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Background: During the past decade there has been considerable progress in developing new radiation
methods for cancer treatment. Pelvic radiotherapy constitutes the primary or (neo) adjuvant treatment
of many pelvic cancers e.g., locally advanced cervical and rectal cancer. There is an increasing focus on
late effects and an increasing awareness that patient reported outcomes (PROs) i.e., patient assessment of
physical, social, psychological, and sexual functioning provides the most valid information on the effects
of cancer treatment. Following cure of cancer allow survivors focus on quality of life (QOL) issues; sexual
functioning has proved to be one of the most important aspects of concern in long-term survivors.
Methods: An updated literature search in PubMed was performed on pelvic radiotherapy and female sexual
functioning/dysfunction. Studies on gynaecological, urological and gastrointestinal cancers were included.
The focus was on the period from 2010 to 2014, on studies using PROs, on potential randomized controlled
trials (RCTs) where female sexual dysfunction (FSD) at least constituted a secondary outcome, and on studies
reporting from modern radiotherapy modalities.

Results: The literature search revealed a few RCTs with FSD evaluated as a PRO and being a secondary
outcome measure in endometrial and in rectal cancer patients. Very limited information could be extracted
regarding FSD in bladder, vulva, and anal cancer patients. The literature before and after 2010 confirms that
pelvic radiotherapy, independent on modality, increases the risk significantly for FSD both compared to data
from age-matched healthy control women and compared to data on patients treated by surgery only. There
was only very limited data available on modern radiotherapy modalities. These are awaited during the next
five years. Several newer studies confirm that health care professionals are still reluctant to discuss treatment
induced sexual dysfunction with patients.

Conclusions: Pelvic radiotherapy has a persistent deteriorating effect on the vaginal mucosa impacting
negatively on the sexual functioning in female cancer patients. Hopefully, modern radiotherapy modalities
will cause less vaginal morbidity but results are awaited to confirm this assumption. Health care professionals
are encouraged to address potential sexual dysfunction both before and after radiotherapy and to focus more

on quality than on quantity.
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Introduction

Pelvic radiotherapy remains an important part of the
treatment or constitutes the primary treatment of many
cancers e.g., advanced cervical cancer, rectal cancer,
and anal cancer. There is a continuous development of
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new radiation methods to save normal tissue without
compromising cure rate and survival (1-4). Earlier studies
have revealed that patients undergoing radiotherapy
for their pelvic cancer suffer from a considerable

amount of late effects influencing negatively on their
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quality of life (QOL) and sexual functioning (5-8).
In female cancer patients vaginal morbidity seems to be
critical for the resumption and maintenance of a healthy
sexual life. The introduction of modern radiotherapy
modalities has generated a hope that late effects following
treatment of pelvic cancers may decrease in the future.

Pelvic radiation may be delivered as external beam and/or
brachytherapy. Lately, technical progress has been made to
determine the dose intensity pattern that will best conform
to the tumor shape; e.g., intensity modulated radiation
therapy (IMRT) and 3-D/4-D computed tomography
(CT) or magnetic resonance images (MRI) that is used
in conjunction with computerized dose calculations. The
main purpose is to allow a higher radiation dose to be
focused within the tumour while minimizing the dose to
surrounding normal critical structures. The 4D target
concept for image-guided adaptive brachytherapy (IGAB)
purposes to take into account that following external
radiotherapy the residual tumor volume at the time of
brachytherapy is smaller than the primary tumor. Therefore
the volume of the residual tumor can be considered as
the high risk target while the primary tumor volume can
be considered as an intermediate risk target and may not
need as high a radiation dose (3). Hence normal tissue may
be spared. The addition of brachytherapy allows a high
localized target doses with tissue sparing low non-target
doses. For cervical cancer, brachytherapy is delivered using
an applicator inserted close to or in the tumor target. To
optimize the dose lateral in the pelvis, applicators have been
developed that allows insertion of angled needles into the
pelvis in which the radiation source can travel and dwell
in different positions according to the target calculations.
The limiting factor for the total dose delivery of radiation is
normal tissue tolerance. Hence, in managing pelvic cancer
with radiotherapy, a delicate balance between cure and tissue
tolerance have to be dealt with. In general, the occurrence
of complications is dose and fractionation dependent and
there may be a long latency periods for many adverse late
effects to emerge, probably due to scattered irradiation
remaining in the organs around the tumour.

The accumulated radiation dose to the pelvic organs is
important for acute bowel, bladder, and genital toxicity.
Radiation effects are progressive and may become
symptomatic after a latent period but there may be a
continuous progression from the acute oedema, mucosal
and sub-mucosal inflammation and persistent ulceration
and necrosis to fibrosis (9-11). The rapid cell-turnover of
the vaginal and vulva epithelium make them very sensitive

© Translational Andrology and Urology. All rights reserved.

www.amepc.org/tau

187

to the effects of radiation. Following pelvic radiation,
acute radiation effects include vaginal erythema, moist
desquamation, and a confluent mucositis. The mucosa may
demonstrate severe congestion and submucosal hemorrhage
(hyperemia). These effects usually resolve within 2 to 3
months after radiotherapy. In some patients, however,
there is a progressive vascular compromise and tissue
hypoxia may result in epithelial sloughing, ulcer formation
and necrosis. On the longer term, vaginal wall thinning,
adhesions, atrophia and fibrosis may occur often followed
by decreased vaginal elasticity, narrowing, shortening and
ultimately total vaginal stenosis (8,12-16). With a median
period of 1 to 2 years late effects may arise when the
sub-mucosa undergoes varying degrees of fibrotic change,
organ capacity reduces and teleangectasia may develop.
Further, ischaemia from radiation-induced endarteritis
obliterans may give rise to a fragile neovasculature that
tends to bleed. The end result may include vaginal and
vaginal entrance stenosis and fragility. Similar effects
are observed in the bladder and rectum resulting in late
effects as urgency, hemorrhagic cystitis, tenesmi and fecal
incontinence (5,9,11,17,18).

A healthy sexual response is described having four
phases; desire, excitement, orgasm and resolution whereas
female sexual dysfunction (FSD) includes desire, arousal,
orgasmic and sexual pain disorders (19). Current knowledge
of the complexities related to female hypoactive sexual
desire, arousal and pain sexual disorders has prompted
recommendation of a classification system based on physical
as well as psychological pathophysiology, and a personal
distress criterion for most diagnostic categories (19,20).
This includes a re-definition of sexual desire to include the
concept of receptivity. Sexual arousal disorders are separated
into genital and subjective subtypes while the definition
of dyspareunia reflects the possibility of having pain that
precludes sexual intercourse. The anticipation and fear of
pain characteristic of vaginismus is noted while the assumed
muscular spasm is omitted given the lack of evidence (19,20).

Late effects of radiotherapy and QOL aspects are most
validly measured by the patient and patient reported
outcomes (PROs) are today widely accepted as outcome
measures. Very few measures of FSD have included the
above described new conceptual considerations regarding
FSD. Further, significant vaginal, vulval, and perineal
changes may arise after radiotherapy and cause considerable
pain during all phases of sexual interaction in the first
months following radiotherapy. Later, chronic changes
may arise which may render sexual intercourse impossible.
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These radiation induced changes are usually not included
in questionnaires assessing FSD; e.g., the Female Sexual
Function Index (FSFI) (21) and the Derogatis Sexual
Functioning Inventory (DFSI) (22). However, questionnaires
and late effects scales have emerged that explicitly address
mucosal changes and their impact on sexuality following
radiotherapy; e.g., the Sexual function Vaginal changes
Questionnaire (SVQ) (23), the European Organisation for
Research and Treatment of Cancer (EORTC) cervical cancer
module CX-24 (24), the EORTC Endometrial Cancer
Module EN-24 (25), The Common Terminology Criteria for
Adverse Events (CTCAE) (26), and the Late Effects Normal
Tissue Task Force-Subjective, Objective, Management,
Analytic scale (LENT SOMA) (27).

The goal of the present review was to summarize the
latest knowledge on pelvic radiotherapy and sexual function
in women focusing on studies (I) from the period 2010 to
2014; (IT) that used PROs as outcome measure; (III) that
were randomized controlled trials (RCTs) where FSD
at least constituted a secondary outcome; and (IV) that
reported from modern radiotherapy modalities.

Methods

A literature search was performed, first with the general
terms: pelvic radiotherapy* AND female sexuality* OR
female sexual function® OR FSD*. More specific search
criteria were then used: rectal/anal/bladder/cervical/
endometrial/vulva cancer AND female sexuality* OR female
sexual function®* OR FSD*. A further aspect primarily
related to vaginal or perineal brachytherapy was evaluated.
The literature search therefore also included the terms:
Brachytherapy®, vaginal®, toxicity*, late effects* AND pelvic
radiotherapy™ A similar search has been done before (7)
and the present search was therefore focused on the past
5 years and with a special interest in identifying RCTs that
evaluated PROs related to FSD. Further selection criteria
were: (I) sexual functioning assessed as PRO or as part of
a qualitative study; (II) the instrument for assessment of
sexual function described; (III) pelvic radiotherapy and/
or brachytherapy given; (IV) >15 patients participated in
quantitative studies.

Results

Two randomized controlled studies were identified that
reported PROs dealing with issues on sexuality following
radiotherapy for rectal or endometrial cancer (1,28,29).
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Both studies will be described in details below in the
respective disease-specific sections. Studies included in
the present narrative review are summarized in 7able 1.
These studies represent a selected part of studies retrieved
as described above. A few studies are included that do not
fulfill the selection criteria of >15 patients included (30,31).
These two studies are summarized due to their longitudinal
design and the existing sparse knowledge on sexual function
after radiotherapy for bladder and vulva cancer, respectively.

Most studies were retrospective cross-sectional
in design while a few older studies were prospective
longitudinal (8,16,32,33). Summarizing the general
findings in observational studies published before 2010,
it can be concluded that pelvic radiotherapy is associated
with multiple organic changes and psychological issues
that have the potential to negatively impact on female
sexuality (12,13,34-47). Women reported a feeling of lack
of femininity, sexual attractiveness and confidence besides
being distressed by vaginal bleeding, vaginal pain, vaginal
dryness, vaginal shortening, and decreased elasticity
resulting in fear of having sex and less sexual enjoyment
(8,12,14-16,36,40).

During the past 5 years several studies have emerged that
focuse on a presumed less toxic effect of IGAB and IMRT
but few studies included PROs and the literature published
after 2010 did not reveal any new knowledge or evidence
of less toxicity related to pelvic radiotherapy. Results from
both periods (before and after 2010) will be addressed in
each disease-specific section below with a special focus on
results from the few RCTs and from studies evaluating
modern radiotherapy methods.

Gynecological cancer
Endometrial cancer

Few studies have dealt with sexual functioning/FSD in
endometrial cancer patients. The past 15 years of research
within the field of using PROs to assess late effects in this
patient group has assessed more general aspect of QOL,
gastrointestinal, and urological late effects (39,48-50)
and only a few older studies (51) have included data on
sexual functioning. However, a few newer studies assessed
sexual functioning in more details (1,47,52) although
sexual functioning was not the primary outcome in any
of these studies. The earlier studies used non-validated
questionnaires or items (47,51) while the randomized
controlled study of Nout et /. used scales/items related to

Transt Androl Urol 2015;4(2):186-205



189

Translational Andrology and Urology, Vol 4, No 2 April 2015

(panurzu0d) 1 Syqey,

jusenaid asem ejunasedsAp pue sssulup [euibea sIA G< [ec102] ' 12
Ajleroadsas ‘uonounysAp enxas papodai %18 4S4  ‘syiw 9> VN 19+S 01 [Sfe) [elowopug jseweq
sdnoib
JUSLWIIEaI} OM] S} USSMIS] SDUSISHIP OU INg [c102] ' 12
‘JuswAolus pue Ayaioe [enxss Jo sousjeraid Mo yeXO-OTD OLHO3 ‘'OAS sk z-ge  [p-9€l85  19FS /8 SO [eudwopus 3oIND
19 + S Jo Auo g pey oym sjusned [Li0g] fe 1o
usamieq Bujuonouny [enxas ul 80usIalIP ON I4S4 ‘P2x0-010 01403 SIUVA] 189 19*S Sg SO [erdWwIopus 19x09g
sdnoib Ajjepow | yioq ul paniasqo sem
ssaulup [eulbep “JuswAolus pue ‘AlAiOE ‘1saielul  8ZA0-OTO D1HOT 8yl woiy
[enxas ul Juswuredw JUedIUBIS "USWOM [043U0D swoydwiAs pue Buiuonouny 19+S [zrog] e1e
Ayyeay o1 pasedwod anoge se uonendod swes [enxas 40} 8|easgns ay | Syl G9 [88-zsloz dyg3I+s e 194 [eu1owopug INON
dnoib [Hg3 ey Ul %/ 2L 82NO-DTO O.LHOT 8y} woy
0} pasedwod | g Jeye Aydoue jeuiben Aue pey swoldwAs pue Bujuonouny [82-81] 19+FS [orog] 1e1e
susijed 8y} 4o 949°9¢ *aA0de se uolendod sweg [enxas Jo} 9jedsans 8yl SUI Gf [88-ccloL HE3FS 8ve 104 [eudwopul INoN
82N\O-O10 01403 8y woiy
sdnoub Ayepow |4 omy ay) usamiaq swoldwiAs pue Bujuonouny (5-60) 19+FS [6002] 12 29
Jayip 10u pip swoldwAs pue Buiuonouny [enNxas [enxas 4o} 8|easqns ay | sk g [88-gsloz dyg3I+sS e 194 [eu1owopug INON
o|gelolus sem xas
1Y Joye ssaulup [euibea  Jayidym pue ‘ssaulup [euiben [zoog] e 10
1ueoubis 1nq WwawWAolus [enxas Jo ‘Isalalul ‘Aunnoe ‘seisiul [enxas uo asuel}-|jod
[enxas ‘AlAnOe [Bnxas UO | Y JO 10918 aAljebau oN swia}l paubisap-4es Jno siKQo} [es-vrl69 14HgI+FS 92 o]550) [eu1owopug op uep
sjuaired G ul a|ge|ieAe Ajuo sem
y1bus| [euiBen pue 0S4 UO UOIFBULIOU| "UOIIOUN
[enxas 8y} uo AjpAebau paousnjul pue 1Y Joye juswissasse yibua| [euibep g+ [ooog] e 18
punoy sem sisoudjs [eulben Jo sousploul ybiyy  asreuuonsanb paubisep-jes VN VN 14g3+s [orrd [Sfe) [eu1owopug suunN
y1bus) [eulben Jo Juswissasse
JusWwiieal} alojeq 0} pasedwod uooe)siies aA1198[qQ "uonoeysSiES pue
[enxas Ul 8SeaI09p pue ‘elunasedsAp ul asealoul AJIAIJOB [BNXSS SSOSSE 0} J9ouUBed [e661] TR 19
‘Aousnbaly AIAII0E [enxas ul 9seal08p JuediubIiS MBIAIBIUI PaINIoNAS-IWBS  SJA f-syjw 9 VN S¥19 06 0SD  [e2160j0dsuAn) Jaunig
pansual 8g pjnod uoinjosal
14 paAIgdal Oym 8SOU1 UO UolewIojul oiioads pue ‘wseblo ‘uaweloxa
ON "UBWOM |013uU0d Ayyeay 0} paledwod Jaoued [enxas ‘esuodsal [enxes Auo g
yum sjuaired 8y} Ul paAISSUO SeM S1ISap [BNXaS ‘Jolneyaq [enxas 0} pajejal q4g3+s J20UBD [6861]
palqIyul pue elUNafedsAp Jo souaploul by v Swia}! [BUOHIPPE + |4Sd WN [co-Geley 'La+ 1493 Ly O1d  [eol6ojodsuls ussiepuy
[eBuel] (N) ubisap
BWO2INO0 U\ JuswaINsSeaW sWOodINO  awi} dn mojjo4 juswieal| adAy Jeouen [1eah] Joyiny
ueaw aby az|s s|dwes Apnig

Adeoporper 101je USWOM UT UONIUNJ [eNxds SUISSISSE SAAPNIS [RULSLIO JO SONSLIAIORIRY) | S[qRL,

Transt Androl Urol 2015;4(2):186-205

www.amepc.org/tau

© Translational Andrology and Urology. All rights reserved.



Jensen and Froeding. Pelvic radiotherapy and sexual function in women

190

(panurzu0) 1 S1qey,

10 +s0
S Ysm pajeasy sjusired ueyy ANAIROE [ENXSS JOMO] 10+S [6oog] e 10
ApueouiuBis papiodal |H+S Uim pajeal) sjushed OVS ¥ex0-010 01403 [Si-vIsiholL  [22-lvlvs  1HEI+FS Ll SO XINSD [swialo
Aluo g pey oym uswom ueyl sabueyo [euiben Auo s i1Hg3
pue souewlopad [enxas 1noge A1aixue usisisiod STISHN 1O UOISIaA uealoy] FSUD+ [2002] T2 29
“BlUnaedsAp aiow pey |4 POAIOSI OUM USLLIOA a1 ‘ygx0-010 01403 SIKGL-G 18-G¢ 19+ 14a3 098 0SO XINBD ed
S34vO au}
JO se[easqgns uonounsAp 10 F 1493
[BNX8S puUB }S8I8)Ul [BNXSS FSUDTF [2002] 210
dS4 yum pereroosse Ajueoiubis sem 1Y ‘MSSS ‘ONS  sHheg-gt 14 19+ 14483 0s 0SO XINSD uenouoq
sjo)u0d pue sjuaned S yum pasedwod Buiuonouny Auo g [sooz] e 18
[enxes Jaiood Apueoiubis pey sjusired 1Y 1454 SIA foo 0s 19 + 1493 V. 0SO XINSD Zyaowini4
+pg-juswiieal}
spueied | Y Buowe jusjenaid 1sow aiem -1sod 14g3+s [eooz] e 18
elunaJedsAp pue uoiieouqgn| [euibeA paonpay  SMaIAIBIUI PAINIONIIS-ILSS A@eipsww|  $9-8| 19+ 1493 LL 10 XINIBD) eaoyseinp
UoljoBISIES PUB AYANJOR [BNXSS
J19Y} Buisiwoidwod swajgoud [euibea pue sS4
1uslsisiad paousLadxs Jaoued [EDINSO PadUBApE 14g3+s [eoo2] e 10
10} 1Y Jo}e 991)-9SESS|P S1oMm OUm sjusiied ONS syl ¢ los-eclss g+ 14a3 8Ll T4dd XINSD uasuar
uooUNYSAP 8SIN0VIBIUI
pue ‘Aousnbauy wisebio paonpal ‘ejunasedsAp
:uonouNy [Enxes 4O uoidnusip |nyssasip Jo 1493+ S [coog] e 10
aousenald ybiy v -anoge se uoeindod sweg  asreuuonsanb paubisep-jes SIA Qoo [o8-92] IS 49+ 1493 9Ge Ste) XINBD) yrewbiag
14 + S pey oym a8soy} pue Ajluo S pey oym
USWIOM US9M]SQ S0UaJBIP ON “uoleouqn| [euibea
jualoiynsul pue ‘eulben pauspoys ‘Ayonsele 1493+ S [e661] 1210
[euibeA pasealoap JO YSU Pasealoul pey sjusiied  alreuuonsanb paubisep-jes SJIA Qoo [o8-92] 1S 49+ 1493 felerd o]550) XINBD) yrewbiag
S 0} pasedwod | Y Joye Juswholus SN T]
[enxas JO SSO| pue ejunaJedsAp Jo ysu Jaybiy painjonJ}s-iwss pue 14g3+s [e661]
‘Jusueal} 81049 0} pasedwiod 0S4 Jusersld  aireuuonsanb paubisep-jles SHM L6 [22-Gelsy Lg+ 1483 €8 SO XINRD e je |InQ
Aluo Aiabuns pey oym uswom uey} [esnose
pue aJIsep [enxas ss9| ‘elunasedsAp aiow pey 14g3+s [6s61] B 19
14 Pey oym uswuom juswiyesil-isod sylg| 1y - areuuonsenb psubisep-yes syl gl [oo-eclge L9+ 14G3 19 Tdd XINSD Janoyds
Auo 1Y uey} qS4 esenes alow S¥1g9 [se61] 1239
Pasned | H+S JO UOHEUIqUIOD ‘dS PeyY %0G  aifeuuoisenb paubisap-fos S’HMP7 | 0S + 1493 9l Tdd XineQ Key4
[eBuel] (N) ubisap
BWO2INO0 Ulel\ JuswaINSEaW SWOdINO  dwi dn mojjo4 juswieal) adAy Jeouen [4eaA] Joyiny
ueaw aby az|s s|dwes Apnig

(ponurzu0d) 1 d1qey,

Transt Androl Urol 2015;4(2):186-205

www.amepc.org/tau

© Translational Andrology and Urology. All rights reserved.



191

Translational Andrology and Urology, Vol 4, No 2 April 2015

(panurzu0) 1 S1qey,

(uonoeysies

pue ainses|d ‘}saiaiul [enxas) Buiuonouny [enxas
uo 1080 anljebau e pey 1Y "Juswiesl} 8i04eq
0} pasedwod Juswieal} Buimo||o) aAI0e Ajlenxas

swajqoid
[BNX3S UO SWa} pajeplien

[sooe] re 10

sso| Apueoyiubis aiem |4 Buiobiepun sjuslled  uou paubisap-jos pue JOSY  SUI g 9 1493 F S (M G9€) 066 LOY [eyoay uaulrey
Auanoeur [enxas juaund Jo Jojoipaid Juspuadapul
Ue Sem | H pue 9SIOM 8jl| [ENXaS JIdy} apew
Aisbins 1ey1 ,, 8181S 01 A|9YI| 10w AjJUBDIHUBIS
a1em | BuiAleoa sjusied "wsebio ‘elunsiedsAp [0l [soog] e 10
‘UOIEOLIGN ‘SISO SUIBLLOP |[e Ul 0S4 Juedyiubls 86HO-OLHO3 ‘I4S4 -62l sww gs  [r2-¥5l 89 14g3Fs m1g) o8k SO [eyoay usIpusH
wiseBluo yoeal 01 Aljige pasealdsp —uoiouny [zroz] e 18
[enxas pejosye Ajpaebeu 1Y [euinbul Jueanipy 1484 Sik LL-L 89 1Hg3Fs 9 SO BAINA [exuImezeH
[o661] 1819
uolesuss [enusab ui uoionpal 1SI| uoiyesuas pallaliielyy
pue souesjuS [eUIBEA U} JO SISOUs)S Jo sl YBIH  [eHusb paubisap-yes ‘S04l sihg [69-2€] 617 14H4g3Fs oL O4d BAINA Jewliopy
1UsWIeal] JOYE SYIWE pue Juswieal) buunp
SAILIOM [BnXas pue ‘Buipas|q ‘ebieyosip ‘uoiren 1D F1gvol [yrog] e
[eulbea pspiodai sjusijed jo uopiodoud ebire) v ¥2X0-010 01403 ShTES [82-g€] vs +1493 0§ Tdd XINSD JauteyyouIy)
19vol 1oye
paounouold sem SSaUAIp pue SISouUd)s [eulben 19vD| pue [rrog] e
Buipnjoul Aypiguow [euiben exesepow o3 PliN avio l6r-1lsww sl [16-cgley 1OF1dg3 885 Tdd XINSD JauteyyoIIy
eulbeA Loys pue Molieu 0} 19 [erog] e 18
anp uoiouny [enxas uo 1oedwi aAnebau e pey 1Y o1 Sy ¢ 4% FIHE3FS 622 T4d XINIBD ESEER
Auo
abew-Apoq pue ‘Ajeixue S!ISFIO+ [eroc] et
‘Aunnoe [enxes uo joedwi anebeu e pey 1Y 72X0-010 01403 Sy g [es-zclos  1g+1493  /l2e 1dd Xine) eubsjuepy
Buiuonouny 10 [croc] re1e
|EeNnXas Ul 8seal08p |[BJoAO YlIM paleldosse seMm | H 14Sa sy g | K F1493+S qc dd XINIRD eAoyseln
SF¥F10F
19 SF10+
1S8J9)UI [BNX8S Ul 8SBaI08p pue ‘ssauiup |eulbea 1493‘s+ 19 [eudwopuUs [Lrog] e e
‘elunaledsAp pesesioul Yim pareloosse sem | avolo sy og-  [62-12]09 F 19+ 1493 89 1dd + XINBD Zep
[eBuel] (N) ubisap
BWO2INO0 Ulel\ JuswaINSEaW SWOdINO  dwi dn mojjo4 juswieal) adAy Jeouen [4eaA] Joyiny
ueaw aby az|s s|dwes Apnig

(ponurzu0d) 1 d1qey,

Transt Androl Urol 2015;4(2):186-205

www.amepc.org/tau

© Translational Andrology and Urology. All rights reserved.



ion in women

Jensen and Froeding. Pelvic radiotherapy and sexual funct

192

(ponurzu0d) 1 Syqey,

9sInovJsjul Buunp

Hojwoasip pue ured pey spusned aaioe Ajenxss [or02] T2 12
JO 9%0G "X8S Ul }saielul ou pey sjualed Jo %G9 62HO-D10OLHOT (Ok-g0)sihe [yg-9eles 1O+1dg3 (mge)es SO [euy Jsyousnoid
1493 Jeue pauodal sem wisebio yoeal 01
AWlgeul pue xes Buiney Aofus pue xejas o} Ajjigeul [orog] rese
‘lesnose yum swisjqoud jo sousiensid ybly y - 9[eds swijqold [enxeS SO [g1-g] siA g 1S 1071493 (mog)ee SO [euy seq
10+
uswom payorew-abe Ayyesy Aq 1s009 1Hg3
papodal ueyy JuswAolus [enxas sso| pue ‘ssaulip +14g3‘s
[euiBen ‘elunasedsAp aiow pey 1S00q [BUISIXS F10719 [z002] 1B 12
/19 + 1493 yum psjeas; dnoub jusiyed syl 8€dO-010 01403 suiw y€+09 09 +1493 (M 19) 18 0SD [euy suuer -IB|ysO
dnoub josu0o
Ayyesy e uey) swejqoud [enxes aiow Apueoiiubis [or1-g2] [vooe] e 10
pey S+1493 uim psyeas) dnob jusied sy 8edO-010 01403 Syl 29 l6s-G¥169 S+14a3 (Mg 0S 0OSO [euy pooyder
pansLial aq
PIN02 (0S4 UO UOITBULIOIUI OU ‘BA110R Aj[enxas ajom
uawom ybie AuQ *(sIA | 2<) uswom Apspie ul Aluo [e661] 1B 19
Jamoy Apueoylubis sem 2100s Buluonouny [enxes 8EHO-D10 OLHOS sike [08-GGl L2 1O0F1Hdd (mGe) Ly SO [euy ey
Auanoeul [enxas pue ‘alisep
10 Yoe| ‘elunasedsAp ‘suoisuswip [euibeA paonpai [86-92] 19 [srog] e 18
Uum pajeroosse Abuoils sem 1Y alesodoald OAS sywss  [16-62l169 F1dg3+S (M 19g)2sy SO [eyoay IyepusBaig
uoneindod
[esouab sy} pue dnoib g ay} 03 pasedwod dnoib
14 9y} ul usjenasd aiow aiem ejunasedsAp 8SHO-O1O ‘624D [yrog] e
pue juswiAolus [enxes ‘sssukip [eulben 07O ‘¥gx0-010 01403 sikyL [S6-evl 22 1dg3aFS (Mmz6H8LF SO [eyoay MUHIA
SSaupoys [eulbeA pue ‘ejunasedsAp SiS+ [orog] e e
‘uoneouan| JO 4oB| YIIM PoJelOOSSE Sem | Y ONS sihgy [62-evlG9 10+ 1443 clt SO [e108y wisynig
1Y Joye AjgyI| a10w uoljouny [enxes
Sawl} 9Al} Sem ejunasedsAQ 'SSUODIN0 [BNXaS S[ewWa) SOSSE 0} Pasn ajom 19 [Lrog] e e
9SJOAPE YNIM PaJeIO0SSE AJUBOIHUBIS SBM | SUlewop paubisep-4as oAl SJA Goo 19 F14g3+s 62 4d [e1oey sl
(uonoeysies
‘ainses|d ‘}saieul) sS4 uo (Ajoniresado
uonounysAp 8BS auo yum aireuuonsanb -aud) [600¢2] ‘2 29
[ENXSS 10} 0108} XSl Juediubis B sem | pajeplieA-uou paubisep-jeS Syl ¥ [e6-921v9 1493 FS (M 292) /S/ Tdd [e100Y abue
[eBuel] (N) ubisap
BWO2INO0 Ulel\ JuswaINSEaW SWOdINO  dwi dn mojjo4 juswieal) adAy Jeouen [4eaA] Joyiny
ueaw aby az|s s|dwes Apnig

(ponurzu0d) 1 d1qey,

Transt Androl Urol 2015;4(2):186-205

www.amepc.org/tau

© Translational Andrology and Urology. All rights reserved.



193

Translational Andrology and Urology, Vol 4, No 2 April 2015

onAfeuy ‘quawabeue)y ‘OA110sIqQ ‘OAI108[IgNS-920104 MSB] aNsS]] [BUION S10843 817 aul ‘VINOS LN {USWOAA J0} Buluonoun [enxag Jo xapul
1eug ‘M4SIg ‘ApniS sewooinQ [BaIPSIAl ‘SOIN ‘@dieuuonsany) uspiaT 0160j008UAL) yoing ‘O ‘Aiousaul Buiuoioun4 [enxag sirebosaq ‘|4SQ SIUaAT 8SIaApY Jo} eLdiiD ABojouiuis]
uowiwog 8y ‘v LD ‘edfeuuonsend ANAIOY [enxas oy ‘OVS Aenng ey [e100S pue yiesH [eUOHEN ‘STSHN SIPosy) woldwAS Weplenoy 8yl “10SY ‘ejnpow syeisoid ‘Ggyd
-OTO ‘enpow [e10810|09 ‘8EHD-DTO PUB 62HD-DTD OINPOIN Jooue) a1 J8douUR) JO JusWieal] pue yoieasay Joj uoneziuebiQ ueadoing ayl ‘vgxD-010 O1HOT ‘weishAs
uonenjeAs uonel|igeysy Jaoue) ‘SIHyD ‘USWOAA JO) 8BS BUIBYDS-8S [BnXaS ‘MSSS ‘asreuuonsand) sebuey) [euibep uonouny [enxaS ‘OAS XOpu| Uoidun [enxaS aewa
‘4S4 ‘ennp-Adelay] Jeoue) JO JUBLUSSASSY [BUOIOUNS ‘A-1DV4 ‘9[eds 10BlU0D Ajipoq arewnul ‘sOg| ‘Ajprewxoidde ‘oo {(s)ieah ‘(S)IA ‘syuow ‘syiw ‘Adesayioipes aniresadoaid
‘14d ‘Adeissyy uoneipes pareinpow Aususiul ‘14| ‘AdessyiAyoeiq aandepe papinb abew ‘| gy ‘AdesayiAyoeiq ‘| g ‘Adessyl uoneipes wesq [eussixe ‘1Hg3 ‘Adessyiowsyd
19 ‘Misbuns ‘g fuswom ‘m (DY 8y} Jo ued 10u ase synsal uasald 8yl OS UOIUSAISIUI BU1 810jeq 92e|d Y00} JUBWISSasSe aul ‘, ‘Apnis aAeyenb O {Apnis pajjoJiuod [euonoss
-SS040 9A1108ds0U1al ‘DS ‘ApNiS [BUOIDSS-SSOI0 9AI109ds0418) ‘SD {[Bl1 PI|0U0D paziwopuel ‘1 0Y ‘Apnis [euipnubuol aaijoadsoid “THd ‘Apnis pajjosuod ‘anizoadsoid ‘OYd

al| lenxas
J1I9Y1 Uo 10edwl dAI1EHBU S1RIepOW B peY | Y 1Byl

papiodal OM| "UONOBJSHES JO YOE| N0} PUE BlISep [coL-81] [vooe] e 10
4O Y{0B| pey 8Al AR A|[eNXes aiem usWOom om| VINOS LNT1 Sy 6¢ [8-16] L2 1493 (mpes 0SO Jeppelg [epXo4
14d Buipsebai
paAsLial 8 PINOD UOITBULIONUI ON "BAl0R Ajlenxas
JoM BUOU ‘Quawiieal] BuiMo||o) 1Sala1ul [enxas S [coog] e 18
pasredw pey 1493 pey oym uswom Q|/0  eireuuonsenb paubisep-yos  siA pgeo 98-G9  +14didg3l (mgg)eec OSO Joppe|g uyosBuiuusH
sa|iy dn [vioe] fe1e
elunasedsAp papodal USLUOM JO 9% Gz -MOJ|o} Sjudiied WOl SSI0N sikg [08-G€1 26 LO+1HANI (M/K)S9 SO [euy IPUIHIN
uonoejsiies
diysuoiejpy/enxas Ajgeiou 1sow Buisq
-||om [eo160joyoAsd Jo sainseaw o1y10ads yum 19 [erog] e 18
pajeroosse Apueoyiubis sem uonounisAp [enxes 1454 sihy [18-82] G5 +1dg3i0S 0L 0"  [e108l pue [euy dinud
USWIOM |0Jju0d Ayyeay
uey} elunasedsAp aiow pue 1Sasjul [BNXSS JO YOe) 6240-010 [erog] e 10
aiow Apueoiiubis pey 1Y yum pajeady sjuslied  O14OF Wos sway Ayfenxes sy 99 [68-07] L9 1D+1483 (M LOL) 82l OSO [euy uszjueg
[eBuel] (N) ubisap
BWO2INO0 Ulel\ JuswaINSEaW SWOdINO  dwi dn mojjo4 juswieal) adAy Jeouen [4eaA] Joyiny
ueaw aby az|s s|dwes Apnig

(ponurzu0d) 1 d1qey,

Transt Androl Urol 2015;4(2):186-205

www.amepc.org/tau

© Translational Andrology and Urology. All rights reserved.



194 Jensen and Froeding. Pelvic radiotherapy and sexual function in women

other cancer diagnoses (prostate or ovarian cancer) (1,29,53).

Nunns et a/. assessed vaginal morbidity and sexual
functioning in a subset of patients (75 patients out of 252)
who had post-operative brachytherapy (N=32) or external
beam radiation and brachytherapy (N=43) (51). The overall
incidence of vaginal stenosis was 54.7% of which most (75%)
were confined to the upper third part of the vagina. In
addition, vaginal vault scarring was found in 63 %, vaginal
adhesions in 53 %, teleangiectasia in 60%, and mucosal
atrophy in 61% with no difference between those who had
additional external beam radiation besides brachytherapy.
Only 20 out of 75 women were sexually active prior to
treatment. Of these, 13 women (65%) reported reduced
sexual interest and activity post-treatment and 12 women
(60%) reported dyspareunia (51).

In the PORTEC study (1,29,53), women, median age
70 years, operated for stage 1 endometrial cancer and
with intermediate or high-risk of lymph node metastases,
were randomly assigned to receive either external beam
radiotherapy (EBRT) (N=214) or vaginal brachytherapy
(VBT) (N=213). The primary end-point was vaginal vault
recurrence while QOL aspects were secondary outcomes.
The sample size was large enough to show significant
differences in both recurrence and QOL-related endpoints.
QOL was evaluated prior to radiotherapy and 2 and 4 weeks
and 6, 12, 18, 24, 36, 48, and 60 months after radiotherapy by
self-assessment of questionnaires or single items developed
and internationally validated by the European Organization
of Research and Treatment of Cancer (EORTC) group.
No difference was observed in overall survival between the
two radiation groups. Sexual interest and activity increased
during the first six months post-radiation and no difference
was observed between the two radiation groups in sexual
interest, activity, enjoyment, or vaginal dryness. However,
compared to an age-matched control group of women from
the general population significant impairment was observed
both regarding sexual interest, activity, enjoyment and vaginal
dryness in both groups (53).

Some smaller, recently published, cross-sectional studies
did not find any difference in sexual functioning between
women undergoing hysterectomy and postoperative VBT
compared to women who had hysterectomy only (54,55)
or compared to healthy postmenopausal women (56). All
three studies used validated questionnaires but conclusions
may very well have been biased by a very small number
of patients actually receiving VBT (54,55). In the study
of Damast et #/. women who had hysterectomy and VBT
scored significantly worse on all sexual dysfunction domains
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of the Female Sexual Dysfunction Index (FSFI) (21); desire,
arousal, vaginal dryness, orgasm, dyspareunia and sexual
satisfaction than the index population of healthy women
between age 18-74, however, not significantly worse than
a comparison group of postmenopausal women (56).
However, using the cut-off point for FSD in the FSFI
questionnaire showed that 81% of the women receiving
VBT reported sexual dysfunction.

It is concluded that applying postoperative VBT to
women with endometrial cancer carries a comparatively
high risk of vaginal changes and sexual impairment at the
same level as that found after EBRT. However, VBT carries
a significantly lower risk of impairment on all other QOL
domains (53).

Cervical cancer

Advanced cervical cancer is treated with EBRT, brachytherapy
and concomitant chemotherapy. Patients, identified with
histologically high risk factors for recurrence after surgery
for early stage disease, e.g., lymph node metastases, are
given adjuvant EBRT and chemotherapy. A couple of
longitudinal studies have been published assessing sexual
functioning following primary or postoperative radiotherapy
for cervical cancer (8,16,32) and found persistent sexual
dysfunction with limited or no indication of improvement
over time. In the longitudinal study of Jensen et al. scores
were compared with those of age-matched control women.
Throughout the study period of two years, significant
severe sexual dysfunction and vaginal morbidity were
reported by the patients compared to controls: e.g., 42%
reported that the size of vagina was bothersome during
sexual intercourse because it felt too small [relative risk
(RR) =4.8], and 45% were never or only occasionally able to
complete sexual intercourse (RR =2.4) (8). About one third
of the patients reported persistent lubrication problems
(RR =5.3) and of these 50% reported severe distress (8).
Several cross-sectional studies have confirmed these results
in comparatively large samples (12,13,40,46,57-59). Hence,
results from the literature before 2010 including both
longitudinal and cross-sectional studies in patients receiving
either adjuvant or primary radiotherapy showed that the
effects of radiotherapy is progressive and persistent over
time especially related to the vaginal mucosal morbidity
with no or little improvement to be expected. Further,
significant psychological impairment; e.g., feeling of guilt,
self-blame, fear of recurrence, and anxiety were related to
the diagnosis and treatment of cervical cancer (32,40,45).
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Up to the period before 2010, studies on QOL issues
after radiotherapy reported on late effects after traditional
EBRT and brachytherapy. Searching the literature after
2010 revealed that a few studies have emerged reporting on
the use of MRI based IGAB and IMRT (3,4,60). However,
most studies still reported on traditional radiotherapy (61)
or did not provide sufficient information on radiotherapy
modality applied to assess potential improvement related to
modern radiotherapy modalities (62-66).

The literature after 2010 still revealed significant
sexual impairment following pelvic radiotherapy for
advanced cervical cancer, especially related to vaginal
changes; tightness, shortness, dryness, dyspareunia, vaginal
bleeding (62,64-67). Several authors have explored more
psychological aspects of sexual functioning in cervical
cancer patients. Abbott-Anderson ez 4/. identified several
concerns about both physical, psychological, and social
aspects of sexuality e.g., alterations in body image,
maintaining previous sexual roles, emotional distancing
from the partner, and perceived change in partner’ level of
sexual interest etc. (62). Similar worries were found in the
study of Mantegna et al., 15.6% of patients with advanced
cervical cancer reported anxiety and body-image changes
two years after treatment with significant improvement
short after treatment but without long-term recovery (65).
Despite a significant improvement in sexual activity during
the first three months following treatment, patients treated
with chemo-radiation reported significantly lower levels of
sexual activity compared to patients treated with surgery
only for early stage disease (65). Juraskova et al. evaluated
patients with cervical or endometrial cancer, of whom one
third had adjuvant radiotherapy and stressed the importance
of assessing women’s perceived quality of sexual life, not just
the frequency, since overall sexual function was predicted
more strongly by the perceived quality than the quantity
of sexual interactions and even a small change in perceived
quality had a large impact on overall sexual function (63).

In the study of Lindegaard ez al. the focus was to
describe the radiotherapy modality, to compare survival
with historical data, and to evaluate late effects as assessed
by the health care professional following IGAB (3). Hence,
no PROs were included but overall, an improvement in
survival was observed besides significant less urological,
gastrointestinal, and vaginal morbidity as assessed by
the doctor at gynaecological examination (3). The same
author participated in a multicenter study prospectively
evaluating the effects of definite chemo-radiation and
IGAB which had the main purpose of comprehensively
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assess early and late vaginal morbidity (60). The assessment
of vaginal morbidity was also in this study evaluated by
objective assessments by the doctor at gynaecological
examination: vaginal mucositis, vaginal bleeding, vaginal
stenosis (shortening and/or tightening), vaginal dryness,
and vaginal fistula and assessed regarding being fluctuating
or persisting. The CTCAE, version 3 (26) was used to
grade vaginal morbidity and by nature, as mentioned by the
authors, potentially biased by subjective interpretation by the
doctor assessing the morbidity and knowing what treatment
modality that was given (60,68). Further, as the author
claims, this grading system does not work for e.g., assessing
“vaginal dryness” since e.g., no life-threatening (grade 4)
vaginal dryness exists. It is concluded that the prevalence of
severe or life-threatening vaginal morbidity is limited after
definite radiation chemotherapy including IGAB. However,
mild to moderate vaginal morbidity was very prevalent: the
actuarial probability that a patient would have any vaginal
morbidity grade >1 within 2 years after treatment was 89%
(95% CI: 85.2-92.6) while it was 29% (95% CI: 23.6-33.4)
for having > grade 2. Vaginal stenosis was most frequent with
an actuarial probability for grade >1 of 75% and 22% for
grade >2 (60). Vaginal dryness was reported by nearly half
of the patients with an actuarial probability for grade >1 at
2 years post-treatment of 62% and for grade >grade
2 of 8%. One third of the patients reported bleeding (mild)
with an actuarial probability of 40% (95% CI: 35.3-45.5) (60).
PROs were included in a recent in press study by the same
author in a mono-institutional prospective study of 50
patients receiving IGAB for advanced cervical cancer
and assessed before, during, 1 week and 3 months after
radiotherapy (4). However, despite reporting from the
EORTC QOL Questionnaire Cervix-24 (24), very sparse
information is given on vaginal morbidity and sexual
dysfunction. These results are awaited in a later paper
(personal correspondence).

It is concluded that patients with advanced cervical
cancer still represent a group at high risk of experiencing
persistent sexual dysfunction both related to vaginal
morbidity and to more psychologically related elements
of femininity and body-image. Results on PROs including
sexual dysfunction and vaginal morbidity after introducing
IGAB and/or IMRT are awaited (4,69).

Vulvar cancer

Radiation therapy can be used in different settings for
the management of patients with vulvar cancer. Adjuvant
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therapy may be given to the vulva region in case of close or
positive resection margins and to the groins and the external
iliac region in case of positive inguinal and/or pelvic nodes
to prevent loco-regional recurrence and to improve survival
in early stage vulvar cancer. Definitive chemo-radiation is
used only if the vulvar cancer is considered too advanced to
be surgically resected or if complete resection will endanger
function of the urethra and/or anal sphincter.

Studies evaluating sexual function after vulvar cancer
are scarce and based on small sample sizes and further
characterized by heterogeneity on disease stage, treatment
modality, and used methodology to assess sexual function.
Most studies relied on a retrospective or cross-sectional
design, control groups were seldom included, and most
often dealt with extensive surgical procedures that were
used decades ago (70). Although substantial surgical
modifications towards less radicality have been made
during the past decades in the treatment of vulvar cancer,
considerable sexual dysfunction due to scarring and
narrowing of the vaginal entrance, vaginal dryness and pain
besides considerable orgasmic problems has been reported
up to 2010 (35,71-74).

The literature after 2010 is also mainly concerned
with sexual dysfunction related to the surgical procedure
(75-78). Some studies have included small sub-groups of
patients who received adjuvant or primary chemoradiation
(31,73,75,79,80). Due to small sample sizes, very vague
conclusions can be drawn regarding the impact of
radiotherapy on the women’s sexual functioning. However,
scarring, fibrosis, reduced sensation and elasticity of the
vaginal entrance and vagina has been reported (81). In the
longitudinal study of Weimer Schultz ez /. a very high risk
for stenosis of the vaginal entrance and a severe reduction
in the perception of genital sensations during sexual arousal
and orgasm was found with no recovery over time after
definite surgery and radiotherapy for vulva cancer (31). In
the exploratory cross-sectional study on long-term sexual
function in survivors of vulvar cancer, adjuvant inguinal
radiotherapy negatively affected sexual function by decreased
ability to achieve orgasm (75). In a recent Cochrane review
on the role of radiotherapy in the management of vulvar
cancer, no QOL data was reported (82).

Further research is needed to better characterize
survivorship issues and risk factors for impaired sexual
function in vulvar cancer patients. Furthermore, there
is a need for a valid instrument to address specific issues
of relevance to the QOL including sexual functioning in

vulvar cancer patients. The EORTC Quality of Life Group
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is developing a new questionnaire for QOL assessment
of vulvar cancer patients which will complement the
generic QOL questionnaire (QLQ-C30) and which among
other issues assesses sexually related issues (personal
communication).

Gastro-intestinal cancers
Rectal cancer

Pre-operative radiotherapy (PRT) has become an important
part of the multimodality treatment of locally advanced
rectal cancer showing a positive effect on local recurrence
(83). The effect of chemo-radiation has been evaluated in
a recent Cochrane review showing a significant positive
effect on the local recurrence rate while no effect was
found on overall survival (84). None of the Cochrane
reviews included PROs but the addition of PRT has been
shown to increase the prevalence of sexual dysfunction in
several earlier and recent studies (5-8,28,43,85-91) In the
study of Marijnen er /. female rectal cancer patients were
randomly assigned to PRT + surgery [total mesorectal
excision (TME)] or surgery only and followed for
24 months after treatment with PROs on QOL and sexual
functioning (28). The Rotterdam Symptom Checklist was
used for QOL assessment and supplemented with new
items on voiding, defecation, and sexual problems. These
additional items/scales were not validated prior to the study.
Patients undergoing PRT were significantly less sexually
active following treatment compared to before treatment.
Compared to patients who had surgery only, PRT had
a negative effect on sexual functioning (sexual interest,
pleasure, and satisfaction) while, surprisingly, a similar
level of vaginal dryness and dyspareunia was found across
randomisation (Marijnen 2005). In the study of Lange ez al.
patients were randomly assigned to receive PRT + TME or
TME only for localized rectal cancer (33). Although PROs
were used the authors did not provide any information
on which questionnaires that were used or whether the
questionnaires used were validated. QOL, including several
items on sexual functioning, was assessed prospectively up to
24 months post-surgery and the main aim of the study was to
identify risk factors for sexual dysfunction. In total, 267 female
patients participated of whom 51.7% were sexually active
before treatment, dropping to 32.5% three months after
treatment and with a further decrease to 18.4% being
sexually active at 2 years post-treatment. Sixty-two per
cent of the sexually active women reported either newly
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developed sexually dysfunctions or aggravation of pre-
existing sexual dysfunctions after treatment and PRT was
the only significant risk factor (33).

The cross-sectional study of Bruheim er #/. deserves
attention due to the use of a validated questionnaire to assess
sexual functioning in a comparatively large population
of female patients treated for rectal cancer (87). The aim
of the study was to assess the impact of PRT (53%) or
post-operative radiotherapy (47%) on sexual functioning.
Patients were assessed at a median of 4.5 years post
treatment and compared to patients who did not receive
pre- or postoperative radiotherapy. In logistic regression
analyses radiotherapy was associated with an increased risk
of vaginal dryness, dyspareunia and vaginal shortness, even
when adjusting for age and the presence of a stoma (87).

Searching the literature after 2010 reveals very few
relevant papers on our subject. However, two large cross-
sectional studies have been published lately (85,91). In the
study of Bregendahl ez 4/. the impact of PRT and surgical
modality on FSD and urinary function was addressed (85).
In total, 261 women, who were sexually active before
treatment, were included and a validated questionnaire
was used (23). In line with the literature before 2010 they
found a significant association between PRT and reduced
vaginal dimensions, dyspareunia, lack of desire, and sexual
inactivity. Of those patients who were sexually active post-
treatment 72% had vaginal dryness and more than half of
the patients had dyspareunia which had worsened in 35%
and 60% respectively, compared to pre-cancer levels. The
most important reasons for not being sexually active were
lack of desire, vaginal dryness, and dyspareunia (85).

In the long-term follow-up study of Wiltink ez al.
patients had been randomly assigned to PRT followed by
TME versus TME only (91). Patients, alive 14 years after
randomization, were well balanced between the two groups
and asked to complete a questionnaire on sexual functioning
among other issues. In total, 478 patients (82%) responded
to the questionnaire; of these 197 women. Validated
questionnaires were used (92). Significant impairment
regarding vaginal dryness, sexual enjoyment and
dyspareunia was found in the irradiated group compared
to the surgery-only group and compared to the general
population (91).

From the literature published before and after 2010 it is
concluded that radiotherapy, independent of modality, has a
severe negative impact on the sexual functioning in women
treated for rectal cancer. Studies evaluating late effects and
sexuality after modern radiotherapy are awaited. In a recent
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study, Kunneman et #/. discuss prerequisites for shared
decision making based on the individual patients’ weighing
of benefits and harms caused by PRT in the treatment of
rectal cancer (93). The issue of no overall survival benefit of
PRT was seldom addressed whereas increased local control
was mentioned in all consultations. Sexual dysfunction is
considered as one of two most important side-effects of
PRT and was only addressed in 65% of the consultations
with female rectal cancer patients with no association
between discussing sexual dysfunction and the patient’s
level of education or marital status. The authors conclude
that there is considerable variation in information provision
and that this indicates lack of clarity on which benefits and
harms that should be discussed before deciding on whether
or not to give PRT (93). They advocates for standard
information provision which should include information on
potential sexual dysfunction.

Anal cancer

The introduction of primary radical radiotherapy and
concomitant chemotherapy for anal carcinoma has
shown increased local control rate and enabled sphincter
conservation (94-96). Different treatment strategies are
possible; external beam radiation with an external boosts or
use of perineal implants and interstitial radiation. Further,
studies have emerged evaluating the use of vaginal dilator
during radiotherapy to spare the genitals (97). During the
past 10 years studies have emerged evaluating more modern
radiotherapy technologies as IMRT but few patients were
included and mainly basic toxicity data were available from
these studies (98,99).

Searching the literature before 2010 does not reveal
any prospective studies evaluating the impact of chemo-
radiation on sexual dysfunction in female anal cancer
patients. Three smaller studies (34,44,100) retrospectively
evaluated sexuality using validated single items from the
EORTC colorectal disease specific questionnaire (92).
Different radiation modalities were used in the three
studies; external boost and interstitial brachytherapy and
in the study of Oechler-Jinne e 4/. the two boosts were
compared. However, comparison and judgement of the
impact of chemo-radiation for anal cancer on female sexual
functioning in these studies were not possible due to very
small patient groups, very low sexual activity, and low
compliance. However, even when taking a very conservative
interpretation approach all three studies reported severe
deterioration in several domains of sexual functioning e.g.,
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dyspareunia, vaginal dryness, and lack of sexual enjoyment
compared to healthy controls as included in the study of
Jephcott ez al. (44). When comparing the two different boost
modalities in the study of Oechler-Jinne ez 4/. no difference
was observed between the two radiation methods (100).
However, scores of dyspareunia, vaginal dryness, and sexual
enjoyment were severely negatively affected compared to
those of healthy age-matched women (100).

The literature search after 2010 revealed a few newer
studies on PROs following definite chemo-radiation for anal
cancer (101-105). No randomized or prospective studies
were identified. The largest study included 101 female
anal cancer patients and assessed long-term adverse effects
following chemo-radiotherapy using PROs and comparing
results with those of age-matched healthy control women (103).
Sexual interests and dyspareunia were assessed using
validated items from the EORTC colorectal questionnaire
module. Significant and severe impairment was reported
in all domains of QOL besides significant lack of sexual
interest and considerable dyspareunia (103). In the study
of Das et al. 26 women were included at a median of
five years post radiotherapy (105). Conventional EBRT was
used and sexual dysfunction was assessed using a validated
questionnaire. Data was compared with historical results
from women who e.g., underwent surgery for benign uterine
myomas or patients with serious medical conditions. The
scale scores on sexual functioning confirmed earlier findings
of severe impairment in several domains of sexual functioning
including difficulties in becoming aroused, inability to
relax and enjoy sex and inability to reach orgasm (105).
Comparable sparse information can be extracted from the
study of Provencher er al. where 32 female anal patients
were recruited retrospectively and assessed as long-term
survivors (101). Sixty-five percent of the patients had no
interest in sex and of those who were sexually active 50%
had pain or discomfort during sexual intercourse. For
the study of Philip et 4/. patients treated for rectal or anal
carcinoma were recruited for an intervention study on sexual
dysfunction (102). Hence, selection bias was integrated in
this study and results are not reliable concerning prevalence
or impact of sexual dysfunction. They found that sexual
dysfunction was significantly and consistently associated
with specific measures of psychological well-being
most notably sexual/relationship satisfaction. The authors
therefore suggest focusing on sexual/relationship satisfaction
in the development and implementation of interventions
for these patients (102). One study evaluated local control,
survival, and toxicity related to use of IMRT in anal

© Translational Andrology and Urology. All rights reserved.

www.amepc.org/tau

cancer (104). Conclusions about FSD were made but relied
on notes in the patients’ file and were therefore severely
biased (104).

There is limited data available on FSD following
chemo-radiation for anal cancer. It has not been possible
to identify any prospective data neither before nor after
2010. FSD was most often assessed using single items along
with other QOL issues and was therefore not the primary
outcome. From a clinical perspective severe mucosal and
skin morbidity is often present following radiotherapy for
anal cancer and may very well cause considerable sexual
and vaginal morbidity impacting negatively on the QOL.
Prospective studies are urgently needed to more validly
assess sexual dysfunction outcomes in anal cancer patients.
As in other pelvic cancers, the addition of chemotherapy to
pelvic radiotherapy has proved effective in improving the
local control rate. However, no positive effect on overall
survival has been identified.

Urological cancer
Bladder cancer

Radical radiotherapy may be used as a bladder-conserving
curative treatment of muscle-invasive bladder cancer.
A recent review evaluated the safety and efficacy of a
trimodality treatment (T'MT) consisting of transurethral
resection of the tumor followed by chemotherapy and
radiotherapy published during the past two decades (106)
and found excellent 5 years overall survival rate even in
advanced stage tumors. In some countries this treatment
strategy is reserved to cases where the patient cannot be
offered a cystectomy and radical pelvic lymphadenectomy
due to severe comorbidity. However, lately Gofrit et 4l
published a large retrospective case-control study showing
that despite a significantly higher comorbidity index,
patients treated with chemo-radiotherapy had similar overall
and disease-free survival rates with a lower toxicity than
those patients treated with radical surgery (107). Hence, the
optimal therapeutic strategy for bladder cancer still seems
controversial and the literature search both before and after
2010 revealed very limited data about radiation induced
patient assessed late effects.

In the literature before 2010 four studies were identified
that assessed QOL following radical radiotherapy for
bladder cancer (30,108-111). However, due to a very limited
number of female bladder cancer patients included, no
information on their sexual functioning could be extracted.
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One study was identified in the period after 2010 that
assessed QOL after TMT for bladder cancer (112). The
study was prospective and included 51 patients of whom
only six were female. Sexual function was assessed with one
item evaluating, male and females together, whether the
patient was sexually active or not. Hence, it is concluded
that the present literature on radical radiotherapy for
bladder cancer does not provide any valid information on its
influence on female sexual function.

Discussion

Despite considerable effort to develop improved radiation
methods, the latest literature confirms that patients who
receive pelvic radiotherapy still suffer from severe late effects;
sexual dysfunction is one of these (5,54,85,91,113-117).

The present updated narrative review indicates that pelvic
radiotherapy, independent on modality, has a persistent
negative effect on the sexual functioning of female cancer
patients; compared to data from age-matched control
women and data from patients treated by surgery only
(62,113,117,118). There are areas for which there is not data
available in the literature, e.g., bladder cancer, but several
general studies indicate that severe late effects related to both
small and large intestine, the bladder, the vagina, and the vulva
are prevalent following pelvic radiotherapy (62,113,117,118).
These studies also indicate that FSD is multi-factorial
and therefore by nature influenced by e.g., (fear of) fecal
incontinence, bladder urgency or incontinence, having a
stoma, being depressed or experiencing poor body-image or
lack of femininity (102,119). Further, sexuality in gynecological
cancer patients has been suggested to be more influenced
by the quality of sexual function than the quantity (63).
Lately, studies have indicated several partner related issues;
for the elderly patients comorbidity and erectile dysfunction
may cause cessation of sexual activity but for the younger
patient thoughts about the partner’s view on body and mind
changes following a cancer diagnosis and radical radiotherapy
may give rise to sexual insecurity and a feeling of not feeling
sexually attractive (102).

It could be argued that almost all reported results
reflect late effects related to radiotherapy as delivered by
conventional or “old-fashioned” radiation methods and
not taking the advantage of the 4D target concept for
IGAB and newer methods of EBRT as IMRT into account.
These methods are presumed to cause less morbidity than
conventional radiation methods and results of subjective
measures of e.g., vaginal morbidity, sexual and social
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functioning by patients are awaited in future studies.
However, at present and presumably many years from
now large cohorts of women are long-term survivors after
conventional pelvic radiation and their late effects should be
addressed prospectively and much more systematically than
they are now.

In general, the literature search showed that during the
past 4-5 years there has been a growing focus on PROs to
evaluate late effects. This is a new trend in the oncological
setting where the main approach for assessing late effects
has been objective measures as evaluated by the doctor
or other health care professionals and using rating scales.
When searching the literature after 2010 it appears that
several studies have emerged evaluating late effects by
patient reported outcome measures thus acknowledging
that the patient is the best to assess the impact of disease
and treatment on her body and mind. However, there is still
paucity on large scale studies on e.g., vaginal mucosal effects
of radiotherapy and its impact on sexuality of cervical,
rectal, bladder, and anal cancer patients; in particular, it is
expected that the introduction of image guided adaptive
brachytherapy will have less negative impact on vaginal
morbidity.

Only few and small series of intervention studies for
sexual problems after pelvic radiotherapy have been
conducted. These have been evaluated in a recent Cochrane
review (120). They document an effect of vaginal oestrogen,
benzydamine, vaginal dilators, and hyperbaric oxygen
therapy on acute and late vaginal radiation effect. However,
only small series have been evaluated and the evidence
is low. A protective effect of modern brachytherapy is
mentioned but not sufficiently evaluable (120). Psychosocial
intervention as e.g., communicating with the patient and her
partner about sexual problems following radiotherapy may
reduce fear and worries about sexuality. This may be the
first and most important step towards sexual rehabilitation
after cancer treatment. However, although most oncologists
declare feeling comfortable with addressing issues on
sexuality, sexual problems are very rarely discussed in the
clinical setting (41,45,120-124). Hence, there still seems to
be an apparent reticence to discuss the sexual consequences
of cancer treatment with women. As mention by White ez a/.
in a recent study of whether discussion of sexual matters
is part of a routine follow up consultation following
pelvic radiotherapy, this may partly be explained by the
lack of biomedical intervention possibilities to treat FSD
compared to those available for the management of erectile
dysfunction in men (123). However, as mentioned by several
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authors and confirmed in several qualitative studies many
problems may partly resolve just by the acknowledgement
of their problem being treatment induced, being common
among survivors, deserves attention, and may improve over
time (45,123). It is our hope that the increasing focus on
survivorship management will lead to a higher degree of
openness and understanding that sexuality is an important
part of cancer patients’ QOL and that patients who have
received pelvic radiotherapy constitutes a vulnerable group.

Conclusions

Pelvic radiotherapy when delivered as conventional EBRT
and/or brachytherapy has a persistent negative impact on
female sexual functioning. The most prevalent problems
are vaginal dryness, dyspareunia, varying degrees of vaginal
shortness/stenosis, lack of sexual desire, and orgasmic
problems. Radiotherapy induced vaginal morbidity may
further preclude the ability to complete sexual intercourse
and negatively influence enjoyment with having sex. The
time has come for openness about sexual matters within
the healthcare system and for intervention studies to defeat
sexual impairment in long-term cancer survivors.
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