from hospital clinical
records. Patient follow-ups were completely done by
our clinic, and the information was obtained from clin-
ical patient records. All the 14 patients were followed
until death or when alive until March 2023.

Parameters for analysis were evaluated and catego-
rized in pre-, intra- and postoperative period. Demo-
graphic criteria such as age was taken into considera-
tion as well as previous treatment in case of recurring
or persistent disease along with neoadjuvant intent and
need for adjuvant treatment.

Selection criteria for surgery included: age (younger
than 80 years), no gross pelvic side-wall involvement
(considered as a macroscopic clearly unresectable infil-
tration of pelvic wall likely involving the sacral nervous
system), no suspect of extra-pelvic disease, willingness
to receive blood transfusions if needed and good psy-
chological balance. A biopsy confirming the diagnosis
of persistent/recurrent tumor was performed in each
patient prior to the definitive procedure.

Surgery always began with an exploratory laparot-
omy and abdomino-pelvic exploration; any suspicious
lesion was submitted for frozen section and if extra-pel-
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vic metastatic disease was confirmed the procedure was
aborted. Surgical parameters which were evaluated for
the study include: type of PE, duration of surgery, to-
tal blood loss, number of transfusions, intra-operative
complications and length of hospital stay. The opera-
tions were performed under the control of a gynecolo-
gist oncologist, and some procedures were performed
by a general surgeon and a urologist. The procedure
was completed in case the intra-operative findings sug-
gested a high probability to obtain clear margins on the
surgical specimen.

Patients were admitted to the Intensive Care Unit
for at least the first 24 post-operative hours and then
transferred to the regular Gynecologic Oncology ward.
Morbidity in regard to postoperative complications was
assessed.

Computed Tomography (CT), Magnetic Resonance
Examination (MRI) and PET-CT were applied to all pa-
tients preoperatively, and the operation decision was
evaluated in the tumor board with the cooperation of
radiation oncologist, medical oncologist, radiology spe-
cialist, nuclear medicine specialist and gynecologist on-
cologist. Complete blood count and biochemistry eval-
uations were performed before the operation. Pelvic
exenteration was not applied to patients with distant
metastases, and pelvic exenteration was planned for pa-
tients with local recurrence or primary locally invasive
disease. Surgery was not recommended for patients
with pelvic sidewall involvement in local recurrence.

All intraoperative and postoperative complications
were recorded. All histopathological examinations
were performed by gyneco-pathologists, and the re-
sults were discussed in the tumor board, and adjuvant
radiotherapy and chemotherapy were applied if neces-
sary. The patients were followed up in our clinic. After
discharge, every 3 months the patients were evaluated
with gynecological examination and transvaginal ultra-
sound, every 6 months whole body tomography and
tumor markers, and PET-CT if needed.

Results

The median age of the patients was 56 (range, 26-71
years), and 78.5% of them were over 50 years of age.
The primary reason for pelvic exenteration was cervical
cancer (n=5, 35.7%) and ovarian cancer (n=5, 35.7%),
followed by endometrial cancer (n=3, 21.4%) and uter-
ine leiomyosarcoma (n=1, 7.1%). Histopathologically,
5 patients were diagnosed with ovarian high-grade
serous carcinoma, 5 patients with cervical squamous
cell carcinoma, 3 patients with endometrioid type en-
dometrial adenocarcinoma, and 1 patient with uterine
leiomyosarcoma (Figure 1).

Four (28.5%) patients underwent total pelvic ex-
enterations, 5 (35.7%) anterior exenterations and 5
(35.7%) posterior exenterations. Five of 14 patients
(35.7%) who underwent pelvic exenteration received
previous treatment and developed recurrence, 3 pa-

histopathological distribution

= cervical squamous cell carcinoma

= ovarian high-grade serous
carcinoma

= endometrioid type endometrial
adenocarcinoma

uterine leiomyosarcoma

Figure 1: Histopathological distribution of patients who underwent pelvic exenteration
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tients (21.4%) underwent pelvic exenteration after
neoadjuvant therapy and occurred partial response, 3
patients (21.4%) underwent primary pelvic exentera-
tion, 1 patient (7.1%) were persistent under primary
treatment and 2 patients (14.2%) were progressed un-
der primary treatment (Table 1). Four patients (28.5%)
received neoadjuvant treatment prior to exenteration
who were treated with neoadjuvant chemotherapy due
to 2 ovarian cancer, 1 leiomyosarcoma and 1 endome-
trial cancer and five patients (35.7%) were treated with
primary radiotherapy and chemotherapy due to 4 cer-
vical cancer and 1 endometrial cancer.

Table 1 « Patient and clinical disease characteristics

The patient with synchronous ovarian and endome-
trial adenocarcinoma was treated with chemotherapy
and radiotherapy after neoadjuvant chemotherapy fol-
lowed by interval debulking surgery 11 months after
the end of the treatment, total pelvic exenteration was
performed because of central pelvic recurrence invad-
ing the bladder and rectum mucosa. At the 4th month
after exenteration, recurrence with vaginal cuff, liver
and spleen parenchymal metastasis was detected, and
death occurred due to covid-19 pneumonia while treat-

ment was being planned.

Characteristics

Number (%)

Age in years

Primary site of cancer
Cervical canser
Endometrial cancer
Leiomyosarcoma
Ovarian cancer

Previous treatment
None
NACT
Primary CRT
Primary CRT followed by DS
NACT followed by DS and adj CRT
Surgery and adjuvant CRT
Surgery and RT

Indication for exenteration
Primary treatment
Persistent disease under primary treatment
Progressive disease under primary treatment
Recurrent disease after primary treatment
Partial response after neoadjuvant treatment

Types of pelvic exenteration
Anterior
Posterior
Total

Cancer
Primary
Relapse

6 (range, 26-71) (78.5%)

5 (35.7%)
3(21.4%)
1(7.1%)
5 (35.7%)

3(21.4%)
3(21.4%)
4 (28.5%)
1(7.1%)
1(7.1%)
1(7.1%)
1(7.1%)

3 (21.4%)
1(7.1%)
2(14.2%)
5 (35.7%)
3 (21.4%)

5(35.7%)
5(35.7%)
4 (28.5%)

9 (64.2%)
5 (35.79%)

NACT: Neoadjuvant chemotherapy, CRT: chemo-radiotherapy, D5: debulking surgery RT: radiotherapy
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Pelvic exenteration was performed in 5 patients
with squamous cell carcinoma. Two patients were
stage 2b cervical cancer and received primary chemo-
radiotherapy. Due to the development of recurrence in
one patient and partial response to the treatment in the
other patient, total pelvic exenteration was applied to
the patient with recurrence and anterior exenteration
to the other patient, respectively. According to the pa-
thology results of both patients, there was no need for
adjuvant treatment. No recurrence was observed in the
18 and 5-month follow-ups of the patients. One patient
with cervical squamous cell carcinoma was diagnosed
incidentally after laparoscopic hysterectomy for CIN3
and adjuvant external and internal radiotherapy was
applied. One year after the end of the treatment, central
recurrence developed in the hysterectomy site, and an-
terior exenteration and then radiotherapy was applied.
Recurrence was detected in the 21-month follow-up of
the patient. One of the other 2 cervical cancer cases
was stage 3cl and progressed under primary chemora-
diotherapy treatment and because of bladder and rectal
mnvasion detecte& underwent Salvage total exentera-
tion and then received adjuvant chemotherapy Death
occurred 5 months after the last dose of chemotherapy
due to extensive intraperitoneal recurrence. The other
26-year-old case with cervical cancer was accepted as
stage 3¢ and ovarian transposition was performed first,
and after it progressed under primary chemoradiother-
apy, bladder and rectum invasion were detected, and
salvage total exenteration was performed. Pathology-
confirmed lymph node involvement was observed in
this patient. In first 30 days Whole body tomography
was taken at the postoperative 3rd month showed LAP
in the paraaortic, mediastinal, supraclavicular area and
metastatic nodules in the lung. The patient is still re-
ceiving ongoing chemotherapy treatment.

Lung parenchymal metastasis was detected at the
time of diagnosis in one of 2 patients who diagnosed
with uterine endometrioid adenocarcinoma and af-
ter cytoreductive surgery adjuvant chemotherapy and
radiotherapy were applied. Five years after the treat-
ment, central pelvic recurrence developed invading the
bladder floor and neck, and chemotherapy was given
after anterior pelvic exenteration. At the 3rd month af-
ter chemotherapy, recurrence of vaginal cuff invading
the pubic bone was detected and palliative radiother-
apy was applied. The other patient was treated with
primary chemotherapy and radiotherapy, since cervix
and bladder invasion were present at the time of ini-
tial diagnosis. After the cytoreductive surgery, isolated
vaginal cuff recurrence was detected 1 year later, and
anterior pelvic exenteration was performed due to sur-
gical difficulty because of radiotherapy fibrosis. No re-

sidual tumor/recurrence was observed in the 29-month
follow-up of the patient.

In 3 of 5 patients diagnosed with ovarian high-
grade serous carcinoma, rectal invasion was detected
during surgery, posterior exenteration and then chem-
otherapy was applied. No residual tumor/recurrence
was observed in the 23, 27 and 11-month follow-ups
of these patients, respectively. In the other 2 patients,
diffuse ascites and peritoneal carcinomatosis findings
were detected at the time of diagnosis, and posterior
exenteration were performed due to rectal invasion
after neoadjuvant chemotherapy and received chemo-
therapy following surgical recovery. No residual tumor/
recurrence was observed in the 25-month follow-up in
one patient and in the other patient recurrence was oc-
curred in fourth month.

One patient diagnosed with uterine leiomyosarcoma
with bladder and lung metastases firstly received neo-
adjuvant chemotherapy then underwent anterior exen-
teration and received chemotherapy treatment. Lung
parenchyma and thoracolumbar vertebral metastases
were detected 5 months after the treatment, and she
received radiotherapy and chemotherapy treatment.

An ileal conduit was performed to 9 patients who
underwent anterior and total exenteration. In all 5 pa-
tients who underwent anterior exenteration, non-con-
tinent ileal conduit (bricker diversion) was performed.
In two of 4 patients who underwent total exenteration,
non-continent ileal conduit (bricker diversion) was
performed and in the other two patients continent il-
eal conduit (ureterosigmoidostomy-hybrid diversion)
was performed. In 5 patients who underwent posterior
exenteration, one Hartmann colostomy, two transverse
end colostomy and two rectosigmoid resection and
end-to-end anastomosis were applied. In all 4 patients
who underwent total exenteration, rectosigmoid resec-
tion and end-to-end anastomosis was performed; be-
sides a protective ileostomy (because of the receiving
chemo-radiotherapy) was made in two of them and be-
cause of the ureterosigmoidostomy, stoma was formed
from the descending colon in the others.

Seven patients (50%) had a recurrence after PE
of which three (42.8%) caused by cervical cancer, 2
(28.5%) endometrial cancer, 1 (14.2%) ovarian cancer
and 1 (14.2%) leiomyosarcoma. The median interval
from the PE to recurrence was 6.4 months (range, 3-21
months). Mortality observed in 8 patients (57.1%)
mostly due to cervical (n=2) cancer which was caused
by recurrence and endometrial cancer (n=2) which was
caused by covid-19 pneumonia and recurrence. In our
study, survival was not taken as the main outcome be-
cause the patient follow-up period was not very long.
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The median operation time was 420 minutes. The
average intra-operative blood transtusion requirement
was 2 units. The average hospital stay were 25 days.
No intraoperative complications composed. Early (<
30 days) and late complications after surgery occurred.
Overall morbidity rate was 28.5% among 4 patients
underwent pelvic exenteration for both recurrent and
locally advanced pelvic malignancies. Prophylactic an-
tibiotic therapy and anticoagulation therapy with frac-
tionated heparin were started in each patient in the
postoperative period. Wound infection as early com-
plication developed in 1 patient (7.1%, grade 1I), and
antibiotic agent replacement was required. Grade 3
ureterohydronephrosis as late complication developed
in 2 (14.2%, grade Illa) patients due to ureteroileal
anastomotic stenosis after reconstructive surgery in the
first month, which was treated with nephrostomy. Both
urinary tract infection (7.1%, grade II) and urine leak-
age from ureter anastomosis (7.1%, grade I1Ib) as early
complications occurred in one patient. None of the pa-
tients developed ileus. No patient needed re-surgery in
the first 30 days. No intraoperative or peri-operative
(<30 days after surgery) death was observed (Table 2).

Adjuvant treatment was planned due to pathology

Table 2 « Surgical outcomes and complications®

results and/or recurrence after pelvic exenteration. Af-
ter pelvic exenteration, chemotherapy and radiothera-
py treatment were applied to one (7.1%) patient, radio-
therapy only to 3 (21.4%) patients, and chemotherapy
only to 8 (57.1%) patients. Radiotherapy was applied
to 2 patients due to post-operative bone metastasis. Due
to urinary anastomotic leakage after total exenteration
in one patient, although chemotherapy was planned for
the patient with metastases in the lung, abdomen and
mediastinum in her tomography, it has not been started
yet. Metastases were detected in the vaginal cuff, liver
and spleen after total exenteration in one patient and
chemotherapy was planned, but death occurred due
to covid-19 pneumonia before chemotherapy had not
started. 2 (14.2%) patients did not receive any adjuvant
treatment and are being followed up.

Discussion

Pelvic exenteration remains the only potentially cura-
tive treatment for selected patients with advanced or
persistent/recurrent gynecologic malignancies.!! Cen-
trally recurrent cervical cancer after radiation is the
most common indication for PE. The role of PE for en-

Surgical outcomes and complications Number (%)
Lymph node involvement 1(7.1%)
Recurrence 7 (50%)

Time of recurrence after primary treatment (months)
Type of urinary tract reconstruction (ileal conduit)

Types of pelvic exenteration
Non-continent (bricker diversion)
Continent (Ureterosigmoidostomy-hybrid diversion)

Type of bowel reconstruction (colon diversion)

Hartmann colostomy

Rectosigmoid resection + end-to-end anastomosis

Rectosigmoid resection + end-to-end anastomosis +
protective ileostomy

Rectosigmoid resection + end-to-end anastomosis +
descending colon stoma

Transverse end colostomy

Overall morbidity
Urine leak from ureter anastomosis (grade Ilib)
Uretero-hydronephrosis (needed nephrostomy) (grade llla)
Urinary tract infections (grade Il)
Wound infection
lleus
Thrombo-embolism
Fistula due to reconstruction

6.4 (range, 3-21)

(9)

7 (77.7%)
2 (22.2%)

9
1(11.1%)
2 (22.2%)
2 (22.2%)

2 (22.2%)

2 (22.2%)

1(7.1%)°
2 (14.2%)
1(7.1%)°
1(7.1%)

Devam ediyor
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Table 2 « Surgical outcomes and complications™ (Devami)

Surgical outcomes and complications Number (%)
Mean operation time in minutes 420
Transfusion units, median 2
Hospital-stay (days) 25
Intra- and postoperative mortality within 30 days =
Patients requiring reoperation because of complication to =
pelvic exenteration
Adjuvant therapy
None 2(14.2%)
Chemotherapy and radiotherapy 1(7.1%)
Radiotherapy only 3(21.4%)
Chemotherapy only 8 (57.1%)
Overall mortality 8 (57.1%)

* Urinary tract infection and urine leak from ureter anastomosis occurred in only one patient.

dometrial and (even more so) for ovarian cancer, is de-
bated because of their tendency to metastasize outside
the pelvis and a good sensitivity to chemotherapy of the
latter.’2 Anyhow, many studies have included patients
with endometrial cancers in their series.!! Five (41.1%)
of the 14 patients included in the study consisted of
patients who were operated for cervical cancer, and this
rate is less than the current literature rates. Our study
confirms that PE should be considered in patients with
local recurrence of endometrial and ovarian cancer.
Obesity, advanced age and systemic disease may in-
terdict an extensive surgical effort in direct relation to
the severity of these factors.]3 The age of the patient is
a relatively important selection criterion, with most of
our successtul operations being performed in patients
70 years or younger, although occasionally older pa-
tients are appropriate candidates.! The median age of
the patients was 52 years. In most of the studies in the
literature, the mean age was over 50, and the median
age result in our study is consistent with the literature.1!
The mainstay for treatment success in terms of lo-
coregional control and long-term survival is resection
of the pelvic tumour with clear margins (R0).2 The
techniques for pelvic reconstruction have evolved over
the past several decades so as to include continent
urinary conduits, primary re-anastomosis of the rec-
tosigmoid colon.! The creation of a continent urinary
conduit, and functional low colon can be performed
with acceptable morbidity and gives the patient the
opportunity for a better function of preserved pelvic
organs following this extensive extirpative surgery.!
Many factors influence the choice of urinary diver-
sion from which the patient would benefit most, such
as the prior treatment received (surgical, radio- and/or

chemotherapy). The ileal conduit, which is applied as
a urinary diversion method in our clinic, is accepted as
the fastest, easiest and most reliable diversion method.
In our cohort, 64.2% of the patients who underwent
total and anterior PE received an ileal conduit, which
is in accordance with other studies.!! One Hartmann
colostomy, two transverse end colostomy and two rec-
tosigmoid resection and end-to-end anastomosis were
applied in patients who underwent posterior exen-
teration. Gastrointestinal anastomotic leaks up to 40%
have been found in the literature in the lower colorectal
and anorectal anastomoses performed in this group of
patients.2 However, anastomotic leakage was not en-
countered in our study, and there was no complication
related to the colostomy application in any of the pa-
tients who underwent end colostomy:.

Although surgery-related mortality is now less than
5%, the rate of severe postoperative complications still
exceeds 509%.2 Therefore, careful preoperative patient
evaluation is essential to select only those patients who
will benefit from this operation.For this reason, patients
should be evaluated with magnetic resonance to detect
local spread before the operation, and PET-CT for the
possibility of distant metastasis. In the literature, a wide
range of complication rates is described, varying from
21.3% to 94.4%.1-2°21 In our cohort, overall morbid-
ity rate was 28.5% among 4 patients which is compat-
ible with them. No intraoperative complications com-
posed. Early (< 30 days) and late complications after
surgery occurred. Pyelonephritis, ureteric obstruction,
urinary stones and stomal complications are the most
common complications.?? In our patient group, postop-
erative urinary obstruction (grade I1la) developed in 2
(14.2%) patients and nephrostomy was inserted which
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is accordant with the literature.2> Only in one patient,
both urinary diversion anastomotic leakage (7.1%,
grade 111b) and urinary infection (7.1%, grade 1I) were
observed in the first postoperative month which were
higher in the literature.? Complications were observed
at lower rates in the literatures.?? In the study, wound
infection (grade II) rate was 7.1% which is consistent
with the literatures.?2 The quality of life was not inves-
tigated in this study.

Considering the parameters such as operation time,
blood transfusion, length of stay in the intensive care
unit, length of stay in the hospital, our results seem
to be compatible with the results of the literature.2 We
accept it as an expected result considering the aver-
age blood transfusion, long operation times and high
hospital stay, high comorbidity, high dose radiotherapy;
moderate general health status, and ultraradical surgi-
cal procedures including organ excision.

It is seen that most of the patients received radio-
therapy + chemotherapy during the primary diagno-
sis whether or not they were operated. This rate was
78.5% in the whole cohort and 22.4% in patients who
had exenteration due to cervical cancer. This may be
explained by the fact that the recurrence rate is higher
in patients who are started on radiotherapy and chem-
otherapy treatment for advanced stage compared to
early-stage cancers.

After pelvic exenteration, chemotherapy and ra-
diotherapy was applied to one (7.1%) patient, radio-
therapy only to 3 (21.4%) patients, and chemotherapy
only to 8 (57.1%) patients correlated with the litera-
ture.1-3 Radiotherapy was applied to 2 patients due
to post-operative bone metastasis. 2 (14.2%) patients
did not receive any adjuvant treatment and are being
followed up.

Mortality observed in 8 patients (57.1%) mostly due
to cervical (n=2) cancer which was caused by recur-
rence and endometrial cancer (n=2) which was caused
by covid-19 pneumonia and recurrence.

In our study, survival was not taken as the main
outcome because the patient follow-up period was not
very long. When we look at the literature, it is seen that
the survival figures are usually given as 5 years. Due
to the small number of studies giving early survival in
the literature and the time period they take as a basis
to evaluate survival is at least 2 years, a comparison of
the literature with the cohort of our clinic could not be
made.

Limitations of our study are the monocentric and
retrospective character, the relative short follow-up
time and the consideration of various tumor entities
including different previous therapies and the number
of patients is relatively low However — as well as the

limited number of patients suitable for PE - small retro-
spective studies like this one remain viable in order to
understand pelvic exenteration as a last resort interven-
tion for recurrent or advanced gynecologic malignan-
cies with the goal to improve patient outcomes.

Conclusion

Pelvic exenteration is a radical operation, involving en
bloc resection of pelvic organs, including reproduc-
tive structures, bladder, and rectosigmoid. PE provides
about a 50% chance to save patients with cancer of the
lower and middle female genital tract that persists, re-
curs, or originates de novo after pelvic radiotherapy
It is most commonly indicated for the treatment of
advanced primary or locally recurrent cancer. A com-
prehensive evaluation is required in order to exclude
unresectable or metastatic disease. The ultimate goal of
curative intent PE is to achieve RO resection, which is
the most important factor affecting prognosis. Patients
need to be carefully selected and counseled about risks
and long-term issues related to the surgery Although
treatment-related mortality has fallen greatly to less
than 5%, severe morbidity is still high (>50%). The
prognosis of this group of patients is not perfect, sur-
vival and recurrence rates still have not reached the de-
sired rates. Therefore, close and meticulous follow-up
of patients should be continued.
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Case Report

Sudden Onset of a Sister Mary Joseph's
Nodule: A Case Report

Gamze Sonmez Unal’, Nese Yeldir?, Caglar Yildiz3, Irem Kiiclikyildiz3

ABSTRACT

Sister Mary Joseph's nodule is an umbilical metastasis rarely seen in cancer patients. The primary focus usually is on the abdomen ar pelvis. We aimed ta
present an umbilical metastasis detected in a 34-year-old female patient whao was referred to aur clinic for an umbilical mass without complaint.

Sister Mary Joseph nodilu kanser hastalaninda nadiren gérilen bir umbilikalmetastazidir. Birincil odak genellikle karin veya pelvis Uzerindedir. Bu olguda
klinigimize umblikal kitle sikayeti ile basvuran 34 yasindaki kadin hastada saptanan umblikal metastazi sunmay amacladik.
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Introduction

Skin metastasis seen on umbilicus is defined as the Sis-
ter Mary Joseph's nodule. Sister Mary Joseph’s nodule
is a poor prognostic indicator in cancer patients and
survival is reported to be 2-11 months in the patients
who diagnosed of any cancer [2]. Primary cancer is fre-
quently originated from gastric, colon and pancreas.
The most commonly seen gynecologic malignancies
with umbilical mass are ovarian and uterine cancers

[3].

Case Presentation

A 34-year-old female patient admitted to clinic because
of an umbilical mass. She had no systemic disease and
had cesarean one year ago and there was no pathologi-
cal finding then. Patient has complaining of umbilical
mass that developed within 2 weeks and she has no
abdominal distension or unexplained weight loss. Her
umbilical nodule was about 2 centimeters diameter an
irregular, ulcerated, painless nodule with blood (Fig-
ure 1). The lower abdomen CT revealed diffuse lesions
in the right ovary and periovarian region, implants in
the peritoneum and a mass of 8,5x5,5 cm in size, with
cystic areas, heterogeneous contrast enhancement, and
a clearly indistinguishable between uterine and bowel.
Upper and lower gastrointestinal endoscopy was nor-
mal. Cal25 level was 691 U/mL. During laparotomy,
primary tumour was on the right adnex. There was
infiltration on the bladder, Douglas peritoneum and
intestinal surfaces. Intraoperative frozen section was

Figure 1: Sister's Mary Joseph Nodule

resulted as high-grade serous carcinoma. Total abdomi-
nal hysterectomy, bilateral salpingooophorectomy, bi-
lateral pelvic and para-aortic lymphadenectomy, infra-
colic omentectomy, peritonectomy, appendectomy and
debulking surgery were performed.

Histopathologic examination revealed bilateral tubo
ovarian high grade serous carcinoma with invasion of
the uterin serosa, myometrium, omentum, peritoneum
(Figure 2). The subcutaneous tissue metastasis around
umbilicus and one lymph node metastasis in the par-
aaortic region were found (Figure 3). The tumoral ar-
eas demonstrated solid, labyrinthine and cribriform ar-
chitecture containing markedly atypical cells with large
nuclei and high mitotic activity (Figure 4). Immuno-
histochemically, p53 diffuse strong nuclear positivity
was detected in the tumor cells (Figure 5). Estrogen
receptor (ER) ve progesteron receptor (PR) were nega-
tive.

The patient received adjuvant chemotherapy con-
taining carboplatin paclitaxel after surgery but since the
patinent’s treatment were performed in other center,
other data could not be accessed. There is no recur-
rence in the patient’s last PET-CT. The patient is living
good health in the 6% year after the surgery.

Discussion

Sister Mary Joseph (1856-1939) was born in New York
in 1856 and was born in St. She started working as a
nurse at Mary’s Hospital.

She made a connection between intra-abdominal
cancers and umbilical nodules. Spread to the umbili-
cus in intra-abdominal cancers occurs in 4 ways: 1)
through the superficial or deep lymphatic system, 2)

Figure 2: High grade serous carcinoma on the right and tubal
epithelium on the left (H&E).
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Figure 3: High grade serous carcinoma metastasis in the subcu-
taneous tissue around umbilicus (H&E).
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Figure 5. Mutant-pattern p53 immunostaining with diffuse
strong nuclear expression.

by direct intraperitoneal spread, 3) by hematogenous
spread, and 4) through the embryonic ligaments (4).

Galvan detected 24 uterine cancers in 407 umbili-
cal tumor cases and reported that these were recurrent
cases(5).

Primary tumors of the umbilicus are rare. It mostly
occurs with metastasis of gastrointestinal system tu-
mors. Distant metastases are thought to be caused by
the hematogenous pathway. Umbilical hernia, endome-
triosis, granuloma and pilonidal sinus should be con-
sidered in the differential diagnosis. The tumoral mass
may also be seen after the diagnosis of the primary tu-
mor. The most common histological type is adenocarci-
noma. The prognosis is bad. The average survival time
has been reported to be 11 months (6). There is no
consensus on treatment.

Figure 4: High grade serous carcinoma. Pleomorphic cells with
large atypical nuclei and high mitotic activity (H&E).

Malignancies originating from the pelvic organs
should be kept in mind in people presenting with an
umbilical nodule in the reproductive age. Ditferen-
tial diagnoses should be considered. Tissue sampling
and imaging methods should be used for diagnosis.
Systemic pelvic and paraaortic lymphadenectomy has
been widely used in the surgical treatment of patients
with advanced ovarian cancer, although supporting
evidence from randomized clinical trials has been lim-
ited(7). During surgery was not associated with longer
overall or progression -free survival than no lymphad-
enectomy and was associated with a higher incidence
of postoperative complications(7).

Conclusion

Umbilical masses may occur with different clinical
presentations like pyogenic abscess, epidermal cyst,
hemangioma, abscess, umbilical hernia, endometrio-
sis and primitive umbilical carcinoma. The physician
should be careful about the umbilical mass that may
be misdiagnosed as an umbilical hernia. Umbilical me-
tastasis of primary malignancies is called as Sister Mary
Joseph's nodule and it is rarely seen. The underlying
causes of umbilical nodules should be well researched.
As a result, although there are no specific clinical fea-
tures of underlying condition, every umbilical mass
should be examined carefully due to primary malig-
nancies.
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Varol Giilseren', Kemal Glingordiik?

OZET

Objective: Servikal punch ve loop biyopsinin performansini karsilastirmak ve degerlendirmek amaclanmistir.

Yontem: 2019-2020 yillari arasinda Pap smear sonucunda yiiksek dereceli skuamoz intraepitelyal lezyon (YDSIL) saptanan ve kolposkopi yapilan ve biyopsi
alinan hastalar calismaya alinmistir. Hastalanin klinik verileri ve demografik czellikleri retrospektif dosya taramasi ile degerlendirilmistir. Calismaya 56 tane
punch biyopsi (PB) ile 51 tane Loop ile servikal biyopsi alinan hasta dahil edilmistir.

Bulgular: Hastalarin yas ortalama degerleri PB ve Loop gruplarinda sirasi ile 35.3 + 8.2 ve 37.6 + 10.5 olarak saptandi ve sonuclarda anlamh farkhhk saptanmadi
(P=0.208). PB grubundaki hastalarin %21.4'U nullipar iken Loop grubunda %:21.6 hastanin nullipar oldugu goruldi (P= 0571). Spesmen genisligi PB ve Loop
grubunda artalama sirasiile 4.9+ 1.2 mmve 11.0 £ 1.7 mm olarak saptanmistir (P< 0.001). Spesmen derinliginin punch biyopsi alinan grupta daha kisa aldugu
gosterildi (PB icin 3.9 + 0.7, Loop icin 6.6 + 1.0; P< 0.001). Minimal kanamalar iki gruptada benzer oranlarda (PB icin %8.9, Loop icin %29.8) saptand. Hastalara
islem esnasinda agn sorgulandiginda gruplar arasinda farkhlik olmadid tespit edildi (PB icin 5.8 + 1.3, Loop icin 6.2 + 1.8; P= 0.206). Toplam doku puam 3
parametre kullamilarak hesaplandi. Doku yeterliligi (epitel + stroma icermesi) konusunda gruplar arasinda farkhilik olmadigi analiz edildi.

Sonug: Loop grubunda spesmen derinligi ve genisligi daha uzun bulunmasina ve koter artefaktinin olmasina ragmen PB ve Loop gruplan arasinda doku
yeterliligi, kanama ve adn skarlar gruplar arasinda benzer bulundu. iki biyopsi seklinin birbirine stiinligii kanitlanamamistir.

Anahtar Kelimeler: Yiksek Dereceli Skuamoz Intraepitelyal Lezyon, Serviks Kanseri, HPV

ABSTRACT

Objective: It was aimed to compare and evaluate the performance of cervical punch and loop biopsy.

Methods: Patients who were found to have high-grade squamous intraepithelial lesion (YDSIL) as a result of Pap smear between 2019-2020, and who
underwent colposcopy and biopsy were included in the study. The clinical data and demographic characteristics of the patients were evaluated by
retrospective file scanning. Patients who had 56 punch biopsy (PB) and 51 Loop cervical biopsies were included in the study.

Results: The mean age of the patients was 35.3 + 8.2 and 37.6 + 105 in the PB and Loop groups, respectively, and na significant difference was found in the
results (P= 0.208). While 21.4% of the patients in the PD group were nulliparous, 21.6% of the patients in the Loop group were nulliparous (P= 0.571). The
mean specimen width was 49+ 12mmand 11.0+ 1.7 mm in the PB and Loop groups, respectively (P< 0.001). It was shown that the specimen depth was
shorter in the punch biopsy group (3.9 + 0.7 for PB, 6.6 + 1.0 for Loop; P< 0.001). Minimal hemarrhages were found at similar rates in both groups (8.9% for
PB, 9.8% for Loop). When patients were questioned about pain during the procedure, no difference was found between the groups (58+ 1.3 for PB, 6.2+ 18
for Loop; P= 0.206). Total tissue score was calculated using 3 parameters. It was analyzed that there was no difference between the groups in terms of tissue
adequacy (including epithelium + stroma).

Keywords: High-Grade Squamous Intraepithelial Lesion, Cervical Cancer, HPV
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Giris

Diinyada en sik goriilen 4. kanser tipi serviks kanseri-
dir ve gelismemis tilkelerde en sik goriilen jinekolojik
malignitedir [1]. Gelismis tilkelerde serviks kanseri ta-
rama programi sayesinde servikal kanser insidansi son
yillarda giderek azalmaktadir. Tarama programlarinda
Papanikolau testi veya Human Papilloma Virtis (HPV)
testi kullamlmaktadir [2]. En sik cinsel yolla bulasan
enfeksiyon olan HPV'nin bulasma riski %80’lere kadar
ulasmistir ve gelismis tilkelerde azalan serviks kanseri
insidansina ragmen premalign lezyonlarn insidans: gi-
derek artmaktadir [3]. Tiirkiye'de uygulanan servikal
kanser tarama programinda %3,5 oraminda HPV pozi-
tifligi goraldi. En sik goriilen HPV genotipleri 16, ar-
dindan 51, 31, 52 ve 18 oldu. HPV pozitif vakalarda
sitolojik anormallik %19,1 oraninda saptand [4].

Pap testinin sitolojik incelemesi sonucunda prekan-
serdz lezyon olan yiiksek dereceli skuamoz intraepitel-
yal lezyon (YDSIL) saptanan hastalara kolposkopi altin-
da biyopsi alinmasi islemi uygulanmaktadir [5]. Biyop-
si genellikle punch biyopsi aleti ile alinmaktadir. Alinan
biyopsi materyalleri genellikle 5 mm’den kiictiktiir. En
yiiksek dereceli lezyonu bulunan bélge biyopsi ile goz-
den kacabilir. Loop Elektrocerrahi Eksizyon Prosediirii
(LEEP) tedavide kullamldig gibi genis biyopsi alinmasi
isleminde de kullanilabilmektedir. Loop ile daha derin
ve istenilen genislikte spesmen ¢ikarilabilmektedir.

Punch biyopsi numuneleri séz konusu oldugunda,
mukozanin soyulmasi, ezilme artefaktlari ve gerekli
miktar ve derinlikte anormal doku saglamakta yetersiz-
lik gibi cesitli faktorler yetersiz numune ahnmasina ne-
den olabilir. Bununla birlikte, Loop ile alinan spesmen-
lerde cogunlukla termal hasara bagh tam problemleri
meydana gelebilmektedir Pihtilasma nekrozu, genis
termal hasar bolgeleri ve dokuda uzun siireli temastan
kaynaklanan doku distorsiyonu, lezyonun ve eksizyon
sinirlarinin durumunun dogru teshisini engeller. Bu ¢a-
lisma, punch ve loop biyopsinin performansim karsi-
lastirmak ve degerlendirmek icin yapilmistir.

Gere¢ ve Yontem

2019-2020 yillan arasinda Pap smear sonucunda
YDSIL saptanan ve Mugla Sitki Kogman Universitesi
Tip Fakiiltesi Jinekolojik Onkoloji Cerrahisi Klinigin'de
kolposkopi yapilan ve biyopsi alinan hastalar calhismaya
alinmistir. Hastalarin klinik verileri ve demografik 6zel-
likleri retrospektif dosya taramasi ile degerlendirilmis-
tir. Calismaya 56 tane punch ile servikal biyopsi alinan
kadin ile 51 tane Loop ile servikal biyopsi alinan hasta
dahil edilmistir. Lokal etik kurul izni ve bilgilendirilmis
onam formu alinmistir. Muayene sirasinda kanamas:

olan, belirgin lezyonlan olan, klinik akut pelvik enfek-
siyon kamti olan, daha énce serviks karsinomu tedavisi
gormus hastalar ve hamile kadinlar ¢alisma dis1 bira-
kild.

Kolposkopi mens dis1 herhangi bir zamanda yapil-
di. Hastalara testin prosediirtt acikland1. Hasta dorsal
pozisyonda sistematik olarak muayene edildi. Vulva ve
vajina girisine yapilan gozlem ve palpasyon ile mua-
yeneden sonra spekulum takildi. Eksternal os'u nem-
lendirmek, vaskiiler yapilann net goriilmesi ve servik-
sin seffafhigim arttirmas1 icin normal salin kullanildi.
Servikse %3 asetik asit 1-2 dakika stireyle uygulandi.
Biyopsiler kolposkopi muayenesi sonrasi elde edilen
patolojik bulgu olan asetobeyaz alan, lokoplaki alani,
mozaik gériiniim, punktuasyon ve atipik damarlanma
gbrintimi saglayan alanlardan yapildi. Punch biyopsi
grubu (PB grubu) veya Loop grubu olarak ayrildilar.

Loop grubunda 10 mm’lik halkaya monopolar koter
cihazi ile 25-30 W arasinda bir akim ile blend modun-
da islem yapildi. Gii¢ ayarlan elektrotun ug¢ boyutuna,
onceki islemlerden varsa fibroz skar varhgma ve servi-
kal dokunun kivamina goére secildi. Biyopsi dokusunu
elde etmek icin tel halka, biyopsi bolgesinin hemen yan
tarafindan servikse dik olarak 5-8 mm derinlikte itildi,
icinden cekildi ve ardindan diger taraftan dik olarak
disann cekildi. Biyopsi ornegi alindiktan sonra, bélge
asir1 kanama acisindan kontrol edildi. Belirgin kanama
varsa, bolge 30-50 W’da 5 mm'lik bir top elektrot ile
koterize edildi. Her iki gruptada biyopsi ile elde edilen
spesmenler %10 formalin iceren kontainer ile Patoloji
boliimtine gonderildi.

Hastalar islem sonrasi agr ve kanama acisindan de-
gerlendirildi. Hastalara biyopsi alma prosedtirti sirasin-
da agrilarim 0’dan 10’a kadar derecelendirdiler. Sifir en
distik agn, 10 en yiiksek agn olacak sekilde puanlama
yapildi. Biyopsi yerinde kanama goriilmesi durumun-
da homeostaz i¢in ek bir yonteme ihtiya¢ duyulup du-
yulmadig: kaydedildi. Hafif kanamalar tampon yapila-
rak duran kanamalar, orta-siddetli kanamalar koterize
edilerek duran kanamalar seklinde not edildi. Patoloji
boliimiinde incelenen spesmenlerin doku boyutu ve
doku hasan degerlendirildi. Cikan final histopatolojik
tan1 kaydedildi.

Tanmimlayici istatistikler ortalama, medyan ve ytiz-
de olctimleri, standart sapma, minimum ve maksimum
degerler ile degerlendirildi. Parametrik olmayan grup-
lar karsilastirihrken ki-kare testi kullanildi. Parametrik
gruplann karsilastinlmasinda student-t testi kullamldi.
Tiim istatistiksel analizler Statistical Package fort he So-
cial Sciences (SPSS) programu ile yapildi. P<0.05 degeri
istatistiksel anlamh kabul edildi.
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Bulgular

(ahsma icin PB grubuna 56 hasta loop grubuna 51
hasta alindi. Hastalann yas ortalama degerleri PB ve
Loop gruplarinda sirasi ile 35.3 + 8.2 ve 37.6 = 10.5
olarak saptandi ve sonuclarda anlamh farklihk saptan-
madi (P= 0.208). PB grubundaki hastalarn %21.4t
nullipar iken Loop grubunda %21.6 hastamin nullipar
oldugu goriildi (P= 0.571). Hastalarn sigara kullammm
ve alkol kullamm gruplar arasinda benzer oranlarda
saptandi. Hastalarin klinik 6zellikleri ve demografik ve-
rileri tablo 1'de verildi.

PB grubunda alnan biyopsilerde en sik rastlanilan
sonucun YDSIL oldugu ve %83.9 oraninda saptandif
anlasildi. Loop grubunda ise %74.5 oraminda YDSIL
saptandif1 sonucuna varildi. Gruplar arasinda anlam-
I farklihik olmadig gosterildi. Spesmen genisligi PB ve
Loop grubunda ortalama sirasiile 4.9+ 1.2 mmve 11.0
+ 1.7 mm olarak saptanmistir ve punch biyopsi seklin-
de spesmen ¢ikarilan grupta anlamh daha kisa oldugu
tespit edildi (P< 0.001). Spesmen derinliginin punch
biyopsi alinan grupta daha kisa oldugu saptand: (PB
icin3.9+0.7, Loopicin 6.6 + 1.0; P<0.001). Cahismada
hicbir hastada stitiir islemi gerektirecek yada koterleme
islemi gerektirecek kadar kanama olmadi. U¢ dakikahk
basi ile duracak minimal kanamalar iki gruptada ben-
zer oranlarda (PB i¢in %8.9, Loop icin %9.8) saptandi.
Hastalara islem esnasinda agn sorgulandiginda gruplar
arasinda farkhhik olmadig tespit edildi (PB i¢in 5.8 =
1.3, Loop i¢in 6.2 + 1.8; P= 0.206). Cahsmanin klinik

Tablo 1 « Hastalarin klinik 6zellikleri ve demografik verileri

ve patolojik sonuclan tablo 2'de verildi. Toplam doku
puani 3 parametre kullanilarak hesaplandi. Spesmen-
de artefakt olmamasi, genislik 7 mm veya daha biytik
olmasi, epitel + stroma doku yeterlilifi parametreleri
degerlendirildi. Loop biyopsi grubunda toplam doku
puaninin anlamh daha iyi oldugu saptand: (P< 0.001).

Tartisma

Bu calismada, YDSIL nedeniyle kolposkopi yapilan ve
sonunda servikal biyopsi yapilan hastalar degerlendi-
rilerek, Loop ve punch biyopsi ahnma yéntemleri pa-
toloji sonuglan ve hasta memnuniyeti acisindan karsi-
lagtinldi. Spesmenlerin derinlik ve uzunluk él¢tilerinin
Loop grubunda daha fazla olmasina ragmen patoloji
sonuglarn agisindan gruplar arasinda farkhilik olmadig
gozlendi. Ayrica spesmende koter artefakti Loop gru-
bunda %15.7 oraninda gortildi.

Servikal biyopsi isleminde en sik goriilen kompli-
kasyon olan kanama genellikle hafif derecede meydana
gelmekte ve kisa stireli kompresyonlar ile dtizelebil-
mektedir [6]. Belirgin kanama nadiren saptanmaktadir
ve sikligi binde 2 olarak tespit edilmistir [7,8]. Koter
gereksinimi olabilecek kadar kanama meydana gelme
sikligh yaklasik olarak %5’den az olarak bildirilmistir
[7]. Calismamizda PB grubunda %8.9 ve Loop grubun-
da %9.8 oraninda kanama meydana geldigi bildirildi.
Gruplar arasinda kanama sikligi acisindan farkhilik ol-
madif1 gosterildi.

PB (n:56) Loop (n:51) P
Yas (Yil), Ort £ SS 3531 8.2 37.6+10.5 0.208
Parite, n (%)
Nullipar 12 (21.4) 11(21.6) 0.571
Unipar 6(10.7) 9(17.6) '
Multipar 38 (67.9) 31(60.8)
Dogum sekli, n (%)
Vajinal dogum 27 (61.4) 24 (60.0) 0.898
Sezaryen 17 (38.6) 16 (40.0)
Vajinal dogum, n (%)
1 8 (29.6) 9(37.5) 0.552
=1 19 (70.4) 15(62.5)
Alkol kullanimi, n (%) 15 (26.8) 16(31.4) 0.601
Sigara kullanimi, n (%) 23 (41.1) 21 (41.2) 0.991
Transformasyon zon tipi, n 0.348
(%) 26 (46.4) 30(58.8)
Tip 1 20 (35.7) 12 (23.5)
Tip 2 10(17.9) 9(17.6)
Tip 3

Ort + 55: Ortalama * Standart sapma, PB: Punch biyopsi
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Tablo 2 « Calismanin patolojik sonuclari

PB (n:56) Loop (n:51) P
E‘EE;E" SoRNGU, 11.(%) 7 (12.5) 10(19.6) o s
- 47 (83.9) 38 (74.5) '

YDSIL

Mikroinvaziv kanser 1418 e

| ol 1(1.8) 2 (3.9

nvaziv kanser

Spesmen genisligi (mm), 49+1.2 11.0+1.7 <0.001
Ort £ 5S

Spesmen derinligi (mm), 3.9+0.7 6.6+1.0 <0.001
Ort £ 55

Doku yeterliligi (epitel + 53 (94.6) 50 (98.0) 0.345
stroma), n (%)

Kanama, n (%) 5(8.9) 5(9.8) 0.568
Biyopsi islemi esnasindaagn 58+ 1.3 6.2+18 0.206
skoru, Ort + SS
Termal artefakt, n (%) - 8(15.7) 0.002
Enfeksiyon, n (%) - - -
Toplam doku puani, n (%) <0.001
-1 2(3.6) -

-2 45 (80.4) 9(17.6)

-3 9(16.1) 42 (82.4)

Ort + SS: Ortalama + Standart sapma, DDSIL: Diisiik dereceli skuamoz intraepitelyal lezyon, YDSIL: Yiiksek dereceli skuamoz intraepitelyal lezyon,

PB: Punch biyopsi

Wetcho ve ark. tarafindan yapilan randomize kont-
rollii cahismada serviksten PB ve Loop ile biyopsi alinan
iki grup karsilagtinldi [9]. Calismadaki hastalann nere-
deyse tamamim reprodiiktif ddnemde bulunan kadin-
lar olusturuyordu. Yeterli bir kolposkopik degerlendir-
me PB grubunda %81.2 ve Loop grubunda %68.8 ora-
ninda bulundu (P= 0.240). Toplam doku puan, her bir
kalite puanimin (doku boyutu, doku bélgesi ve doku
hasan) toplam olarak degerlendirildiginde, Loop gru-
bunda medyan doku skoru, PB grubundan anlamh ola-
rak ytiksekti (8’e kars1 7) (P= 0.014). Loop grubunda
doku boyutu PB grubuna gére daha uzun saptanmstir
(P< 0.001). Loop grubundaki tiim spesmenlerde hem
epitelyal hem de stromal dokular vardi ve PB grubun-
da %93 hastada epitelyal ve stromal doku iceriyordu
ve gruplar arasinda istatistiksel anlamh farkhlik yoktu.
Isleme bagh agr degerlendirildiginde her iki grupta
da medyan VAS agn skoru 3 olarak saptanmistir (P=
0.820) [9]. Bizim calismamizda spesmen genisligi ve
derinligi Loop yapilan grupta daha fazla saptand: ve so-
nuclar anlamli bulundu. Bunun sebebi, Loop elektrot,
ozellikle sert kivamh dokuda veya stenotik servikal os'ta
her stipheli bolgeye niifuz edecek sekilde hassas bir se-
kilde kontrol edilebilen bir elektrik kesigi saglamasidir.
Forseps ile zimba biyopsisinin aksine, Loop kullanim
kayma olmadan yeterli biyopsiler elde edebilir. Doku
yeterliligi, islem sonrasi meydana gelen minimal kana-
ma ve islem esnasinda agn skorlar iki grupta farkhhk

olmadig1 gosterildi. Dokuda koter artefakti dogal ola-
rak sadece Loop grubunda %15.7 oraninda gortldi.
Toplam doku puam (spesmende artefakt olmamasi, ge-
nislik 7 mm veya daha biiyiik olmasi, epitel + stroma
doku yeterliligi) Loop biyopsi grubunda anlamh daha
iyi oldugu saptandi (P< 0.001).

Literatiirde yapilan bir calhismada sitoloji sonucu
HGSIL olan vakalarda kolposkopik biopsi ile eksizyo-
nel islemler arasinda yaklasik %73.7 oraminda uyum
bulundugu tespit edilmistir [10]. Hastalarin %63,5
CIN2+, %13,81 ise invaziv kanser saptanmistir. Punch
biyopsi invaziv kanserli hastalarin %41'inde eksik
patolojik tam vermistir [10]. Punch biyopsi sonucu
<CIN1 gelse bile eksizyonel islem secenegi sunulmasi
énerilmektedir. Bu ytizden bizim ¢calismamizda deger-
lendirildiginde, loop biyopsi daha genis doku 6rnegi ile
daha dogru sonuglara neden olabilir.

Serviksten gelen agn hissi pudendal sinir ve sinir-
lerin hipogastrik pleksusu tarafindan tasinir. Agn algi-
s1 oldukea stibjektiftir ve bir dereceye kadar hastanin
kaygisi ve kaygisina gére degisir. Yalnizca biyopsi alma
isleminde lokal anestezi dnerilmemektedir [11]. Has-
talann islem esnasinda agn dtizeyleri gruplar arasinda
farkhilik gostermedigi tespit edildi (PB i¢in 5.8 = 1.3,
Loop i¢in 6.2 = 1.8; P= 0.206). Literatiirde de ¢calisma-
mizla uyumlu olarak agn skoru gruplar arasinda ben-
zer oranlarda saptandi [9,12,13].

CamScanner ile tarandi


https://v3.camscanner.com/user/download

Yiiksek Dereceli Skuamoz Intraepitelyal Lezyonu Olan Hastalarda Punch ve Loop Biyopsinin Karsilastiriimasi « 41

Loop Ornekleriyle ilgili temel endise olan termal
artefakt Nagar ve arkadaslan tarafindan degerlendiril-
diginde, 6rnek kenarlarinda displazi varhginda anlam-
lh bir fark saptanmadi [14]. Yapilan calismalarda hem
epitel hem de stromal doku icerigi Loop grubunda tiim
hastalarda vardi [12]. PB grubunda cok fazla distor-
siyon goriilmedi ve patolojik sonuclarla tim dokular
degerlendirilebildi [12]. 2006 yihnda Byrom ve ark.
eslestirilmis punch biyopsi ve Loop grubunda servikal
biyopsi 6rneklerinde yetersizlik oramm %5.3 olarak
bulmuslardir [15].

Calismamn bazi eksik yonleri mevcuttur. 11k olarak
retrospektif nattirde olmas: sdylenebilir. Bu ytizden do-
kularin degerlendirilmesine patolojik simflama yapila-
rak doku yeterliligi konusunda puanlama verilebilirdi.
Ikinci eksik yon spesmenlerin birden fazla sayida pa-
tolog tarafindan degerlendirilmesidir Bu nedenle goz-
lemciler arasinda degerlendirme ve 6l¢tim farkhihiklan
meydana gelmesi olasidir.

Sonug olarak, Loop grubunda spesmen derinligi ve
genisligi daha uzun bulunmasina ve koter artefaktinin
olmasina ragmen PB ve Loop gruplarn arasinda doku
yeterliligi (epitel + stroma icermesi), kanama ve agn
skorlar1 gruplar arasinda benzer bulundu. Tki biyopsi
seklinin birbirine tistiinltgii kanitlanamamstir. Biyopsi
alma seklinin hastanin durumuna gére secilmesi one-
rilmektedir.
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