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Rak zunanjega spolovila - uvod

Vulvar cancer - overview of the topic
Natas$a Pulko, dr. med."

'Oddelek za onkologijo, Univerzitetni klini¢ni center Maribor, Maribor, Slovenija

Povzetek

Rak zenskega zunanjega spolovila je redek rak. Predstavlja le 4% vseh ginekoloskih rakov in se pojavlja
pri starejSih bolnicah. V Sloveniji za rakom Zenskega zunanjega spolovila letno zboli med 50 in 60 Zensk.
Mediana starost ob diagnozi je 68 let. Priblizno v polovici ugotovljenih primerov je odkrita v omejeni obliki,
pri ostali polovici primerov pa v razSirjeni obliki. Iziemoma jo odkrijemo v razsejani obliki.

Ocenjeno 5-letno prezivetje je pri omejeni bolezni (FIGO I/11) priblizno 86%, 53% pri lokalno napredovali
bolezni (FIGO II/IVA) in le 19% pri razsejani bolezni (FIGO stadij IVB, pri ¢emer so v to skupino vklju¢ene
bolnice s prizadetimi pelvicnimi bezgavkami).

Vecino (90%) vseh predstavljajo plosCatoceli¢ni karcinomi. Dejavniki tveganja za nastanek raka
zunanjega spolovila pa so starost, okuzba s humanim papilomavirusom (HPV), kajenje cigaret, vnetna
stanja, ki prizadenejo vulvo in imunska pomanijkljivost. Priblizno 40% rakov vulve je povezanih z okuzbo
s HPV (HPV-16 in HPV-18).

NajpogostejSe mesto nastanka so velika labija, lahko pa se pojavi §e na malih labijah, klitorisu, mons
pubis ali perineju. Najpogosteje bolnice nimajo tezav, lahko pa porocajo o srbenju ali drazenju oz.
bolecini, krvavitvi ali izcedku. Pri bolnicah s HPV neodvisnim rakom zunanjega spolovila se tumor kaze
kot solitarna lezija, pri HPV odvisnem tumorju pa lahko kot multifokalne lezije in so¢asno prisotna
cervikalna neoplazija.

Ob postavljenem sumu, da gre za raka zunanjega spolovila, je potrebna diagnosti¢na obdelava in
zdravljenje glede na razSirjenost bolezni in stanje zmogljivosti bolnice.

Kljuéne besede: rak vulve, incidenca, prezivetje, dejavniki tveganja, klini¢na slika

Abstract

Vulvar cancer is arare cancer. It accounts for only 4% of all gynecological cancers and occurs in elderly
patients. Between 50 to 60 women are diagnosed with vulvar cancer in Slovenia annually. The median
age at diagnosis is 68 years. In approximately half of the cases vulvar cancer is diagnosed in early stage
and in the other half in regionally advanced stage. It is rarely found in disseminated form at time of
diagnosis.

The estimated 5-year survival for limited stage (FIGO I/ll) is approximately 86%, 53% in regionally
advanced stage (FIGO II/IVA) and only 19% in disseminated disease (FIGO stage IVB, in this group we
find patients with metastases in pelvic nodes).

The majority (90%) of all vulvar cancers represent squamous cell carcinomas. Risk factors for vulvar
cancer are: age, human papillomavirus (HPV) infection, cigarette smoking, inflammatory conditions
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affecting the vulva and immunodeficiency. The remaining 10% are rare histologies. About 40% of vulva
cancers are associated with HPV infection (mostly HPV-16 and HPV-18 strains).

Cancer of the external genitalia is most often detected at an early stage, when the disease is still limited
to the external genitalia. The most common site of occurrence are the labia majora, but it can also occur
in labia minora, the clitoris, mons pubis or perineum. Most often, patients have no symptoms, but they
may report itching or irritation, pain, bleeding or discharge. In patients with HPV independent vulvar
cancer, the tumour manifests itself as a solitary lesion and, in HPV-dependent tumour, as multifocal
lesions and concomitant cervical neoplasia.

If vulvar cancer is suspected, diagnostic treatment and treatment should be given depending on the
extend of the disease and the patient's performance status.

Keywords: vulva cancer, incidence, survival, risk factors, clinical presentation

Viri/Sources:

1. Rak v Sloveniji 2019. Ljubljana: Onkoloski institut Ljubljana, Epidemiologija in register raka,
Register raka Republike Slovenije, 2022.

2. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Vulvar Cancer
V.1.2023. © National Comprehensive Cancer Network, Inc. 2022. Accessed [September 3,
2023].



Diagnostika raka zunanjega spolovila - pogled ginekologa

Diagnostics of vulvar cancer — a gynecologist's point of view
doc. dr. Maja Pakiz, dr. med."

'Oddelek za ginekolosko onkologijo in onkologijo dojk, Klinika za ginekologijo in perinatologijo,
Univerzitetni kliniéni center Maribor, Maribor, Slovenija

Povzetek

Specialist ginekolog je navadno prvi zdravnik, ki obravnava Zenske z na novo ugotovljenimi spremembami
na zunanjem spolovilu. Izbrani ginekolog na primarni ravni izvaja preventivne preglede v skladu z
nacionalnimi navodili. Ob vsakem preventivnem pregledu se opravi vedno anamneza in klini¢ni status,
katerega osnovni del je pregled zunanjega spolovila. Izbrani ginekolog opredeli z anamnezo dejavnike
tveganja za pojav raka na zunanjem spolovilu.

Ob na novo ugotovljenem tumorju zunanjega spolovila je najprej potrebna histopatoloSka opredelitev
tumorja. Ob pregledu v ambulanti je potrebna ocena izvedljivosti biopsije vambulantnem okolju, biopsija
se lahko tehni¢no izvede na razlicne nacine in z razlicnimi inStrumenti. Potrebna je pazljivost, da se
biopsija odvzame z zajetjem bazalne membrane, kar je v€asih tezje ob eksofiticno rastoc¢ih tumorijih.
Predvsem pa se odsvetuje nacrtovanje ekscizije tumorjev, ki niso histopatolosko opredeljeni, z
namenom biopsije.

Natancen pregled tumorja v ambulanti zajema opredelitev velikosti, lege, Stevila tumorjev, premakljivosti
od podlage in odnosa do sosednijih struktur (secnica, noznica, anus). Opredeli se moznost izrezanja z
varnostnim robom ter primarne rekonstrukcije oziroma potrebe po zapiranju defekta s koznimi rezniji ter
opredelitev tveganja za resne perioperativne zaplete. Za klini¢ni status bolezni se pregleda Se ingvinalni
lozi obojestransko.

Ginekolog ob na novo ugotovljenem tumorju nacrtuje preiskave za postavitev radioloSkega stadija
bolezni, ki je osnova za predstavitev na konziliju in za nacrtovanje zdravljenja. PloS¢atoceli¢ni karcinomi,
tumorji manjsi od 4 cm in brez klini¢no zajetih ingvinalnih bezgavk so izjemno redko primarno razsejani.
Pri teh se svetuje opredelitev radioloSko-klini€nega stadija bolezni z osnovnimi preiskavami (UZ pregled
trebusne votline z UZ ingvinalnih loZ, rentgensko slikanje prsnega kos$a). Ob redkejSih oblikah (predvsem
Zlezni karcinomi), lokalno napredovalih tumorijih ali ob prisotnih simptomih oddaljenih zasevkov, pa se
svetuje natancnejSo slikovno diagnostiko (MR male medenic za opredelitev lokalnega stadija in CT
trebusnih ter prsnih organov za opredelitev oddaljenih zasevkov).

Ob na novo potrjeni maligni bolezni se svetuje opredelitev sploSnega statusa obolele, kar lahko
ocenjujemo z razliénimi orodji (na primer Karnofsky status in ECOG lestvica). Ob tem je potrebna
opredelitev pridruzenih soobolenj in njihova ureditev, predvsem bolezni, ki vplivajo na zaplete pri
zdravljenju (sladkorna bolezen, arterijska hipertenzija, sréno popusc¢anje, bolezni $¢itnice in drugo). Ker
je vecina obolelih z rakom zunanjega spolovila v populaciji starejSih od 70 let, se svetuje tudi oceniti
krhkost organizma, kar se lahko naredi s katerim od $tevilnih orodij za presejanje. Ce pa je potrebno in
dostopno, pa se vkljuci obolele v celovito geriatri¢no obravnavo.

Kljuéne besede: rak vulve, klini¢ni pregled, preiskave



Abstract

Gynecologists are usually in Slovenia the first specialist who examine women with a new vulvar tumor.
Primary level gynecologists perform regular preventive examinations accordingly to national guidelines,
including the examination of vulva and evaluation of risk factors for developing vulvar cancer.

When presented with a new vulvar tumor the biopsy is planned. It should be estimated whether it is
possible to perform biopsy in an outpatient clinic (the most common scenario), the biopsy can be done
using different instruments. The biopsy should include basal membrane which is challenging when the
tumor growth is exophytic. Excision of tumors with the aim of biopsy should be avoided.

The examination of vulva with a new tumor should include the diameter and position of the tumor, the
number of tumors, mobility and the relation with neighboring organs (urethra, vagina, anus). The
respectability with clear margins as well as the necessary method for closure (including skin grafts)
should be evaluated. The risk of major perioperative complications should be estimated. Both inguinal
regions should be palpated.

The gynecologist plan further imaging modalities to set the radiological stage of the disease. Squamous
vulvar cancers, less than 4 cm in diameter, with clinically negative inguinal lymph nodes are rarely
primary disseminated. Therefore, general imaging is usually sufficient (plain chest radiographs,
abdominal US, including groin regions). Non-squamous tumors, locally advanced tumors or if symptoms
of distant metastases are presented, necessitate further imaging, pelvic MR is recommended for local
staging and CT of abdomen and chest for evaluation of distant metastases.

When presented with a new malignant disease it is important to evaluate a general performance status,
most commonly we use Karnofsky and/or ECOG performance status scale. Concomitant diseases and
their treatment should be evaluated and corrected if needed, especially those that are associated with
complications of oncological treatment (diabetes, arterial hypertension, cardiac failure, etc.).

As maijority of women with vulvar cancer are 70 years old or more the estimation of frailty is
recommended. There are several screening tools for frailty evaluation. When necessary and accessible
a full geriatric assessment may be included.

Key words: vulvar cancer, clinical examination, imaging

Viri/Sources:

1. Ayhan A, Fagotti A, Gultekin M, Pakiz M, Querleu D, Reed N, Taskiran C. (2023). Textbook of
Gynaecological Oncology (Platinum edition). Guenes publishing.

2. Greer BE, koh WJ. New NCCN Guidelines for Vulvar Cancer. J Natl Compr Canc Netw.
2016;14:606 - 8.

3. Oonk MHM, Planchamp F, Baldwin P, et al. European Society of Gynaecological Oncology
Guidelines for the management of patients with vulvar cancer. Intj Gynecol Cancer 2017;27:832
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Magnetno resonancna preiskava pri raku zunanjega spolovila

MR staging od vulvar cancer
dr. sc. Maja Podkrajsek, dr. med.’

'Oddelek za radiologijo, Univerzitetni klini¢ni center Maribor, Maribor, Slovenija

Povzetek

Rak zunanjega spolovila (RZS) je redek ginekoloski rak, ki se pojavlja pri postmenopavznih zenskah,
histolosko gre v vec kot 85% za ploScatoceli¢ni karcinom. Za oceno razsirjenosti RZS uporabljamo FIGO
in TNM klasifikacijo. NajvaznejSi prognosti¢ni znak pri RZP je prizadetost podro¢nih bezgavk (1).
NajzanesljivejSa slikovna metoda je zaradi svoje visoke prostorske in kontrastne locljivosti magnetna
resonance (MR) (2), ki ugotovi velikost, lokalno razSirjenost RZS in prizadetost ingvinofemoralnih bezgavk
(IFB). Protokol MR je standardiziran z ESUR (3) smernicami. Uporabljamo T2 obtezeno slikanje, T1
obtezeno slikanje z izbrisom mascevja po aplikaciji kontrastnega sredstva in difuzijsko slikanje. Slikanje
naredimo v razli¢nih ravninah. Prikazemo RZS, ki je manjsSi od dveh centimetrov in njegovo lego. Pri vecjih
RZS prikazemo vras€anje v secnico, noznico, anus, medenicni steno in prizadetost IFB. Najzanesljive;jSi
kriterij prizadetost IFB je prec¢ni premer bezgavke nad 1 cm, pomozni kriteriji so Se spremenjen rob
bezgavke, spremenjena struktura bezgavke, nekroza v bezgavki in razmerje med kratkim in dolgim
premerom bezgavke, ki naj bi bilo nad 0,75. Pri napredovalem RZS za oceno razSirjenosti uporabljamo
CT prsnega koSa in s kontrastom.

Kljuéne besede: rak vulve, MR, bezgavke

Abstract
Primary

cancer is a rare gynaecologic malignancy, mostly arise in old women. Squamous cell carcinomas (SCC)
account for the vast majority (> 85%) of vulvar cancers. FIGO and the TNM classification systems are
both used to stage vulvar cancer. In vulvar cancer, metastatic involvement of the inguinofemoral lymph
nodes is the most important prognostic factor. MR imaging provides excellent spatial and contrast
resolution to stage locally advanced vulvar cancer (LAVC) for tumor and nodal evaluation in order to
facilitate the planning of treatment.

The value of an appropriate MR imaging protocol and standardised imaging reports is highlighted (ESUR)
by using T2 weighted imaging, T1 weighted imaging with fat saturation with contrast application and
diffusion imaging for detection small vulvar cancer with size > 2 cm and position od vulvar cancer or
involvement of the urethra, vagina, anus and lymph nodes in locally advance vulvar cancer. The most
commonly used criterion for regional lymph node metastasis is the short-axis, usually considered
suspicious when > 1 cm. Other features may be helpful, especially when combined, namely irregular
contour, round shape, presence of necrosis, loss of fatty hilum and a ratio of short-to-long-axis diameter
=(0.75. CT scanning should be omitted in early stage vulvar cancer, for advanced disease staging
contrast-enhanced CT of chest and abdomen is recommended.



Key words: vulvar cancer, MR, lymph node metastasis, T2WI, DWI-MRI, DCE-MR

Viri/Sources:
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Diagnostika raka zenskega zunanjega spolovila - pogled patologa

Diagnosing vulvar carcinoma - A pathologist's perspective
Damijan Sisinger, dr. med.’

'Oddelek za patologijo, Univerzitetni klini¢ni center Maribor, Maribor, Slovenija

Povzetek

Za diagnozo raka Zenskega zunanjega spolovila je s strani patologa potreben natancen pregled tkivnih
vzorcev, pridobljenih z biopsijo ali kirur§ko ekscizijo/resekcijo. Rak vulve je tip raka, ki prizadene Zensko
zunanje spolovilo, vkljuCujoc labije, klitoris in vaginalno odprtino. Patologi imamo pomembno vlogo pri
potrditvi diagnoze in tem, da zagotovimo informacije o karakteristikah tumorja - o tipu, gradusu in stadiju.
Pri malih biopsijah je klju¢na potrditev (ali ovrzenje) klinicnega suma na malignom, medtem ko je pri
ekscizijah in resekcijah kljuéno objektivno podati vse potrebne informacije, ki jih klinik potrebuje za
adekvatno nadaljnje zdravljenje. PloSCatoceliCni karcinom je dale¢ najpogostejsi maligni tumor vulve.
Delimo gana s HPV-povezan in HPV-neodvisni karcinom. Priblizno dve tretjini vulvarnih ploS¢atoceli¢nih
karcinomov nastane po HPV-neodvisni poti; ti karcinomi se obnaSajo bolj agresivno kot HPV-odvisni
karcinomi. Kljub nekaterim morfoloskim razlikam med njima, obeh podtipov ni mo¢ zanesljivo lociti brez
molekularnih HPV testov. Blok pozitivha reakcija pri uporabi imunohistokemi¢ne reakcije s p16 je
zanesljiv (a ne popoln) nadomestek in je dostopen v veéini laboratorijev. Tudi prekurzorji
ploscatoceliCnega karcinoma se delijo na s HPV-povezane in HPV-neodvisne.

Zanesljiva diagnoza je klju¢na za odloCitev o primernem zdravljenju, bodisi kirurSkem, obsevanju,
kemoterapiji ali kombinaciji, zato je patoloski izvid kritiCen vir za bolnikovo oskrbo in prognozo.

Kljuéne besede: rak vulve, plos¢atoceli¢ni karcinom

Abstract

Diagnosing vulvar carcinoma, or vulvar cancer, from a pathologist's perspective involves a
comprehensive examination of tissue samples obtained through a biopsy or surgical resection. Vulvar
carcinoma is a type of cancer that affects the external female genitalia, including the labia, clitoris, and
vaginal opening. Pathologists play a crucial role in confirming the diagnosis and providing information
about the tumor's type, grade, and stage. In small biopsies, our role is to confirm (or rule out) a clinical
suspicion of malignancy, whether in larger biopsies (excisions and resections) it is crucial to objectively
provide all the information that clinician needs for adequate treatment. Squamous cell carcinoma (SCC)
is the most frequent malignant vulvar tumour. It is divided into HPV-associated and HPV-independent
carcinoma. About two thirds of vulvar SCCs arise through an HPV-independent pathway; they behave
more aggressively than HPV-associated carcinomas. Eventhough several morphological patterns are
associated with each etiopathogenic subtype, the two categories cannot be confidently distinguished
unless molecular HPV tests are used. Block-type immunoreactivity for p16 is a reliable (although not
perfect) surrogate of HPV-associated SCCs and can be assessed in most laboratories. Also the
precursors of SCC are divided into HPV-associated and HPV-independent. Accurate diagnosis is crucial
for determining the appropriate treatment options, which may include surgery, radiation therapy,



chemotherapy, or a combination of these approaches. The pathology report serves as a critical resource
for guiding the patient's care and prognosis.

Key words: vulvar cancer, squamous cell carcinoma

Viri/Sources:

1.

WHO Classification of Tumours Editorial Board. Female genital tumours [Internet]. Lyon
(France): International Agency for Research on Cancer; 2020 [cited 2023 09 21]. (WHO
classification of  tumours series, 5th ed.; vol. 4). Available  from:
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Kirursko zdravljenje raka vulve

Surgical treatment for vulvar cancer
Dr. Andrej Cokan, dr. med.’

" Oddelek za ginekolosko onkologijo in onkologijo dojk, Univerzitetni kliniéni center Maribor, Maribor,
Slovenija

Povzetek

Osnova kirurSkega zdravljenja raka zunanjega spolovila je kirurSka odstranitev tumorja in ingvinalnih
bezgavk, kar se izvaja preko loCenih rezov. Namen Siroke eksicije tumorja je doseci prost rob tumorja, ki
naj bi bil 8 - 10 mm, oz. manj, ¢e tumor lezi blizu klitorisa, se€nice ali zadnjika, razprava o optimalni
razdalji pa sicer Se poteka (1). Ocena ingvino-femoralnih bezgavk je potrebna, razen pri bolnicah z
globino invazije tumorja €1 mm (FIGO stadij IA). Pri unifokalnih tumorjih (< 4 cm), s klini¢no
nesuspektnimi ingvinalnimi bezgavkami se priporoca odstranitev varovalne bezgavke, privecjih (=4 cm),
multifokalnih tumorjih ali v primeru povecanih bezgavk (> 2 cm) pa kompletna odstranitev ingvinalnih
bezgavk (2). V primerih teZavnega zapiranja velikih ran na zunanjem spolovilu moramo razmisliti o
rekonstruktivnih tehnikah, kar lahko izboljSa funkcionalne in kozmeti¢ne rezultate. Zdravljenje
napredovalega raka zunanjega spolovila je multidisciplinarno in ga je potrebno natanéno nacrtovati,
odvisno pa je od znacilnosti primarnega tumorja ter prisotnosti regionalnih in/ali oddaljenih metastaz.
Prav tako vplivajo na nacrtovanje zdravljenja tudi pridruzena obolenja in/ali krhkost bolnika. V postev
prideta sistemska terapija in obsevanje, v dolo¢enih primerih pa lahko bolnice zdravimo tudi kirurSko. Pri
priblizno 12-37% zensk z rakom zunanjega spolovila se bolezen ponovi v prvih nekaj letih, ve€inoma v
prvih 2 letih (3). Pri ponovitvah raka vulve je odlocitev glede zdravljenja prav tako multidisciplinarna.
Operativno zdravljenje pride v poStev pri lokalni ponovitvi na zunanjem spolovilu in pri ponovitvi v
podrocju ingvinalnih bezgavk, zdravljenje pa je odvisno od obsega bolezni in anamneze predhodnega
obsevanja. V primeru, da ni mogoce doseci radikalnega kirurSkega zdravljenja, pride v poStev sistemsko
zdravljenje in obsevanje.

Kljuéne besede: rak vulve, kirurSko zdravljenje, biopsija varovalne bezgavke

Abstract

The basis of surgical treatment for vulvar cancer is the surgical removal of the tumor and inguinal lymph
nodes, which is performed through separate incisions. The aim of wide excision of the tumoris to achieve
a tumor-free margin of 8 — 10 mm, or less if the tumor is located near the clitoris, urethra, or anus,
although the discussion on the optimal margin is still ongoing (1). Assessment of inguino-femoral lymph
nodes is necessary, except for patients with tumor invasion depth =1 mm (FIGO stage |A). For unifocal
tumors (< 4 cm) with clinically non suspicious inguinal lymph nodes, sentinel lymph node removal is
recommended, while for larger (= 4 cm), multifocal tumors or in the case of enlarged nodes (> 2 cm),
complete removal of inguinal lymph nodes is advised (2). In cases where the closure of large wounds on
the external genitalia is challenging, we should consider reconstructive techniques, which can improve
functional and cosmetic outcomes. The treatment of advanced vulvar cancer is multidisciplinary and
should be carefully planned, depending on the characteristics of the primary tumor and the presence of
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regional and/or distant metastases. Additionally, the patient's comorbidities and/or frailty influence
treatment planning. Systemic therapy and radiation therapy are considered, and in certain cases,
surgical treatment may also be an option. Recurrence of vulvar cancer occurs in approximately 12-37%

of women in the first few years, mostly within the first 2 years (3). The decision regarding treatment for

vulvar cancer recurrence is also multidisciplinary. Surgical treatment is an option for local recurrence on

the external genitalia and recurrence in the inguinal lymph node area, and the treatment depends on the
extent of the disease and the patient's history of prior radiation. In cases where radical surgical treatment
is not feasible, systemic treatment and radiation therapy may be considered.

Keywords: vulvar cancer, surgical treatment, sentinel lymph node biopsy
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Pooperativho obsevanje pri raku zunanjega spolovila

Postoperative radiation of vulvar cancer
Tamara Petrun’

'Oddelek za onkologijo, Univerzitetni klini¢ni center Maribor, Maribor, Slovenija

Povzetek

S pooperativhim (adjuvantnim) obsevanjem zelimo zmanjSati verjetnost lokalne in/ali regionalne
ponovitve, podaljSati celokupno preZivetje in prezivetje brez ponovitve bolezni. Gre za redek rak, zato je
na voljo malo randomiziranih Studij, ki nam bi dale jasne odgovore glede ucinkovitosti zdravljenja. Rizi¢ni
dejavniki za ponovitev tumorja so: pozitivni in bliznji resekcijski rob, velikost tumorja, globina invazije,
difuzni tip tumorske invazije, ekstrakapsularna ekstenzija (ki je samostojni napovedni dejavnik za
celokupno preZivetje in regionalno ponovitev).

Priporoc¢eno je, da se dopolnilno obsevanje izvede 6-8 tednov po operaciji. Bolnica opravi pripravo na
obsevanje (CT simulator) s polnim mehurjem in praznim crevesjem. Velikokrat uporabimo bolus z
namenom povecanja doze na koZi in podkozju. Cez 10-14 dni priéne z obsevalnim zdravljenjem. V
obsevalno polje zajamemo leziSCe tumorja, ki mu dodamo 2 cm varnostnega roba v primeru pozitivhega
ali bliznjega kirurSkega roba. Obsevamo tudi bezgavCne loZze — obsevano podroCje temelji na
patohistoloskem izvidu. Najveckrat obsevamo s skupno dozo 45-50Gy v dnevnih frakcijah 1,8-2Gy
petkrat tedensko. Na podrogjih, kjer je ostanek tumorja, so prisotni pozitivnih kirurskih robovih, pri
patoloskih bezgavkah ali ekstrakapsularni ekstenziji, se lahko odlo¢imo za povecanje doze.

O dodatku socéasne (konkomitantne) kemoterapije med obsevanjem imamo malo podatkov. Namen
soCasne kemoterapije je radiosenzibilizacija. PriporoCena je pri bolnicah s prizadetimi ingvinalnimi
bezgavkami (2 alivec), pri pozitivnih kirurskih robovih ali pri prera§¢anju tumorja preko kapsule bezgavke.

Akutni stranski udinki obsevanja so radiomukozitis, radiodermatitis, pekocCe uriniranje, odvajanje
mehkejSega/tekoCega blata in utrujenost. Pomembno je, da med obsevanjem izvajamo redne kontrolne
preglede in s tem hitreje prepoznamo morebitne zaplete.

Kljuéne besede: pooperativho obsevanje, rak vulve, so¢asna kemoterapija

Abstract

With postoperative (adjuvant) radiation, we aim to reduce the likelihood of local and/or regional
recurrence, prolong overall survival and disease free survival. It is a rare cancer and there are only few
randomized studies available to give us clear answers about the effectiveness of treatment. Risk factors
for tumor recurrence are: positive and close resection margin, tumor size, depth of invasion, diffuse type
of tumor invasion, extracapsular extension (which is an independent predictive factor for overall survival
and regional recurrence).

It is recommended that postoperative radiation initiated 6-8 weeks after surgery. The patient prepares
for radiation (CT simulator) with a full bladder and an empty bowel. We often use a bolus to increase the
dose on the skin and subcutaneous tissue. After 10-14 days, the radiation treatment begins. The tumor
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bed is captured in the radiation field, to which a 2 cm safety margin is added in the case of a positive or
close surgical margin. We also irradiate the lymph nodes - the radiation area is based on the
pathohistological findings. Most often, we irradiate with a total dose of 45-50Gy in daily fractions of 1.8-
2Cy five times a week. In areas where there is residual tumor, there are positive surgical margins,
pathological lymph nodes or extracapsular extension, we can decide to increase the dose.

We have little data on the addition of concurrent (concomitant) chemotherapy during radiation. The
purpose of concurrent chemotherapy is radiosensitization. It is recommended for patients with positive
inguinal lymph nodes (2 or more), for positive surgical margins or for tumor growth beyond the lymph
node capsule.

Acute side effects of radiation are radiomucositis, radiodermatitis, burning urination, diarrhea and
fatigue. It is important to carry out regular check-ups during the irradiation and thereby quickly identify
potential complications.

Key words: postoperative radiation, vulvar cancer, concomitant chemotherapy
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Radikalno obsevanje raka zunanjega spolovila

Curative radiation therapy of vulvar cancer
Ana Perpar dr. med.?

2 Sektor radioterapije, Onkoloski Institut Ljubljana, Ljubljana, Slovenija

Povzetek

Zdravljenje lokalno ali regionalno napredovalega raka zunanjega spolovila Se vedno predstavlja izziv, saj
ohranitveno kirursko zdravljenje dostikrat ni mozno zaradi obseznih zasevkov v regionalnih bezgavkah ali
lokalne rasti tumorja proti zadnjiku, danki, sec¢nici ali seCnemu mehurju.

V 70. in 80. letih prejSnjega stoletja so prve Studije kot alternativo obseznim in mutilantnim kirur§kim
posegom ponudile kombinacijo neoadjuvantnega obsevanja z namenom zmanjSanja makroskopskega
tumorskega bremena in nato posledi¢no manj obseznega kirurSkega posega za odstranitev primarnega
tumorja ali zasevkov v bezgavkah. Opisani so patoloski popolni odgovori v 50%. (1) V onkologiji se je s
tem uveljavil kombiniran pristop s predoperativnim obsevanjem, ki mu je sledila operacija.

V letu 2011 objavljena metaanaliza je pokazala primerljivo celokupno prezivetje ali incidenco zapletov
po primarnem kirur§kem zdravljenju v primerjavi z radiokemoterapijo (radikalno ali neoadjuvantno). (2)

Novejse Studije kaZejo, da je z modernimi obsevalnimi tehnikami (IMRT), ki omogocajo eskalacijo doze,
in uporabo konkomitantnega sistemskega zdravljenja mozno doseci lokalni odgovor pri vecini bolnic. Pri
celokupnih dozah > 60 Gy na makroskopsko bolezen se lahko doseze popolni kliniéni odgovor v 60-80%
bolnic po enem letu; Stevilo bolnic, pri katerih je po zakljucenem obsevanju potrebno opraviti obseznejsi
kirurski poseg z oblikovanjem stome, znasSa po rezultatih nekaterih Studij 17%. (3) Bolnicam z
napredovalo boleznijo lahko sedaj ponudimo tudi pristop z radikalnim obsevanjem, kjer se odlo¢imo za
kirurSki poseg le v primeru perzistentne bolezni.

V zadnjih desetletjih je pri zdravljenju napredovalega raka zunanjega spolovila priSlo do pomembnih
sprememb. Obseznim in mutilantnim kirurSkim posegom sedaj predstavlja alternativo obsevanje z
modernimi konformnimi tehnikami in uporabo konkomitantnega sistemskega zdravljenja, tako
neoadjuvantnega z namenom zmanj$anja obsega bolezni, ali radikalnega z namenom remisije.

Kljuéne besede: napredovali rak zunanjega spolovila, radiokemoterapija, radikalno obsevanje

Abstract

The treatment of locoregionally advanced vulvar cancer continues to present a challenge since
conserving surgery is often not possible, either due to the size of regional lymph node metastases or the
local extent of the tumour towards the anus, rectum, urethra or urinary bladder.

In the seventies and eighties the first studies were published that offered an alternative to extensive and
often mutilating surgical procedures in the form of neoadjuvant radiation with the aim of reducing the
macroscopic tumour burden and consequently, a less mutilating surgical removal of the primary tumour
or lymph node metastatses. After such radiation, pathological complete responses of up to 50% have
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been reported. (1) As aresult, the combined approach of preoperative radiation followed by surgery was
established.

In 2011 a metaanalysis was published which showed comparable overall survival and incidence of
complications following primary surgery as opoosed to chemoradiation (either primary or neoadjuvant).

2)

Newer studies have shown that a local response can be acheived in the majority of patients with the use
of modern radiation techniques (IMRT), which permit dose escalation, and the use of concomitant
systemic treatment. With total doses above 60 Gy to the macroscopic disease a complete clinical
response can be achieved in 60-80% of patients after 1 year; the number of patients which need salvage
surgery with stoma formation is according to some studies 17%. (3) Patients with advanced disease can
now be offered curative radiotherapy with surgery as a salvage treatment option in the case of persistent
disease.

Inthe last decades the treatment of advanced vulvar cancer has changed significantly. Radiation therapy
with modern, dose-conforming techniques and the use of concomitant systemic agents presents a
viable alternative to extensive and mutilating surgical procedures, either in the neoadjuvant setting to
reduce the extent of the disease, or in the definitive setting to achieve remission.

Keywords: advanced vulvar cancer, radiochemotherapy, definitive radiotherapy
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Radiodermatitis — pogled zdravstveno negovalnega osebja

Radiodermatitis - the view of the nursing staff
Andrej Monetti, dipl. zdravstvenik’

'Oddelek za onkologijo, Univerzitetni klini¢ni center Maribor, Maribor, Slovenija

Povzetek

Stranske ucinke obsevanja lo¢imo na akutne in kroni¢ne. Akutni se pojavijo v ¢asu obsevanja in do 3
mesece po zakljucku obsevanja. Ti v primeru obsevanja vulve zajemajo disuricne teZzave, odvajanje
tekoCega blata in radiodermatitis oziroma radiomukozitis. Kroni¢ni stranski ucinki se praviloma pojavijo
3 mesece do vec let po zakljuCku obsevanja. Med kroni¢ne stranske uc€inke Stejemo pogosto odvajanje
blata, inkontinenco, ileus, tenezme, fistule,in kontrakture mehurja.

Stranski ucinki pri obsevanju zunanjega spolovila se pojavljajo vecinoma lokalno in so omejeni na
obsevalno polje. Pojavnost in intenziteta stranskih u€inkov sta odvisna od karakteristik bolnika ter
dnevne in skupne doze prejetega sevanja. Pri karakteristiki bolnika govorimo o starosti, kajenju,
prehrambnih navadah, ze obstojecih poskodbah obsevanih organov (kirurSko ali sistemsko zdravljenje)
ter pridruzenih boleznih (sladkorna bolezen, hipertenzija, revmatoidni artritis).

Radiodermatitis oziroma radiomukozitis razvrS€amo v Stiri stopnje:

e Stopnjal. zacCetni eritem oziroma suho lusCenje,

e Stopnjall. zmeren do hud eritem, vlazno lus¢enje koze ve€inoma v koznih gubah,

e Stopnjalll. vlazno luScenje koZe izven koznih gub, krvavitev ob minimalnih manipulacijah
e StopnjalV. nekroza koze, globoke razjede skozi vse plasti koZe, spontane krvavitve

Na Enoti za radioterapijo UKC MB diplomirana medicinska sestra enkrat tedensko izvaja razSirjen
anamnesti¢ni pregled bolnice. Po obsevanju izvajamo vsakodnevno ambulantno nego obsevanega
podrodja. lzjemno pomembno je, da bolnico informiramo o moznih neZelenih uc¢inkih med obsevanjem
zunanjega spolovila in ji razloZimo nego obsevanega podrocja v domaci oskrbi.

Kljuéne besede: radiodermatitis, nega, vulva

Abstract

Radiotherapy side effects are divided into acute and chronic. Acute side effects emerge during radiation
therapy and up to 3 months after completion. In the case of vulva radiation therapy, these include dysuric
problems, discharge of liquid stool and radiodermatitis or radiomucositis. Chronic side effects usually
occur after 3 months and up to several years after the end of treatment. Chronic side effects include
frequent bowel movements, incontinence, ileus, tenesmus, various fistulas, bladder contractures.

Side effects in external genital radiation therapy occur mostly locally and are limited to the radiation field.
The incidence and intensity of side effects depend on the characteristics of the patient, the daily and
total dose of radiation received. Patient characteristics include age, smoking, dietary habits, pre-existing



damage to irradiated organs (surgical or systemic treatment) and associated diseases (diabetes,
hypertension, rheumatoid arthritis, etc.)

Radiodermatitis or radiomucositis (mucous membranes) is classified into four stages:

e Stagel. initial erythema or dry peeling,

e Stagell. moderate to severe erythema, moist peeling of the skin mostly in skin folds,

e Stagelll. moist peeling of the skin outside the skin folds, bleeding with minimal manipulations
e Stage IV. necrosis of the skin, deep ulcers through all layers of the skin, spontaneous bleeding

In the University Medical Centre Maribor at Radiotherapy Unit a registered nurse performs an extended
anamnestic examination of the patient once a week. After radiation therapy, we perform daily care of the
irradiated area in outpatient clinic. It is extremely important to inform the patient about possible side

effects during radiation therapy of the external genitalia and to explain to her the care of the irradiated
area in home care.

Key words: radiodermatitis, nursing care, vulva
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Sistemsko zdravljenje raka zunanjega spolovila

Systemic treatment of vulvar cancer
Dr. Nina Fokter Dovnik, dr. med."

'Oddelek za onkologijo, Univerzitetni klini¢ni center Maribor, Maribor, Slovenija

Povzetek

Rak zunanjega spolovila ve€¢inoma odkrijemo v lokalno omejenem stadiju, redkeje v lokalno razSirjenem,
zelo redko pa v razsejanem stadiju. Medtem ko zdravljenje s kemoterapijo v kombinaciji z obsevanjem
uporabljamo Ze v zgodnejSih stadijih, je sistemsko onkolosko zdravljenje brez dodanega obsevanja
indicirano le v primeru razsejane bolezni oz. ponovitve bolezni na takSnem mestu, da dodatno lokalno
zdravljenje ni izvedljivo. Zaradi nizke incidence raka zunanjega spolovila ne obstajajo prospektivhe
randomizirane klini¢ne raziskave, ki bi definirale optimalno sistemsko zdravljenje te bolezni. VecCina
objavljene literature so serije manj kot 20 bolnic, uporabljene sheme zdravljenja v teh serijah pa so zelo
heterogene. V redni klini¢ni praksi se zato pri sistemskem zdravljenju raka zunanjega spolovila drZzimo
priporo€il, ki veljajo za zdravljenje raka materni¢nega vratu. V prvem redu so priporocljive sheme s
kombinacijo cisplatina ali karboplatina in paklitaksela, mozen je tudi dodatek bevacizumaba. V drugem
ali kasnejsih redih zdravljenja najpogosteje uporabljamo monoterapijo s karboplatinom, paklitakselom
alitopotekanom. Na osnovi dodatnih preiskav na vzorcu tumorja (proteini MMR oz. status mikrosatelitne
nestabilnosti, izrazenost PD-L1 na tumorskih in imunskih celicah, breme tumorskih mutacij, prisotnost
fuzij NTRK) je smiseln tudi premislek o zdravljenju z zaviralci imunskih nadzornih tock oz. tumorsko
agnosti¢nem zdravljenju z larotrektinibom ali entrektinibom.

Kljuéne besede: rak zunanjega spolovila, kemoterapija, bioloSka zdravila

Abstract

Vulvar cancer is mostly discovered at a localized stage, less frequently when it has spread to regional
lymph nodes, and very rarely at a metastatic stage. While chemoradiation is used in earlier stages,
systemic therapy without radiotherapy is only indicated in metastatic disease or disease recurrence that
is not amenable to local treatment. Due to the low incidence of vulvar cancer, there are no prospective
randomised clinical trials to guide the choice of systemic treatment. Most of the available literature
consists of series of less than 20 patients with very heterogeneous treatment schemes. Therefore, in
routine clinical practice we usually extrapolate treatment from the management of metastatic cervical
cancer. First line treatment typically consists of a combination of cisplatin/carboplatin with paclitaxel,
with or without the addition of bevacizumab. Carboplatin, paclitaxel or topotecan monotherapy is most
frequently used in the second or further lines of treatment. Immune checkpoint inhibitors or tumour
agnostic treatment with larotrectinib or entrectinib can be discussed based on additional analyses of the
tumour tissue (MMR proteins/MSI, tumour mutational burden, NTRK fusions).

Keywords: vulvar cancer, chemotherapy, biological therapy
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crijs, Ifa, anamia, lja, panijs, zmany oapw vnbol dugm {3, omatica, driska, bruranie, nvaaa, stomatitis, ubptxl)n pn.mus. zpublay,
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pluwa'!o In zdajazdraviia |c I na racapt zdravrika spachiista ustraznega podrodja medchna & n)ogu poobhscwngnwmnu
Refo < 1. Pon glevnihzr zdravia zadnja cdobrana verlja 2.Z22S, Sprememba [sto zdravi_2023
Pomembne: Predplsovanie In zdyja zdravila |o k@ na recapt pocrodja madicne all od njega poebhsonn zdravnba. Prad isovanjam

zcravia Varzenios 3! prabortia zadn)l vel Poz ctok glawnih znadiinostiz dravil. Podrobra formacje 0 zdravils so objuwpnn na spiatnstrani Evropske agencija za zﬂ’r:me
fitpc fwww.ema.Quropa.eu

El Ully farmacentska dnd ba, d.o.o., Dunajska cesta 167, 1000 Ljubljara, taketon O1/ 580 00 10, faks 01 /563 17 05
PP-AL-SI-0228, 17 82023, Samo za strokowvno javnoat.
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