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Abstract

Objective: To evaluate the effectiveness of interventions aimed at improving the sexuality of women
with multiple sclerosis.

Data sources: MEDLINE, CINAHL, PsycINFO, Web of Science, Scopus, Embase and the Cochrane
Library, as well as doctoral thesis databases Teseo and ProQuest Dissertations & Theses Global and the
grey literature database Opengrey were searched, last on 15 October 2019. Journals related to the topic
were also consulted. The bibliographic references of the articles included were reviewed.

Method: Studies were selected if they included women with multiple sclerosis in whom interventions
aimed at reducing sexual dysfunction were applied. Data extraction was carried out by two independent
reviewers. The Jadad scale was used to evaluate the methodological quality of the studies included.
Results: In total, 12 clinical trials were selected, and 611 patients were examined. Studies were
classified into six interventions: sexual therapy (4), pharmaceutical drugs (3), pelvic floor exercises (2),
yoga (1), mindfulness (I) and vaginal devices (). Most of them improved some primary outcomes of
sexual dysfunction such as lubrication, arousal, desire or orgasm. Pain was the most common secondary
outcome evaluated and it became better in two studies including sexual therapy and in one intervention
with pelvic floor exercises. Tertiary outcomes such as anxiety or depression were rarely examined, and
they improved with sexual therapy and with OnabotulinumtoxinA.

Conclusion: Sexual therapy, administration of OnabotulinumtoxinA, pelvic floor muscles exercises alone
or combined with electrostimulation and the use of clitoral devices could be the most recommended
interventions to improve the sexuality in women with multiple sclerosis.
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Introduction
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Multiple sclerosis is a chronic neurodegenerative

disease that affects sexual function.!? The way in nding _ o
hich the disease affects women’s sexuality has Sofia Garcia-Sanjuan, Department of Nursing, University
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previously been described by Foley and Iverson, 03690, Spain.
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result of primary causes (resulting from lesions
in the nervous system), secondary causes (refer-
ring to further physical issues as well as the side
effects of treatments) and/or tertiary causes
(described as sociocultural, emotional and psy-
chological factors).>>

Sexual issues in women with multiple sclerosis
are common (40%-74%)° and more prevalent than
in the population at large.? There are interventions
that can be used to address sexuality in women
with multiple sclerosis. These interventions are
pharmacological (such as treatment modification,
PDE-5 inhibitors and oestrogen) and non-pharma-
cological (such as education, support from partners
and aerobic exercise).®” A combination of both
kinds of intervention could be a reasonable way to
approach sexual problems in women with multiple
sclerosis,® considering that sexual rehabilitation
requires comprehensive attention.”

Therefore, it is important to determine the effec-
tiveness of these interventions in improving sexual
dysfunction and patients’ quality of life,® as it
would make available to clinicians a set of effec-
tive interventions to address these health outcomes.
As far as we know, there are no studies synthesiz-
ing information about interventions aimed at
improving sexual function in women with multiple
sclerosis, which could be of great help to the differ-
ent healthcare professionals working with people
with multiple sclerosis. The aim of the present sys-
tematic review is to evaluate the effectiveness of
interventions described in the available literature,
with a goal of improving the sexuality of women
with multiple sclerosis.

Methods

A systematic review to evaluate interventions
aimed at reducing sexual dysfunction in women
with multiple sclerosis was performed.

To obtain the original documents, an electronic
search was conducted in the following databases:
international databases MEDLINE, CINAHL,
PsycINFO, Web of Science, Scopus, Embase and
the Cochrane Central Register of Controlled Trials;
doctoral thesis databases Teseo and ProQuest
Dissertations & Theses Global; and the grey

literature database Opengrey (from inception to 15
October 2019—15 November 2019).

The search strategy was performed as described
in Appendix 1.

This strategy was complemented with manual
searches in international journals addressing the topic
of interest (from 2010 to 2019): Multiple Sclerosis
Journal, Journal of Sex and Marital Therapy, The
Journal of Sexual Medicine and Multiple Sclerosis
and Related Disorders. Furthermore, the biblio-
graphic references of the articles included in this
study were also scrutinized.

Studies were included if they evaluated an inter-
vention aimed at improving the sexuality of women
with multiple sclerosis. Only randomized con-
trolled trials and quasi-randomized trials in English
and Spanish were selected. Studies were excluded
if they performed an analysis of both sexes.

To select articles, titles and abstracts were
reviewed with respect to the inclusion and exclu-
sion criteria by two independent researchers. A
full-text review was made of the articles selected to
verify that they met the criteria. If consensus was
not reached, a third researcher was consulted.

Data extraction was performed by two inde-
pendent researchers previously trained in the criti-
cal analysis of scientific articles and data extraction
for systematic reviews. Any lack of consensus was
discussed with a third researcher.

To facilitate data extraction, an evidence table
was created in which the most relevant data were
summarized. The table contained information
regarding the characteristics of the studies selected
(author(s), year, country, research design, inclusion
criteria, exclusion criteria, sample size, ages and
methodological quality measured via the Jadad
scale)’ as well as information relevant to the inter-
vention (author(s), year, intervention, professionals,
sessions and their duration, variables and results).

Results

The search provided 8680 results, 6 of which were
identified through manual searches. No studies
were obtained via grey literature and doctoral the-
sis databases. The review of the references of the
studies selected provided one further addition to
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Records identified through database Additional records identified
searching through manual search
(n=8674) (n=6)

Records screened
(n=8680)

Records excluded
(n=8656)

v

Full-text articles assessed
for eligibility
(n=24)

Articles included after

Full-text articles excluded, with

the references review

(n=1) i

> reasons

(n=13)

Studies included
(n=12)

-Not evaluating interventions: 5
-Not being RCT or QRCT: 5
-A review including a trial
which has been considered: 2

-Including an analysis of both
sexes:1

Figure |. Flow diagram.

the sample. The final sample comprised 12 articles
(Figure 1).

The topics of the articles analysed included sex-
ual therapy (four studies),!*!* the use of pharma-
ceutical drugs (three studies),'*'® pelvic floor
muscle exercises in combination with other thera-
pies (two studies),!”!® practising yoga (one
study),' applying mindfulness (one study)®® and
the use of vaginal stimulation devices (one study).?!
The main characteristics of the articles included
and the evaluated interventions are summarized in
Table 1. The Jadad scale was used to assess the
methodological quality of the studies selected.’
Nine of these studies obtained a score of less than 3
on the Jadad scale (low methodological quality),
and three studies scored 3 or higher (good meth-
odological quality).

The main results were analysed as follows: with
respect to their effects on primary (directly related

to sexual function), secondary (referring to further
physical issues as well as the side effects of treat-
ments) and tertiary (psychological aspects) out-
comes of sexual dysfunction.

Primary outcomes of sexual dysfunction

All the included studies evaluated the effectiveness
of interventions with respect to some primary
causes of sexual dysfunction except for studies per-
taining to yoga.'® Lubrication, arousal, orgasm and
desire were the main evaluated outcomes.
Lubrication significantly improved in all of the
interventions except for the use of vibrating devices.?!
Arousal also improved in all studies except for those
pertaining to vibrating devices?!' and the use of silde-
nafil,'* which did not include this variable. Orgasm
improved in all interventions but not significantly in
the strategies that included mindfulness'®* and in



Clinical Rehabilitation 00(0)

(panunuo))

100°0>d ‘99MT| pue g 38 sauswaoadw
:uondUNYsAp |Bnxas Jo sasned AJenJa |

1000=d ‘SPMZ| 1ag uopounyskp ase3SIP dJUOIYD (L€/T¥8 7 5L0)
PUE ‘| 00°0>d ‘S}29Mm 1y319 38 sauswaroadwi  pue 554 ‘6 [-OSISW [eNxas 10} JUSWILI} IS0 JO AIOISIY OU puE Bsnqe 0£=9D
:UOIIDUNYSAP [BNXDS JO SASNED AIBPUOIDS  YIIM DR SHIIMT| [9POW | [SS|Td JO UOISIDA Buinedal pue Aoueudaad s3n.p Jo joyodje jo Aiolsiy oN (E/LL T SI1¥S)
100°0>d [99M 7| Pue g 3& syuswaroddwl  pue g ‘UOIIUDAIRIUI POpURIXJ DY UO Paseq SUOISsas ‘Yauow Ise| Y3 ul asdejpu 's.129A 0§07 Pase SIs0Ja|ds 0€=93 e(Ueal*2107)
:uondUNSAP |BNX3S JO S9SNED AJBWLIY  9.40J9q JUBWISSISSY saInUIW Q| 03 09 APeam-Inoy ® SulARY ‘£ < 24025 §SQT  2|dNW YIIM USWOM PaLLIEL] 09=N (¢£>) 1DY ‘e 39 4 Jeyysaueq
510308} [eUOIIOWD
031 pa3eja. sa|qelieA pue (]00'0=d) a4} Jo
Ajenb |jeasA0 ‘(100°0 >d) UondUNY [BNXSS
panoadwi “(100°0 > d) uonsuNy [enxas yau Buwinses|d [euosiadiaaul pue yas 2ouapuadap
uondejsies ul sdno.g Usamiag sIdUBIRYIP 33 IN0qe S||pjs pue saduaJdpRad pue  Bnup Jo sap.osip d1oydAsd
ueoyiudis ((970°0 >d) ured pue (1000°0>d) SOIIIAINOE [BNXDS JO UORERIUI 9Y3 INOqe  “JapJosip ejodiq jo sasoudel|
uonoeysies ‘(1000>d) wseso (100°0>d) $G-10DSIW  suonanuasul ‘ASojoisAyd pue Awoleue  Yim 9SOY) pUB UONDEJSIIESSIP
uones1qn| (zz0'0>d) [esnoJe (10000 >d) oY1 pue |45 ayr |ENX3S INOQE UOIEWLIOJUI PApN|DUI [BI1JEW 01 dnp swajqo.d enxas |e1a2 oy ul a1edidiued oy
3.1s9p Jo surewop ul dnoug [o.3uod ay3 YaIM uonuaAiIul  ydiym Adeasya enxas jo suondunysAp pey oym asoys ‘aredionaed  Buijim pue sisousps ajdninw  (80'8 ¥ ¥€) §1=9D
asurede Suriedwod uaym dnoug [eauswiriadxa ay3 Jae pue  [enxas ui 34adxa 3siSojoydAsd [eatuld 01 || 003 ‘sw_jqo.d Joj usauneaun Supjeas auam  (/8'S ¥ /€) §1=93 2(uear*2107)
oy ur syuswaroadw JuedYIUBIS  910§9q JUSWSSASSY B AQ PRIINPUOD SUOISSIS ApPam-T | SAIIUS0D YIIM SIUSNEY OYM SJedAGp—/ | PaSe USWOAA 0£=N (€>) 0 ‘e 39 | lueweZ
S9INUILG| PUB ()| USDIMIDQ PIISE| pue
SUauoW .INoj pue oM3 Je suoydajel
Aq 2uop 2J49M Py Y3 puE puodDS
Juediudis 3ou anq sdnoud 3y "uos.ad ul UoISsas SAINUIW OE—0T
yaoq ur syuswaAodul :sasned Aenas | 9UO PIp 8sJnU DUl SISOI|DS
395U0 03 patedwiod 61-OSISW s|dn|nw v "suoissas Buyjjpsunod
USYM SIDUDIHIP 10U :S3SNED AIBPUOIIS D3 YIIM UORUAIIUI 993 pUE $924N0OSD [BUO
(100°0>d) 39suo 03 patedwod  ay3 Ja3ye syIUOW XIs ‘S|BlI9IBW UM PIAIDIDY JU3sU0d paw.iojul apiaoad |> sisodaas a|dinjnw 1£€=9D __Amvm:au
uaym sdnous y3oq ur sedusIRyIp JuBdILUSIS  pUER UORUSAIRIUI B3 $92.4n0sad [eu 01 9|qBUN O SUOIEIWI|  SUO Ul Pa.33sISaJ J9P|O 4O g 1€=93 ‘9007) ‘e 3@ W[
:UOIDUNYSAP [BNXDS JO SASNED AW  910J9q JUDWISSISSY PUE S[e1I93BW UDIILIM PAIDDR 2AUS0D YIMm UBWOAA  PaSe uswom aande Ajenxas  ((£5—+7) ¥b) T9=N (€>) 10Y uosaydoastayd
(6660 < d) syauow 2.4y IsureSe syauow
om1 Suriedwod usym saduaIaYIp ON | €= 240ds
(100°0>d) syuow 1ag © pue /> 2103s §503
993 PUE OM] JB DUDIDHIP JUBDIUSIS ‘1454 ay2 Ue ‘gZ= .05 |4S4 ‘saseasip
dnous [eauswiiadxs YIIM UORUSAIIUL pauresy 1UoJYd J3Y30 J0 3snqe Sn.p (S0°L ¥ $9°5€)
93 Ul J93JB PUE 910J9q 9.102S [8103 |4S4 a3 Jayje syauow Ajsnoiaaud ayimpiw e Aq pa1onpuod Yauow 3Ise| 9Y3 Ul /|oYod[e Jo AIOISIY & dARY J0U SF=9D
(100°0>d) dnous [eauswiiadxa ay3  99.y3 pue OmM3 pue  [9pow ] |SS|Td dY3 Uo paseq Adesays asdejau sisoa|ds 9|di3|NW & pue  pIp puB GG—g| dJaM ‘sisoudelp (19SS T LLYE)
Ul SY3uOW 93.Y3 PUB OM3 JE JuaLRACdWI uonuAIRIUI Y3 [ENX3S JO S)99M JNOJ JOJ HPIM  JUSWILD.] [enXas Aue Suped  sisousds a|dijnw e pey “ieak €y=03 o1(Uea] ‘91 07)
:sdno.3 USaMIBQ 210DS [BI01 |4S4 40§ JUDWSSISSY J2d uoissas saInuIW 07 |—06 UO ‘foueudaud ‘< 24035 $5Q3 SUO JO} PR USWIOAA 88=N (¢£>) 1DY ‘e 39 Z uezegyeyy
Adeaays [enxag
(aress (A13unod “aeak)

synsay

S3|qeLiep

UOIIUBAIRIU|

BIJ911ID UOISN|IX]

©1411D UOISN|DU|

(sa8e) az1s a|dwes  pepe() udisag

(s)4oyany

‘suonuaAIul Jo uondldssq °| d|qelL



Esteve-Rios et al.

(panupuo))

HPaM| e
(200°0=4) uoneslign| 1o} pue M Y1
38 ($00'0=d) [esno.e urewop ay3 Joy sdno.gd
9343 ||e U9IM1q SRDOUBIRYIp UCNUC_EM_W

S9aMm Y812 Joy sasDIRXD

Joojy d1aj2d pue ssaujnypuiw yioq 1D 3ueudaud Buiaq pue pueqsny
wouy uneiedss ‘uoissas auo
uey) 240w Joy Juedidpied
a3 jo aduasqe ‘Apnis a3
Surinp asdejau aseasip
‘a1edionaed o1 ssauduljimun

aseas|p Jay3o Aue Suiney Jou

30U ‘87> |45d ‘pueqsny Buiney  (£'S F §°SE) ¥T=D9
._UO_LwQ uolssiwaJ ul .wr_u:OE
XIS ISB3| I8 U0} SISOUI|IS

9|d|NW Yam USWOAA

PoI5B| UOISSDS Yoeg "$H29M Y319 JaA0
5[99M B 9DUO SUOISSIS SSAUINPUIW ‘gD
'$5[99M Y812 JaA0 Aep Jad

SAWI OM3 S3SIDIDX3 100 dIAlRd 1y

UOIJUdAJIRIUI BY] J93ye

PUB UOIUSAIRIUI BY)

o1(Ued] '8107)

(£<) 1DY e 3@ 4 peloueesoly

saidesays JaYI0 YIm uone

WIOD Ul S3SIDJ9X3 3[ISNW JOO[4 JIA|lRd

(100>d) urewop ured a2 Joy ||| pue ||
U3aMIaq 3dUIRYIP JuBdYIUSS :sdnoJS usaming

104 3dadxa surewop |je ur paroadwi
‘sujewop |[e uj paao.idw

‘ured pue wsesio

a.1s9p

10} 3dedxa surewop |[e ul paaoadwi ;|5
:UOIIUIAIRIU BY3 I33je puE dIojeg

oam Jad 221m1 suoissas

SOINUIW O YIIM SHIIMT | 10} paise|
pue paures Ajsnojasud isidesayaolsAyd
® AQ SUOP SEM UORUIAIRIUI BY |

asnedousw Jo asnedouswiuad
QJ9M 10 UORDBJUI 3B
Adeuwn ‘| 98e3s ueyy Jo3eaus
asdejo.d uediQ ‘syauow xis
snojaa.d ay3 uiyIm AIAl)
|euiSeA & IO ueaJESIED B
‘A198.ns 2130]023u4S &

yum uawom ‘Aueudauy

1583] 1€ 10§ DARDE A|[enxas
SJ9m pue diysuonejaJ [enxas
® Ul a4am Aay] Auoedes
aAniugod a1enbape ue aAey
puE §'9> SSOJ UE ‘syauow
Jnoj snoiaa.d ay3 UaA0 3|qeas
U23q peY OYM SISOI|IS
a|dnnw Yam g| = USWOAA

UONEINWIIS SNOUBINISUBI YIIM |||

|euiBeAe.aul yam (|
‘UOIB|NWIISO.ID3 paje|nwis
UM $351DI9XD 9Jasnwi Jooyjy diAjd 1o

((15-9¢) §'v¥) 9=19

(17818 ¥ 107)

(€>) LDY ‘[e 32 DY 0PN

saidesays Jay3o yim uone

WOD Ul S3SIDI9XD 2SN IOO|} DIA]RY

3y1| jo Auenb

ul pue (Z000'0=d) uolssa.4dap (100°0=d)
Aieixue ul syuswaAoadw) “2dusuRuUod
AJeulin ureluiew 01 paSeUBWI OYM USWIOM
asoys ul ($00'0 >d) Uondejsines pue
(5000 >d) wsed1o (500°0>d) uonedrign|
‘(5000°0>d) [esno.e (500°0 > d) -Is3p o
surewop aya ul sauawaAoadwi Juesyiudig

(100°0=d) @411 0 Aajenb 1 pue (€000°0=d)
uoyssaudap ‘(1000 =d) Aixue u
suaWaA0IdW] OS[E 249M B43Y [ "9IUBURUOD
AJeun urelurew o3 pageuBlW OYM USLUOM
asoys ul ($00°0 >d) Uondeysines pue
(500°0>d) wsed1o (500°0>d) uonea1qn|
‘(50000 > d) [esno.te (500°0>d) 2-1sap Jo
surewop ays ul syuawaAo.dwi Juesyiudig
“(¥20'0>d) urewop wsesio

93 J0j 9DUBIBYIP IUBDYIUSIS B SEM D93
‘aseyd uoisuaixa [euondo aya uj ‘(ogade|d
SNSI9A 96| < d) 9SINODIDIUI IO) D.IISIP

ui Jou (ogade|d snsuaA |0 <) Adedes
wseBJo uj 3uswaAoc.dw] ou sem a4y |
*(0gede|d SNs.uaA £G0°0 > d !PUIRSEq SNSIDA
100°0 >d) uonesuss pue (oqade|d snsuoa
£0°0 >4 ‘dul[aseq SNSJaA |00 >4) UonedLIgn|
O surewop ay3 uj sauswaAo.dwi JuedUSIS

am I93e Stpuow Xis (901 FTEY)1T=DD
pUB UOIUSAJIRIUI BY)
Ul UBY3 POSN UOIIUSAISIUI SWES S| Ul UBY3 POSN BIISILID SWES D] Ul UBYI PASN BLIDIIID SWIES 3y |
syauow Xis Ise| Y3 ul

asdejau & pue uonduny uappe|q
Y3IM DUap93ul 3By SBNIp
‘sauade aAndeoydAsd ‘Adesayn
ugjnSeodnue ‘Adueudaud
Juawuredwi aAnuSod
‘suOnd3JUI 39843 Adeulin
Juaaundau ‘asdejoud [eauaoun
ape.-ydiy ‘uondn.aisqo o3
3Np JIPPE|Q SANIEIIAQ

[eUOnUSAUOD 03 puodsal Jou
PIP 3843 AJIAIIORISA0 JOSNIIDP
PUE J9ppE|q DARDEIDAO

40 swoidwiAs pue suo
|euids pue [elio1uIEAUL
‘[edr103eIXN| “JRjndLiudALIRd
paAe|dsip oym sisoud|ds
9|d|NW YIIm USWOAA

|043u0 21do2s03sAd Japun ‘Suoiiy
a3 BuIpIOAE ‘s31Is (07 3B dPsNW
Josn.a3ap ay3 oaul paidalul [DeN

9¢ YoM |nun aseyd

UOISU2IXd [euondo ue sem a.ay |
"M T | JIYLINJ B IOJ JDAO PISSOID
2Jom sdnoug 9Byl U1y 'SHPIM | 0}
POISE| USRI DY | IJOUI] OU SEM
2193 J SwQQ| 4O $109Y0 SPIs oM
2493 j1 Sw Gz 03 paypow aq pjnod
9SOP 9Y3 ‘S}99M OM] JaJY ‘|IJeUSP]IS
30 3w Qg YaIm JusuIea [BIQ

swajqo.d oneday Jo [euad
‘JB[NJSBAOIP.IED JO AJ0lSIYy ou
pue sisouads ajdnjnw jo 3asuo
33 4238 UORIUNYSAP [enXaS
4o 1uawdojaasp ‘diysuoneja.
|[enxas0.233Y 3|qeIs € ul
uswom [esnedouswa.ly

Jueudaud asem Aaya 4 pue
sa1e.A1U 4O SJoqIyul xerdnau
DAI11D39[3S UIUOJOUIS UO 3J9M
ASya J1 papn|ox® aJam suaned

(Paynuapun) ¢| =53
T| J33je JUBWISSISSY

a1(A®31 2107

(€5) O |e39 'Y luojueuuelD)

si(A®a1 '5107)

(€5) O [e39 Y luojueuuelD)

»(OIN $007)

(£5) 1OY e 39 y ®adnoseq

s3n.p [eonnadewsieyd jo asn

(penunuo)) °| s|qeL



Clinical Rehabilitation 00(0)

*$19p40sIq DIV

Jo [pnupyy [ponsnpis pup dnsouspiq WS BdS SS4ISI [BNXSS dJWa4 S Anlul paod [eulds ;DS fo[edg Wasisg Apog pue [enxas Ajiqesiq [ed1sAyd :3ASdd 2[edS Suney wsediQ :SYO HS-o47 Jo A

-[en®

IYSYQ "2IBUUONSINY UoRdUNY [BNXaS 1D4S d)i7 JO Afend) @dusuIuodY|

0.9)2S 31dn|n|y HS-TODSIN ‘6 | -AI[Enxag pue Adewnu sisoJa|ds 3|dninyy 16 [-OSISIA ‘SISOJ32s a|dnnw gl 3[eS SS3.13SI [BNXSS S[BWS SIS ‘[eSNOJY [BNX3S 9)i|-[8dJ JO JUSWSSISSY Pa|ieIng
0Q-| ‘9[eds 3uney uoissaudsq uoliweH :g-lWVH 9[edS Suney ABIXuy uoliweH y-WWYH [El3 P9]|0J3u0d paziwopue.l

11Dy f[eauswiiadxa-isenb 1 ‘Adedsy] sAisusau| ‘suonsaS3ng oydads ‘UolBWLION| PRMIWIT ‘UOISSILIR ] [SSITd +§-a47 Jo ANfend) sisousds ojdnin|y 5-TODSI ‘6| -A[eNXaS pue AdBWIIU| SISOI|OS
a|dnn|y :61-OSISIW XdPU] UORIUNY [BNXSS S[eW :|{S4 ‘9[edS A114aAeS andire ;sS4 ‘dnoJsd [euswiiadxe 157 ‘a[eds sniels Ajiqesiq papuedxy :5sQ3 dno.d [0.a3u0d D7) ‘Aiojusau] uoisseudaq >aog :|ag

9108RYd Wsedio
Ul S9OURIDYHIP JON| "9| HOOM I SOIUBIDYP
uedyiudis 30U a49m 313y (8200 =d)
SUI[9SEQ SNSIAA T | Y29M 1B UlRWOp wisedio
ul sauawaAoadw :sad1A8p Suneaqip
(£70'0=d) sso.nsip

[enxas pue (8700 =d) 21095 [€303 |4S4
‘(€¥0°0=d) uoneslqn| (8200 =d) wses.o
ul sauawaAoadw 9| dPam 3y (020°0=d)
Paseaudap ssasIp [enxas (640'0=d)
uondesiIes pue (7]0°0=d) wsesio

‘(8000 =d) uoneaLiqn| (6000 =d) [esno.e
‘(6000 =d) @Is3p Ul pue (6000 =d) 210s
1454 [2303 Ul 7| Y99M 3e sjuswao.Idwy
JuedIuBIs :SDIASP UOHINS [BION|D

S[PIMY| I8
SYO PUE 61-OSISW
23U BIA S| YaM
USWOM Ul passasse
S19M SONSIIBIdRIRYD
wseS1Q 'sasd pue
1454 yam oe
S[aM9| pue 7|
puE UORUBAIRIUI BY3
2.0J3q JUBWISSISSY

AAnoe [enxas 3ulnp 1o

SUOJe Jay31d Swi3 Aue Wayl asn pinod
USWOAA "uone|nwias AI10Ieqia pue
9D1A9P UOIIDNS WNNDBA [BLIO|D JO 35N

s3n.p Jay3o Jo onoydAsdiue
‘sJ01qIyur a>eadnad uluoloas

JO asn ‘ssau

[ea1paw

snoas ‘Aduspuadap onoo.eu

‘92urqUNIsIp dli3eIydAsd

‘s492|n aJnssaud AoueuSaud
‘uondunysAp [enxas piqJows.d

‘ssauaAlsuodsau [eajuad
8undayje A1a8unsounau

m30_>w‘_& ‘uoijeWIO)BW [BIIUSD)

"SI 40 [DS 1M USWOAA

(€01 1'£8) §=108
(L85 L'9%) 81=SW
(zol T €€p) €2=N

(€>) 1OY

(VSN “£107)
‘e 32 | Japuexa)y

SIDIASP UOIIR|NWINS [eUISeA

suolsuawip 33sgd o4

punO} 34oMm S2URIRYHIP JuRdKIUSIS ON “dUOoe
(£0°0>d) SsauIaMm [e21ua8 S[edsqNs dy3

10} SOIUBIDYIP IULDIUSIS PIMOYS SI|NSD

3asad
Awsva ‘1454 ‘sasd

WSQ 23 03 uipiodde
JOPJOSIp 2J1SSp [BNXdS

2AnoeodAy Jo JapJosIp [esno.e

VSYd 34l (500 <d) SAS4 10} punoy sem YaIM uonuaAIRIuL 53ds 9s.nu paJalsiSa. [enxas 9[ewWad} 10} BLIDILID 33 1=1DS
suou 11_qe (§7'0=d) UondUN) [ENX3S pue 42348 syjuow xis ® Aq P23ONpUOD S}9M ()| 10§ 2iede 39W oym pue ysijSug ui uany 9=SW
(900°0>d) [esnodJe (8€0'0>d) IS9P JO  pUE $99M OM1 pue $)29M OM1 padeds ssaujnjpuill | Ul §| < 9403s B pey A3yl ‘Jeak JUO 1SE9| 1B U0) | DS IO ((19-52) oz(BPRUBD 9107)
SUIBWIOP [4S4 Y3 Ul S2OUIBHIP JUBDY 2J0J9q JUBWISSASSY JO SUOISSDS SPINUIWI O DALY JI POPN|IXD dJoM sjuedidiied S| YIM G9—¢| PaSe USWOAA 1 T6LP)L=N (€>) 0 ‘e 39 S Pjso[edI0H
ssaujnypuiw 3uik|ddy
soseasip
(uore.nuaduod [e3usw) eSoAeley  JBINOSBAOIP.ED PUE SISPIOSIP Apms ay3 ul
aJreuuonsaNd)  pue sasiuaxd 3ulyiesuq) ewedeueld  [ed1ydAsd pue dijoqersw wody  aedidied o1 9|qe AjjedisAyd
39su0 03 patedwod $5-10DSW 243 ‘(s3uswanow mojs) eSokereH Jo Buriayns 10 SUOIUSAISIUL  pUE saseasIp Suljqesip Jayao 0£=9D
USYM UONDBJSIIES [BNXIS J[BISQNS DY IO} YaIM uonuaAIRIuL so|dputid ay3 uo paseq saspJxe spnadeJays snosuenuwils ou ‘sueak om3 3sed a3 0£=93
(100°0=4) dno.8 uonuaas=ul aya ur punoy ays Jaye pue  Bujwiiopad syluow 93.y3 J0y Yauow Japun ‘aseasip ays jo 10} s1s049J2s |diNuw yam ((s-81) o (UBd ' 107) e 3R
SJOM SIDUBIDYIP JUBDYIUSIS A|[BDSNBIS  DJ0J9q JUSWISSISSY J3d uoissas saanuiw 0g—09 Y313 aseyd 9ande a3 3e syuaey J3P[O 1O SIBIAG| USWOAA 08F91€) 09=N (€>) 1DY S peqegjnopieleN

(penunuo)) *| a|qelL



Esteve-Rios et al.

women who practised pelvic floor muscle exercises
with electromyographic biofeedback and sham neu-
romuscular electrostimulation.!” The use of sildenafil
demonstrated improvements in orgasm in an exten-
sion phase.!”* The studies indicated that desire
improves with sexual therapy,'!®!'3 the administration
of Onabotulinumtoxin A,">!¢ an intervention com-
bining pelvic floor exercises with tibial and intravag-
inal stimulation,'” mindfulness?® and the use of
clitoral suction devices.?!

Secondary outcomes of sexual
dysfunction

Pain was the main secondary outcome of sexual
dysfunction evaluated in most of the studies
included. It was reduced significantly in two of the
studies that evaluated sexual therapy'>!* and only in
one group of women who practised pelvic floor
muscle exercises in combination with electromyo-
graphic biofeedback and intravaginal neuromuscu-
lar electrostimulation.!” The remaining interventions
identified did not show a significant improvement
in pain.

Another secondary outcome evaluated was uri-
nary incontinence, which improved in the two
studies that applied Onabotulinumtoxin A.!>16

Tertiary outcomes of sexual dysfunction

The main outcomes evaluated were anxiety and
depression, distress, self-esteem, satisfaction and
quality of life.

Anxiety and depression were measured in the
two studies that used Onabotulinumtoxin A.!>!¢ In
both cases, they decreased significantly. Distress
was evaluated in the study including vaginal
devices.?! The use of clitoral suction devices reduced
it significantly.?! In contrast, the use of vibrator
devices?' did not improve these outcomes. There
were also aspects related to self-esteem that were
evaluated in two studies that used the extended ver-
sion of the model of sex therapy, consisting of four
different levels of intervention (Permission, Limited
Information, Specific Suggestion and Intensive
Therapy (PLISSIT))"* and mindfulness.? In the first
case, the outcomes improved significantly, but

mindfulness did not demonstrate effectiveness in
this aspect. Satisfaction improved in studies includ-
ing sexual therapy,!®!? the administration of
Onabotulinumtoxin A,!*!® pelvic floor muscles in
combination with electrostimulation,'” yoga!® and
the use of clitoral devices.?! Trials in which mindful-
ness was used did not reach a significant improve-
ment in satisfaction.'8%° Quality of life was examined
via sexual therapy,!* the administration of
Onabotulinumtoxin A,'>!'® yoga!® and the use of
sildenafil.'* It improved significantly in all of the
studies except for those including sildenafil.

Discussion

The present systematic review found that sexual
therapy, the use of Onabotulinumtoxin A, pelvic
floor exercises and the use of vaginal devices could
improve some aspects of the sexuality of women
with multiple sclerosis. The use of sildenafil, yoga
and mindfulness could also lead to improvements,
but the evidence is more limited.

Although sexuality is a holistic dimension that
can be modified by physiological, psychological
and sociocultural factors in women with multiple
sclerosis, it seems that it is more common to evalu-
ate the physiological factors.

Outcomes related to the primary causes of sex-
ual dysfunction in women with multiple sclerosis,
such as lubrication, arousal, orgasm or desire, have
also been improved in female oncology patients
using the PLISSIT model.?? Therefore, the use of a
standardized plan of sexual therapy could improve
sexual function in women independently of the ill-
ness. Among sexual therapies that have also
improved these outcomes in other groups of women
are yoga®® and mindfulness.?* Nonetheless, although
they also seem to improve sexual function in
women with multiple sclerosis, the evidence is lim-
ited. In addition, these interventions may not be
effective in women in whom multiple sclerosis has
affected their physical and cognitive function to the
point of preventing them from performing these
interventions.!%2

A comprehensive approach to sexual dysfunc-
tion should also include a combination of these psy-
choeducational interventions and pharmacological
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treatments. Sildenafil is the most widely known
drug used in sexual dysfunction, and it has proven
to be beneficial in primary outcomes such as erec-
tile dysfunction in men with multiple sclerosis.?
Nevertheless, there are limitations in terms of the
safety and effectiveness of this drug.?® In fact, the
study of Alexander et al.?® did not find significant
improvements in women with spinal cord injury.
Therefore, the benefit of sildenafil in women with
multiple sclerosis may be minimal, and there is no
evidence that it improves any aspect that other less-
invasive interventions cannot achieve.

To complete any type of intervention, the involve-
ment of partners in therapy is necessary to achieve
positive results.!”> Nevertheless, it is important to
consider that sexual satisfaction is derived not only
from intercourse but also from other actions, such as
tenderness, caresses and affection,!! and a relation-
ship is not always needed to improve sexual satis-
faction. The option of utilizing devices, either with
one’s partner or on one’s own, has shown significant
improvements among women with sexual dysfunc-
tion.”! Some of these device-based approaches, such
as vaginal vibration, could improve some aspects,
such as orgasm, not only in women with multiple
sclerosis but also in women with spinal cord injury.?’
Specifically, devices that include clitoral stimulation
provide more benefit than others. This could be
related to the fact that physiologically, the clitoris is
a very sensitive zone.?!

Related to the secondary outcomes of sexual
dysfunction, pain is the most frequently evaluated
outcome in women with multiple sclerosis, and
sexual therapy and pelvic floor exercises seem to
be effective in reducing it. Related to sexual ther-
apy, the PLISSIT model seems to reduce levels of
pain not only among women with multiple sclero-
sis but also in other populations, such as female
oncology patients.?

The administration of OnabotulinumtoxinA
seems to improve urinary incontinence in women
with multiple sclerosis,!>!® but there is no evidence
of a significant reduction in pain in these women.
Nevertheless, Morrissey et al.?® found evidence of
the positive effects of the administration of
OnabotulinumtoxinA in women with dyspareunia
with hypertonic pelvic floor muscles.

Another strategy to improve urinary incontinence
could be the use of pelvic floor muscle exercises.?’
These exercises alone or in combination with elec-
trostimulation could improve urinary problems and,
therefore, sexual function.!” Nevertheless, it has not
been directly measured in any of the studies that
include women with multiple sclerosis, although
this relationship is well known.*° On the other hand,
vaginal electrostimulation could also be effective in
addressing sexual function in women without uri-
nary incontinence,® so this intervention could be
considered for women with multiple sclerosis and
could improve other areas of functioning, such as
bowel function.’!

Tertiary outcomes are the least frequently eval-
uated outcomes, with quality of life being the most
commonly evaluated. It has been demonstrated
that sexual dysfunction affects quality of life in
people with multiple sclerosis even more than
physical disability does.?? In this review, this vari-
able improved with sexual therapy,'? the adminis-
tration of OnabotulinumtoxinA!'>'® and yoga.'’
These findings have also been noted in other popu-
lations, such as oncology female patients?? and in
women with hypertonic pelvic floor muscles,?® for
whom sexual therapy?? and the administration of
OnabotulinumtoxinA?® have improved sexual
function and quality of life. However, sildenafil
did not improve quality of life variable in women
with multiple sclerosis.!* This finding has also
been observed in women with spinal cord injury,
for whom sildenafil did not demonstrate an
improvement in quality of life.?

Finally, it is important to emphasize the fact
that most of the studies regarding sexual dysfunc-
tion in women with chronic illness involve the ill-
nesses that are most prevalent in society (e.g.
cancer, cardiopathy), whereas multiple sclerosis,
as well as its effects on sexuality, is less widely
known. Furthermore, due to factors such as reli-
gion or the patriarchal culture of many countries,
women may find it difficult to express sexual
problems, and healthcare professionals could
avoid treating them.’

The main limitation revealed by this review is
the poor methodological quality of 8 of the 11 stud-
ies included. This may be related to the use of the
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Jadad scale, which considers a limited number of
variables.** Moreover, it is important to emphasize
the difficulty of finding studies that include women
with multiple sclerosis because most of the studies
regarding sexual dysfunction in women with
chronic illness mainly involve women affected by
the most prevalent chronic diseases in society, such
as cancer and cardiopathy. Due to the lack of
research on this topic, highly sensitive searches
were used as a compensatory measure.

This review has identified effective interven-
tions for improving sexual function in women with
multiple sclerosis. Although the available studies
and their quality are thus far insufficient, most of
the interventions described, or a combination of
them, could be taken into account as clinical
resources for the improvement of the sexuality of
women with multiple sclerosis. Since all the inter-
ventions examined in this study included women
who were physically and cognitive capable of per-
forming them, further research should be con-
ducted in patients with more advanced stages of the
illness.

Clinical Messages

The following findings were observed in
women with multiple sclerosis:

e The PLISSIT model could be used to
improve sexual function.

e Theadministration of OnabotulinumtoxinA
can improve urinary incontinence and
therefore sexual function.

e Pelvic floor muscle exercises alone or in
combination with electrostimulation can
improve functioning and, consequently,
sexual function.

e Vaginal devices may be recommended, but
those that apply clitoral stimulation could
be more effective than others.
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Appendix |

Search strategy: examples

Medline.

Search Query Items found
| Multiple sclerosis [Mesh] 56,450
2 Multiple sclerosis [Title/Abstract] 71,729
3 I OR2 79,130
4 Women [Mesh] 35,270
5 Women [Title/Abstract] 925,320
6 40R5 939,526
7 Sexuality [Mesh] 102,732
8 Sexuality [Title/Abstract] 15,278
9 70R8 109,570
10 3 AND 6 AND 9 56
Il Female [Title/Abstract] 671,990
12 4O0OR50R I 1,514,290
13 Sexual dysfunction [Title/Abstract] 9910
14 Sex*[Title/Abstract] 707,835
15 70OR8O0OR I3 OR I4 741,080
16 3 AND I2 AND 15 970
CINAHL.

Search Query Items found
| (MH ‘multiple sclerosis’) 16,893
2 TI multiple sclerosis 10,528
3 AB multiple sclerosis 9897
4 | OR20R3 19,841
5 (MH ‘women’) 17,270
6 Tl women 107,083

7 AB women 296,382

8 50R6OR7 343,966
9 (MH ‘sexuality’) 27,172
10 Tl sexuality 3521
I AB sexuality 5986
12 9OR IOOR I 30,584
13 4 AND 8 AND 12 25
14 Tl female 19,288
15 AB female 157,713
16 50R6 OR7OR [40R I5 479,457
17 Tl sexual dysfunction 1273
18 AB sexual dysfunction 2409
19 Tl sex* 58,531
20 AB sex* 150,473
21 9ORIOORII OR17O0OR I8 OR 19 OR 20 181,151
22 4 AND 16 AND 21 228
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PsycINFO.

Search Query Items found
| MA (multiple sclerosis) 7617
2 ti (multiple sclerosis) 9543
3 ab (multiple sclerosis) 14,308
4 | OR20OR3 15,340
5 MA (women) 12,417
6 ti (women) 90,526
7 ab (women) 282,919
8 50R60OR7 297,198
9 MA (sexuality) 1851
10 ti (sexuality) 7633
I ab (sexuality) 24,963
12 9ORIOOR I 27,643
13 4 AND 8 AND 12 22
14 ti (female) 37,658
15 ab (female) 301,721
16 5OR6OR7O0OR I40R I5 548,862
17 ti (sexual dysfunction) 1972
18 ab (sexual dysfunction) 5797
19 ti (sex*) 114,093
20 ab (sex*) 291,825
21 9ORIOOR I OR 17 OR I8 OR |9 OR 20 306,012
22 4 AND 16 AND 21 318






