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“We must never be afraid to go too far, for truth lies beyond.”

Marcel Proust, In Search of Lost Time

When we proposed the topics for this Special Issue, our first thought was to integrate
the results from the latest original research to practical reviews focusing on key questions.
Both authors of this editorial are former presidents of international societies, Mario Preti
from the International Society for the Study of Vulvovaginal Disease (ISSVD, www.issvd.org
(accessed on 8 March 2022)), Denis Querleu from the European Society of Gynaecological
Oncology (ESGO, www.esgo.org (accessed on 8 March 2022)). The ESGO evidence-based
guidelines cover the whole field of gynecologic oncology. The ESGO guidelines for the
management of vulvar cancer were published in 2017 [1] with particular attention to
improve the quality of care for the management of nodal disease [2] and the rational use of
(chemo)radiation. The aims of the ISSVD to promote international communication among
gynecologists, pathologists, dermatologists, and other healthcare providers [3] have been
recently highlighted by a series of position papers wherein the role of scientific societies
and committees are underlined [4]. Both societies are working to bridge the remaining gap
between clinical research and affected women.

The striking fact is that advanced vulvar cancers have not disappeared today, in the
first quarter of the 21st century, and that early cases are still managed in non-specialized
centers. To our knowledge, only the Danish government has taken the initiative to centralize
the management of vulvar cancers in only two centers in the country. On the other hand,
vulvar carcinoma is a rare cancer [5,6] and should be added to the list of rare diseases, then
benefiting from the corresponding special interest. It is estimated that one in four patients
with cancer in Europe has a rare cancer, leading to the need for specific strategies in 25%
of the total cancer burden [7]. How many articles begin with the sentence “Vulvar cancer
is a rare cancer and affects about 4 in 100,000 women/year”? This sentence inspires the
feeling that a rare cancer is a double adversity; adding the burden of the neoplasm leads to
a feeling that the prevention does not work, that not enough attention has been given to a
disease that could have been diagnosed at an earlier stage, or, even better, at the level of
intraepithelial lesion.

More than 20 years ago, an editorial in The Lancet stated that rare cancers are often
inadequately diagnosed and treated [8]. This justifies the focus of this Special Issue on
vulvar cancer oncogenesis, its clinical and histopathological diagnosis, multimodal thera-
peutic approach, adjuvant treatment, and tailored follow-up, encompassing the need for
psycho-sexuological support.

It is clear that the therapeutic approach has much improved, but we must not forget
that in some countries there are different possibilities of access to treatment and prevention.
The epidemiologic characteristics of vulvar squamous cell cancer (VSCC) represent an
impediment to the adoption of screening strategies, so VSCC detection often occurs as an
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incidental finding during routine gynecologic visits. Indeed, VSCC prevention and early
diagnosis also show a weak side in high-standard health services, even though scheduled
cytologic or human papillomavirus (HPV) testing for cervical cancer screening could be an
opportunity to perform a careful clinical inspection of the vulvar region, and to detect and
treat multicentric HPV-related intraepithelial neoplasia. Even though only a small percent-
age of VSCCs are HPV-related [9], a recent meta analysis has shown that the risk of vulvar
cancer after cervical intraepithelial neoplasia treatment is significantly increased in treated
patients compared with the general population (RR 3.34, CI 2.39–4.67; p < 0.001) [10]. The
risk is higher in women over 50, and remains elevated for 20 years after the treatment of the
cervical disease [10,11]. This suggests the need for ad hoc prolonged prevention strategies
in this at-risk group, in order to promote early detection of asymptomatic vulvar cancer, as
well as other HPV-related neoplasm post-cervical intraepithelial neoplasia treatment.

On the other hand, lichen sclerosus is not a rare disease [12]. There is a need to draw
the attention of affected women to make them aware of the risk of developing non-HPV-
related vulvar neoplasms [13,14]. Concentrating our diagnostic efforts in the context of
lichen sclerosus is a way to reduce the long-term risk of invasive carcinoma and to provide
an evidence- and risk-based profile for affected patients [12,15].

Moving forward, what are our goals and the direction to dedicate expanded effort and
resources [16,17]? We are aware that a reduction in the incidence and mortality of vulvar
cancer requires a huge organizational effort, in particular for a rare cancer such as vulvar
cancer. There is a need to implement infrastructure to accommodate this. The filter activity
that is performed at primary/secondary care levels has demonstrated to be insufficient, and
there is a need to enforce referral pathways to hub centers for vulvar disease. Implement-
ing specialist multidisciplinary clinics for VSCC and precursor lesions is a public health
priority [18]. We also need to foster responsibility in teaching and education, with public
health programs for women’s cancer prevention and detection, involving strengthened
partnerships with patients’ associations to extend our multidisciplinary specialty. Finally,
performing standard clinical trials with innovative study designs improving procedures
for VSCC early diagnosis and treatment is badly needed.

This Special Issue is composed of contributions from authors coming from diverse
regions. All have extensive experience in their fields. They are international authorities and
have submitted papers that provide cutting-edge evidence on multiple aspects of vulvar
cancer. We wholeheartedly thank them for dedicating their time and sharing their expertise.

Funding: This research received no external funding.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Oonk, M.H.M.; Planchamp, F.; Baldwin, P.; Bidzinski, M.; Brännström, M.; Landoni, F.; Mahner, S.; Mahantshetty, U.; Mirza, M.;

Petersen, C.; et al. European Society of Gynaecological Oncology Guidelines for the Management of Patients With Vulvar Cancer.
Int. J. Gynecol. Cancer 2017, 27, 832–837. [CrossRef]

2. Querleu, D.; Rychlik, A.; Guyon, F.; Floquet, A.; Planchamp, F. Management of the nodal disease in vulvar cancers. The ESGO
guidelines. Bull. Cancer 2020, 107, 715–720. [CrossRef] [PubMed]

3. Preti, M. International Society for the Study of Vulvovaginal Disease 2019 Presidential Address. J. Low. Genit. Tract Dis. 2020, 24,
334–335. [CrossRef] [PubMed]

4. Foster, D.C.; Stockdale, C.K.; Preti, M. Upcoming Position Papers From the International Society for the Study of Vulvovaginal
Disease. J. Low. Genit. Tract Dis. 2020, 24, 61. [CrossRef] [PubMed]

5. Eslick, G.D. What Is a Rare Cancer? Hematol. Oncol. Clin. N. Am. 2012, 26, 1137–1141. [CrossRef] [PubMed]
6. Greenlee, R.T.; Goodman, M.T.; Lynch, C.F.; Platz, C.E.; Havener, L.A.; Howe, H.L. The occurrence of rare cancers in U.S. adults,

1995–2004. Public Health Rep. 2010, 125, 28–43. [CrossRef] [PubMed]
7. Gatta, G.; van der Zwan, J.M.; Casali, P.G.; Siesling, S.; Dei Tos, A.P.; Kunkler, I.; Otter, R.; Licitra, L.; Mallone, S.; Tavilla, A.; et al.

Rare cancers are not so rare: The rare cancer burden in Europe. Eur. J. Cancer 2011, 47, 2493–2511. [CrossRef]
8. Very rare cancers—A problem neglected. Lancet Oncol. 2001, 2, 189. [CrossRef]
9. Preti, M.; Rotondo, J.C.; Holzinger, D.; Micheletti, L.; Gallio, N.; McKay-Chopin, S.; Carreira, C.; Privitera, S.S.; Watanabe, R.;

Ridder, R.; et al. Role of human papillomavirus infection in the etiology of vulvar cancer in Italian women. Infect. Agents Cancer
2020, 15, 20. [CrossRef] [PubMed]

http://doi.org/10.1097/IGC.0000000000000975
http://doi.org/10.1016/j.bulcan.2019.06.010
http://www.ncbi.nlm.nih.gov/pubmed/31586525
http://doi.org/10.1097/LGT.0000000000000533
http://www.ncbi.nlm.nih.gov/pubmed/32205762
http://doi.org/10.1097/LGT.0000000000000503
http://www.ncbi.nlm.nih.gov/pubmed/31860577
http://doi.org/10.1016/j.hoc.2012.09.002
http://www.ncbi.nlm.nih.gov/pubmed/23116573
http://doi.org/10.1177/003335491012500106
http://www.ncbi.nlm.nih.gov/pubmed/20402194
http://doi.org/10.1016/j.ejca.2011.08.008
http://doi.org/10.1016/S1470-2045(00)00273-4
http://doi.org/10.1186/s13027-020-00286-8
http://www.ncbi.nlm.nih.gov/pubmed/32266002


Cancers 2022, 14, 1581 3 of 3

10. Kalliala, I.; Athanasiou, A.; Veroniki, A.A.; Salanti, G.; Efthimiou, O.; Raftis, N.; Bowden, S.; Paraskevaidi, M.; Aro, K.; Arbyn,
M.; et al. Incidence and mortality from cervical cancer and other malignancies after treatment of cervical intraepithelial neoplasia:
A systematic review and meta-analysis of the literature. Ann. Oncol. Off. J. Eur. Soc. Med. Oncol. 2020, 31, 213–227. [CrossRef]
[PubMed]

11. Ebisch, R.M.F.; Rutten, D.W.E.; IntHout, J.; Melchers, W.J.G.; Massuger, L.F.A.G.; Bulten, J.; Bekkers, R.L.M.; Siebers, A.G.
Long-Lasting Increased Risk of Human Papillomavirus-Related Carcinomas and Premalignancies after Cervical Intraepithelial
Neoplasia Grade 3: A Population-Based Cohort Study. J. Clin. Oncol. 2017, 35, 2542–2550. [CrossRef] [PubMed]

12. Bleeker, M.C.G.; Visser, P.J.; Overbeek, L.I.H.; van Beurden, M.; Berkhof, J. Lichen Sclerosus: Incidence and Risk of Vulvar
Squamous Cell Carcinoma. Cancer Epidemiol. Biomark. Prev. 2016, 25, 1224–1230. [CrossRef] [PubMed]

13. MaClean, A.B. Vulval cancer: The past 100 years, and into the next century: The Presidential Oration, British Society for the Study
of Vulval Disease, 2002. J. Obstet. Gynaecol. 2004, 24, 491–497. [CrossRef] [PubMed]

14. Preti, M.; Selk, A.; Stockdale, C.; Bevilacqua, F.; Vieira-Baptista, P.; Borella, F.; Gallio, N.; Cosma, S.; Melo, C.; Micheletti, L.; et al.
Knowledge of Vulvar Anatomy and Self-examination in a Sample of Italian Women. J. Low. Genit. Tract Dis. 2021, 25, 166–171.
[CrossRef] [PubMed]

15. Thuijs, N.B.; van Beurden, M.; Bruggink, A.H.; Steenbergen, R.D.M.; Berkhof, J.; Bleeker, M.C.G. Vulvar intraepithelial neoplasia:
Incidence and long-term risk of vulvar squamous cell carcinoma. Int. J. Cancer 2021, 148, 90–98. [CrossRef] [PubMed]

16. Thorne, S. For what do we stand? Nurs. Inq. 2017, 24, e12195. [CrossRef] [PubMed]
17. Gallup, D.G. Where does the dwarf stand–and whom does he thank? Presidential address. Am. J. Obstet. Gynecol. 2000, 183,

1335–1337. [CrossRef]
18. Preti, M.; Bucchi, L.; Micheletti, L.; Privitera, S.; Corazza, M.; Cosma, S.; Gallio, N.; Borghi, A.; Bevilacqua, F.; Benedetto, C.

Four-decade trends in lymph node status of patients with vulvar squamous cell carcinoma in northern Italy. Sci. Rep. 2021, 11,
5661. [CrossRef] [PubMed]

http://doi.org/10.1016/j.annonc.2019.11.004
http://www.ncbi.nlm.nih.gov/pubmed/31959338
http://doi.org/10.1200/JCO.2016.71.4543
http://www.ncbi.nlm.nih.gov/pubmed/28541790
http://doi.org/10.1158/1055-9965.EPI-16-0019
http://www.ncbi.nlm.nih.gov/pubmed/27257093
http://doi.org/10.1080/01443610410001722491
http://www.ncbi.nlm.nih.gov/pubmed/15369925
http://doi.org/10.1097/LGT.0000000000000585
http://www.ncbi.nlm.nih.gov/pubmed/33470738
http://doi.org/10.1002/ijc.33198
http://www.ncbi.nlm.nih.gov/pubmed/32638382
http://doi.org/10.1111/nin.12195
http://www.ncbi.nlm.nih.gov/pubmed/28401706
http://doi.org/10.1067/mob.2000.110907
http://doi.org/10.1038/s41598-021-85030-x
http://www.ncbi.nlm.nih.gov/pubmed/33707570

	References

