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Update sul tumore della vagina: dall'intensificazione del trattamento alle 
evidenze in termini di constraints e di terapia di supporto



VAGINAL CANCER
• Primary vaginal cancers are rare (only 1–2% of all gynecologic malignancies).
• It is diagnosed only in patients with no involvement of the cervix or vulva or in the absence of recurrence 

of cervical or vulvar cancer after 5 years from treatment
• Ninety percent of cases are squamous cell carcinomas; most common location is the upper posterior 1/3

of the vagina.
• Given the rarity of primary vaginal cancer, there are no reliable recommendations for primary treatment, 

surveillance, and management after recurrence. It is the only cancer of the female genital system that has 

no clinical practice guidelines in the National Comprehensive Cancer Network (NCCN).
• Modern management of vaginal cancer has been extrapolated  from the successful outcomes of cervical 

cancer treatment

Yang et al. Gynecologic Oncology 159 (2020) 456–463
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• EBRT to the pelvis includes the external iliac and obturator nodes as per standard of care. In addition, the inguinal nodes may be 
included if the tumor is in the distal vagina.

• The optimal or lower threshold dose is 70 Gy, which has been shown to improve  outcomes.   Doses higher than 70 Gy result in 
significant grade 3 and 4    toxicities.

• Intensity modulated radiation therapy (IMRT) is an advanced form of radiation that allows for higher dosages of radiation to be 
delivered to the cancer. Although studies in vaginal cancer are limited, this form  of radiation may allow improved dosages to the 
cancer, with fewer adverse effects because dose to the adjacent structures is limited

• Modern management of vaginal cancer often combines concurrent chemotherapy such as cisplatin or 5FU. This has been extrapolated  
from the successful outcomes of this treatment with cervical cancer. However, most studies using chemoradiation in vaginal cancer are 
limited owing to the small numbers of cases and lack of comparison to radiation on its own. 

• Chemoradiation may be considered in the treatment of vaginal cancer following a more recent  retrospective review suggesting a 
potential improvement in overall and disease-free  survival. (Miyamoto & Viswanathan 2013) Although this was a small review (71 
patients), it showed a significant difference between both overall survival and disease-free survival when comparing women who 
received radiation alone versus chemoradiation as primary treatment (three-year overall survival of 56% versus 79% and three-year 
disease-free survival of 43% versus 73%).

Adams & Cuello. Int J Gynecol Obstet 2018; 143 (Suppl. 2): 14–21

FIGO CANCER REPORT 2018: RADIOTHERAPY



4



5

• Two strategies for initial management with curative intent could be discussed: surgical resection versus 

primary (chemo)-radiation therapy. 

• Both strategies (initial surgery or definitive radiation therapy) seem to offer similar survival benefit so it 

is more about weighing the risks and iatrogenic morbidity that each patient will have from each approach 

tailored to her needs to decide for the best treatment strategy. The decision for the most appropriate 

treatment of choice will depend on the operability and location of the tumour but also on patients’ wishes

• Definitive platinum-based chemoradiotherapy consolidated by a brachytherapy boost is the preferred 

treatment of choice for the management of patients with locally advanced or node positive vaginal cancer

Management of vaginal cancer

Nout et al. Radiotherapy and Oncology 186 (2023) 109662



6

• EBRT can be applied as concomitant chemoradiotherapy with total dose of 45 to 46 Gy 
(1.8 to 2.0 Gy per fraction) and single agent radiosensitizing chemotherapy, preferably 
cisplatin (weekly 40 mg/m2) so that definitive radiotherapy is not compromised. 

• EBRT may also be applied without concomitant chemotherapy according to treatment 
selection (i.e. patients unfit for any chemotherapy). 

• Tumour and lymph node - related target volume for intensity modulated radiotherapy
(IMRT) includes the primary vaginal tumour, the vagina and the adjacent tissues such
as the paravaginal space, parametria, uterine cervix if in situ, and the pelvic lymph
nodes (obturator, internal, external and common iliac, presacral).

• In case of a primary tumour located in the lower third of the vagina, inguino-femoral 
lymph nodes are part of the EBRT target volume.

Definitive chemoradiotherapy

Nout et al. Radiotherapy and Oncology 186 (2023) 109662
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Update on:

Ø Dose intensification
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Small W, et al. Int J Radiation Oncol Biol Phys 2021, 109:413e424
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NRG Oncology’s RTOG 1203 trial was a phase III multicenter randomized controlled trial. Patients with 
cervical or endometrial cancer with indications for postoperative pelvic RT were randomly assigned 1:1 to 
either CRT or IMRT (149/130). The primary end point was acute GI toxicity at week 5 of RT measured with 
the bowel domain of the EPIC PRO instrument. Secondary end points included disease outcomes and chronic 
toxicity.

Yeung AR et al. J Clin Oncol 2022,  40:3115-3119
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Yeung AR et al. J Clin Oncol 2022,  40:3115-3119



14

Yeung AR et al. J Clin Oncol 2022,  40:3115-3119
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In 2005, the GYN GEC-ESTRO group introduced the concept of image-guided adaptive
brachytherapy for locally advanced cervical cancer.
Conceptually, image-guided adaptive brachytherapy defines target volumes according to
their presumed density of cancer cells and accounts for the tumour regression observed in
repeated 3D imaging during radiotherapy.
During brachytherapy, dose distribution is shaped according to these individual target
volumes (ICRU 89, 2013).

In short, these volumes consist of :
• the residual gross primary tumour volume (GTV-Tres),
• the high-risk clinical target volume (CTV-THR), which is the volume at the highest risk

of harbouring residual disease and disease recurrence,
• the intermediate-risk clinical target volume (CTV-TIR), which is the volume with an

intermediate risk corresponding to the extent of gross tumour at diagnosis.

Westerveld et al. Lancet Oncol 2020; 21: e157–67



3DCRT vs. IMRT vs. VMAT  
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Radiotherapy Technique

• Image-guided radiotherapy is recommended for IMRT to ensure safe dose application in 
the tumour-related targets, to account for motion uncertainties, to reduce margins, and to 
achieve reduced doses to organs at risk. 

• Overall treatment time for EBRT should not exceed 5 to 6 weeks.
• IGABT is recommended, preferably using MRI at the time of brachytherapy.
• Combined intravaginal/interstitial applicators should be considered for residual tumours 

with > 7 mm thickness or for residual tumours with paravaginal disease in order to achieve 
a sufficiently high radiation dose in the whole CTV-THR.

Nout et al. Radiotherapy and Oncology 186 (2023) 109662
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• Three-dimensional conformal radiotherapy alone or as definitive concomitant 
chemoradiotherapy (platinum based) and 2D radiography - based brachytherapy is 
recommended, if IMRT and/or IGABT are not available.

Definitive 3D conformal EBRT or chemoradiotherapy 
and radiography-based brachytherapy

Nout et al. Radiotherapy and Oncology 186 (2023) 109662
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Update on:

Ø Dose constraints
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Clinicians might consider the dose limits listed in the conventional 
fractionation arm of the Radiation Therapy Oncology Group (RTOG) 0415 
study of prostate cancer, which included a solid bladder constraint of:
•  no more than 15% of the volume to receive a dose >80 Gy, 
• no more than 25% of the volume to receive a dose >75 Gy, 
• no more than 35% of the volume to receive a dose >70 Gy, 
• and no more than 50% of the volume to receive a dose >65 Gy.



QUANTEC
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The GEC ESTRO gyn network has designed and initiated the EMBRACE studies which develop, perform and 
evaluate image guided radiotherapy in cervix cancer with a special focus on improving clinical outcome. The 
original focus of EMBRACE studies was MRI based adaptive brachytherapy (EMBRACE I). The scope was 
then widened to include also image guided radiotherapy and systemic treatment, at present in the form of 
concomitant radiochemotherapy (EMBRACE II). The EMBRACE study office was located within the 
department of radiotherapy, Comprehensive Cancer Center, Vienna General Hospital, Vienna Medical University
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Spampinato et al. 2021 
EMBRACE analysis
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Int J Radiation Oncol Biol Phys, Vol. 112, pp. 681−693, 2022
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Spampinato et al. Int J Radiation Oncol Biol Phys 2022:112, 681−693

Gastrointestinal Morbidity (EMBRACE-I)
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Update on:

Ø Support Therapies
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C. Chin, S. Damast / Brachytherapy 22 (2023) 30–46 39
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Interventions to prevent and address sexual dysfunction 

C. Chin, S. Damast / Brachytherapy 22 (2023) 30–46 39



35

Advances in the management of radiation-induced
cystitis in patients with pelvic malignancies

Wang et al. Int J Radiat Biol 2023, 99, 1307–1319

Treatment options involve:
• symptomatic treatment: phenazopyridine, flavoxate
• Intravesical therapy: bladder irrigation, hyperbaric oxygen therapy (HBOT),

electrocoagulation,
• vascular interventional therapy, surgery,

Prevention includes filling up the bladder to remove it from the radiation field and
delivering radiation based on helical tomotherapy and CT-guided 3D intracavitary
brachytherapy techniques.
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ALGORITHM FOR MANAGEMENT OF RUC

Vanneste et al. Urol Int 2022;106:63–74



37

Dahiya et al. Clin Endosc 2022;55:22-32

Management of Chronic 
Radiation Proctitis
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CONCLUSIONS
• Definitive radiotherapy with concurrent chemotherapy is the primary organ-

sparing treatment of choice for most patients with primary vaginal cancer.

• As radiation therapy advances with IMRT and VMAT, and image guidance in
both external beam and brachytherapy, the outcome in both local control and
overall survival is improving, and toxicities are decreasing.

• Patient-reported outcomes (PROMs) are useful in defining symptom severity but
also the burden of illness for cancer patients. PROMs are increasingly being seen
as a way to improve practice by enhancing communication, improving symptom
management as well as identifying patient care needs.




